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RESEARCH STUDIES

Complications in oral implantology associated with maxillary sinus lifting

F. Atamni

Department of Oro-Maxilo-Facial Surgery and Oral Implantology
Nicolae Testemitsanu State University of Medicine and Pharmacy, Chisinau, the Republic of Moldova
Clinic for Oral Surgery and Implantology, Tel Aviv, Israel
Corresponding author: dr_fahim@zahar.net.it Manuscript received March 19, 2013; accepted June 07, 2013

Abstract

Objectives: The aim of this study is to evaluate the complications with the elevation of maxillary sinus bottom in dental implantation and identify
the factors, that may contribute to the occurrence of these complications, and propose different therapeutic approaches. Material and methods: The
studied population has consisted of 685 patients (971 sinuses) with severe posterior maxillary atrophy treated with sinus bottom elevation by means of
the lateral window access by one/two stage technique. For unilateral procedures 399 patients have been appointed and for bilateral procedures — 286
patients. The sinus elevation has been performed with the usage of deproteinized bovine bone material (DBBM) only or its 1:1 mixture with autogenous
bone as well as B-tricalcium only or its 1:1 mixture with autogenous bone. The complications have been evaluated clinically and radio graphically. Results:
The most common intraoperative complication has been the sinus membrane perforation which has been observed in 44 sinuses operations (4.5%).
Severe intraoperative bleeding has been observed in 42 operations on sinuses (4.3%), 22 sinuses (2.3%) of 22 patients have acquired sinus graft infection,
twelve of the patients have been smokers. The implant migration into maxillary sinus has been reported in two cases (0.2%). Wound dehiscence has been
observed in 13 cases (1.3%). Periimplant infection has been observed in 23 patients with 54 implants, 8 of them have been removed (0.67%). Conclusion:
The clinical outcome confirms the fact that sinus bottom elevation to improve the conditions for installing the dental implants can be considered as a
safe treatment with a low frequency of complications. Proper patients’ selection and treatment planning as well as the application of the sinus elevation
technique are the prerequisites to minimize the risk of complications.

Key words: dental implantology, sinus bottom elevation, maxillary sinus grafts.

OcnoxkHeHns npun SYGHOﬁ MMIUVTQHTAI NN C MIOAHATIIEM JHA BCPXHC‘ICHIOCTHOﬁ Ima3yxm

®. AraMHI

Pedepar

Ilenp. BoisiBeHne YacTOTHI, IPUYIH BO3HIKHOBEHIS 1 Pa3pabOTKa METOJOB JIeUeHIsI OC/TO>KHEHNII TIPY MOHATUY {HA BePXHEUeTI0CTHON [a3yXi
B 3y6HOII nMIUTaHTanuy. Marepuan u MeTopbl. Y 685 maruenTtos (971 masyxa) ¢ BBIpaXXeHHOIT aTpodueil 3afHero OTHe/Na BepxHell YeIICT ObIIO
MIPOBE/IEHO MOJHATIE JHA BEPXHEYETI0CTHOM Ma3yXy TaTepaIbHbIM JOCTYIIOM, TEXHMKOJ B OJVIH M/IM JIBa 3Tamna. B KauecTBe I/1acT4eCKOro MaTepyuasna
UCIIONb30BaHa [ENPOTENHU3NPOBAHHAS OBIUbs KOCTD 1y eé cMech (1:1) ¢ KOCTHBIM ayTOTPAHCIIAHTATOM, a TakXKe TpUKambiuit Gpocdar B uncTom
BuJIe M ero cMech (1:1) ¢ KoCTHBIM ay ToTpaHcrIanTaroM. OIHOCTOpOHHee MOJHATHUE [HA T1a3y Xy HPOBEEHO y 399 MalieHToB, ByCTOPOHHee — y 286.
AHasnm3 0C/I0KHeHWII IPOBefieH KIIMHIYecKy 11 pafnorpadudecki. Pesynbrarel. Bo Bpems orepany Hanboriee 4acTbIM OCIOXKHeHneM O6buta epopariys
MeMOpaHbI BepXHeUeToCTHOI Tasyxi. OHa BO3HVKa/IA IIPY BMeEIIaTe/IbCTBax Ha 44 (4,5%) masyxax. BoipajkeHHbIe KPOBOTEIEHIS MIMETII MECTO BO BPEMsI
42 (4,3%) onepanuit. B 22 (2,3%) masyxax y 22 IHalMeHTOB, U3 KOTOPBIX 12 ObIIM KypUIbIIMKAMU, I/IACTIYECKMIT MaTepuan nadumposanca. B apyx
cyvasx (0,2%) IpoM3oIIa MUTpalMA VMIUIAHTAHTOB B BEPXHEUETIOCTHYIO ITas3yXy. Pacxox/eHne paHbl mponsomwto B 13 (1,3%) coyvasx. SBneHns
NEePUMMIIIAHTATA BBIABIEHDI Y 23 MaLMEHTOB C 54 MMITAHTAaMM, 8 U3 HUX Y/laJleHbI (0,67%). BoiBopbl. Kimmunyeckne HabmomeHns TIOATBEPXKIAIOT,
YTO IOHATIE [HA BEPXHEUETIOCTHOI ITA3yXI C LIe/IbI0 YIyYILICHNS YCIOBIII I YCTAHOBKY 3yOHBIX MMIUIAHTATOB, ABJIACTCSA 3P eKTUBHBIM METOLOM
C HUBKOII 9aCTOTOI OCTIO)KHEHMIT. YMeIIbIil BbIOOP MAI[IIeHTOB, IPABI/IbHOE IIAHMPOBAHNE JIeYeHsI 1 6e3yKOPU3HEHHOe IIPOBeJIeHIe OIlepaLny C
[IpYIMEHEHIeM METOfA TOFHATYISA JHA BEPXHEUeTIOCTHOI T3y XN SB/LIIOTCS HeOOXOMVIMbIMI YCITOBISIMM YMEHBIICHIS PYICKA BO3SHUKHOBEHIIS OC/IOXKHEHIL.

KnroueBble cmoBa: JE€HTAaZIbHAA VIMIIZIAHTOIOT YA, IIOOHATIIE THA BerHe‘Ie]’HOCTHOI;I T1a3yxu, OC/IO’)KHEHNA.

Introduction ing the tooth loss an initial buccopalatal reduction of bone

The rehabilitation of the posterior teeth of the maxilla with volume occurs due to the interruptjon of blood supply to the

implant-supported restoration represents a unique clinical
challenge. Posterior maxillary bone is typically soft due to its
thin or very spongiotic trabeculae or the absence of cortex,
which may lead to the implants primary stability but ulti-
mately to its failure [6]. To overcome this biomechanical
disadvantage different therapeutic strategies have been devel-
oped. These include under drilling protocols, modified im-
plant designs, the usage of different bone condensers. Follow-

bone plate and the absence of occlusal loads [7-8]. The proc-
ess of resorption takes place in an apical direction and occurs
together with an increase of sinus pneumatization [9, 10]. As
a consequence, the sinus floor is located in close proximity to
the alveolar ridge [11]. Various therapeutic alternatives have
been proposed to overcome this limitation including lifting
the vertical bone and sinus floor. However, the maxillary floor
grafting is a method of attaining sufficient bone height for
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posterior maxillary implant placement and is regarded as a
predictable and highly successful procedure. Since it was first
described by Boyne & James (1980) [12] this technique has
proven its efficacy and reliability in a variety of clinical cases
with the usage of different grafting materials and modifica-
tions of the original surgical protocol [13, 14]. This technique
(lateral sinus floor elevation LSFE) is currently the most com-
mon surgery technique that includes drilling a window in the
wall of anterolateral maxillary sinus bone and the dissection
of Schneiderian membrane and the placement of bone graft.
Implants are placed at the same stage or several months later
depending on the residual ridge height. Nevertheless, a
number of less invasive alternative methods of lateral wall
approaches, such as tilted implants, zygomatic implants,
pterygoid implants, short implants (less than 10 mm), resto-
rations in cantilever or Summer’s technique (also known as
osteotomy of sinus floor elevation OSFE), which is routinely
performed by surgeons when the alveolar ridge height exceeds
5-6 mm [15], have been indicated. Even a graftless transcrestal
sinus floor elevation and sometimes a flapless one have been
described as suitable methods to rehabilitate the posterior
maxilla with implant-supported prosthesis [6, 17]. The sinus
lifting is generally considered to be a safe surgical procedure
with a high success rate unless the complications occur [18,
19, 20]. The complications related to sinus surgery are rarely
reported in detail and their effects have been investigated even
to a lesser extent [22]. The complications associated with the
procedure and their impact on the implant successfulness and
survival have been described. The most common surgical
complication is the perforation of Schneiderian membrane
which occurs in 7-44% of procedures [23-25]. The most ex-
perienced clinicians estimate their perforation rate to be ap-
proximately 25%. A higher frequency of perforation has been
reported in smokers. Membrane perforations according to
the literature are strongly associated with the appearance of
postoperative complications leading to the acute or chronic
sinus infections, loss of grafting material and the disruption
of normal sinus physiology [22, 25]. The perforation should
be treated immediately to avoid the displacement of the graft
material into the sinus cavity and subsequent sinusitis. Al-
though Khoury and Proussaefs et al.[24, 26] assume that there
is a correlation between an implant failure and a sinus mem-
brane perforation, no association between the membrane
perforation and the implant survival has been found [22, 24].
Yet, both anatomical and technical factors have influenced
the membrane perforation [27]. Sinus septa, a transient mu-
cosa swelling, mucoceles, a narrow sinus, an osteotomy design,
an increased lateral wall can complicate the membrane eleva-
tion and enhance the risk of perforation during the surgery
[25, 27-29]. Several attempts have been made to classify the
membrane perforations. The famous classification has been
proposed by Vlassis and Fugazzotto [27], who have proposed
five classes based on the location and the difficulty of repair-
ing [25]. The authors proposed several protocols to repair the
membrane perforation intraoperatively using a variety of
techniques and materials, including suturing and the usage

of a fibrin adhesive [26, 27]. Small perforations usually do not
need a special treatment because the membrane folds on itself
during the elevation. A proper understanding of the blood
supply system of the maxillary sinus can be crucial in many
instances. An intraoperative bleeding is the result of severing
or damaging the branches of the vascular supply of the lat-
eral wall of the sinus and the surrounding soft tissue. This
bleeding is usually minor and of relatively short duration, but
in some instances it can be profuse and difficult to control in
time. The bleeding may come either from the soft tissue (ex-
tra osseous branch) during the flap elevation or directly from
the lateral bone wall (intraosseous branch) during the oste-
otomy of the lateral window, especially with a rotary instru-
mentation. There is also a possibility of bleeding from the
medial wall of the sinus if the posterior lateral nasal artery is
damaged. Severe hemorrhages during maxillary sinus grafting
are rather rare. Small vessels may be broken; if these are lo-
cated in the exposed Schneiderian membrane it is better to
allow the hemostasis to occur naturally, applying gauze under
slight pressure. It is not recommended to use an electroco-
agulator which may in fact cause membrane necrosis. The
displacement of dental implants to adjacent anatomic struc-
tures such as the maxillary sinus is a rare complication but
may have serious consequences (e.g. sensory disturbance,
maxillary sinusitis, oroantral fistula). Since the case of implant
migration inside the sinus cavity was already reported [30],
other authors have depicted the occurrence of this adverse
reaction in the maxillary and other paranasal sinuses. Most
articles include a limited number of implants [30-33] and only
a few articles include a slightly larger number of cases [34].
The migration of such implants in the ethmoid, sphenoid
sinuses, orbit, nose and anterior cranial fossa is much more
sporadic [35-37]. The displacement of dental implants during
sinus surgery can be related to the poor bone quality or quan-
tity, the poor surgical experience of the operator, the presence
of an uncured perforation, too much implant tapping or the
application of an excessive force [38]. The lack of implant
preparation or its displacement or the presence of poor qual-
ity bone that have previously suffered an alveolar infection
and consequent destruction may cause the implant migration.
Different theories have been proposed to explain the mecha-
nism by which implants migrate into the sinus, one of them
being the selection of an inadequate treatment modality to
rehabilitate the posterior maxilla (e.g. the lack of proper im-
plant site ), which, if not done properly, may lead to this seri-
ous complication [34]. The changes in the intrasinusal and
nasal pressures [32] are proposed as a primary factor referring
to this complication. The autoimmune reaction to the peri-
implant bone destruction caused by the implant, which leads
to the loss of integration, [30] may result in this complication.
Various treatment modalities from a conservative approach
(i.e. leaving the migrated implant untreated under a monitor-
ing) [32] to endoscopic transnasal procedures or a conven-
tional Caldwell-Luc technique have been proposed to cure
this complication. The implant migration into the maxillary
sinus, which acts as a foreign body, may lead to maxillary
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sinusitis and a chronic infection or the patient may remain
asymptomatic. Rhino sinusitis, a well-known complication
associated to the sinus lifting procedure [39, 40], is considered
a major but infrequent complication requiring an urgent
treatment in order to prevent some more serious complica-
tions, as the infection can spread throughout the graft and the
sinus cavity or the adjacent anatomical structures and cause
a life threatening risk [41]. Soft inflammatory mucosal
changes do occur immediately after the operation. According
to the literature, acute postoperative sinusitis occurs as a
complication in up to 4.7% of sinus graft procedures [42].
Most often the infection appears after more than one week
after the surgery. This disorder should be taken into consid-
eration if the patient postoperatively complains of any of the
following symptoms: headache, tenderness pain in the area
of the maxillary sinus and rhinorrhea. The studies have sup-
ported the fact that the patients who have predisposing factors
for sinusitis are more at risk of developing postoperative
transient sinusitis. The wide range of reported percentages
(3% to 20%) may be the result of different methods used for
the diagnosing (i.e. clinical, radiographic, endoscopic). To
date, in the modern literature no general treatment protocol
for sinus graft infections that has been followed and evalu-
ated in serial cases is described [43].

It is difficult to treat infected sinus grafts as the graft itself
lies within the sinus cavity underneath the elevated sinus
membrane. Yet, the previous experience in treating sinus
graft infections with antibiotics usually has not resulted in
the elimination of the graft infection, and a further complete
graft removal has been necessary. Urban and colleagues [43]
have described a treatment modality with the usage of surgical
and pharmacological protocol to treat the sinus graft infection
complication that salvages the graft and does not necessitate
a complete removal of the graft. Mahler et al. [44] have re-
ported a new “dome phenomenon” which has been observed
in the infected lifted sinuses. The patients have undergone a
surgical debridement followed by a complete healing. They
have observed a dome of dense, solid material which has been
located in the most superior place of the grafted area. Antral
septum is the most common osseous anatomical variant seen
in the maxillary sinus [5]. The prevalence of septa has been
reported to be as much as 22% in the edentulous patient. The
septa may be complete or incomplete on the floor, depending
on whether they divide the bottom of the sinuses into sections.
The sinus septa may create an extra difficulty at the time of
surgery causing the membrane perforation. The wound de-
hiscence or the incision line opening occurs more commonly
when a horizontal-ridge lifting is performed at the same time
as a sinus graft surgery, or when the implants are placed above
the residual crest and covered with the soft tissue. It may also
occur when a soft tissue-supported prosthesis compresses the
surgical area during its functioning before the suture removal.
The consequences of the incision line opening are: a delayed
healing, the leaking of the graft into the oral cavity and an
increased risk of infection [46]. Overfilling the sinus can result
in the blockage of the ostium, especially if the membrane in-

flammation or the presence of thickened sinus mucosa exists.
The majority of sinus graft overfills do not have postoperative
complications. If however, a postoperative sinus infection oc-
curs without the initial resolution, the reentry and removal
of a portion of the graft and changing the antibiotic protocol
may be appropriate [46]. Postoperative maxillary surgical
cysts have also been reported in the literature after the sinus
graft surgery, however, they are extremely rare. In 1991 Misch
et al. [45] reported one incidence of maxillary surgical cysts
associated with the past sinus graft and blade implant. The
complete enucleation was accomplished, and the healing was
uneventful. The occurrence of a postoperative maxillary cyst
following the sinus grafting is exceptionally rare. Usually the
cystis asymptomatic. The removal of the implants and the cyst
is indispensable with the following re-grafting of the created
empty space. The aim of the present study is to evaluate the
complications associated with the maxillary sinus lifting and
their impact on the subsequent implant treatment. In addition,
this study is aimed to identify the factors that may contribute
to the occurrence of those complications and suggest different
therapeutic approaches to resolve them.

Material and methods

Patients

Within a 15-year period (1997-2012) 685 generally healthy
patients, 318 males and 367 females, aged from 22 to 82 (av-
erage age 58.5), who have had partially or totally edentulous
maxilla associated with various degrees of alveolar ridge
atrophy and sinus pneumatization that have not allowed the
placement of standard implants, have been selected for the
surgical treatment of the bone deficiency to allow implant
placement for fixed implant supported prosthesis. The patients
have been initially examined and evaluated for the data col-
lection, this has included:

a) A general health status;

b) The analysis of the oral status including inter-arch
relationship and natural residual dentition of the op-
posite arch;

¢) A radiographic evaluation with panoramic radiograph
and CT-scans;

d) Dental study casts and a wax-up;

e) An informed consent before the beginning of the treat-
ment after giving the information about the treatment
plan, including risks and complications of the treat-
ment, which may occur as well as the potential benefits,
and alternative treatment procedures.

A total of 1184 implants have been consecutively placed
for restoration of partially edentulous sites or a single tooth of
the posterior maxilla. Table 1 shows the patients distribution
related to the gender and age.

It has been mandatory to thoroughly review the patients’
medical history. A special attention has been paid to the
patient related factors that might affect a bone healing prior
to determining the suitability of a patient for this kind of
procedures. All the patients have met the requirements of a
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Table 1
Distribution of Patients with Regard to Gender and Age
Age

Gender <20 21-30 31-40 41-50 51-60 61-70 >71 Total

Female 36 38 37 76 78 64 38 367

Male 32 35 36 66 63 53 33 318

Total 68 73 73 142 141 117 71 685
strict selection protocol (tab. 2). a current medication and tobacco smoking have been docu-
Table 2 mented. The tobacco taking has not been considered as an

Criteria Used for the Patient Selection

Inclusion

Presence of at least 1 mm residual bone height (RBH)

Good general health and patients with controlled health
condition

Stable mental health condition

Ability to complete at least 24 months of clinical follow-
up
Willingness to provide a signed informed consent

Exclusion

Uncontrolled diabetes

Evidence of sinus pathology e.g., chronic or acute sinusi-
tis, cysts, tumours

Presence of immunodeficiency

Taking immunosuppressants

Taking bisphosphonates

Radiation therapy on the head and neck including maxilla

Chemotherapy during 12-months period prior to the
proposed therapy

Heavy smokers — more than 20 cigarettes a day

The candidates for sinus floor elevation (SFE) who have
presented any condition that would affect the bone healing,
either locally or systemically have been rejected. All the pa-
tients have been selected according to the specific inclusion
criteria: an edentulous posterior maxilla, the posterior residual
height at least Imm to the sinus floor and no diagnosed bone
disease or medication known to affect the bone metabolism.
The patients have been in particular tested for seasonal aller-
gies, allergic rhinitis or a sinus congestion, all of which may
indicate a potential sinus pathosis. A patient with sinusitis,
a sinus disease or invasive lesions has been referred to an
ear-nose-throat (ENT) specialist for the treatment before
the surgery. The current standard for radiographic imaging
to identify a sinus disease is the CT scanning. All the patients
have been clinically free of any pathology in the maxillary
sinus. The individuals have been included in this study if they
have been medically able to withstand the procedures and have
possessed the insufficient residual bone to allow the placement
of standard implants, and could receive the reconstructive
procedures. The known factors that may influence the healing
process of the bone graft, such as a general health condition,

absolute contraindication for the SFE procedure. It has been
mandatory to inform those patients about the increased risk
of the implant loss and a peri-implant bone infection. They
have been motivated to refrain from or at least reduce their
smoking habits. The patients with any kind of abuse problems
have been examined carefully. In many cases, some alterna-
tives to implant therapy including the SFE procedure have
been preferred. 125 patients have stated that they smoke 1 to
10 cigarettes a day, and those smoking more than 10 cigarettes
per day have been asked to stop smoking before the surgery.
After a detailed clinical and radiographic examination all
the patients have been given the detailed information about
two treatment options:
- a sinus grafting procedure by lateral access with a simul-
taneous implant placement;
- a sinus grafting procedure by lateral access with a delayed
implant placement.

586 patients have had partially edentulous maxilla (394 -
unilateral, 192 - bilateral) and 99 patients - totally edentulous
maxilla. Of the latter, 94 patients have presented a bilateral
deficiency and 5 patients — a unilateral deficiency. The residual
alveolar ridge height and width have been measured clinically
by caliber and radio graphically using the panoramic radio-
graphs and CT-scans. The preoperative CT scans have not
managed to be made for all the patients since the CT scans
are expensive and are difficult to access at the time many of
these patients are treated. A residual height of 4 mm has been
arbitrarily chosen as a “cut-off” measurement to determine
the kind of surgical technique. If this has corresponded to the
adequate bone width of at least 5 mm and adequate bone qual-
ity, these can be considered sufficient to provide the primary
stability of the implants placed simultaneously by means of
the sinus grafting procedure. Whereas there have been lower
values (4 mm), generally, the elevation of the sinus with 6
months delayed implantation after this procedure has been
needed. The appraisal of bone quality has been performed
according to the classification of Lekhonm and Zarb [47]. The
stability of the implant has been evaluated objectively by the
application of torque and perio-test measurement (Gulden,
Laurrtal, Germany). The length of the implant has been used
as a reference for the measurement of the peri-implant bone
resorption, which has been expressed as a percentage of the
implant length.

Grafting material
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Two different grafting materials have been used: depro-
teinized bovine bone material (DBBM, Bio-oss, Geistlich
Pharma, Wolhusen, Switzerland) and B-Tricalcium-phosphat,
cerasorb (Curasan, Kleinostheim, Germany). The above have
been employed as particulate grafting materials beneath
resorbable collagen membrane (Epi-Gide, Geistlich Pharma,
Wolhusen, Switzerland). The research patients have been
divided into 4 groups according to the material used for the
sinus lifting.

For 125 patients in B-Tricalcium phosphate group (T)
B-Tricalcium phosphate has been used in the form of cerasorb
sized 1000 to 2000 mm. For 108 patients in B-Tricalcium
phosphate + autogenous bone group (TA) B-Tricalcium phos-
phate mixed with the autogenous bone taken from the same
surgical sites of the maxillary tuberosity has been used. The
autogenous bone has been harvested using bone scrubbers and
combined with p-Tricalcium phosphate, which has made up
50% of the mixture. For the next 285 patients only deprotein-
ized bovine bone has been used, Bio-oss spongiosa type, with
a particle size 1 to 2 mm. For 167 patients in the group using
deproteinized bovine bone + autogenous bone (DA) 50 % of
autogenous bone has been added to the deproteinized bone
substitute like in group TA. During the surgical procedures
all the combinations of graft materials have been mixed with
patients’ blood taken from the operation site. The authors have
chosen to study p-tricalcium phosphate (3-TCP) for the sinus
grafting. This allopast is a derivate of hydroxyapatite, which is
the mineral or inorganic component of bone. Hydroxyapatite
is nonresorbable and acts as a scaffold for osteoconduction. As
it lacks the growth factors, it has no osteoinductive properties,
however, it does have osteoconductive properties. Among
the xenografts, the natural bone material Bio-Oss (Geistlich
Pharma, Wolhusen, Switzerland) has shown excellent osteo-
conductive properties and promising results in sinus floor
elevation procedures.

Implant systems and characteristics

Titanium screw implants of 3.3, 3.75, 4.2 or 5 mm in
diameter and of various lengths - 8, 10, 11.5, 13 and 16 mm,
with internal hexagonal legs from Alpha Bio tech, MIS, Alpha
Gate, Adin Israel have been used for all the patients.

Surgical technique

A total of 971 sinus grafting procedures with simultaneous
and delayed implant placement using a window technique
have been performed. All the patients have been subjected to
the prophylactic antibiotic coverage. The patients have orally
received 1.5 g clavulanate-potentiated amoxicillin (Augmentin
875 g) 1 hour before the surgical procedure; the penicillin
allergic patients have received 450 mg clindamycin, which
continued for 10 days of post surgery period. Immediately
before the surgery, the patients have undergone a 3-minute
mouth rinse with 0.2 % chlorhexidine gluconate. After the
anesthesia by 2% Lidocaine with 1:100000 epinephrine a
crested incision, slightly off the palatine level, has been made
through the entire length of the edentulous area. At the level
of the proximal aspect of the tooth that has mesially bordered
the edentulous area an anterior releasing incision has been

made. Posteriorly, the releasing incision has been located in
front of the tuberosity. A full thickness flap has been reflected
to expose the lateral wall of the sinus. The mucoperiosteal
flap has been reflected superiorly to the level of the molar
buttress to expose the complete lateral wall of the maxilla.
The elevation of the periosteum adjacent to the implant site
has been minimized to preserve a blood supply to the alveolar
crest. The periosteom has been reflected superiorly to the
anticipated height of the lateral maxillary wall in fracturing.
The soft tissues, overlying the cortical bone of the buccofacial
wall of the maxillary sinuses, have been removed entirely to
expose the bone surface in the required area. The antrostomy
has been outlined with a 5 or 6 round bur in a straight hand
piece at 2000 rpm under a copious external irrigation. Once
the access has been delineated, the bur has been used to
continue outlining the osteotomy until a bluish hue has been
observed all around the access windows, indicating the closely
underlying Schneiderian membrane. It has been obligatory
to estimate the thickness of the buccofacial wall of the max-
illary sinus to minimize the occurrence of a mucoperiosteal
perforation during the antrotomy. The extra precautions
have been required for the thick buccofacial wall to keep the
mucoperiosteum of the sinus wall intact. To make sure that
the outlined bone has been penetrated, it has been tapped
gently all around the osteotomy with a blunt instrument until
a movement has been visible, creating a rectangular window
with rounded or elliptically shaped angles, ensuring that the
inferior border is at least 2 to 3 mm superior to the sinus floor.
The out fracture osteotomy or “off-the-wall” technique for
sinus grafts, in which the complete 360 — degree osteotomy
is performed, has been used. This opening is measured on
average 6 mm in vertical dimension and 15 mm in the me-
siodistal dimension. The location of the lateral window and
its size affect the clinician’s ability to elevate the membrane
safely. The anterior portion of the sinus can be very narrow,
requiring the coordination and vision possibility to prevent
the membrane perforation. The ideal location for the window
has been defined 3 mm superior to the sinus floor and 3 mm
distal to the sloping anterior wall. The care has been taken of
the sharp edges of an elevated bone window which may cause
alaceration of the membrane. When bone scrapers were used
to perform the lateral antrostomy, the lateral wall of the sinus
was scraped and by itself provided the autogenous bone grafts.
Working directly against the membrane has been avoided to
decrease the risk of the membrane perforation. In twelve cases
a discontinuity of the lateral wall has been known to exist
as a result of an aggressive extraction, therefore a thickness
flap dissection over the site has been performed to avoid a
laceration of the sinus membrane. Once the lateral window
was created, the sinus membrane was carefully peeled off the
sinus floor and medial sinus wall until it became completely
detached from the lateral and inferior walls of the sinuses, and
the compartment for grafting material was created. Once there
was a sufficient exposure, the membrane was examined for
perforations. If no visible perforations have been observed,
the space has been filled with saline, and the patient has been
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asked to gently perform Valsalva maneuver. Air bubbles have
indicated the presence of the perforation. The overlapping re-
sorbable collagen membrane (Bio-Gide, Geistlich, Wolhusen,
Switzerland) has been used to repair the perforations. After
the sinus membrane has been elevated until it has become
completely detached from the lateral and inferior walls of
the sinus, the preparation of the implant sites has been un-
dertaken in case the simultaneous implantation was planned.
The implant sites have been marked using a surgical template
and then drilled in the required areas. After filling the graft-
ing material, the fenestrated lateral wall of the maxillary sinus
has been covered with a resorbable collagen membrane, and
the mucoperiosteal flap has been repositioned and sutured.

Results

A total of 685 patients (367 female and 318 male) have
been treated. They have received 1184 implants and 971
sinuses have been elevated in one and two stage surgery. 399
unilateral (206 right and 193 left maxillary sinuses) and 286
bilateral sinus elevation procedures have been performed. The
surgery has been carried out by the same surgeon. Normal
clinical healing has occurred in most patients and has been
characterized by maintaining the postoperative swelling
for 48 hours that has decreased gradually and disappeared
completely after 10 days. Any discomfort has been primarily
associated with tension from the swelling or haematomas. The
postoperative recovery has been uneventful in 923 out 0f 971
reconstructive procedure cases (95%). The healing period fol-
lowing the 923 procedures of sinus lifting has passed without
complications. Minor nasal bleedings occurred in 120 cases.
125 patients have claimed to be light smokers (less than 10
cigarettes a day). Although they all were informed about the
negative effects of smoking on bone regeneration, none of
them has stopped their habits.

1122 of 1184 inserted implants have resulted to be osseo
integrated after 5 years of prosthetic loading (cumulative sur-
vival rate 94.7%). In this study, the RBH has ben 1-2 mm for
23.5% of the placed implants, 2-4 mm for 49.0% of the placed
implants and 4-6 mm for 27.5% of the placed implants. The
bone resorption has been mainly seen apically, but in some
cases — also marginally.

Implants survival and success rates

The average follow-up period of implants lasting after the
beginning of prosthetic loading has been 59 months. Out of
1184 implants placed in grafted sinuses, 23 implants in 10
patients have been removed due to the loss of integration,
untreatable peri-implantitis or chronic pain. Of these, 8 have
been removed before the abutment connection, while 15 have
been removed after the start of prosthetic loading. A total of
additional 12 implants in 12 sinuses have failed to integrate
prior to uncovering, and those have been removed by the
second-stage surgery. Five of them have been successfully
replaced with larger diameter implants (5 mm) at the time of
their removal without any additional bone grafting; another
16 implants were lost between the second stage surgery and
the first year follow-up examination.

Totally 11 implants were lost between the third and fifth

following years. For the failed implants the pre-surgical height
was respectively 4 and 5 mm and the implant diameter was
3.75,4.2 mm, and a perio-test value was -5 and -4. These im-
plants have been substituted by the 5.0 mm diameter implants
at the same surgical stage and restored after an additional
three months healing.

Eighteen implants placed in the grafted sinus, although
still in function, have not answered the success criteria due
to the peri-implant bone resorption rates higher than those
proposed for the successful implants [1]. The overall survival
and success rates of implants placed in grafted sinus have been
97.8% and 94.7%.

The main cause of implant failure (67.2%, n = 42) has been
infection followed by the loss of integration (12.8%) (n = 8)
and severe bone loss (20%, n = 12). The bone loss because of
the infection has also been reported.

A total of 162 single implants have been placed in 123
patients in isolated grafted maxillary sinus sites. All the im-
plants placed have had the length of at least 11.1 and 13 mm
to achieve an implant-crown ratio > 1.0.

The followed peri-implant conditions such as radiographic
marginal bone resorption, pocket depth and perio-test values
of all the implants evaluated at the last examination have been
recorded.

The residual ridge height has ranged between 1 and 6 mm.
The mean RBH has been 4.8 mm.

All the patients included in the study have fulfilled the
follow-up. 288 patients were followed for 5 years, 210 - for
4 years and 187 - for 3 years. Xenograft (DBBM Bio-Oss,
Gestlich Pharma) has been the most frequently used graft-
ing material (22.5% of cases). It has been used in both large
(39.4% of cases) and small (47.0% of cases) granules or in
combination of the both (13.5% of cases). Autogenous bone
in combination with DBBM and 3-TCP has been used in 9.5%
and 5.0% of cases respectively. Another bone substitution,
B-TCP alone, has been used in 13% of cases after SFE surgery;
here the patients have reported only a moderate discomfort
in the surgical sites during the first week of healing. All the
patients with fixed prostheses have been rehabilitated. The
implant surgery procedure has been performed in two stages
after 6 months healing by insertion of a single implant or 2 to
4 implants in unilateral cases.

The postoperative examination after the bone graft pro-
cedure has showed an available bone height of the edentulous
regions measured from the crest to the superior part of the graft
14.2 mm on the right side and 13.8 mm graft on the left side.

Of the implants placed after graft consolidation 38.0%
have been placed by a single stage procedure and 62% have
been placed by a two-stage procedure.

The perio-test values for the evaluated implants at 6 and
12 months examination ranged from -7 to +5 and every
time the values decreased, ranging from -8 to +3 for the 1184
implants evaluated at the 5" year examination. To summa-
rize the clinical and radiographic results, all remaining 1122
implants were considered successfully integrated at the 5%
year examination. With respect to the given procedure, 953
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implants (80.5%) have been placed in grafted sinuses without
any other associated procedures, 142 implants (12.5%) have
been placed in sinus lifted regions along with horizontal bone
grafts, and 89 implants (7.5 %) have been placed in the sinuses
by cortical split technique. The five-year implant survival rate
for these groups have been 94.6%, 93.1% and 91.0% respec-
tively. Clinically all 1122 followed implants have showed no
signs of major peri-implant infection or detectable mobility
throughout the healing period. All the implants have exhibited
the preferable position, which allowed the abutment connec-
tion to the implant for the further prosthetic rehabilitation.

Intraoperative complications

Intraoperative Bleeding

Vascular bleeding has been observed in 52 sinus elevation
procedures. In these clinical cases a number of techniques to
control the vascular bleeding have been used - electro-cautery
and the use of a vasoconstrictor (1:50000 epinephrine) for con-
trolling the soft tissue bleeding that occurs in some cases while
releasing incisions before the elevation of the mucoperiosteal
flap are made. A care was taken not to damage Schneiderien
membrane by the electro-cautery.

If the bleeding has occurred from intraosseous vessels,
crushing the bleeding channel to compress the bone and ves-
sel has been made to stop the bleeding. Because of the small
size of the artery the bleeding has been usually controlled by
pressing it with a gauze pad for several minutes resulting in
a clot formation within the bone channel around the artery.
We have been especially concerned about finding a possible
compromise regarding the vessel because of the large size of
the intraosseous artery for fourteen young patients (30-35
years old). In those young patients the incidence of bleeding
has been reduced by performing the osteotomy of lateral
window not to the full height due to the location of the in-
traosseous artery.

Schneiderian membrane perforation

In 44 sinuses, where the sinus membrane has been torn or
perforated (fig. 1), the fragility of the remaining membrane
has been increased, and care and delicacy has been required
to complete the elevation. The perforated membrane has been
elevated around the perforation site carefully from the floor,
medial and anterior bony walls to allow the blood supply from
the bony walls to vascularize the graft, and a resorbable col-
lagen membrane (Bio-Gide; Geistlich, Wohlusen, Swizerland)
has been placed over the area to facilitate the sinus membrane
dissection and elevation. In 18 patients small perforations of
the sinus membrane have not been treated, as these defects
have been closed by folding of the lifted membrane or a self-
repair with a small blood clot has been accomplished. To avoid
the shifting tendency we have used a large membrane (20 x
30 mm size) and left a portion of it outside the folding on the
lateral wall in superior direction. A total of 224 implants have
been placed in the sinus perforated cases. Fourteen failures
have occurred in the given cases. The implants have been re-
moved prior to the loading. In these cases the areas have been
re-augmented and the implants have been placed after addi-
tional 6 months of healing. In 16 cases where the septa have

been the lateral window has been lengthened in the anterior
and posterior directions so that the window has been located
both anterior and posterior to the septum. This has allowed
the membrane elevating from the both sides of the septum,
and it has been impossible to elevate the membrane from a
septum without perforating it. In 26 cases a large membrane
perforation has been observed after unsuccessful repair and
suturing. The repair has been accomplished according to the
technique introduced by Proussaefs and Lozada [24] to repair
extra large perforated membrane. The collagen membrane
surrounds the graft material and seals the lateral access win-
dow. In no case it has been necessary to cancel the grafting
procedure and subject the sinus membrane to healing. The
grafted material has been placed against the medial wall, and
implants have been placed by means of the surgical procedure
according to the manufacturer’s protocols. It has been critical
to accomplish the primary stability for the residual bone and
for the remainder of the graft material to fulfill the compart-
ment to the contour of the lateral wall. A bio absorbable
membrane has been used to close the lateral wall. There have
been 5 punctual lesions, which have not required any special
treatment. These perforations have been classified according
to the simplified classification of the membrane perforation
made by Fuguzzotto and Vlassis [27].

After the sinus floor elevation with perforation one dehis-
cence of the gingival wound has taken place, the fact that has
extended the healing time but has caused no further graft or
implant loss as there has been no connection to Schneiderian
membrane.

Migration of implants into the maxillary sinus

In our research in 2 cases dental implants have displaced
into the maxillary sinus cavity. One of them was displaced
at the time of surgery and the other migrated several years
after the placement due to a spontaneous implant loss (fig. 2).
Case 1: A 53-year-old woman has been referred to our private
practice to undergo the sinus elevation with simultaneous
implantation. While being inserted during the surgery the
dental implant was displaced into the sinus lumen. A pano-
ramic radiograph has revealed the presence of the implant
within the superior region of the maxillary sinus. The maxil-
lary sinus has been carefully inspected until the migrated
implant could be visible and removed. This manipulation
is not questioning the completion of the surgical procedure
as planned. Case 2: A 56 year-old woman has undergone
the grafting with simultaneous implantation of 3 implants
in the right sinus. No complications have occurred during
the surgery. The implants have been considered to be stable
at the surgery time. Prior to the second-stage surgery the
panoramic radiograph has detected a displacement of the
implant into the right maxillary sinus. The patient has been in
a good health state and had no sinus complains. A thorough
history, clinical and radiographic examinations including the
CT scan have revealed neither history nor actual sign of sinus
related pathology. The implant has been located in the region
of the ostium. The patient has been prepared for the implant
removal. To remove the implant in the right maxillary sinus,
the lateral wall of the sinus has been fenestrated with a round
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bur; a care has been taken to preserve as much grafting mate-
rial as possible. A small part of the placed grafting material
has been removed to reach the raised sinus membrane. A one
cm incision has been made through the membrane and the
inspection of the maxillary sinus has been performed. There-
after, the implant has been visible and could be removed with
forceps. The perforation site in the sinus membrane has been
sutured with vicryl (Ethicon, Germany) and covered with

absorbable collagen membrane (Bio-Gide). After grafting the
space underneath the sutured membrane the mucoperiostal
flap has been repositioned and sutured with monofilament.
The postoperative period has been uneventful. The patient
has received a broad spectrum antibiotic and a nasal decon-
gestant for one week and has been instructed to use a 0.2%
chlorhexidine mouth rinse for 2 weeks. No complication has
been observed postoperatively. Four months after the second

Fig. 4. CT scan showed a radiolucent area in the center of the grafted area with a cloud-shaped
radiopacity at the most superior border of the sinus cavity.
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bone grafting and implant removal the bone consolidation
has seemed to be sufficient for the placement of an implant.
Three months after the prosthesis has been made and during
the follow-up period of 5 years no maxillary sinus complains
have been noted and no implants have been lost.

“Dome phenomenon”

The “dome phenomenon” has been observed in infected
lifted sinuses of one patient. A 56 year-old man has under-
gone the sinus lifting with simultaneous implant placement.
The sinus has been grafted with DBBM (Bio-oss, Geistlich,
Swizerland) and covered with collagen membrane (Bio-Guide,
Geistlich, Swizerland). Schneiderian membrane has been in-
tact. The patient has received antibiotics (Augmentin 875 mg)
for 10 days and has been instructed to use the mouth rinse of
0.2 chlorhexidine. Four weeks postoperatively, suppuration
with fistulous tract into the oral cavity (fig. 3A) has been seen
as well as a facial swelling, a severe pain, an abscess and a loss
of graft particles through the fistula. The additional antibiotics
have been prescribed: 1.5 g/d Amoxicillin clavulanate (Aug-
mentin 875 mg, Smithkline, Beecham, Brentford, Fliddlesex)
and 1 g Metronidazole (Haupt pharma, Livron-Sur-Drome,
France). After 10 days the clinical symptoms have improved
and the pain has subsided. Four months postoperatively the
patient has appeared with an acute abscess along with facial
swelling at the surgery site. The obtained panoramic radio-
graph has showed the loss of integration of one implant. The
infected area has been treated surgically and the implant has
been removed along with the inflammatory tissue by means of
granulation. The superior border of the lifted sinus has been
intact with dense, solid tissue separating the remaining defect
from the sinus cavity (fig. 3B, 3C, 3D). It has appeared that the
infection did not yet covered the entire graft. Post operation
panoramic radiograph has showed the radiopaque dome at the
most superior border of the lifted sinus. After treating the in-
fection the acute symptoms have disappeared within 48 hours,
and the patient’s healing has gone uneventfully afterwards. The
total healing time prior to the implant placement has been 7
months for this patient. After the healing period the defect has
demonstrated a bone fill and has greatly reduced in size. The
CT (fig. 4) scan has showed a radiolucent area in the center of
the grafted area with a cloud-shaped radiopacity at the most
superior border to the sinus cavity. New implants have been
inserted and the gap has been filled with additional DBBM
(Bio-oss). No further complication has been evident. The
implants have been loaded four months after the placement
and are still in function 5 years after the operation.

Deprotienized bovine bone (Bio-oss, Geistlich) and fully
synthetic ceramic graft material (cerasorb, Curasans, Klei-
nostheim, Germany) within 100 to 400 pm particle size have
been used in all the cases.

Postoperative complications

Sinus graft infection

In the postoperative period twenty two patients have ex-
perienced varying degrees of sinusitis symptoms from thicke-
ning the sinus mucosa to a purulent infection. One or more

clinical symptoms of sinus graft infection they experienced
between the first and fourth weeks after the sinus elevation
were the following: an abscess, a severe pain, a recurrent facial
swelling, a fistulous tract extending into the oral cavity, a loss
of graft particles through the fistula or through the borders
of the flap (“popcorn sign”). A postoperative CT scan has
been performed for all the patients to evaluate the involve-
ment of the sinus lumen. Thirteen patients have showed the
sinus involvement according to the performed CT scans. Six
patients have showed thickening of the sinus membrane and
two patients have showed a complete pacification of the sinus
cavity. Thirteen patients have developed an acute infection
in the operated right maxillary sinus. After the treatment
by antibiotics (Augmentin 875 twice a day) the site has been
incised and drained under the local anaesthesia.

The last patient experienced a severe pain 1 to 2 weeks
after the surgery which has disappeared later. No additional
clinical symptoms occurred in this patient for 5 weeks, then
the patient has had a high temperature and a recurrent facial
swelling without an intraoral fistula, and this time a surgical
intervention has been considered necessary. A combined
treatment regime for sinus graft infection has been per-
formed - both the surgical intervention to treat the infected
graft material and the systematic pharmacologic treatment
for the infection. All sinus graft infections have been treated
locally with the same surgical approach. The full-thickness
flap from the performed sinus floor elevation procedure has
been re-elevated to expose the bone graft. Any loose grayish-
looking graft particles floating on the purulent exudates and
any loose membrane pieces have been removed and the site
has been irrigated with a sterile saline, until a more confined,
intact, stable, immature, healthy looking graft material has
been visible. It has appeared that the infection did not involve
the entire graft. A subjective decision is to determine which
graft zone is not subjected to the infection. A locally applied
antibiotic has been used empirically to treat the remainder of
the sinus graft and reduce the risk of the persistent infection.
100 to 200 mg of doxycycline powder with saline has been
placed in the bone graft for two minutes and then has been
washed out with a sterile saline. To ensure the formation of
a blood clot the defected place has been gently curetted to
establish bleeding of the area resulting in a five-wall defect
within the sinus graft and preserving the elevated sinus. The
flap has been closed and sutured for a primary closure. There
has been no the detectable communication between the
defect and the sinus cavity in the patients including the two
patients who have had a concomitant sinusitis. All the patients
have received a systemic medication to prevent the infection
spreading throughout the remaining graft and the sinus or
other adjacent vital anatomic structures. A systemic antibiotic
(Augmentin 875 mg, twice a day) and an anti-inflammatory
medication (50 mg diclofenac potassium three times a day)
have been administered for 1 week following the surgery. A
nasal decongestant spray has been used three times a day
for four days by the patients with concomitant sinusitis. The
total healing time prior to the implant placement has been
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extended to allow a new bone formation in the 5-wall defect
area. Any remaining bone deficiencies have been grafted
after the time of the implant placement. In 5 procedures the
graft infection has occurred despite the absence of clinically
detectable dehiscence and the graft has had to be partially or
totally removed. Nevertheless, in 3 patients it has been still
possible to complete the prosthetic rehabilitation by modify-
ing the dimension, position and/or number of the originally
placed implants, while only in 2 patients, due to the total loss
of grafted bone, the implant placement has been impossible.

Wound dehiscence

The dehiscence of the surgical wound has occurred in 3
patients treated with sinus grafting along with guided horizon-
tal bone regeneration. In 3 patients the exposed bone graft has
been treated only with cautious curettage, antibiotic therapy,
chlorohexidine gel and spontaneous healing by secondary
intention. No clinical signs of infection have been found in
2 patients and the patients have been rehabilitated with the
implants according to the pre-operative plan. The implants
have undergone a normal integration and it has been possible
to complete the prosthetic rehabilitation successfully. In one
patient the infection has occurred despite this treatment and
the graft has had to be partially removed until a spontaneous
healing has been completed.

Peri-implant infection

The follow-up examination has revealed that 54 implants
in 23 patients have developed local peri-implant infections.
Local irrigation of the peri-implant sulcus with chlorhexidine
diglucanate 0.2 % twice a day for two weeks has been initi-
ated, and then the implants have been subjected to the open
flap surgery. The peri-implant infection has been successfully
treated. In 5 patients 8 implants have been surgically removed
12 months later because of increasing pain in the peri-implant
region. The patients have reported a slight improvement of
the state.

Atypical facial pain

One patient (a female of 39 years old) has experienced an
unexplained facial pain in the right maxilla after the sinus
grafting and delayed insertion of 3 implants. The pain has
started a few weeks after the implant placement. No clear
cause for the pain could be defined even after consulting an
ear, nose and throat (ENT) specialist and a neurologist. The
diagnosis has been “atypical facial pain”. The implants have
been removed later. The patient has reported a subsidence of
the pain after a short period of time.

Discussion

Maxillary sinus floor elevation and grafting with biomate-
rial via a lateral approach is a safe and predictable procedure,
which also allows implant placement in severely resorbed
posterior maxillae. Multiple modifications of the original sinus
lifting technique [12] have been proposed, which comprise a
variety of biomaterials [46] and techniques [47, 48]. All the
approaches have demonstrated a high predictability, regardless
of the grafting material employed on condition that they are
applied following an evidence-based approach [13, 14, 49].

If the residual bone volume is more than 5 mm in height the
primary stability of the implants can usually be achieved [50]
and it has also been our experience if there has been less than
5 mm of available residual bone. A two-step procedure has
been recommended. The possibility of placing all the implants
in one-stage is advantageous for the patient as it reduces the
number of the procedures and the time needed to complete
the prosthetics. Regardless of the surgery procedures still
some problems can exist, ranging from discomfort to other
complications in the sinus cavity [22, 39, 42, 45, 51, 52].

The most commonly reported intraoperative complication
of sinus lifting is a membrane perforation [22-25, 27]. It has
been reported to occur in 7-35% of sinus floor elevation proce-
dures [6, 22,25, 26]. In the present study the rate of membrane
perforation has been 4.5%. The reported complication rates
vary considerably. They start with 12% in the study of 965
sinus floor elevations reviewed retrospectively. The common
rates of a meta-analysis are 18.4 %. Two other studies have
described values of 6 perforations in 30 operations (20%) and
51 out of 216 cases (23.6%). The highest value in the litera-
ture is 36 out of 81 (44%) [22]. Our complication rate is the
lowest of the reported rates. Schneiderian membrane on the
whole contributes to an adequate graft healing, probably due
to its high reparative potential [53]. This factor is essential to
maintain the sinus cavity isolated from grafting material and
implants. The 45 sinuses with membrane perforation have
not shown any significant complications during the healing
period or at the time of implant placement. On the contrary,
other authors [24] have suggested that a sinus membrane per-
foration larger than 2 mm could be associated with reduced
bone formation and a successful management of the implant
compared to the sinus without a membrane perforation. To
explain this fact it can be hypothesized that the displacement
of a biomaterial through the sinus membrane can lead to
transient or chronic sinusitis in 10% to 20 % of sinus elevation
cases [51] and, thus, question the implant survival. Dislocated
bone particles may also initiate a local inflammation and
subsequent severe resorption of the bone graft [24]. Aimetti
et al. [54] have observed that the presence of free moving
alien bodies may lead to the initial phlogosis of the mucosa
with edema and progressive obstruction of the nasosinus
osteum leading to the reduced ventilation and mucociliary
clearance. Several authors have recommended the usage of a
resorbable collagen membrane for the sinus membrane repair
[24], expecting it to seal the perforated membrane. Vlassis
and Fugazzotto have introduced a classification for the per-
forated sinus membrane based on the location and difficulty
to repair. A recent study has found out that the survival rates
of implants placed under reconstructed membranes correlate
inversely with the size of the perforation [55]. On the contrary,
Schwartz-Arad et al. [22] have found no correlation between
postoperative complications of the membrane perforations
and the implant survival. In our study, however, the size of
the perforation correlates with the implant failure. Although
the high success rate of implant survival in our study complies
with the studies, the present study smaller defects up to 5
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mm have been covered with collagen membrane, and larger
defects, more than 5 mm, have been additionally sutured to
close the dehiscence, albeit with higher implant failures. In
order to avoid the perforation, the surgeon should incorporate
various precautions into the treatment plan and, thus, reduce
the risk. The presence of the antral septa increases the risk of
perforation during the procedure. It has been proposed that
the regenerative result of the bone-grafting procedure is in-
ferior to sinus membrane perforations and that simultaneous
implant placement should be conducted following the repair
of severe perforations [25]. According to the results of the
present study, the membrane perforation should not be con-
sidered as an absolute contraindication to the simultaneous
implant placement. However, lower implant survival values
may appear in the cases of severe perforations.

The present study has showed no significant correlation
between the occurrence of complications and the type of fill-
ing material used in the maxillary sinus lifting. The new bone
formation has taken place within 6 months after the sinus lift-
ing procedure. The radiographic evaluation of the lifted areas
has showed no discrepancies in the amount of the regenerated
bone between the sinus where only xenografts have been
used and those where a 1:1 mixture of autogenous bone and
xenograft particles has been used. The sinus graft infection
is a major but infrequent complication; a meta-analysis has
revealed that infections occur in up to 4.7 % of sinus graft pro-
cedures [42]. The treatment modalities of sinus graft infections
reported in the literature include drainage through the bony
window and the systematic administration of antibiotics, an
endoscopic exploration of the sinus and surgical exploration
and rinsing [39]. The signs and symptoms of the sinus graft
infections are described in the clinical cases of this paper.
Doud Galli et al. [56] have stated that the obstruction of the
sinus by mucosal edentulous and particulate graft material
may result in sinusitis. They presented the cases of chronic
sinusitis following a sinus lifting surgery. Timmenga et al. [57]
have evaluated the influence of sinus lifting on the develop-
ment of maxillary sinus pathology by means of endoscopy.
Only 4.5 % of the patients have developed sinusitis. It has
been concluded that the occurrence of postoperative chronic
sinusitis appears to be limited to the patients with a predisposi-
tion for this condition and these factors need to be considered
before performing the sinus lifting. Carmelli et al. [40] have
stated that the appearance of an irregular (more than 5 mm)
circumferential or complete mucosal thickening is associated
with an increased risk of the sinus outflow obstruction and
therefore an ENT consultation is recommended. Five patients
have undergone an endoscopic inspection via the nasal cavity,
which has indicated a maxillary sinus osteum obstruction
that has been cleared with endoscopy, the drainage has been
provided and a full recovery has been obtained. Urban and
colleagues [43] have described a treatment regime for infected
grafted sinuses with no defective communications between
the infected graft and the sinus cavity. They have presented
the successful usage of surgical and pharmacological regimes
to treat this complication that does not necessitate a complete

removal of the graft. The patients with a communication
between the infected graft and the sinus cavity or those who
have developed the infection have been treated aggressively
by a complete graft removal and/or endoscope sinus surgery.
Our cohort patients have experienced the moderate sinus graft
infections which have been controlled by a local approach
supported by the antibiotic administration. Early evaluation
of the symptoms is critical to prevent a spread of the infec-
tion and its progression to the sinus cavity and additional
vital structures which, in turn, may lead to a complete graft
removal. A report of a new bone formation without a graft
material during the sinus elevation demonstrates a similar
phenomenon [58], as well as in cases of the spontaneous
bone regeneration after a postoperative sinus graft infection
[44]. This study also presents a phenomenon, where a dense
solid bone has been in the superior spot of the grafted area,
in spite of an inflammatory complication that necessitates
a surgical treatment. This dome has provided a 3 to 4 wall
defect inside the grafted sinus, which has been repaired with
regenerated bone and permitted the implant insertion with-
out the need of additional sinus lifting. It is noteworthy that
there are alternative treatments for the cases of the acute sinus
infection. These include the removal of the infected grafted
materials as well as regrafting or placing a membrane over
the window to prevent soft tissue ingrowths. The incidence of
peri-implantitis of different degrees, which has been identified
in 18% of the placed implants in our study correlates with the
results of the recently reported studies. The Lindhe & Meyle
[59] consensus report shows that peri-implant infections of
all types of implant therapy are a very common lesion. They
report that peri-implant mucositis has occurred in 80% of the
subjects and in 50% of the implant sites. Peri-implantitis has
been identified in 28-56% of the subjects and in 12-43% of
the implant sites. Peri-implant infections are usually linked
with a poor oral hygiene, a history of periodontitis [60] and
cigarette smoking. Other risk factors such as diabetes, alcohol
consumption and genetics are defined to a less extent. Dental
implants migrated to paranasal sinuses have been reported
over the last 15 years, a total of 62 implants migrated to
paranasal sinuses have been described in the last few years.
There are two phases of migration characteristic of implants
located in the sinus cavity: (a) the displacement of dental
implants during their placement, (b) the migration of dental
implants after their Osseo integration. The displacement of
dental implants during their placement is easily understand-
able. It can be related to the poor bone quality or quantity,
the surgical inexperience of the operator, the presence of an
untreated perforation, an excessive tapping on the implant or
the application of an excessive force [38]. The migration of the
implant from its initial position to the maxillary sinus may
occur two weeks or two months later, or after several years of
its adequate functioning. The implant migration may cause
the sinus disorder as in the cases described by Regev and as-
sociates [30], or the patient may remain asymptomatic like in
the present cases. The reasons for the implant migration are
still unknown. It can be an inadequate implant anchorage and,
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therefore, a lack of primary stability as well as an inadequate
preparation or placement of the implant or weakness of the
bone as a result of osteoporosis or osteopenia. However, the
mechanism of an implant migration to the maxillary sinus
several years after its loading is easier to understand and
this has been the case of the patient presented in our study
whose implant migrated after 8 years of functioning. Various
mechanisms have been proposed to explain the migration of
an implant to the maxillary sinus, and these fall under 3 main
headings: 1) changes in intrasinusal and nasal pressures; 2) an
autoimmune reaction to the implant, causing the peri-implant
bone destruction and endangering an Osseo integration; 3)
the resorption produced by an incorrect distribution of oc-
clusal force as proposed by Regev and coworkers [30]. Moreno
et.al [61] has showed that the incidence of implant migration
to the sinus cavity is higher for the cylindrical implants as
compared to conical ones as well as for the narrower implants
and when the implants were placed in smokers. In one case
of our study a cylindrical implant migrated to the sinus cav-
ity several years after its loading. The implant displacement
or migration to the maxillary sinus is an increasingly serious
complication influenced by multiple implants, patients and
surgeons related factors. Understanding that helps to identify
these factors minimizes the risk of developing this undesir-
able complication.

Conclusion

A sinus floor elevation is a predictable procedure with
low morbidity and an expected implant survival rate well
above 90% for midterm and long-term periods. Complica-
tions may occur during and after the sinus surgery. The
implant placement in atrophic sites commonly requires the
site development and, therefore, advanced surgical skill and
experience to reduce the risk of complications. The presence
of complications, which can occur despite the taken precau-
tions, emphasizes the importance of thorough clinical and
radiograph evaluation before performing the sinus lifting
procedure. It is also recommended to expand the routine
dental CT scans to include the maxillary sinus ostium to
ensure that the nasoostium is patent. Early recognition of
the signs and symptoms of the sinus graft infection is crucial
to eliminate the infection and prevent its progression to the
sinus cavity and additional vital structures. The intraoperative
sinus membrane perforation does not represent a significant
risk factor for the implant survival.

The sinus infection has occurred in 4.5% of patients which
complies with the modern literature.

We need to educate our dentists concerning the risks
associated with the atrophic maxillary posterior area and
recommend an advanced training and cooperation as well as
encourage the referrals and teamwork. These should be the
ways to prevent the complications.
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Abstract

A morphological investigation of 32 histological sections of human embryos by means of their fixation in 10-12% solution of neutral formalin has
been performed. The preparations have been dehydrated by carrying them through a battery of alcohols with the subsequent pouring into paraffin. The
serial histological sections have been made by a sliding microtome, then coloured by keeping them in hematoxylin and eosin or boric carmine within 1-3
days, and studied by a microscope or a binocular magnifying glass MBS-10. To study the peculiarities of the form, position and relief of the structures
of the nasal area the classical methods of the graphic and plastic reconstruction have been used. The morphometry has been made by a micro ruler. It
has been established that at the beginning of the embryonic period nasal placodes are anlaged, while in the middle of the embryonic period the nasal
fossae are formed on their free surface. The nasal fossae are restricted by horseshoe-shaped eminences that are thickened in the form of toruli - the initial
stage of the formation of the middle and lateral nasal processes. Later on an intensive growth of the nasal fossae and the adjacent structures occurs and
as a result they are transformed into nasal cameras. At the end of the embryonic period a break of the nasal cameras into the primary oral cavity with
the formation of the primary choanae takes place. The nasal septum is formed via a fusion of the middle nasal processes. The primary nasal cavity is
separated from the primary oral cavity by the primary palate.

Key words: nasal region, embryo, anatomy, ontogenesis, human.

SaKnanKa I pa3BUTNE HOCOBOIT 0071aCTI B 3apOoabIlII€BOM IIEPUOTE
OHTOI'€HE3a Y€/IOBCKA

*H. b. Kysusx, T. B. IIpomak
Pegepar

ViccnemoBanne mpoBeieHO METO/IOM M3TOTOB/IEHMA TTOC/IEOBATENIbHBIX TUCTONOTUYECKMUX CPE30OB 32-X CBEXKMX 3apOJIbIIIeEil YelloBeKa IMyTeM MX
¢ukcanuu B 10-12% pactBope HeiiTpanbHOro gpopmasuua. IIpernapaTsl 06e3BOXKMBaIM IPOBEEHNEM UX Yepes 6aTapero CIMPTOB C HOCIeyIoIeit
3amuBKo¥I B mapaduH. CaHHBIM MUKPOTOMOM M3IOTOBJIA/N MOC/IE0BATeNbHbIE TYCTOIOTMYECKIE CPe3bl, KOTOPble OKPAIIMBAI TeMAaTOKCUIMHOM 1
903MHOM M/ GOPHBIM KAPMIMHOM B TedeHe 1-3 CyTOK U M3ydas 1of;, 0OBIYHBIM MUKPOCKOIIOM Myt 6uHOKy sipHOIt mymoit MBC-10. lyist nsydenns
0cobeHHOCTell POPMBI, IONI0XKEHNH, pebeda CTPYKTYP HOCOBOJ 06/IaCTH MCIIO/Ib30Ba/IM KIACCUYECKMe METO/bl IPapiYecKoro i IIacT4ecKOro
pekoHCTpyupoBaHusa. MophomMeTpysa NpousBOAUIach MUKPOTMHEIKOI. YCTAaHOBNIEHO, YTO B Havajle 3apOJIBIIIEBOTO IIePIOJa 3aK/Ia/IbIBAI0TCS
HOCOBBIE TI7IAKOJIBL, @ B Cepe/IMHe 3aPOIBIIIEBOTO MePIOfia Ha NX CBOOOIHOI TOBEPXHOCTI GOPMUPYIOTCSI HOCOBbIE AMKI. HOCOBbIE AMKIM OTpaHIIeHbI
TIOJIKOBOOOPA3HBIMY BO3BBIIIEHNAMY, KOTOpPbIE YTOMIEHbI B BUfle BalMKOB — Haya/lbHasA CTafuA GOPMUPOBAHMA CPEHEr0 ¥ 6OKOBOrO HOCOBBIX
OTPOCTKOB. B fanbHeiiiieM IponCcXoauT MHTEHCUBHBIN POCT HOCOBBIX IMOK M CMEXKHBIX CTPYKTYD, BCIEACTBME Y€T0 OHY NIPEBPAIAIOTCA B HOCOBbIE
KaMmepbl. I10 OKOHYaHNM 3aPOJBIIIEBOTO IIEPHOJA IPOMCXOAUT IPOPBIB HOCOBBIX KaMep B MEPBIYHYIO POTOBYIO IIOMOCTh € 00pa3oBaHMeM MePBIUIHBIX
xoaH. HocoBas meperopoaka GpopMupyercsi myTeM CIMAHUA CPEHUX HOCOBBIX OTPOCTKOB. IIepBUYHYI0 HOCOBYIO HOJIOCTH OT HEPBUYHOI POTOBOI
TIOZIOCTH OTHENAeT NePBIIHOE Hebo.

KnroueBblie cmoBa: HOCOBast Oé}IaCTb, 3apo/bllll, aHATOMMN, OHTOI'€HE3, Y€/10BEK.

BBepeHue 3mopoBbs geteil [7]. [Ipobrema, cBsi3aHHasI C BbISIB/ICHUEM
B Hacrosiee BpeMs y>ke HM Y KOTO He BOSHMKAeT CO- KPUTIYECKUX NIEPUOTOB B CTPYKTYPHBIX IPEOOPA3OBAHMAX
MHEHUIT OTHOCUTEIBHO HeOOXOAMMOCTI B paspaboTke OPraHOB M CHCTeM, HEOCTATOYHO paspaboTaHa u Tpedyer
MEJIIIMHCKIX aCIIEKTOB COBPEMEHHOI aMbpuonoruu, 6es IPOBefeHsI fa/IbHEIINX ncCIefoBanuii [8]. MHorouncren-
4ero HeBO3MO)KHO peIlaTh TaKyue Ba)KHble BOIIPOCHI IIPaK- Hble aHOMA/INI, BCTPEUAIONINECs B K/IMHIIECKOM MPaKTHKe
TUYECKOTO 3PaBOOXPAHEHIsI, KaK pobieMsl becrumopus [ 1, B OO/BIINHCTBE C/yYaeB MOKHO OGBACHNTD, JIMIIb U3YYMB
2], meyeHVsI BpOXKIEHHBIX U HACTIE[CTBEHHBIX 3a00/IEBaHMIIT, MX HeOOBIMHYI0 Tomorpaduio 1 rry6oKo 0CO3HAB COOT-
TpaHCITaHTALMY OPTaHOB U TKaHei 1 T.1. [3, 4, 5]. ITo gau- BETCTBYIOLME SMOPIMOHA/IbHbIE SIBIEHNS, T. €. Ha OCHOBE
HbIM Beemuproit Oprannsaryn 3paBooXpaHeHIs eKETOHO M3YYeHNS TIPOUCXOK/ICHUS M B3ANMOJIENHCTBIUS OPTaHOB 1
n3 140 M/TH. pOK[IEHHBIX B M€ fieTell OOMbIIOi IPOLEHT CTPYKTYP, KOTOpbI€ CO BpeMeHeM IPUOOPETAOT CBOMCTBEH-
POXZIaeTcs C Cepbe3HbIMM aHOManusAMu. be3 ocHOBaTeNb- Hble UM (QOPMBL.
HOTO UCCTIE/IOBAHA PasIMIHBIX GAKTOPOB, ONPe/ieAIOLIX Pa3BUTIIO HOCOBOII TIOJIOCTY Ye/IOBEKa MOCBAIIEHO He-
HOPMAJIbHBIII U TATOIOTMYECKIIT IPOLIeCChl BHY TPUYTPOO- Maro uccenoBanmii [9], OHAKO MPAKTHYECKI HU B OHON
HOTO pasBUTHsA [6], HEBO3MOXKHA aHTEHATa/TbHAs OXpaHa ITyONMKaLI He OCBELeHbI KOHKPETHbIE CPOKIM 3aK/Ia/KM 1
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manpHeitmeit guddepeHanyy 9MOpMOHANTbHBIX 3a9aTKOB,
KOTOpBbIE YYaCTBYIOT B ee HOPMIPOBAHNIL.

Takum 006pa3oM, B OTe4eCTBEHHOI 1 3apyOeKHOIT /InTe-
paType [aHHbIE O HOPMA/IbHOM aHATOMIYECKOM PasBUTIN
HOCOBOJI IIO/IOCTY, @ VIMEHHO, O CTAaHOBJIEHNN €€ CTEHOK,
HeOCTAaTOYHbI. MHOTVEe pabOThI MMEIOT Y3KOHAIIPAB/IEHHBII
XapaKTep, ITO He MO3BOJLIET TOBOPUTH O HAMMYNI €VHOI
MOPQOIOrNIeCcKOIT TEOPeTHIeCKOI 6a3bl B 3TOI 06IaCTH.

Marepwuan n metoabl

Wccnenosanue npoBefieHO METOJOM M3TOTOBIEHNA II0-
C/IeJOBATEIbHBIX TUCTOIOTMYECKUX CPE30B 32-X CBEXIX 3a-
PpOpBIILIe YeloBeKa Iy TeM ux ¢pukcannu B 10-12% pacTBope
HelTpaIbHOTO popMamHa He MeHee 15-1 cyTok. [Tocne k-
caruy 61onornyeckue o6bEeKTHl B TeueHue 1-2 CyToK Ipo-
MbIBa/I/ B IPOTOYHOI! BOJIE, 3aTe€M X IIOTPpY>Ka/in Ha 24 Jaca
B 35% pacTBOp crympTa. 3aTeM OKPaIINBa/IY [eMaTOKCUIMHOM
U 03MHOM MM GOPHBIM KapMUHOM B TedeHue 1-3 CyTOK.
[Tpenapatsl 06e3B0X1Ba/IN IIPOBEECHNEM X Yepes baTapero
CIIMPTOB C IIOC/IEAYIOLeil UX 3a/MMBKoil B mapaduH. C momo-
IIbI0 CAHHOTO MMKPOTOMA M3TOTOBJIANN TOCTIElOBATE/IbHbIE
TUCTOIOTMYECKME CPe3bl, KOTOPbIe U3y4aIu MOJ, OOBIYHBIM
MMKPOCKOIIOM Mnyu 6MHOKynApHoit mynoit MBC-10. Jna
U3y4eHUs: 0cobeHHOoCTell GOpPMBI, MONOXKeHNs, pelbeda
CTPYKTYP HOCOBOIT 00/IaCTI UCIO/NIb30BAMIN KIACCUIECKIe
MeTOABI TPaUUEcKOro U IIACTUYECKOTO PeKOHCTPYUPO-
BaHMA. MopdoMeTpus NpousBOANIACh MUKPOINHEIKOI.

06cyKAeHe pe3yNnbTaToB UCC/IeA0BaHUA

Ha ocHoBe usyueHms cepuit TMCTOOIMYECKUX IpeTIa-
paroB 4-i1 Hefen BHYTPUYTPOOHOTO pasBUTHsI TEMEHHO-
kormuukoBoit gnuuel (TKID) 4,0-5,0 MM 06Hapy>XeHO, 4TO
MMeeTCsT POTOBAsI sIMKA, OTPAHMYEHHAsI CBEPXY JI00HBIM
OyrpoM, BHU3Y — CEPAEYHBIM BBICTYIIOM U II0 O0KaM — Bepx-
HEYe/II0CTHBIMY OTPOCTKAMI, €€ 3a/IHIOI0 IPaHNUITy 06pasyeT
YeTI0CTHASA Iyra.

Hocosoit monoctu, Kak TaKoBOJ, ellle He CYIIeCTBYeT.
Opnako BHU3Y U 110 60KaM OT I06HOTO Oyrpa IJIOTHO pac-
TI0JIOXKEHHBIE KJTeTKM 9KTOePMbI 00Pa3yIoT IB€ Y TOJIIICHHbIE
IUTACTUHKY, IPefICTaBIeHHble 4-5-pAMHBIM IVIMHAPUIECKIM
srutenveM. ITo mepudepnn MIaCTUHOK 3MUTENTNANTbHbIE
KJIETKM He3HAuMTeJIbHO BBICTYNAIOT HaJl YPOBHEM 3KTO-
IepMbl, 00pasys MOAKOBOOOPa3HOEe BO3BbILIEHIE, KOTOPOe
OTKPBITO B POTOBYIO SIMKY.

B o6macTu cpeHelt YacTy YIIOMAHYTBIX Y TOIILEHMII 911N~
terms y sapopbiieit TK]I 6,0 MM Bo3HMKaeT He3HaYMTe/IbHOE
yIayOeHue sNNUTeINs B MOJIEKAI[YI0 ME3eHXUMY — 9TO
HavYaIbHAas CTaUSA 3aKIaJKM HOCOBBIX akof (puc. 1). Oun
pasMelleHbl B KpaHMO-KayaTbHOM HallpaB/IeHUN U X Pa3-
Mep He npesbimaeT 120 MKM, a mypuHa — 66 MKM. TomHa
SIUTENNA HOCOBBIX IIJIaKOJ, paBHa 18 MKM, a MecTamu — 22
MKM, MaKCMMaJIbHOE PACCTOsAHME MEXY UX Me[yalbHbIMU
koHIIamMu — 1080 MKM.

[Tpu n3ydeHm cepuii IMCTONIOIMYECKIX CPe30B aMOPIO-
HoB TK]J 7,0-7,5 MM yCTaHOBJ/IEHO, UTO 3/jeCh BILTYMBaHIME
SMNTENNsI HOCOBBIX IIAKOJ, CTAHOBUTCsI HECKOIBKO Oortee
BBIPOKEHHBIM, 1 Ha CBOOOJHOII TIOBEPXHOCTH IUIAKOZ, 00-

pasyeTcs yray6ieHne — HadaabHast cragus GOpMUpOBaHMs
HOCOBBIX AMOK, CTEHKV KOTOPBIX ITOKPBITHI 4-6-PANHBIM IIM-
JIMHPUYeCKVIM SIITENNEM TOIHOI 34-38 MKM, 11 TTyOnHa
AMOK He TIpeBbIlIaeT 62 MKM. KpaHno-kaynanbHmit pasmep
3aKJaJKM AIMOK He IpeBbllIaeT 176 MKM, a mupuHa — 86
MKM. VIX Tpof1onbHas 0Ch PACIIONIOKeHa ITOYTY BEPTUKA/IBHO.
KayganbHble KOHIIBI SIMOK PacIOJIOKEHBI HECKOTIBKO OTIvKe
IPYT K Opyry — Ha paccTossHun 1340 MkM. PaccTosnue Mexxny
KpaHMa/IbHbIMM KOHLaMM JocTuraeT 1394 Mxm.

ITonxoBoOOpasHble BO3BBILIEH, KOTOpPble OTPaHNYN-
BAIOT Kpasg HOCOBBIX AMOK, yTONIAIOTCA B BUJE Ba/IMKOB.
OTKpBITbIe KOHIIBI HOCOBBIX AMOK HAIIpaBJieHbl K yI/IaM
HIEpBUYHOI POTOBOVI IIOIOCTH. YKa3aHHbIE Ba/IMKN ITPEICTAB-
0T o001 Hava/IbHYIO0 CTaVI0 (GOPMUPOBAHIIS CPEHETO
U 6OKOBOTO HOCOBBIX OTPOCTKOB, KOTOpPbIe OIPAHIYNBAIOT
HocoBble AAMKU. [Tomepeynslit pasMep cpegHEro HOCOBOTO
OTPOCTKa He IMpeBbIIaeT 216 MKM, a BEpTUKaAbHbIN — 110
MKM. [TonepedHbIit pasMep 60KOBOTO HOCOBOTO OTPOCTKA HE
npesbimaeT — 190 MmkM. PaccTosgHmne Mexxgy MeanbHbBIMU
KOHIIaMI CPEJHMX HOCOBBIX OTPOCTKOB pOBHO 1130 MKM.

ITpu m3sydeHuu cepuit TMCTONOTMYECKUX CPE3OB U IIJIA-
CTUYECKUX PEKOHCTPYKIUIT HOCOBOI 06/IacTy 3apObIIIeit
TK]I 8,0-8,8 MM, ycTaHOBIEHO, YTO SMUTEINI, KOTOPbIN
IIOKPBhIBA€T HOCOBbIE AMKM IPOMIOJDKAET BIAYMBATHCA B
MOJIZIEXKAIYI0 ME3EHXVMY B JOPCAaJbHOM HallpaBJIeHUMN.
Taxoke yBem4ImMBaeTcs pasMep HOCOBBIX OTPOCTKOB, KOTOpbIe
PacTyT B KayJjaTbHOM HaIlpaB/IeHNN 11 KaK OBl HaBUCAIOT Hafl
IIEPBUYHOI POTOBOJ IIOJIOCTDIO.

HocoBpre AMKM BBICT/IaHBI IVIVHIPUYECKVM STIUTE/INEM
TOMMHON 34-42 MKM, AZIPA €r0 KJIETOK PacIoaralTcs B 4-6
panos. [mybuHa HOCOBBIX AMOK HOCTUTaeT 98 MKM, BBICOTA
- 186 MKM, a mMpuHa — 98 MKM, pacCTOSHIE MEXY HUMMA
nocturaet 1300 MKM.

ITomepeynslit pasMep CpeHIX HOCOBBIX OTPOCTKOB Y 3a-
ponprert TK] 8,8 MM cocTasiaeT 260 MKM, a BepTUKATbHBIN
— 280 MKM, 60KOBBIX HOCOBBIX OTPOCTKOB — COOTBETCTBEH-
HO 226 n 244 mMxM. IIpoucxonnut mocTeneHHoe cOMbKeHme
CPeJHUX HOCOBBIX OTPOCTKOB. PaccToAHMEe MeXIy HUMMK
yMenbIaerca 1o 1090 Mxm.

Kunsy u narepanbHO 0T GOKOBBIX HOCOBBIX OTPOCTKOB
PasMeAITCA BEPXHEYETIOCTHDIE OTPOCTKM, KOTOPBIE PacTyT
MefjMaIbHO U HeCKOIbKo Breped. OHM mpubImKanTcsa K
6OKOBBIM HOCOBBIM OTPOCTKAM, OHAKO Ha JaHHOI CTafNu
PasBUTUA COOOIIEHNA MeX Ty HUMI ellle He HeT. VIx paspe-
nseT HeGOMbIIas IIe/b, KOTOpas CBA3aHa C 3a9aTKOM I7Ia3a.

Y sapopprmert TK] 9,5-10,0 MM IIpOMCXOAMUT MHTEH-
CUBHBIJI POCT HOCOBBIX IMOK ¥ CMEXHBIX CTPYKTyp. IIpn
U3YYEeHNN ITACTIYECKMX PEKOHCTPYKIMIT HOCOBOI 06/1acTn
sapoppiert TK] 10,0 MM BBIAB/IEHO, YTO HOCOBBIE SIMKM
BC/IE/ICTBYE VIHTEHCYBHOTO POCTA U BILAYMBAHNA SINATE/INA
B IIOJI/IEXKAIYI0 ME3EHXMMY, TPEBPALAIOTCA B CJIENO 3aKaH-
YMBaIOMINeC MENIOYKY (HOCOBbIE KaMepBbl), KOTOpPbIe PacTyT
B OPCA/IbHOM HAIlpaB/IeHMM M HECKOJIBKO KayflaJlbHO, HO
coefMHeHN MeXAy HUMI emte HeT (puc. 2). HocoBble ka-
MepbI BBICT/IAHBI BBICOKMM MHOTOPSAFHBIM IIVIMHAPUYECKIM
snuTenyeM. Ha rucromornyeckux cpesax HOCOBbIe KaMepPbl
UMeIOT GOPMY HOITYITYHHOI! e/, OTKPBITON B IIPOTUBOIO-
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Puc. 1. ®poHTaNbHBII Cpe3 3apoabINIa
yemoseka TK]I 6,0 mm. Muxpodorto.
Tematokcumnuu-303un. 06. 8, oK. 7.

1 - HocoBas nnakopa; 2 - 3a4aToK cepplia;

3 - IIomoCTh KOHEYHOTO MO3Ta; 4 — Me3eHxmma.

JIOKHYIO CTOPOHY BTOPOJ KaMephbl, X Kay/jalbHble KOHIIbI
pasMelaoTcs O6/1ke 4eM KpaHuaibHble. [yOnHa HOCOBBIX
KaMep JOCTUraeT 546 MKM, OHM pacIO/IO)KE€HbI Ha PacCTos-
Hyy 158 MKM OT IIEpBUYHON POTOBOM IIOIOCTH, OfHAKO OT-
JieJIEHBl OT Hee Me3eHXMMOI TOMIMHOM 112 MKM, KoTOpas
HAXO[UTCA MEXJy SIUTEINEM, ITOKPBIBAIOIIM HOCOBbIE
KaMepbl, ¥ SNIUTENNEM, IIOKPBIBAIOLIVM IIEPBUYHYIO POTOBYIO
MO7I0CTh. BbICOTA 1 IIMPMHA HOCOBBIX KaMep IOUTH He MeH -
I0TCsA: BbICOTA — 212 MKM, mmpuHa — 108 MxM. BuyTpennsasa
TIOBEPXHOCTDh HOCOBBIX KaMep T/IajiKas.

[TepenHesamH:AsA OCb HOCOBBIX KaMep pa3MeIaeTcs KOCo.
VIx Haya/ibHbIE OTHE/IbI PACIIONOXKEHBI Ha paccTosHUM 1284
MKM JPYT OT JIpyTa, a 3a/iHMe KOHIbI — Ha 1126 MKM.

Puc. 2. CaruTranbHbIi cpes TOTOBHI 3apObIIIa
yenoBeka TK]I 10,0 mm. Muxpodoro.
TemaTokcnnmu-3o3uH. 06. 8, ok. 7.

1 - HocoBas xamepa; 2 - IlepBuynas poroBas
TONOCTh; 3 — 3a4aTOK A3bIKA.

Ha onmcanHoM cTafiuy pasBUTHSA 3HAYNTEIBHO YBE/INIM-
BAIOTCs1 HOCOBBIE OTPOCTKI, 0COOEHHO CpefjHIie, IIOIePeYHbIi
pasMep KOTOPBIX JOCTUraeT 664 MKM, BepTUKAIbHBIN — 754
MKM, pasMep IOIePEeIHOro ¥ BEPTUKAIbHOTO OOKOBBIX HOCO-
BBIX OTPOCTKOB COOTBETCTBEHHO — 446 1 420 mxM. HocoBsbie
OTPOCTKM IPEICTABIEHbl ME3€HXMMOI, MMOKPBITON CII0EM
SMUTENNANbHBIX KIETOK, SAlpa KOTOPBIX PacIlONIO’KeHbl B
1-2 papa.

Ha MefManbHBIX MOBEPXHOCTAX KaXKIOTO M3 CPeHUX
HOCOBBIX OTPOCTKOB MIMe€eTCs1 XOPOLIO BbIPa’KeHHBII BHICTYII,
6arogapsi KOTOPOMY IIPOMCXOJUT IOCTeNIeHHOe COMIDKeH e
CPEIHMX HOCOBBIX OTPOCTKOB. PaccTosiHMe Mexxy HUMMU
ellle JOCTaTOYHO BenuKo — 856-884 Mxm. IloBepxHOCTAMY,
o6pallleHHBIMI JPYT K IPYTY, CpefHIe 1 60KOBbIe HOCOBbIE
OTPOCTKM OTPAHNYMBAIOT IIePBUYHBIE HO3/IPY, KOTOPBbIE ellle
OCTAIOTCA BHU3Y HE3aMKHYTBIMM, TaK KaK BepXHede/TIoCTHbIe
OTPOCTKM, XOTs M PacTyT K CPeIMHHOI TMHUU U BIIepefi, HO
¢ 6OKOBBIMI HOCOBBIMI OTPOCTKAMM ellje He CPacTaloTCs.
MepnanbHble KOHIIBI BEPXHEUYENTIOCTHBIX OTPOCTKOB pac-
HOJIO>KEHBI Ha yPOBHE CBOOOIHBIX HIDKHIX KOHIIOB CPEHIX
HOCOBBIX OTPOCTKOB.

Y 3zapoppimreit TK]J 11,0-12,0 MM IpOMCXOANT fanbHE-
NI pOCT HOCOBBIX KaMep Ha3al i HECKOJIbKO Kay/jaIbHO, 10
HAIPaB/IeHNIO K IEPBIIHOI POTOBOII IIOIOCTI, HO COO01IIe-
HUA MEXJY HMMU ellle HeT. PaccTosiHne MeXy HOCOBBIMU
KaMepaMI U IePBUYHON POTOBOIN MONTOCTbIO — 86 MKM,
rIyOuHa HOCOBBIX KaMep — 548 MKM, a BbIcOTa — 224 MKM.

BepxHsist, HIKHAA U OOKOBas CTEHK) HOCOBBIX KaMmep
I7IajIK1e, a Ha Me[albHOI CTEHKe, B CpPEMIHEN ee 4acTH, 110-
ABJIAETCS YIIyO/eHye — 3a4aToK opraHa SIko6coHa.

CpepnHye HOCOBbIe OTPOCTKM HaIlpaB/ieHbl KHU3Y U JIa-
TepanbHO. IIpomonpHbIL MX pasMep y 3apoppimeit 12,0 Mm,
TK]I paBen 926 MKM, a mipuHa — 788 MKM. boKOBbIe HOCOBBIE
OTPOCTKM MMEKT JINHY 854 MKM 11 mMpuHy 608 MKM, OHM
HaIIpaBJIeHbI KHI3Y ¥ Me1anbHO. PaccTosiHMe 00palleHHbIX

IPYT K IPYTY KpaeB CPeTHUX HOCOBBIX OTPOCTKOB JIOCTUTAeT
858 MKM.

Puc. 3. CarurranbHbIi cpes3 rOOBBI 3apObINIa YeIOBeKa C
TK]I 13,5 mm. Muxpodoro.
Tematokcnnmu-3o3uH. 06. 8, ok. 7.

1 - TlepBuyHasz HOCOBasi MONOCTD; 2 — [lepBIYHBIE XOAHBI;
3 - IlepBu4HasA poTOBasA MONOCTb; 4 — 3a4aTOK A3bIKA.
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ITpomomkaeTca pocT BEPXHEYETIOCTHBIX OTPOCTKOB, NX
NepefHe3aJHUI pasMep yBeIn4InBaeTcs 1o 1524 MKM, a BbI-
cora — o 758 Mxm. Ha aTolt cTapiuy pasBUTHA IPOUCXOJUT
UX COefyiHeHNue ¢ GOKOBBIMYM HOCOBBIMIU OTPOCTKamu. VIx
CBOOOZIHBII Kpall HAXOLUTCS y HVDKHETO KOHL]A CpeHero
HOCOBOTO OTPOCTKa.

B xonue 3apoppineBoro nepuopa (3apoppim TK] 13,0-
14,0 MM) IPOVMICXOUT IPOPHIB HOCOBBIX KaMep B IIEPBUYHYIO
POTOBYIO IIOJIOCTD, B Pe3y/IbTaTe Y€ro yCTAaHABIMBAETCA CBA3D
MEXXTy IIEPBMYHON HOCOBOJ ITONIOCTBIO, IIEPBIYHON POTOBO
IIOJIOCTBIO M IJIOTKOV (puc. 3).

O6e mOOBUHBI IIEPBUYHON HOCOBOI IIOJIOCTY MMEIOT
U30THYTYI0 GOPMY — HallpaBJIeHbI CHavasIa JOPCaabHO, a 3a-
TeM HeCKOJIbKO Kay/a/lIbHO, K IIEPBUIHON POTOBOI ITONIOCTH.
IlepennesamHnii pasMep NepBUYHON HOCOBOL OTIOCTY paBeH
692 MKM. PaccTossHME MeXTy BEpXHUMM KpasAMM paBHO 1328
MKM, a HIDKHUMU — 996 MKM. BbicoTa mepBUYHOI HOCOBOII
MOJIOCTY He NpeBbllIaeT 664 MKM, mupuHa — 184 MKM.
Kakas nonoByHa MepBUYHO HOCOBOJ IOIOCTY Ha4YMHa-
€TCs OTBEpPCTIEM — IepBMYHOI Ho3zapel. OHa orpaHMYeHa
JlaTeparbHO — 6OKOBBIM HOCOBBIM OTPOCTKOM IJIMHOM 772
MKM U IIMPUHOI 558 MKM, U MeIMaZIbHO — IEPEeNHUM KpaeM
HOCOBOIT IIeperopofiKy, KOTopasi 00pasyeTcs B pe3yibrare
COeIMHEHNSA CPEHUX HOCOBBIX OTPOCTKOB. BepTuKanbHbIi1
pasMep HOCOBOII IEPETOPOAIKY PaBeH 668 MKM, ITOIIepEYHbIN
- 882 MKM 1 niepefHe3agHUI — 486 MKM.

Csaju BepTHUKAIbHbII pasMep NepBUYHON HOCOBOI I10-
JIOCTY TIOCTENIEHHO YMEHbBIIAETCH, I B MECTaX IPOpbIBa B
[IEPBUYHYIO POTOBYIO IIOTIOCTb 00Pa3yI0TCs OKPYIION Gop-
MBI IIepBIMYHbIE XOaHbI. PaccTosAHME MEXy NepBUYHBIMU
XOaHaMI He npesbiaeT 890 MKM.

ITepBr4YHYI0 HOCOBYIO ITOJIOCTD OT IIEPBIUYIHONM POTOBOII
IIOJIOCTY OTHEIACT MepBUYHOE HEOO, TOMUMHOI 288 MKM,
mypyuHOi 1136 MKM U JIMHOM 278 MKM.

Hasroit crajun passutysi Ha G0KOBOIT CTEHKE [IEPBUYHOI
POTOBOIJI OJIOCTY IOABILAETCS HEOOIBIIOI BHICTYII — 3a4aTOK
HeOGHOro OTPOCTKA. JIaHHBII BBICTYII IPEJCTAB/IEH Me3EeHXM -
MOJi BEpXHEYEIIOCTHOTO OTPOCTKA, ITOKPBITON 3-4-PAITHBIM
snurenueM. Ha ppoHTanbHbIX cpesax oH nMeeT GOpMY KOHY-
Ca, HAIIPABJIEHHOTO BEPIINHOI K A3BIKY, ¥ PACIIONI0KEHHOTO
Ha YpOBHe HIDKHETO Kpasi. BpicoTa He6HOro 0TpOCTKa paBHa
210 MKM, TTepeHe3aJHIII pasMep He MPeBbIIIaeT 426 MKM, a
CBOOOJHBII €T0 KOHEI] BBICTYTIAeT B IEPBUIHYIO POTOBYIO I10-
nocTthb Ha 108 MxM. Bce cTeHKM IIepBMYHOI HOCOBOJ TOJTOCTH
rmajgKue. BepXHedyemroCTHBIE OTPOCTKY YK€ COENVHATCA C
6OKOBBIMI HOCOBBIMI OTPOCTKAMIL.

Takum ob6pasoM, mpoBeneHHbIe MOPOTIOTMYECKIEe JIC-
CTIeloBaHMA Ha4aIbHBIX CTA/INI pasBUTHUA HOCOBOIT 06TacT
4eoBeKa B 3aPOJIbIIIEBOM IIEPIOJIE CBUIETETLCTBYIOT O TOM,
4TO 3aK/IafKa 1 GOPMIPOBaHIE HOCOBOII ITONOCTH SABILAETCA
CJIO>KHBIM IIPOIIECCOM, KOTOPBIN TECHO CBA3aH CO CTaHOBJIE-
HYIEM CMEeXXHbIX 00pa3oBaHMil.

Bonpmioe sHaueHme MMEOT 3aK/mafiKa ¥ pOCT HOCOBBIX
VI BEPXHEYEMTIOCTHBIX OTPOCTKOB, KOTOPBIE CYLIECTBEHHO
BT Ha GOpMMpOBaHye Ha4Ya/IbHBIX OTHEIOB OyAyLIel

HOCOBOJI HosocTy. CymrTaeM, 4T0 KpUTUUECKUMIY ITepUofiaMu
AB/IAETCA BpeMs 00pa3oBaHsA IePBIYHOI HOCOBOJ OJIOCTI
U ee COeJUHEHNe C IEPBUYHOI POTOBOII MOJIOCTHIO, a TAK)Ke
BpeMs (pOpMIPOBAHNA IePBIYHOTO HeOa, HO3ZIpell 11 XOaH.
Hapy1eHne 3T1X IIpO1eCcCOB MOYKET IIPUBECTY K ITOABIEHIIO
aHOMA/INIT Pa3BUTHS HO3JPeEIl V1 BEPXHEl! IyOBI.

ITosToMy, MCIIONB3Ys HOBbIE METOMBI MOPQOIOTIYe-
CKMX MCCTIeflOBaHNUII, HeOOXOAUMO IPOBECTH AajbHelliee
u3ydeHue pa3BUTUA HOCOBOI 007aCTU B IOCIEAYIOLIUX
BO3PAaCTHBIX HePUOfaX, 0COOEHHO B MPEAIIOLHOM, KOz
dbopMmupyeTca OKOHUaTeNbHas (BTOPMYHAsA) HOCOBAs II0-
JIOCTDb Y €€ CTE€HKM.

BbiBoAabI

1. K xoHI[y 3apopplleBoro nepuopia obpasyercs mep-
BUYHAA HOCOBAA II0JIOCTD, KOTOPasA OTHE/IEHA OT IIePBIYHOI
POTOBOII ITOIOCTY IIEPBUYHBIM HEOOM ¥ OTKPBIBACTCS B Hee
Yyepes [IepBUYHbIEC XOaHBbI.

2. HocoBas meperopopika ob6pasyeTcsi IyTeM CIUAHUA
CpeJHIX HOCOBBIX OTPOCTKOB.

3. BereicTBYe BBIMIAYMBAHYSA SIUTE/NS OOKOBBIX CTEHOK
HEepPBUYHOI POTOBOII MONOCTY HAauMHAET (POPMUPOBATHCS
HOCTOSIHHOE Hebo.
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Abstract

Our material is based on the data referring to 570 patients of different age groups, who have been operated for lumbar spinal stenosis (with or without
disc pathology). The patients after decompressiive and decompressiive — stabilizing operations have showed an improvement in 97.4% of cases according
to MacNab criteria. In the group of young patients there has been an improvement in 96.6% cases, in the group of middle-aged patients — 97.6%, in
the group of aged patients — 97.8% and in the group of senile patients — 100%. In spite of the high efficiency of operations, there has been registered a
decline of satisfaction with surgical results along with the growing in age. A complex of assessment scales has been elaborated and proved to be useful for
the evaluation of the clinical dynamics (general and symptomatic), level of physical activity and satisfaction with the results of the surgery. In the early
postoperative period it has been recommended to assess the amount and regress of pain using Visual Analogue Scale and Swiss Spinal Stenosis score (SSSS),
and the regress of functional disturbances and paresis — using an American Spinal Injury Association scale and SSSS. In the late postoperative period it is
important to evaluate the motor activity, but the main importance is attributed to the evaluation of quality of life and working adaptation of the patient.

Key words: lumbar spinal stenosis, surgery, groups by age, symptoms.

Onenka 3P eKTUBHOCTY XUPYPIMIECKOTO Te9eHNS CTEHO03a MOACHUYHOTO OT/eNa
II03BOHOYHOTO KaHa/Ia y 6OTbHBIX Pa3HBIX BO3PACTHBIX IPYNIT

IO. E. Ilegauenxo”?, E. II. Kpacuenko’?, *A. II. Bogro*

Pedepar

Orerena 9 GeKTUBHOCTD XMPYPrIUIeCcKOro aedernst 570 60IbHBIX pa3HbIX BO3PACTHBIX TPYIII CO CTEHO30M MOSICHUYHOTO OT/Ie/Ia [I03BOHOYHOTO
kaHaja. OT/IM4YHBIe 11 XOpolne pe3y/bTarsl (1o mkaze MacNab) B oTAa/IéHHOM Ieprofie MOC/Ie ZeKOMIIPECCHBHbIX 1 JeKOMIIPECCUBHO-CTAOMIU3VPYIOLIVIX
ornepanuit nomy4ensl y 97,4%. ¥ nuip Monoforo Bo3pacta oHu coctasunn 96,6%, cpennero Bospacra — 97,6%, mo>xxunoro Bospacra — 97,8%, crapyeckoro
Bospacra — 100%. Hapsajy c 9T1M, 0 J]AaHHBIM OIIPOCa CAMUX OIIEpMPOBAHHBIX, OTMEYAETCS TeHIEHIVA K CHVYYKEHMIO Y/IOB/IETBOPEHHOCTH Pe3y/IbTaTaMu
olepaly 0 Mepe yBeIMdeHNsI BO3pAcTa Mal[IeHTOB Ha MOMeHT omeparui. O60CHOBAaH BBIOOP KOMIUIEKCA OLICHOYHBIX IIKAI I OINPOCHUKOB /IS
M3Y4eHNA AMHAMUKY KIVHIYECKOV CUMIITOMATUKIY (B LIe/IOM 1 II0 CMHPOMaM), YPOBH:A (pM3N4eCKOiT aKTUBHOCTY NALIMEHTOB, X YJOBIETBOPEHHOCTHI
pesy/ibraTaMy XMpPypriudecKoro jaedeHns. B paHHeM II0C/IeoneparioHHOM IIepIofie OPMEHTIPOBATHCS CIIERYeT, IPEX/ie BCETO, Ha perpecc 60m1eBoro
CHH[pOMa, OLIeHMBAaeMblil I10 BM3ya/lbHOI aHA/IOTOBOII IIKajle 0O/IM M LIBEIIIapCKOIl IIKale OLIEHKM ITalMeHTa CO CIIMHA/IbHBIM CTEHO30M Swiss
Spinal Stenosis score (SSSS), a Takxe Ha perpecc JIErKuX IBUraTeIbHBIX HapYIIEHMII C OLleHKOI1 1o 1iKale American Spinal Injury Association u SSSS.
B oTHanéHHOM IOC/IeOnepalioOHHOM IIePIOfie TAKKe MeeT 3HadeHNe Opeie/leHNe COCTOSIHI JBUraTeIbHOI QYHKIMM, HO HanbosIblilee 3HaUYeHe
mpuobpeTaeT OLieHKa IIOBCEHEBHOI aKTUBHOCTI U TPYAOBOIT afanTanuy nanueHTa (1o SSSS).

KnroueBble c1oBa: CTeHO3 NOSICHMYHOTO OT/eNA, XUPYPIUs, BO3PACTHDIE TPYIIIbI, CUMITOMBI.

AKTyaJ’IbHOCTb TeMbl VT MHOM aCIIeKT KauyeCTBa >KU3HU U IIPOBENEHHOIO JIEYECHNA
IMMaIVEHTOB C Pa3INIHbIMU BUTAMN Heﬁ[poxnpyprnquKoi[
IIaTOJIOTVN, HO B TO JK€ BpE€MA HE ABJIAETCA YHI/IBCPCEUILHOI‘/‘[

T.K. OCTaBJIA€T B TeHU APYTHUe acIeKTsI [15].

B coBpemenHOIT MepuINHe BCE GOBIIYIO AKTYaTbHOCTD
IpUOOPETAIOT OLIEHKA 1 IPOTHO3 Pe3y/IbTaTOB IPOBOAVIMOrO
nedeHns. Kax B Xupypruu, Tak u B HelipOXupyprum, B 4acT-

HOCTH, 9TU BOIIPOCHI BBIXOMAT 32 OOLIENPUHATbIE PAMKA
IOKa3aresie JIeTaTbHOCTU U MHBAIVMAU3ALMN Y OTHOCATCA K
TAaKUM ITOHATHUAM KaK «Ka4eCTBO >KU3HU, CBA3aHHOE CO 3[10-
poBbeM». Beraromiye nepey mpakTHKYOMIMM BpadoM 3afiadn
[IPOTHO3MPOBAHVSI Pe3y/IbTaTa JIEYEHNs, OLIEHKI KadyeCcTBa
JIe9eHNsI C L[eIbI0 YCOBEPIIEHCTBOBAHWSI XUPYPIUIECKNX
MTOAXOMIOB 1 METOMK He 10 KOHIIA peleHs [9, 19, 28]. 06
9TOM CBUJIETENBCTBYET OOJIBIIIOE KOMMYECTBO PasHOOOpas-
HbIX OLIEHOYHBIX IIKaJI, K&XK/Iasi 13 KOTOPBIX yUUTHIBAET TOT

BuI6op MHCTpyMeHTa OLIEHKM JOJKEH IIPOBOJUTHCA C
y4éTOM criennVKY 13y4aeMoli HO30/IOTMIeCKOl eVHAIIBL,
cTaguy 3aboeBaHns, HaLEXHOCTU, BaIUJHOCTI U YYB-
CTBUTEIbHOCTH IIPUMEHIEMBIX TECTOB, a TAK)Ke YE00CTBa X
K/ITHMYECKOT0 MCII0/Ib30BauyA [2]. JIuib mpyu BBIIOTHEHUN
TAHHBIX YC/IOBMIT BO3MOYKHO a/IeKBaTHO U3Y4YMTD M3SMEHEeHNU s
CaMOYyBCTBUSA M COCTOSIHMsA OOJIBHOTO, CHieNaThb Hempes-
B3sIThI€ BBIBOJBI OTHOCHTE/IBHO KauecTBa 11 3 PeKTUBHOCTI
OKa3aHHOJ MEeIMIIMHCKON IOMOILY B KaXKIOM KOHKPETHOM
CIy4ae U JaTh OLIEHKY MeTOfIaM JIe4eHM s B IieioM [24].
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ITenp — ompenenuTb KOMIUIEKC OLICHOYHBIX LKA JUIA
u3y4deHys 9 PeKTUBHOCTU XUPYPIUIECcKOro 1edeHns 6ob-
HbIX Pa3HBIX BO3PACTHBIX IPYIIII CO CTEHO30M MOSACHIYHOTO
OTJe/Ia I03BOHOYHOTO KaHaJIa.

Ma'repwan n metoabl

/3syueHa s peKTNBHOCTD XUPYPIUIECKOro edeHns: 570
OOJIbHBIX CO CTEHO30M ITOSICHUYHOTO OT/e/Ia II03BOHOYHOIO
KaHaja B Bo3pacTe oT 16 no 80 net. CpegHmil BO3pacT olle-
pUpOBaHHBIX cocTaBnI 48 + 12 net. My>xunH — 306 (53,7%),
JKEHIIVH — 264 (46,3%). Bce 60/bHBIE pacipesiesieHbl Ha BO3-
pactable rpynmsl (BI') B cooTBeTcTBNMM C KIMaccudmkarueit
BO3 (1983 r.): mommopoit Bospact (BI-1) — 15-29 et (29 ye-
7I0BeK), 3pernblit BospacT (BI-2) - 30-44 roga (197 yenoBek)
cpenumii Bospact (BI-3) — 45-59 et (250 4enoBex), MOXXWION
Bospact (BI-4) - 60-74 roga (89 4emoBex), cTapueckuit BO3-
pacrt (BI-5) - ot 75 ner (5 4enosex).

[IpemMeTOM OIIEHKM CTany Bemyliue KAMHUYECKNe
CHHJIPOMBI CTEHO32 IIOSICHUYHOTO OT/je/la IO3BOHOYHOTO
KaHaJIa, MHBA/IMAM3MPYIOLye OOTbHBIX 1 06ecrednBaromiye
OCHOBHBIE ITOKa3aHNUA K XUPYPIMIECKOMY JIedeHNIo — 6ote-
BOJI CMHAPOM (OTMeYaeMblil IPAKTIIECKH Y BCeX OONbHbIX)
[6] n cunppoM mBUTaTeNnbHON AUcyHKIUH (Y 65,6%) [12],
a TaK)Xe BBIPAKEHHOCTDb CUMIITOMOB 3a00/IeBaHys 1 0011jee
¢busmIecKoe COCTOSIHME [TALMEHTOB, X YAOBIETBOPEHHOCTD
pesyabratamMu Xupyprudeckoro nedennus [10, 14, 17]. Vc-
CIefloBaHMe IIPOBOAVIIOCH B IUHAMMKE — HEIIOCPEeCTBEHHO
Iepey ollepanyieil 1 B CIefyIoliye IoC/IeonepalyiOHHbIe Iie-
puonbl: parHuii (1) - no 3 Hexenp, mpomexxyTounslii (II) — ot
3 Hemenb 10 6 MecAleB, otnanénnslin (I1I) — moce 6 MecAnes.
[TocrneomneparnonHoe HabIOEHME TPOJOIKAIOCH 2,3-10
net (B cpennem 5,9).

Cratuctudeckas o6paboTka mpoBemeHa ¢ MOMOIIbIO
nakeTa cTaructmieckyux nporpamm STATA 12.0. Onenka pas-
JIMYMIT MEX/TY BCEMU TPYIIIIAMU B KaX/JOM U3 [Iep1Of0B (0
orepanuy 1 mocie) IpoBOAUIACh o Kputepuio Kpackena-
Yomnuca [18]. Pazmunsa nokasarerneil KaXgoi 13 BO3pacT-
HBIX TPYIIII [I0 BCEM IIEPMO/aM OLIEHMBATINCH 110 KPUTEPUIO
Opuamana [1]. IIpu mapHbBIX cpaBHEHUAX UCIIOIb30BAICS
KpuUTepuii YUIKokcoHa-MaHHa-YutHu [22, 33]. Pasmmumsa
CUMTANIN CTATUCTUYECKN 3HaYMMBbIMU 1ipu p < 0,05.

PesynbraTtbl 1 06CyaeHne

CornacHo KputepysMm Iukansl MacNab (koTopsle X0Tb
u O6bUIV BIIepBbIe ONyOIMKOBAHBI elile B 1971 roay, mpoxo
IPUMEHSIOTCA JIA OLleHKU UCXOJ0B XUPYPIrUIecKOro jede-
HYIS BepTeOPOreHHOI! ITaTOIOT M) BBIAETIAIOT 4 BO3MOXKHBIX
pesynbrara onepannu [21]:

o OT/INYHBII — HET OO/IN U1 OTpaHNYEHNIT IOIBVOKHOCTY,
BO3BpaT K IpeXHell paboTe U IpeXXHEMY YPOBHIO
aKTUBHOCT;

o XOpomUiT — pefKue/IepUOfIIecKre HEKOPEIIKOBbIe
607111, yMeHbIIIeHIe BHIPAKEHHOCTI IMEBILEIICS CUM-
IITOMAaTUKM, BO3Bpalll€eHVIE K pa60Te C HE3HAQUYUTEC/IIbHbI-
MM OTPaHUYEHUSAMI;

* YZIOBIIETBOPUTE/IbHBII — HEKOTOPOE MOBBILIEHNE PyHK-

I_II/IOHEU'[I)HOI‘/'[ AaKTUBHOCTMU, 60IBbHOI OCTAETCA HETpyHno-
CITOCOOHBIM/ IIPMIKOBAaHHBIM K ITIOCTENN;

e IJIOXOM — COXPaHAITCA CMMITOMbBI KOMIIpECCUN
KOpe€liKa, HeO6XO)II/IMO IIOBTOPHO€E OII€PATMIBHOE BME-
IaTe/IbCTBO.

IIpoBeneHHbINT aHa/MN3 PE3yAbTATOB J€YEHNA COIIACHO
mkane MacNab nocre omepanyy nokasasn ciegyoline pe-
3ynbraThl (Tabm. 1).

V3 ipeicTaBIeHHBIX JAHHBIX CIIE[YeT, YTO K MCXOJY Ilepy-
ofia HaOJTIOfieH A IO IPYIIIIaM B LI€JIOM OT/IMYHbIE U XOPOILIe
Pes3yIbTaThl MOC/Ie JeKOMIIPECCUBHBIX U IEKOMIIPECCUBHO-
CTabM/IM3MPYIOIINX ONlepaLiii HOMydeHsl y 97,4% omepupo-
BaHHbIX. OpHaKko mKana MacNab He nuIlleHa HELOCTATKOB, K
KOTOPBIM MBI OTHOCHM HEKOTOPYIO CyO'beKTUBHOCTD, a TAK)Ke
3aTpPyINHEHM IPU TPAKTOBKE OT/Ie/IbHBIX Pe3y/IbTaToB Jieye-
HuA. Tak, y 11l, KOTOpble HA MOMEHT OIlePaLy He ABJIA/IICh
HETPYAOCIOCOOHBIMI 1 IPYKOBAHHBIMU K KPEeCITy, pe3y/ibTaT
[0 IaHHOJI IIKajie OyfieT XOPOIINM HaXKke IIPK OTCYTCTBUU
IMHAMMKY, YTO He COOTBETCTBYET JeliCTBUTETbHOCTI.

ITosTOMYy MBI CYMTaeM Lie7IeCO0OPasHbIM MPYMEHUTD
U OLIeHKY CUHJIPOMOB [0 U Toce onepanuu. Ilo Hamum
TAHHBIM Y 65,6% IIOCTYNMBIINX Ha XMPYPIUIecKoe TedeHne
IalMeHTOB CO CTEHO30M IT03BOHOYHOI'O KaHasla BbIAB/IAETCA
HepMaHEHTHBIT MO0 MPEeXONALINIT JBUTaTe/IbHBI HEBPO-
JIormYecKuit fiepuunT, YacToTa KOTOPOro yBeININBAETCS C
Bo3pacToM (Tabm. 2).

Hapywenne pBurarenpHoil GyHKIUN B OT/EIBHOI MbI-
IIEYHOI TPYIIITe OL[EHMBATIOCH 110 OOIIENPUHATON 6-6aIbHOI
mkane ASIA (American Spinal Injury Association):

0 — 1mo/THOe OTCYTCTBUE IBYDKEHMIA, Tapajny;

1 - manpnmpyeMoe MIM BU3YaTbHO OIpefiefiieMoe Ha-
IpsDKeHMe MBI

2 — BbIpaKeHHBII IIape3; aKTYBHbIE IBVKEHVA BO3MOYKHBI
IIpY VICKTTIOYEeHUY BIVIATHWA CUJIBI TSXKECTH;

3 — yMepeHHbIII Tape3; BO3MOXKHBI aKTUBHBIE JIBVKEHNA
C IPEOJIO/IeHNeM CHJIbI TSAXKECTH;

4 - nérkuit mapes; BO3MOXXHBI aKTHBHbIE JBVDKEHMA,
HallMeHT He MOXKeT IIPeofio/ieBaTh AKTUBHOE IIPeIATCTBIE;

5 — HOopMa.

PervicTpanus cuibl ogHOTO (IIOCTpajaBIIero) MIOTOMa
IPOBOAMIACH IIPY MOHOPAJUKY/IAPHON CUMIITOMATHKE
(Tabm. 3).

Bmecte c Tem y 60npHBIX ¢ nonupapukynonarueit (I1P) n
papukynomuenonarueit (PM) He06XORMMO perncTpupoBaTh
cuty OOJIBIIEro YycIa MIOTOMOB. JTO CBSI3aHO C TEM, YTO
m3HavanbpHO IKama ASIA 6buta paspaboTaHa IS OLEHKU
MOBPEXIEHNII CIMHHOTO MO3Tra Ha IIEIHOM YPOBHE U IO
Hell IpeycMaTpUBaeTCA TeCTUpoBaHye 20 MIOTOMOB — 110
5 Ha Ka)X1oi1 pyke u Hore. [Tpu 9TOM CyMMapHBIil 6asIt MbI-
nrevHol cuiibl 100 cOOTBETCTBYET HOPME, a 0 — TeTpariernm
[2]. IIpn cTeHO3e IMO3BOHOYHOIO KaHala Ha IOACHUYHOM
YPOBHe, KaK IIPaBWUIO, HET HEOOXOLMMOCTHU OLeHMBATD
IBUTATENMbHYI0 QYHKINIO BEPXHUX KOHeYHOCTeN. [ToaTomy
IpY MONMPaAMUKYTONaTUN U MUEIOPATVKYIONATUN TIPH-
MeHsUI MORM(UIMpPOBaHHbIN BapuaHT mKansl ASIA, mo
KOTOPOMY PacCYMTBIBA/NN CYMMapHBI 6a/l MbIIIEYHON
cubl Hor (Tabm. 4). B Hopme oH coctaBszer 50. JIérkuii ma-
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Ta6muma 1

Onenka 3¢ppeKTUBHOCTY XMPYPIUIECKOTO TeYeHNsA CTeHO3a HOSICHUYHOTO OT/e/Ia I03BOHOYHOT0 KaHajIa
y 60IBHBIX pasHbIX BO3PACTHBIX Py 1o Kpurepuio J. MacNab

+ Pesynbrarhbi
S 3
% 2 5 g OTANYHbIN Xopownin YaoBneTBOpuTeNnbHbIN Mnoxoin
T (-]
EE|l 28
c > c 2
a2l g
2 E 3 n % n % n % n %
o T
c
o | 25 86,2 3 10,4 1 3,4 0 0
N I 26 89,7 1 34 1 34 1 34
@ c
1 28 96,6 0 0 1 3,4 0 0
~ I 155 78,7 31 15,7 6 3,1 5a 2,5
N O
'é '; ] 171 86,8 21 10,7 2 1,0 3 1,5
< m 180 91,4 1 56 2 1,0 4s 2,0
o I 180 72,0 58 23,2 2 0,8 10 4,0
m un
'é TI. ] 218 87,2 29 11,6 3 1,2 0 0
€ 1] 228 91,2 16 6,4 3 1,2 3 1,2
| 55 61,8 28 31,5 2 2,2 4 4,5
o
¥ ®
cl-n 1l ] 68 76,4 19 214 1 1,1 1 1,1
c
1] 76 85,4 11 12,4 1 1,1 1 1,1
| 3 60,0 2 40,0 0 0 0 0
wn
|l ] 2 40,0 2 40,0 0 0 1 20,0
Q0 c
1] 3 60,0 2 40,0 0 0 0 0
o | 418 73,3 122 21,4 11 1,9 19s 3,3
e N
g ",T I 485 85,1 72 12,6 7 1,2 6 1,1
c
1] 515 90,4 40 7,0 7 1,2 8« 14
Hpmme‘[aﬂmez = — VI3 HUX OVIH NAIIMEHT ABAK/IbI OIIEPUPOBAH ITOCIE nepBoﬁ onepanmnmn.
Ta6numa 2
YacToTa mape3oB y 60TBHBIX CO CTEHO30M IO3BOHOYHOTO KaHa/Ia B Pa3HBIX BO3PACTHBIX IPYIIaX
Bcero
Bcero
BIr-1 BIr-2 BI-3 Br-4 BI-5
Mapesbi
29 197 250 89 5 570
n 10 72 131 46 3 262
[lo Harpy3ku
% 34,5 36,5 53,7 52,3 60,0 46,0
Kak cumntom
pagukynonaTum Mocne n 10 84 160 64 4 322
Harpysku % 34,5 42,6 64,0 71,9 80,0 56,5
n 1 10 16 2 0 29
[lo Harpy3ku
Kak cumntom % 3,4 5,1 6,4 2,3 0 5,1
papukyno-
MmuenonaTuv Mocne n 1 13 28 9 1 52
Harpysku % 3,4 6,6 11,2 10,1 20,0 9,1
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Ta6mma 3

JuHamMuKa cpegHero 6aja CYIbl MIOTOMA Y OOIbHBIX Pa3HbBIX BO3PACTHBIX IPYILI C IAPE30M, 00yC/TOBIEHHBIM
KOMIIPEeCCHOHHOI MOHOpaguKynonarueii (1o mkame ASIA)

MocneonepaumnoHHble nepuoabl
BospacTHble nepnoabl Lo onepauun | I m
BrI-1 n 9 9 9 9
CpepHuii 6ann 3,78+0,15 4,56 + 0,24 4,78 +0,15 4,89 +0,11
Br-2 n 61 61 61 61
CpegHuii 6ann 3,57 +0,11 3,78+0,15 3,784+0,15 3,78+0,15
BI-3 n 97 97 97 97
CpegHui 6ann 3,59+0,08 4,53 + 0,08 4,79 + 0,05 4,87 + 0,04
Br-4 n 39 39 39 39
CpegHui 6ann 3,74+ 0,11 4,67 +0,11 4,90 + 0,05 4,90 + 0,05
BI-5 n 2 2 2 2
CpepHuii 6ann 4 4,5 5 5
Bcero n 208 208 208 208
CpepgHuii 6ann 3,63+ 0,05 4,56 + 0,05 4,82+ 0,05 4,88 + 0,02
Ta6muuna 4
JIunamMuKa cyMMapHOro 6ajxa MbINIEYHOI CHIbI HOT (1o mKkane ASIA)
[lo onepauun MocneonepaLumnoHHble Neproabl
BospacTHble I I m
rpynnbi
ne PM ne PM ne PM ne PM
Br-1 n 1 1 1 1 1 1 1 1
CymmapHbin 46 45 50 50 50 50 50 50
6ann
BI-2 n 23 13 23 13 23 13 23 13
CymmapHbin | 43,96+ 1,16 | 43,31 +2,17 | 47,78+ 0,76 | 47,62+ 1,13 | 48,57 + 0,58 | 48,92 + 0,52 | 49,17 + 0,46 | 49,23 + 0,41
6ann
BI-3 n 63 28 63 28 63 28 63 28
CymmapHbin | 443 +0,72 | 42,46+ 1,32 | 48,08 +0,51 47,07 +0,99 | 46,32+ 0,39 | 4889+0,4 |49,22+0,34|49,29+0,34
6ann
Bl-4 n 25 9 25 9 25 9 25 9
CymmapHbii | 43,88 +1,15 | 42,67 +1,63 | 4592+0,85 | 47,33 +0,87 | 46,32+0,84 | 49,11+ 0,35 | 46,48 + 0,81 | 49,33 + 0,33
6ann
BI-5 n 2 1 2 1 2 1 2 1
CymmapHbin | 45,5+1,5 46 485+1,5 50 455+1,5 50 485+1,5 50
6ann
Bcero n 114 52 114 52 114 52 114 52
CyMmapHbIn 44,18 + 42,83 + 47,57 + 47,37 + 48,18 + 48,98 + 48,61 + 49,31 +
6ann 0,52 0,93 0,38 0,62 0,32 0,26 0,29 0,22

pes guarHoctuposany mpu 40-49 6anax; yMepeHHbII — IIpK
30-39 6asutax, BeIpakeHHbliT — ipu 10-29 6annax. Bemmunna
nokKasaresnd HipKe 10 cBUeTeTbCTBOBAA O BHIPAKEHHOM
HIDKHEM Iapanapese C IJerueil Kak MUHMMYM OfJHOTO U3
TeCTUPYEMbIX MIOTOMOB.

o omepanumu y malyeHTOB ¢ MOHOPaJUKYIAPHON
CUMITOMATHUKOM, MONMMPATUKYIONATHEN Y PaJUKYy/IOMIe-

JIoNaTHell BO3PACTHBIX PasNMyMil B CPEHMX ITOKa3aTeNAx
MBIIIIEYHOI CUJIBI He BbIABIeHO (Tabm. 3 u 4). Bo Bcex
BO3PACTHBIX TPYIIAX 3HAYUTENbHO Mpeobmafany nérkne
Hapesbl, KOTOPbIE YaCTO BBIABILAINCH TOIBKO IPY (PYHKINO-
HaJIbHOJI Harpyske XOfbOOI WM B 3HAUUTETbHOI CTEIEHU
perpeccupoBany NoC/Ie OTAbIXA, T. €. UMeI MECTO CUHAPOM
HelIpOoreHHOM (pafiuKyIio-, Kay[o- U MUETOT€HHOIT) XpPOMO-
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ThI (Tab. 2, 3 u 4). BMecTe ¢ TeM, TUIIb B OT/AENIbHBIX BO3-
PACTHBIX TPYIIIaX OTMEYeHbl BbIPa)KeHHbIE JBUTaTeTbHbIE
HapyweHus. B spenom, cpefHeM U MOXIIOM BO3pacTe — y
0O/IbHBIX C MOHOPA/IVIKY/IAPHOJ CUMIITOMATHUKOII (6,6%, 3,1%
u 5,1% COOTBETCTBEHHO); B CPEIHEM U ITOXXVJIOM BO3pacTe
- Y TAIMeHTOB ¢ NonypaauKynonatneit (4,8% u 4,0% coot-
BETCTBEHHO); I B 3PEJIOM ¥ CPefjHEM BO3pacTe — y OO/IbHBIX
¢ papukynomuenomnarueit (7,7% u 3,6%, COOTBETCTBEHHO).
[To 3aBepuieHUy HAOGMIOfEHNUsS 11O TPYIIIAM B [[€/IOM
OTMEUYeHa [JOCTATOYHO BBICOKAS CTENeHb IOIHOTO BOCCTA-
HOBJIEHVS JBUTATeIbHON (PYHKINM, KaK Y OO/IbHBIX C IIOJIN-
PafiMKy/IOIaTHel, TaK U C pafiNKyIoMenonaryell. Bricokas
CTelleHb BOCCTAHOBJIEHNS XapaKTePHa U /IS GOIbIIMHCTBA
BO3PACTHBIX TPYIIIL, 32 MCK/TIOYEHVEM JINI] TIOXKUTIOTO U CTap-
YECKOTO0 BO3PACTa, Y KOTOPBIX BOCCTAHOBJIEHNE OTMEYEHO

I B Y4 CITydaes.

B paHHeM oc/eonepanoHHOM Hepyofie B OO/IbIINHCTBE
CITy4aeB perpeccupoBaIy IETKe ABUraTeIbHbIe HApYIIeH s,
YTO OTMEYa/IOCh BO BCEX BO3PACTHBIX IpyIax. Perpecc 60-
Jiee BBIP)KEHHDIX HAPYIIEHNUIT MOTOPYUKI PACTATUBACTCS BO
BPEMEHN 11 3aBICHT OT VX [IePBOHAYa/IbHON BBIPAXKEHHOCTHL.
[ToaToMy B OTHaI€HHOM IIOC/IEONEPALIOHHOM HEepHOLe Y
4acTy GO/IbHBIX B OTAEbHBIX BO3PACTHBIX IPYIINAX BCE elré
COXpaHsI/ICS yMepeHHbIII mape3. OTMedaeTcs yXyAIieHe OT-
[a/IEHHOTO [IPOrHO3a Y MALMEHTOB C IOIMPaAUKY/IOIaTHel
[IPY YBEIMYEHNUM MX BO3PACTa.

B HeKOTOpBbIX Hay4YHBIX MyOMMKaLMAX ObIIO MOKa3aHo,
9YTO BOCCTAQHOBJIEH)E [JBUIATeIbHON (YHKIUN Y OIepUpOo-
BaHHBIX OO/IbHBIX CO CTEHO30M ITI03BOHOYHOTO KaHa/Ia MOYKET
[IPOJIOHTMPOBATHCS Ha JOCTATOYHO [IUTENbHBII TIEePUOL,
(He MeHee 2 J1eT), IOC/IE KOTOPOTO OTMEYAETCsI HanOOIbLIIee

KOJIM4€eCTBO XOPOIINX U Y OBIeTBOPUTENIbHBIX PE3Y/IbTaTOB
[3, 13, 32].

Takum o6pasom, 06 3ppexTMBHOCTI XUPYPrUIeCKOro
jledeHNs GONBIIMHCTBA ALMEHTOB C [IBUTATe/bHbIMIU Ha-
PYILIEHVAMM MOXKHO B 3HAUMUTEIbHOI CTEIIeHM CYIUTD YKe B
OmypKaiiieM moC/eonepaioHHoM epuoge. IlonHoe mpep-
craBiieH1e 00 3TOM JaéT Horee IO3HIS OLIeHKA, IOCKOIBKY
craTuctindecky sHaunMele (p < 0,05) omansi cpegHero 6a-
JIa MBILIEYHON CHUJIBI OT IIpefolepalIOHHbIX IIOKa3aTeel,
[0 HAIIVM JaHHBIM, B OO/IBIIMHCTBE BO3PACTHBIX IPYIIIaxX
OKOHYATe/IbHO POPMUPYIOTCS TONBKO B OTATIEHHOM IIepPUOfie
(Tabm. 3 n 4).

IToMuMo mBUTATENbHON AUCYHKIVM OIIEHMBAICS TAKOKe
6071eBOII CUHIPOM, KaK Hanbojiee pacipoCcTpaHEéHHBII (Ta67L.
5) 1 HepelKO MHBATMAVM3UPYIOWINIT AIMEHTOB C IaHHOM
rmarosorueii 6, 25, 30].

ITpu oueHke 60N Bpad CTANIKMBAETCA C LE/IBIM PALOM
TPyAHOCTEI. BO-TIepBbIX, JAHHBII CUMIITOM SIBILETCA CY0D-
eKTUBHBIM. OlleHKa OIHOTO 1 TOTO YKe II0Ka3aTeNs pasHbIMU
JIIOAbMM 3HAYUTEIbHO BapbUPYeTCA B 3aBUCUMOCTH OT
KOHCTUTYLMOHA/IbHBIX U JIMYHOCTHBIX 0COOeHHOCTel [4],
IICHX03MOLIMOHAIbHOTO COCTOSIHMSA, YCTAHOBOK MHallMeHTa.
Hampumep, ofyHaKkoBasd 10 pa3MepaM IIOCIeoIepalioH-
Has paHa OLIYIIAeTCA IO-Pa3sHOMY — OJHM IMAaIMeHThl He
o0pamaoT BHIMaHNUA Ha HEIPUATHBIE, CBA3aHHbIE C Hell
OLIYILIeHN, /LA APYTYX MOC/IeIHIE CTAHOBATCA ICTOYHUKOM
OCHOBHBIX >ka/100. BO-BTOPBIX, 607Ib He nMeeT CIieiIIHBIX
O0OBEKTVBHBIX ITOKa3aTesell, Y€TKO KOPpenupymoIux ¢ eé
MHTEHCUBHOCTBIO. BblllleckasaHHOe 00YCIOBMUIIO CYlie-
CTBOBaHMe Pa3HOOOPA3HBIX OLIEHOYHBIX IIKA, KaXKAas U3
KOTOPBIX MIMeeT CBOM HeJJOCTaTKM U JocTouHCcTBa. Hannyne

Ta6muna 5
Yacrora 60/1eBBIX CHHEPOMOB Y ALIMIEHTOB CO CTEHO30M HOACHUYHOTO OT/e/Ta II03BOHOYHOTO
KaHajla B pasHbIX BO3PACTHBIX IPYIIIaX
BospacTHbie rpynnbi Bcero
bonesbie cunapombi BI-1 Br-2 BI-3 BIr-4 BI-5
29 197 250 89 5 570
[lo Harpy3ku
xonb6on n 28 197 236 80 4 536
Mocne Harpy3kun
xofbbon % 96,6 97,5 94,4 89,9 80 94
Jiom6anrns Ho Harpyskn
xonbbon n 28 197 247 88 5 565
Mocne Harpysku
xoabbon % 96,6 100 98,8 98,9 100 99,1
[lo Harpy3ku
xoabbon n 29 183 213 65 3 493
Mocne Harpy3ku
xoabbon % 100 97,9 85,2 73 60 86,5
Pagukynonatus o Harpysku
xoabb6on n 29 197 244 88 5 563
Mocne Harpy3kun
xoabbon % 100 100 97,6 98,9 100 98,8
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60/IBIIIOTO KOMM4ecTBa (OKOJIO ITOJTYCOTHI) IIIKaJI /1 OLLeHKY
00N CBUJETENBCTBYET O Mpobenax B HALlEM ITOHMMAHUN
IAHHOrO cuMIiToMa [5].

Hamnbornee 4acTo mcIonb3yeMoit B MUPOBOIT IPAKTUKe,
6rmarofapsi CBO€lt IPOCTOTeE ¥ BBICOKOI YyBCTBUTENBHOCTIL,
[5] oxasanmach BU3yanbHas aHayorosas mkama 6o (BAIL),
110 KOTOPOJI IIAL[MEHT OLleHNBaeT CBOI0 60716 0T 0 (60711 HeT)
1o 10 (6omp HecTepIMMAa).

Oumenka mo BAIIl makcuMabHOM MHTEHCUBHOCTH JIIOM-
6a/ITMYeCKOTro ¥ PaAMKY/IaIrMIecKOro CHHAPOMOB IIOKA3aIa,
YTO [IO OIIEPALIN B MOJIOJ{OM U CTAPYECKOM BO3PACTe Cpefi-
H1iT 6211 60JIEBBIX OLIYIIEHNIT CTATHCTIIECKH JOCTOBEPHO
He OT/IYAeTCsT, HO BMECTe C TeM OH CYLIECTBEHHO BBIIIIE, 4eM
B IPYIMX BO3PACTHBIX rpymnmax (Tab. 6).

MOXHO TIPEANONIOXNUTD, YTO B MOJIOJIOM BO3PAaCTe BbI-
COKasl MHTEHCUBHOCTb OOJIEBOTO CUHAPOMA 0OYCIOBIEHA
npeobafaHueM B CIIEKTPE MIPUYIMH KIMHUYECKON [eKOM-
[IEHCAL[MY CTeHO3a T03BOHOYHOrO KaHa/Ia TAKOro (pakropa,
Kak obpasoBanue rppoku (62,1 + 2%). BormbHbIe cTapyecKoro
BO3PACTa, KaK IIPaBUIO, IPMHNIMAIOT pelleHne 00 omeparyn
TOJIBKO IPY IIOTTHON Hea(pPeKTUBHOCTU KOHCEPBATIBHOIO
JledeHNsI, HAIMYUYU BBIPAXKEHHOTO HEBPOJIOTMYECKOTO [ie-
¢duruTa, pesko BblpakxeHHOM 60meBoM crHApoMe (7,23, 31].

B panHeM mocC/IeonepannoHHOM IIEPUOfie BO BCEX BO3-
PACTHBIX TPYIIIaX OTMeY€EHbI BBIPAXKEHHBIT (B CpejHeM Ha
86,4 +1,4%) perpecc 6071€BOro CMHAPOMA I HUBETIMPOBAHIIE
Me)I(FpYHHOBbIX paSTH/I‘H/If/'I B ITIOKa3aTenAaAX €ro MHTEHCUBHO-
ct (Tabm. 6). Hanbonee sHauMTeIbHOE CHIDKEHNE CPEHETO
6ama MHTEeHCUBHOCTH 60 (B 11 pas) 3aduKcupoBaHO y
JIUI] MOJIOZOTO BO3PACTa.

[Tocrne 3 Hemenb M O MOMYrofa MHTEHCHBHOCTD 60N
CYIIeCTBEHHO CHU3MU/IACh Y MallMEHTOB B Bo3pacTe 30-74
roga (BI-2, BI-3, BI-4). Y nuu momomoro Bo3pacta (BI-1)
OTMeYasIach TeHIEHILUA K e€ TajIbHellIIeMy CHIDKEHUIO.

Yepes moroma 6071€BOI CUHAPOM IIPOJOIIKATI PETPECCH-
pOBaTh BO BCEX BO3PACTHBIX IPYIIIIAX, [IPY Y€M 3HAUNTETLHO
- y nux 3pernoro Bospacra. K okoHuaHMI0 tepnoypa Habwo-
OEeHUA BOSpaCTHbIe FPYHHI)I CymeCTBeHHO HE pa3}H/I‘IaTH/ICb
10 MHTEHCUMBHOCTU OCTATOYHONM 60N, COCTAB/AIOIIEN B
cpenHeM 3,0 + 0,7% OT MCXOOHOIL.

Takum 06pasoMm, B pe3y/ibTaTe XUPYPrudecKoro IedeHns
BO BCeX BO3PACTHBIX IPyIIax 00/1eBOil CMHAPOM KyIUPO-
BasicA Ha 94,3-97,7%. OcHoBHOII 9 exT gocTurancs yxe B
paHHEM II0CTIeONePAIIOHHOM IIEPIO/ie, ITO IIOATBEPXKAAIOT
U Apyrue aBTopsl [3, 27, 29]. Vcxops U3 9TOr0, IOKas3aTen

paHHero IOC/TeOIePaIIOHHOrO IIepuoja CIefyeT CUUTATh
Hanbonee NHGOPMATUBHBIMY [ OLIEHKN perpecca 60

JIpyrue uikanel oneHkn 60y TpebynT 60nbIINX Bpe-
MEHHBIX 3aTpPaT, HO BMeCTe C TeM II03BOJISIOT OIPENe/INTh
He TO/IBKO €€ MHTEHCUBHOCTD, HO 1 IHbIE XapaKTePUCTUKIL.
Tak, MeTo pucoBaHust 6O JaéT BOSMOXKHOCTD M3Y4NTh
ee Tormorpaduio u COOTHECTH €€ C OIpefe/IEHHBIM JlepMa-
TOMOM, MIOTOMOM /160 cKieporoMoM. ITaluenTa npocsr
3aITPMXOBATh Ha CXeMe Ye/I0BEYeCKOro Tejla Te y4acTKH, Ije
OH JCIIBITBIBAET 6OJIb, IPUYEM Pa3HBIM I10 MHTEHCUBHOCTHI
U 110 XapakTepy 60JIEBBIM OLYIeHISIM COOTBETCTBYIOT Pas-
JINYHBIE CIIOCOODI LITPUXOBKIL.

OnpocHuk 60m MaxIwra HaripaB/eH Ha OLIEHKY 060/
1o nHTeHcuBHOCTH (0 6ammoB — orcyrcTBMe 6OMN U 70 3
6a/1oB — cuIbHaA 60Ib) U 1O XapaKTepy (IyIbCUPYIOLas,
CTpeJLAIOLIast, KOMIOIIAst, TPOHM3BIBAOLIAS, CKPYYMBAIOLIas,
TpbI3yInasi, OOXKUralomias, Tymast, TArOCTHAs, MATKas, pas-
pbIBamoIas, yTOMUTEIbHO-U3HYpsIoLIast, 0cmabsmoasi,
KapaTelbHO-6exanoctHast). ONPOCHUK 103BOIAET OLIEHUTb
«CyOBeKTUBHBII» U «a(HeKTUBHBI» KOMIOHEHTDI 60mu [2].

Xapakrep 60/ 3aBMCUT OT BOBJICYEHNUA B MATOIOIM-
YeCKMIT MPOLIeCC KOHKPETHBIX aHATOMUYECKUX CTPYKTYP.
JTrombanrus, cBsi3aHHas C pasppakeHneM Hepsa JIomika,
IPM CTEHO3€ II03BOHOYHOTO KaHa/Ia Yallle BCEro HOCUT TYIION
XapaKTeP € IOCTEIIEHHDBIM YCUJIEHVIEM IIPU XO,IIb6e; IIpu co-
HyTCTByIOHIef;[ HeCTa6I/UII)HOCTI/I IIO3BOHOYHO-IBUTAaTEC/IbHBIX
CEeTMEHTOB KO/Ie0aHMsI MHTEHCUBHOCTY GO/MM BBIPA>KEHBI B
6onpieit crenenu [16].

PagukynspHble 60N IPK MOSICHUYHOM CTEHO3e II0fa-
BJIAIOLVM OO/IBIIMHCTBOM HAIIVX IAIMIeHTOB OMMChIBA/INCDH
KaK YTOMUTEIbHO-M3HYPAIOLINE, PEIKO — KaK CTpeIAIoLINe,
BO3HMKaWIINE B OHpeHeTIéHHI)IX Ae€pMaToOMax IIpu IIOIIbITKE
Ipeofio/ieTh HEKOTOPYIO AUCTAHIVNIO XOfbObI, IIOpOil 3a-
CTaBJLAIOLIVIE He TOJIBKO CECTh, HO I JIeUb, T. €. IPUCYTCTBO-
Bajla CMMIITOMATVKa apTepuanbHOI MIIeMNUN KOpeIIKa.
HesnauynrenbHas 4acTh MAalMeHTOB (JIMIIb KaXKabiir 30-if),
HPeNMYIIeCTBEHHO C HefINTeIbHBIM aHaMHe30M 3ab0reBa-
HI#A, XKa/I0Ba/Iach Ha OO/IU TATOCTHOTO M TYIIOTO XapaKTepa
IO JilepMaTOMaM KOMIIPECCHPOBAHHBIX KOPEIIKOB, BO3HMU-
KaBIIJM B [TIOKO€ U PErpecCupoOBaBIINM II0C/IE XOAbODI, 4TO
YKa3bIBa/IO Ha IPENMYIIECTBEHHO BEHO3HYIO KOPEIIKOBYIO
IUCLYIPKYILALMIO.

Xponndeckuit 6071eBO CHPOM COIIPOBOXKAAETCS HAPY-
LIEHVEM ITOBCEHEBHOM KM3HEHHOM aKTUBHOCTH, Ba)KHOCTh
OLIEHKM KOTOPOJI HeCOMHEHHA JI/IA TIALIMEeHTOB CO CTEHO30M

Ta6mua 6

JuHamMuka cpegHero 6amia MaKCUMaIbHbIX 00MeBbIX omyiteHuii (mo BAIIT) B pasHbIX BO3pacTHBIX IPyIIaxX
60/IBHBIX CO CTEHO30M IOSACHIYHOTO OT/eNIa MO3BOHOYHOTO KaHa/Ia

Mepuopapi Bo3pacTHbie rpynnbli Bcero
BI-1 Br-2 BI-3 Br-4 BI-5
Lo onepaunn 6,07 £0,28 4,86 +0,12 4,38+0,1 4,15+0,15 7,00+ 0,89 4,62 £ 0,07
Mocne onepauyun | 0,55+0,26 0,62+0,1 0,6 + 0,08 0,74+0,13 1,20 +0,58 0,63 +£0,06
Mocne onepauuu i 0,38+0,18 0,23 £0,05 0,13+£0,03 0,29 £0,08 2,00+£0,51 0,22 +£0,03
MNocne onepauuu il 0,14+ 0,03 0,13+0,05 0,14+ 0,04 0,16 £ 0,06 04+0,15 0,14+0,03
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[T03BOHOYHOTO KaHaja. Lle/nblit psf mKam HO3BOJISIET HE
TOJIBKO B OIIPENeTIEHHOI Mepe 0OBEKTUBU3NPOBATh BIPa-
YKEHHOCTD O0JIEBBIX OLIYIIIEHIT, HO 11 Y4eCTb BbI3BaHHbBIE MU
OTpaHNMYeHNs, OLeHUTh YPOBEHb MHBAINAM3ALMN. B 1ncio
aTrx mKan Bxoput CraHadOopacKas MIKaa, IpeIoKeHHas
npodeccopom Cranpdopackoro yausepcutera E | Carragee
[5]. Eé 0c06eHHOCTBIO SABISAETCS OLlEHKA BBIPAKEHHOCTH
6071eBbIX owlylIeHuIt o crocobam ux npeogonerns. Ore-
HUBAIOTCS Bcero 4 rmokasarens (Kaxabii ot 0 ;o 10 6ammos)
U BBIYUC/ISIETCS X CpefHee 4ucio: 0 6a/uioB — MOMHAsL MH-
Bamupusanys, 10 — Bcé ormmyano (Tabn. 7).

Ta6muna 7
Cranpdopackas mkana
WNwnac 0 (makcumym) — 10 (MUHUMYM)
Mpuém 0 — exxefHEeBHO HapKoTUYecKmne
o6e36onuBatowmx aHanbreTrKkm
npenapaTos 2 - NepuoanYecKn HapKoTnyeckme
aHanbreTrKkm
5 — exxepgHeBHbIV Npuém HIMBC
8 — nepuogunyecknit npuém HMNBC
10 — OTCYTCTBME HEOOXOANMOCTU
MeAVKaMeHTO3HOro ob6e36onrBaHuA
OrpaHuyeHune 0 (nonHoe) — 10 (HeT orpaHNYeHu)
AKTUBHOCTU
YpoBnetrBopeHue 0 (nonHas Hey#oBNEeTBOPEHHOCTL) — 10
neyeHuem (nonHasA ynoBneTBOPEHHOCTD)

HecmoTpst Ha IpOCTOTY, MIMPOKOTO PacHpOCTPaHEHMNs
JaHHas IIKaJIa He MOJTY4MIa, T.K. €€ HEKOTOpoe HeyZoOCTBO
COCTOUT B MHBEPCUIL IOTMIHOI TPafJalily II0Ka3aTe/sl MHTEH-
cuBHOCTH 60711 (0 6a/I0B — OTCYTCTBUE, KO 10 — MAaKCUMYM),
ucrnonb3yemoii B BAIIL

K mrkamaMm, orjeHMBAIONIVIM HapyIIeHUe KUSHENesATe/Ib-
HOCTU BCJIe[CTBYE OOJEil, OTHOCIATCSA TaK)Ke OMPOCHUK
Pomanga-Moppuca (RWQ) [11] u OcBecTpOBCKMIt OIPOCHUK
(Oswestry Disability Index - ODI).

[IBeitiiapckast IIKaaa OLEHKM MAl[MeHTa CO CTEHO30M
II03BOHOYHOTO KaHaJIa Ha IOSICHUYHOM ypoBHe Swiss Spinal
Stenosis Score (SSSS) siBnseTcs creruaHON Ay N3y deHNsT
BBIPKEHHOCTY KIMHUYIECKUX TposiBeHnit n 3¢GdeKTns-
HOCTH JIeYeHMsI CTeHO3a MOSCHUYHO-KPECTIIOBOTO OTHeNa
II03BOHOYHOro kaHanma. OHa OblIa BIIEpBbIE OIYO/IMKOBaHA
B 1996 rony [20] u sB/sAeTCS OOLICIPUHATON B HACTOsAIIEe
Bpems. lllkana nMeeT MHOXXeCTBO CMHOHUMOB — “Zurich
Claudication Questionnaire”, “Brigham Spinal Stenosis
Questionnaire”, “Swiss Spinal Stenosis Scoring’, “Swiss Spinal
Stenosis Measure”

Br160p 9TOr0 OIpOCHMKA KaK OL[EHOYHOTO MHCTPYMEH-
Ta, a/[eKBaTHOTO MOCTAB/IEHHBIM B JAHHOM MCCIETOBaHUM
3aflayaM, MPOJUKTOBAH He TOMBKO €r0 HO30TIO0TMYeCcKOil
crenndUIHOCTHIO, HO TakKXXe OoJee MIMPOKUM CIIEKTPOM
OLIeHVBAEMBIX ITaPAMETPOB [0 CPABHEHUIO C OMPOCHUKOM
NASS, a uMeHHO, BO3MOXXHOCTBIO Y4€Ta MHEHNS MAllEHTA
0 IIPOBeIEeHHOI OIepaLnu.

[IBeriapckas IKama COCTOUT U3 TPEX 67I0KOB BOIIPOCOB.

ITepBblit 67I0K BK/IIOYAET OLIEHKY BHIPAXKEHHOCTY CUMIITOMOB
3aboneBaHysA. B HEM BBIfIe/AIOT 2 TOfIpa3fiea, I7je OLjeHVBa-
10TCs1 60TIeBOJT CHAPOM VI HEBPOJIOTMYECKIIT CTATYC.

Hepocrarkom atoro 6/10ka sB/IAETCS HEBO3MOXXHOCTD
OLIeHK! (PYHKIIUM Ta30BBIX OPTaHOB, KOTOpas Y GOIbHBIX
CO CTEHO30M IOACHIYHOTO OT/e/a MO3BOHOYHOTO KaHama
MOXXeT OBITb HapyllleHa BCIECTBE PAAKY/TIOMUETONIIEMII
VTV KOMIIPeCCUM KOPEIIKOB KOHCKOTO XBocTa. [TpranHaMu
UTHOPUPOBAHMA aBTOPAMU 3TOTO HEBPOJIOTMYECKOTO CVH-
Ipoma y OObHBIX C JAHHOI HATOOTMell SBJIAI0TCS, BEpO-
ATHO, HU3KasA 4aCcTOTA €r0 BCTPEYAEMOCTH IO CPaBHEHUIO
¢ 60JIeBBIM CHHPOMOM WM/IM MOTOPHBIM feduuutoM (1o
HAaIllMM JaHHBIM OHa cocTaBmna 9,1%), a TakKe ero mepruopu-
JecKumit xapakTep U cabasi BBIpaXXeHHOCTD y OO/IbLINHCTBA
MalVeHTOB.

Bropoit 6710k BOIpocoB orjeHnBaeT Gu3nIecKoe COCTOsI-
HIIe TIAIlJIeHTa [0 OHOMY 13 YeThIPEX BApMAaHTOB OTBETOB.

Tpetnit 6110k (6 BOIIPOCOB) BK/IIOYAET OL[EHKY ITAIVEHTOM
IPOBEIEHHOTO ONePaTMBHOTO BMEIIATeIbCTBA 1 €T0 YHO-
BJIETBOPEHHOCTD OIlepalell.

BeIpa)keHHOCTDb CUMIITOMOB 3a00/IeBaHNsA U HAPYLIEHNIT
B 001eM pu3NIeCKOM COCTOSIHMUY IMALMEHTOB PACCYNTHI-
BAIOTCA B IPOIEHTAX IT0 OTHOIIEHNI0 K MaKCHMMa/IbHO JO-
HYCTUMOMY KOJIMYECTBY 6a/IOB B KaX/JOM 3 IIEPBBIX ABYX
6110K0B. CrerieHb BBIPaXXeHHOCTH 3a00/IeBaHYIs 1 HAPYILLIEHN
aKTMBHOCTY TeM BBIIlle, YeM OJIVKe TI0TydeHHble 3HaYeHNs
K MaKC/MaJIbHO BO3MOKHBIM.

AHanu3 pe3ynpraToB CyO'beKTUBHOI OLIEHKM [IAI[IEHTOB
1o SSSS mokasan 3HaYNTeTbHOE CHIDKEHIE BBIPAXKEHHOCTH
K/IMHIYECKOM CUMITTOMATHK (TT0 JAHHBIM €€ MHTETPaTbHOM
OLIEHKM) M CyIleCTBEHHOE yIydlleHue ob1ero ¢pusndecko-
rO COCTOsAHUA OOJIBHBIX B PaHHEM IIOC/IEONEPAL[IOHHOM
[eprozie BO BCeX BO3PACTHBIX rpynmax (tabsn. 8). IIpu atom
B paHHEM IlepHofie B 3HAUNTENbHON CTeIIeHN Iepepacipe-
TeANICh VICXOIHBIE MEXXTPYIIIIOBbIe pasnininA B OIEHKaX
HalMeHTOB 9TUX II0Ka3aTesell, M OIpefensnach oduas
TeHJeHINA K YAYJIIeHNI0 OI[eHOK MO Mepe yBeTndeHNUs
BO3pacTa OOIbHBIX.

B mpome)xyTOYHOM 11 OT/ja/IEHHOM TIepHOfiaX, O JaHHBIM
OIIpOCa, OTMeYaeTCs TEHAEHIVIA K CHYDKEHIIO TEMIIOB perpec-
ca IposAB/IeHNI 1 PUBIIECKOI le3aJalTALINI C yBeTIMYeHIIeM
BO3pacTa ONlepMPOBAHHbIX.

OreHKa ManyeHTaMy pe3y/IbTaToB OIlepanuy 3aKOHOMep-
HO TIOBBIIIAETCS MO Mepe CHIDKEHMVs BBIPaKEHHOCTHU CHM-
HTOMOB 3a00/IeBaHVsA U yIydlIeHns obuero ¢pusnieckoro
COCTOSIHMA B TpPyIIIie 60/IbHBIX 3peroro Bospacra (Tabm. 7).
IToxasarenu ymoBIeTBOPEHHOCTH OIepalyiell B MOJIOLOM,
CpefHeM U TIOKMIOM BO3pPacTe OCTAIOTCA OTHOCUTETHHO
CTaOM/IbHBIMM HOC/IE TIONYyrofia. B crapyeckoM Bo3pacre,
HeCMOTPs Ha CYIIeCTBEHHOE CHIDKEHNE BBIPaKeHHOCTHU
K/IMHMYECKOI CUMIITOMATIKIY U yIy4lileHue ob1iero ¢pusnde-
CKOTO COCTOSTHIA, OTMeYaeTCs INIIb HeKOTOpast TeH/eHIVA
K IIOBBIIIEHIIO CYObeKTUBHOI OLIeHKY Pe3y/IbTaTOB JIeYeHI
B oTanéHHoM nepuofe. K ncxony nmepnona HabmromeHM
OTMeYaeTCs TEH/IEHIUA K CHIDKEHMIO Y/IOBIeTBOPEHHOCTHU
pesy/nbTaTaMy OIlepallny 10 Mepe YBeIMYeHN BO3pacTa
MaleHTOB.

/ ]
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Tab6nuua 8

Tunamuka o61rero Gpu3mIeCKOro COCTOSHUS, BBIPA)KEHHOCTY CHMIITOMOB 3200/I€BaHNA U YIOBIETBOPEHHOCTI
pe3yIbraTaMu OIepanyi B Pa3HbIX BO3PACTHBIX IPYNIAX Y OOIBHBIX CO CTEHO30M IIOSICHIYHOI'O OT/e/Ia TO3BOHOYHOTO
cronba (mo Swiss Spinal Stenosis Score)

BbipaKeHHOCTb HapyuweHue o6uero YAoBneTBOPEHHOCTb
BO::;:;:II:Ie Nepuoab! CMMNTOMOB 3a6oneBaHnA | $pu3nyeckoro cocToaHUA onepauuei
CpegHuii 6ann % CpepHuii 6ann % CpepHuii 6ann
[lo onepauun 21,97 +0,/44 62,8 171+04 85,5
Br-l Mocre | 11,55+ 0,52 33,0 8,66 + 0,42 433 9,90 + 0,47
onepaynn [ 8,52+0,6 24,3 5,9 +0,39 29,5 7,17 +0,61
If 7,38 +0,35 21,1 5,24 +0,21 26,3 6,38+ 0,35
[lo onepauun 21,38+0,22 61,1 16,23 +0,14 81,2
Br-2 Mocne | 11,73 £0,23 33,5 8,71+0,16 436 10,02+0,18
onepaumn [ 8,46 +0,19 24,2 5,68+0,12 28,4 7,12+0,2
If 7,69+0,17 22 540+0,11 27,0 6,72+0,19
[lo onepauun 21,09+0,22 60,3 1561+0,13 78,1
BI-3 Mocne | 11,86 + 0,22 33,9 8,75+0,14 43,8 102 +0,18
onepaumn [ 842 +0,15 24,1 5,58 + 0,09 27,9 6,94 0,14
If 7,76 +0,14 22,2 5,41 +0,09 27,1 6,82+0,16
[o onepauun 21,03+0,31 60,1 15,74+0,17 78,7
Br-4 Mocne | 12,37 + 0,35 35,3 9,51+0,28 47,6 10,61 + 0,32
onepayun I 8,96 + 0,26 25,6 6,24+ 0,25 31,2 7,65 + 0,28
If 8,19+0,25 234 581+0,19 29,1 7,13+0,26
[lo onepauun 244+1,02 69,7 17,6 +£0,6 88,0
BI-5 Mocre | 13,2+1,83 37,7 9,4+ 0,87 47,0 10,8+ 1,11
onepaynn I 12,6 + 3,08 36,0 8,6 +2,23 43,0 10,8 £2,78
If 9,8+ 1,46 28,0 6,2+0,8 31,0 78+1,.2
[lo onepauun 21,25+0,13 60,7 15,94 +0,08 79,7
Beero Mocne | 11,89 +0,14 34 8,85+ 0,1 443 10,19 0,12
onepatumn I 8,56+ 0,11 24,5 5,76 + 0,07 28,38 7,16+0,11
If 7,8+0,1 22,3 5,47 + 0,07 27,4 6,82+0,11
Kaxk CHelIYCT 3 BCero CKa3aHHOTIO BbIIIE, MMEEeT MECTO BbIBOAbI

HEKOTOpO€ PACXOXK/I€HE OLIEHOK I10 IIKaJIaM, 3aII0/THEeMbIM
Bpa4oM 1 OOIBHBIM. ITO MO>KHO OO'BSCHUTD TEM, UTO Yy IIa-
LIMI€EHTOB IOHATUE YCIIEUIHOCTY TeYeHUsI aCCOLUMPYETCS He
TOJIBKO C PErPeccoM TOTO W/IM MHOTO CUMIITOMA (YTO afieK-
BaTHO MOXXET OBITh OLIEHEHO BPA4OM), HO U1 B 3HAYUTEIBHOII
CTeIleH Y OfBEP)KEHO BIIVSTHUIO IICHXO/IOTMYECKOro (PaKTopa,
OIIpefeNnAeMOro BO3MOXHOCTbIO BO3BpaTa K MCXOJHOMY
YPOBHIO COLMAIBHOI U TPY/IOBOIL aKTUBHOCTH [26].

Taxum 06paszoMm, IpMMeHeHe MHTETPAIbHOTO IIOIXO/IA K
IVHAaMIYeCKOJ1 OlleHKe HEBPOJIOTMYECKOT0 CTaTyca, YPOBH:A
(YHKI[MOHA/IBHON afanTanuy GOIbHBIX CO CTEHO30M IIO-
SICHMYHOTO OTZeNa II03BOHOYHOIO KaHaja 110 KpUTepUAM
PasIMYHBIX LKA/ M03BOJIAET PACHIMPUTD IMpeCTaBIeHNUA
0 TeyeHUM 3a00/IeBaHNUsA, OOBEKTVBU3UPOBATD PE3Y/IbTAThI
JIe4eHNUs U OLIeHUTD 3P PEeKTUBHOCTD IPUMEHIEMBIX XUPYP-
TMYECKMX METOMIUK.

1. Ina usydenusa 3¢ PeKTUBHOCTHU JIeUeHNA CTEHO3a
HOSACHIYHOTO OTZe/Ia II03BOHOYHOTO KaHasma MOXeT ObITb
PeKOMEeH/J0BaH KOMIUIEKC OL[eHOYHBIX IIKaJI, 3alI0/THAeMbIX
BPayoM, J1 OIIPOCHMKOB, aIalITPOBaHHBIX JI/IA TALIVEHTOB C
IaHHBIM 3a00/IeBaHueM. DTOT KOMIIIEKC II03BOJLAET e Ta/lb-
HO OLIEHWUTb B JVHAMUKE OCHOBHbIE MHBaIUAM3MPYIOLIIe
K/IMHUYeCKIe IPOsiB/IeHNs 3a60/ieBaH st (60/Ib, HapyIIeHe
MOTOPMKIN), YPOBEHb (PyHKIIMOHAIBHOI 1 COLYA/IbHOII fie3a-
HanTaiyy 60/IbHbIX, a TAK)KE COIIOCTABUTD MHEHNA MAlieHTa
U Bpaya O pe3yJbTaTax ollepalul.

2. OTnu4HbIe ¥ XOpOILIMe pe3ynIbTaThl (IO LIKae
MacNab) B oT/1aTéHHOM IIepUOzie IOCTIe TeKOMIIPECCHBHBIX I
IeKOMIIPeCCHBHO-CTaOVIM3MPYIOINX OLIepaLNii B MOTIOLOM
Bo3pacTe cocTaBumn 96,6%, B spenoMm — 97%, cpegHeM —
97,6%, noxxunoM - 97,8%. HapAny ¢ a1m, 110 JaHHBIM OITpoca
CaMUX OIepYPOBAHHBIX OTMeYaeTCs TeH/IeHIIUA K CHIDKEHUIO
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YZOB/IETBOPEHHOCTH Pe3y/IbTATaMM OIIEPALIVN ITO Mepe YBe-
JMYeHVIsI BO3PACTa IALMEHTOB Ha MOMEHT OIIepaLiIL.

3. VIHbOPMATHNBHOCTD OTHEIbHBIX IIKAJT, VICIIO/Ib3yeMbIX
B pasHble CPOKM IIOC/Ie XUPYPIUIeCKOTO BMeNIaTebCTBA
IUIs1 OLIeHKU ero 9 eKTUBHOCTH, HEOAMHAKOBA. B paHHeM
[IOC/IeOTIEPALIIOHHOM IIepPIOfie OPMEHTVPOBATECS, IPEKE
BCETO, CTlefiyeT Ha perpecc 60/IEBOr0 CHHAPOMA U JIETKMX
IBUTaTeNbHBIX HAPYIIEHWIT. B OTHaméHHOM Ilepyofie TakKe
UMeeT 3HaYeHIe OIpefeileHNe COCTOSHMA [BUTATeNbHO
byHKIMY, HO HanbosbIee 3HAYEHE TIPHOOPeTaeT OLjeHKa
COLIMA/IBHOIL, B T. 4. TPYLOBOIT AJAIITALINY TTALIMEHTA.
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Abstract

A variety of trauma score scales use a systolic blood pressure (SBP) score and Glasgow coma score (GCS) as independent factors for the prognosis and
severity grading. This study estimates: 1) the level of dependence of these two variables by means of a case control study of 172 patients with traumatic
brain injury (TBI), 2) the level of the dependence of GCS at the moment of admission to the hospital at the presence of pre-hospital hypotension (SBP
< 110 mm Hg) or hypertension (SBP > 140 mm Hg), and 3) a cause-effect relationship between the presence of pre-hospital hypotension and a lower
admission GCS (aGCS), using Hill’s criteria. The study has revealed that the pre-hospital hypotension has been 3.8 times as much common in severe
and moderate TBI in comparison with minor injuries, p = 0,016; 95% CI [1.2, 12.29]. GCS has been lower in the pre-hospital hypotensive group (n = 13)
(11.8 GCS) in comparison with the normotensive one (n = 111) (13.8 GCS), p = 0.001. Categorical regression has identified aGCS moderately correlated
(r =0.636) with the pre-hospital hypotension and weakly correlated (r = 0,285) with the pre-hospital hypertension, the regression model being a good fit
for the data. The causal inference has been sustained by 5 of 9 criteria proposed by Bradford Hill, which are considered essential and have been sufficient
in other studies to prove some weak associations. aGCS has been found to depend on prehospital SBP, when it is lower than 110 mm Hg, the association
being lost in a wider range of pre-hospital SPB (90+240 mm Hg). Therefore, pre-hospital hypotension influences the prognosis of TBI patients also by
means of GCS alteration, not just independently on it.

Key words: hypotension, hypertension, traumatic brain injury, prognosis.

Bnunsanue aPTepI/Ia)IbHOﬁ T'NImo- N TMNEPTEH3NN HA KINMHUYIECKOE COCTOAHNE
N IIPOTrHO3 HA JOTOCIINUTA/IbHOM J3TAII€ Y OONBHBIX C qepermo-MoerBoﬁ TpaBMOﬁ

*B. Koxoxkaps, I. Ho6any, H. Ckypros
Pedepar

MHOXXeCTBO ILIKaJI I10 OLleHKE TSDKECTH TPABMBI UCIIOIb3YIOT OLIeHKY CUCTONMNYeCKOro apTepranbHoro gasaerns (CAJL) i OLeHKY IO IIKajle KOMBI
Imasro (IIKT) B kadecTBe He3aBUCUMBIX (GaKTOPOB. DTO UCCIEOBAHE OLICHUBAET: 1) CTEeIeHb IPUBA3AHHOCTY 9TYX ABYX IePeMEeHHbIX ITPY HOMOIIY
VICCTIEIOBAHISI METOLOM CTy4ali-KOHTPO/Ib ¥ 172 MAIeHTOB ¢ YepenHo-Mo3roBoit TpaBmoit (UMT); 2) cremens 3aBucumocty ounenky mo LHIKT mpu
nocrymwienyn (nlIKT) ot mammynsa gorocrnranbroit runotensuu (CAJL < 110 MM prt. ct.) win runeprersun (CAJL > 140 MM pT. €T.); U 3) IPUUINHHO-
CJIe[ICTBEHHbIE CBA3Y Ha/IMUMA IOTOCIMTaIbHON runoTensun 1 oteHky 1o KT mpyu nomomny kputepues Xusa. PesynbTaThl nccieloBaHNsA IOKa3bIBAIOT,
4TO JOTOCIUTA/IbHASA TUIOTeH3 s OblIa B 3,8 pasa waire npu TsOKEMbIX u cpefanx UM T-x B oTnmdne ot nerkux, p = 0,016; 95 % CI [1,2, 12,29]. Orjenxa
o IITKT B forocmuranbHO-TUIOTEH3MBHOI rpymie (n = 13) (11,8 IIIKT) 6pl1a HibKe, 4eM B HOpMOTeH3UBHOI rpymie (n = 111) (13,8 IIIKT), p = 0,001.
KateropmanbHas perpeccus BbIABMIA YMepeHHYI0 KopperAanuio (r = 0,636) mexxny onenkoit nllIKT n gorocrmranbHoit onenkoit CAJL < 110 MM pr.
CT., @ MOZIe/Ib Perpeccuy CMOITIa IpeAcKas3aTh 41% pucmepcnu. JTa e mpolefypa Oblna MpyMeHeHa Ha TMIIEPTEH3MBHOM TPYIIIe MAIVEHTOB, YTO
BBIABIIIO CMabyio Koppersiuuio (r = 0,285), a MOfie/Ib perpeccun CMOITIa IpefcKasaTh nub 8% aycrepcyun. IIpuunMHHO-CIefCTBEHHOE 3aK/II0UeHIe
6p110 TIOATBEpXKAEHO B 5 13 9 Kpurepues bpagdopaa Xua, KOTOpble CYMTAIOTCS ITABHBIMY U OBIIN JOCTATOYHBIMU B [PYIVX MCCTETOBAHMAX LS
MOATBep>KAeHNs cnabbix B3anMocssseil. Ouenka 1o nllIKT naiizena saBucumoit ot gorocmuranbaoro CAJl < 110 MM pT. CT., HO 9Ta 3aBUCUMOCTD
6bTa yTepsiHa IIpu 6o0/lee OOIIMPHOM AMaNasoHe CHCTOMNYECKOTo apTepyanbHOro fasaeHn (90+240 MM prT. ct.). ClefoBaTeNbHO, JOTOCIIUTaIbHASL
IMIOTEH3NUSA BMAET Ha porHos nanyenTos ¢ YMT myrem ymenbuienus onenkn mo KT, a He Tonbko He3aBUCHMO OT Hee.

Key words: TUIIOTEH3NA, TUIIEPTEH3NA, Y€PEITHO-MO3roBasa TpaBMa, IIPOrHO3.

Introducere rezulte in deces sau invalidizare [3]. Conform OMS, in 2020,

Traumatismul cranio-cerebral (TCC), actualmente re-
denumit mai specific “leziune cerebrald traumatica’, este o
alterare a functiei cerebrale, sau o altd evidentd de patologie
a creierului, cauzata de o fortd externd [1]. In dependenta
de scorul GCS, in primele 48 ore de la leziune, se considera:
TCC grav (3-8), TCC moderat (9-12), TCC minor (13-15).
Nivelul gravitatii TCC are valoare prognosticd, dar nu pre-
zice in mod obligatoriu nivelul functional definitiv al paci-
entului [2].

Traumatismul cranio-cerebral (TCC) reprezinta o pro-
blema globald a sanatatii publice. Din totalitatea tipurilor de
leziuni, cele ale creierului sunt printre cele mai probabile sa

accidentele rutiere, factorul determinant major al TCC, va fi
a 3-a cauzd principald a mortalittii si dizabilitatii in lume,
cedand doar bolii ischemice a cordului §i depresiei majore
unipolare [4]. Este estimat faptul ca TCC afecteaza peste 10
mln de persoane anual, solicitdnd spitalizare sau deces [3].
TCC reprezinta 50% din totalitatea deceselor de origine tra-
umaticd [4]. Informatia disponibila indicd, cd aproximativ
60% TCC sunt consecinta accidentelor rutiere in diverse
pérti ale Terrei; 20-30% sunt datorate cdderilor; 10% - vio-
lentei si alte 10% - leziunilor la locul de munca si celor legate
de sport [3].

In Europa, incidenta medie a TCC constituie 235:10000
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per an, prevalenta a fost calculatd a fi 7 775 000 si include
atat cazurile nou diagnosticate intr-un interval de 10 ani, cat
si sechelele TCC; mortalitatea medie 15:100000 per an; ra-
portul TCC usor:moderat:grav este de 22:1,5:1, exprimat in
procente este de 79%/12%/9%; rata mortalititii spitalicesti
constituie in medie 3 per 100 de pacienti internati, iar rata
mortalitdtii totale (deces intra- si extraspital) constituie 11
per 100 de pacienti cu TCC, consecintele TCC (% GOS ne-
favorabil) - 50% [5].

In Republica Moldova, conform datelor Centrului Nati-
onal de Management in Sdndtate, in 2011 au fost inregistrate
7252 de cazuri TCC, corespunzitor categoriei S06 (leziuni
intracraniene) din ICD-10. In acelasi an, au fost semnalate
434 de decese ale adultilor din cauza TCC, dintre care 352
de barbati.

Leziunea cerebrald primard, determinatd de impactare,
se poate extinde in prezenta factorilor de agresiune cerebrala
(numiti in sursele engleze “insulturi cerebrale secundare”)
si determina o leziune cerebrald secundard [6]. Hipo- si
hipertensiunea arteriald, apérute in faza acutd a TCC, sunt
considerate insulturi cerebrale secundare sistemice, care in-
fluenteazd severitatea clinicd si prognosticul pacientilor tra-
umatizati cranio-cerebral [7]. In practici, a fost depistat un
scor GCS inferior in grupul hipotensiv (10,8 GCS), in com-
paratie cu cel normotensiv (14,0 GCS), atunci cind tensiu-
nea arteriald sistolica (TAs) a fost < 90 mm Hg la nivelul pre-
spital, in grupul cu hipotensiune [8]. Interrelatia intre scorul
GCS si hipotensiunea arteriala se explicd prin afectarea pre-
siunii de perfuzie cerebrala (CPP) din cauza hipotensiunii
sistemice si, in consecinta — diminuarea scorului GCS [9].

Incidenta hipotensiunii arteriale la etapa de prespital
(hTAp) in cazul pacientilor cu TCC, a fost estimat la: 8-13%
[10], iar la internare 5-25% [11], pana si dupa 35% [12], si
hipotensiunea la acea etapd era asociatd cu cresterea mor-
talitatii cu 150%. Hipertensiunea arteriald este un factor de
agresiune, care agraveazd leziunea cerebrald secundara, cand
TAs depiseste 160 mm Hg [13]. Incidenta hipertensiunii ar-
teriale e relevata de un studiu pe un esantion de 7238 de pa-
cienti cu TCC izolate, incluti in National Trauma Data Bank,
dintre care pacientii cu Tas > 140 mm Hg la internare erau
4130 (57 %) [14].

Relativ putine calitéti au fost gésite, care sd contind infor-
matie prognosticd la pacientii traumatizati cranio-cerebral,
acestea incluzand: varsta pacientului, indicii clinici ai gra-
vitatii leziunii cerebrale (de ex.: profunzimea si durata co-
mei si altor anomalii neurologice), rezultatele investigatiilor
si studiilor imagistice, in special presiunea intracraniand si
CT, care relevi caracterul leziunii cerebrale si efectele ei asu-
pra dinamicii intracerebrale [15]. Studiul IMPACT a stabilit
faptul cd severitatea clinica avea cea mai mare valoare pro-
gnosticd — in esentd datoritd componentului motor al sco-
rului GCS, fiind urmata de caracteristicile CT si de prezenta
insulturilor cerebrale secundare — in special hipotensiunea
arteriala [16].

Astfel, o multime de scoruri pentru aprecierea gravitatii
traumatismului includ TAs si scorul GCS in calitate de com-
ponente semnificative [17, 18], iar unele calculatoare de pro-

gnostic al pacientilor traumatizati cranio-cerebral opereaza
in baza acestor variabile. Majoritatea dintre aceste instru-
mente privesc GCS si TAs in calitate de factori independenti.

Deoarece tot mai multe studii raporteaza o relatie de aso-
ciere sau o corelatie intre TA si GCS [8, 19], precum si intre
componentele derivate ale TA la nivel cerebral (CPP, CBF) si
GCS [20, 21], am presupus cd scorul GCS poate fi influentat
de un diapazon anumit al TA si, implicit, de nivelul de con-
stientd, severitatea clinica si prognostic.

Scopul studiului constd in determinarea influentei hipo-
si hipertensiunii arteriale la etapa prespital asupra scorului
GCS la admitere. Obiectivele studiului sunt: 1) aprecierea
mdsurii de asociere dintre hipotensiunea arteriald si scorul
GCS; 2) cuantificarea dependentei scorului GCS de hipo-
tensiune si hipertensiunea arteriald la etapa de prespital;
3) analiza relatiei de cauzi-efect intre hipotensiunea arteri-
ala la etapa de prespital (hTAp) si scorul GCS (la internare).

Material si metode

Cercetarea a fost bazatd pe studiul a doud variabile cu
importanta prognostica majora, care pot fi usor apreciate la
etapa de prespital si la internare — tensiunea arteriald sistoli-
céd (TAs) si scorul GCS.

Aprecierea asocierii hipotensiunii arteriale sistemice (la
etapa prespital) cu scorul GCS (la admitere) a fost efectu-
atd prin intermediul unui studiu caz-control, determinarea
dependentei scorului GCS (la admitere) de hipotensiune si
hipertensiune arteriald (la etapa prespital) s-a cercetat prin
intermediul regresiei categoriale, iar cauzalitatea a fost in-
vestigatd prin intermediul criteriilor lui Bradford Hill - un
instrument epidemiologic, care include un grup de 9 condi-
tii necesare pentru a asigura o justificare adecvatd a relatiei
de cauzalitate intre eveniment si consecinta.

In lotul comun de studiu au fost inclusi toti pacientii
adulti (vérsta > 18 ani), internati la CNSPMU, in perioada
11.2011-06.2012, cu traumatism cranio-cerebral acut, care
au fost transportati de catre ambulanta. Au fost excluse per-
soanele: gravide; decedate la sosirea in spital; pacientii in fi-
sele carora lipseau informatiile despre TA la etapa prespital,
GCS la internare.

Selectarea cazurilor din lotul comun de studiu a fost efec-
tuatd prin includerea pacientilor, care corespund criteriului
de eligibilitate — scorul GCS < 12 in primele 24 de ore, ceea
ce detecteaza traumatismele cranio-cerebrale moderate si
severe.

Selectarea lotului de control din cadrul lotului comun a
fost efectuatd, considerand drept element obligatoriu scorul
GCS 13-15. In calitate de lot de control au fost selectati pa-
cientii cu un TCC mai usor si, respectiv, un scor GCS mai
inalt. Insé, deoarece diferenta statisticd dintre cazuri si con-
trol este mai micéd decat ar putea fi la compararea cazurilor
cu TCC versus control farda TCC, puterea studiului de a de-
tecta un efect al expunerii la factorul de risc scade. Astfel,
pentru a creste abilitatea studiului de a detecta diferente im-
portante, lotul de control depateste numeric lotul cazurilor
de 4 ori [22].

Pacientii cu TCC, inclusi in studiu, corespund codificarii

/ ]




RESEARCH STUDIES

(el medlical, June 2013, Vol. 56, No 3

ICD-10 a traumatismului cranio-cerebral si au fost selectati
conform diagnosticului clinic definitiv din fisa medicald de
stationar a bolnavului. Selectarea lotului comun de studiu a
fost realizatd in baza analizei fiselor pacientilor internati in
CNSPMU, sectiile de neurochirurgie 1 si 2.

Volumul esantionului reprezentativ pentru studiul caz-
control a fost calculat conform formulei variabilelor cu rés-
puns dihotomic pentru multimi independente [23]. Nivelul
semnificativitatii studiului se considerd 2,5% (a = 0,025),
ceea ce corespunde Z = 1,96 pentru test unilateral. Puterea
statisticd (1-B) a fost prestabilitd 95%, ceea ce corespunde Z,
= 1,645. Numarul minim estimat de pacienti pentru studiu
este de 43 per grup. In total, in studiu au fost inclusi 172 de
pacienti.

Drept hipotensiune arteriala, in acest studiu, a fost con-
siderata valoarea TA sistolicd < 110 mm Hg, in conformitate
cu studiul Berry C. et al., 2011 [24], care redefineste hipoten-
siunea in TCC si studiul Bruns B. et al., 2008 [25] care rede-
fineste hipotensiunea la etapa prespital. Hipertensiunea arte-
riald a fost cercetatd de la nivelul TAs > 140 mm Hg. Indicele
de estimare a severitatii clinice a fost scorul GCS la internare.
Prognosticul pacientilor nu a fost apreciat nemijlocit, studiul
fiind intentionat spre a argumenta relatia teoreticd a TA si
scorului GCS care, implicit, ar influenta prognosticul.

Regresia categoriald a fost efectuatd pentru a evidentia
caracterul de dependentd intre variabile prin intermediul
SPSS v20 (Statistical Package for the Social Sciences), pro-
cedurii CATREG, cu specificarea tipului ordinal al variabilei
dependente GCS.

Rezultate si discutii

Perioada studiului a inclus 978 de cazuri de TCC, din-
tre care 48 (4,9%) fatale, codificate conform ICD-10 drept
leziuni intracraniene (S06). Din numarul total de cazuri, au
corespuns criteriilor studiului 352 de fise, care formeaza lo-
tul comun de studiu. Toti pacientii cu scorul GCS < 12 au
constituit lotul cazurilor (n = 35), iar dintre cei rdmasi, a fost
selectat in mod aleatoriu lotul de control (n = 137).

Tabelul 1

Profilul pacientilor cu traumatism cranio-cerebral,
inclusi in studiu (n = 172)

Variabile Valoarea

Varsta (ani), Media = SD
Barbati, n (%)

Mediu de trai urban, n (%)

46,1+ 19,1
112 (65,1%)
123 (71,5%)

TA sistolica (prespital) mm Hg , Media + SD 130+23
TA sistolica (admitere) mm Hg, Media + SD 123+13
TA medie (prespital) mm Hg, Media + SD 99+ 15
GCS la admitere, n (%)

TCC Usor (13-15) 137 (79,7%)
TCC Moderat (9-12) 30(17,4%)
TCC Sever (3-8) 5(2,9%)
Stare de ebrietate, n (%) 44 (25,6%)

Majoritatea pacientilor (61%) (n = 105) au solicitat servi-
ciul AMU la domiciliu, ceea ce presupune considerarea con-
ditiilor casnice drept factor al leziunilor cerebrale primare.
Dintre acestia, 13 (12%) pacienti erau in stare de ebrietate,
confirmatd de testarea alcoolscopici la internare. In cazul
celor care au solicitat AMU in strada (n = 49), 24 (49%) pa-
cienti erau in stare de ebrietate (tab. 1).

Circa 64% (n = 110) pacienti din lotul de studiu au scorul
GCS 15. Pacientii sub 45 de ani constituie 54% (n=93), ceea
ce reflectd o distributie omogena a TCC conform vérstei. Pa-
cientii cu TCC grave (n = 5) sunt in grupul de varsta < 45
de ani.

Aproape doud treimi dintre pacienti (64,5%) (n = 111)
aveau TAs normala la etapa prespital, in limitele 110+139
mm Hg. Pacientii cu hipotensiune arteriald sistemica (TAs
< 110 mm Hg) au fost 7,6% (n = 13), iar cu hipertensiune
arteriala - 27,9% (n = 48).

Studiul caz-control a estimat ci hipotensiunea arteria-
14 sistemicd la etapa prespital este de 3,8 ori mai frecventd
in TCC severe si medii, comparativ cu TCC minore, OR =
3,8; p = 0,016; 95% CI [1, 2, 12, 29]. Scorul GCS, evaluat
la internare, are valori mai mici in grupul cu hipotensiune
arteriala la etapa prespital (n = 13) (11,8 GCS) fatd de gru-
pul normotensiv (n = 111) (13,8 GCS), p = 0,001, t = 3,44.
De asemenea, severitatea clinicd a fost mai mare in grupul
hipotensiv (11,8 + 2,8 GCS) versus hipertensiv (14,3 + 1,7
GCS), t =4,16, p = 0,0001. Valorile au fost obtinute la analiza
bicaudald prin testul t-Student cu variante egale pentru doud
esantioane (homoscedatic). Prin urmare, hipotensiunea ar-
teriald este mai detrimentald pentru severitatea clinica decét
hipertensiunea arteriala.

Valoarea estimata, pentru lotul de 172 de pacienti cu
TCC, a coeficientului de rang Spearman este p (170) = 0,288
(p <0,0005), care masoara corelatia dintre variabila continui
(TAs) si ordinald (GCS). Aceasta valoare indica o corelatie
slaba, care este interpretata: tensiune arteriald (de la etapa
prespital) nu este asociatd cu scorul GCS la admitere. Rezul-
tatul, probabil, poate fi explicat prin influenta certd a anu-
mitor diapazoane restrinse ale cifrelor TAs asupra scorului
GCS.

Astfel, am cercetat intr-un mod mai specific influenta
TA, anume a hipotensiunii si hipertensiunii arteriale la etapa
de prespital. In baza lotului de pacienti hipotensivi cu TCC
(n = 13), a fost efectuatd o regresie categoriala pentru a con-
stata masura, in care hipotensiunea arteriala la etapa prespi-
tal poate prezice scorul GCS la admitere. S-a determinat o
corelatie pozitivd moderata (r = 0,636) si modelul de regresie
a explicat 41% din totalul dispersiei. Modelul avea o compa-
tibilitate bund (F = 7, p = 0,02), ceea ce permite respingerea
H: p = 0 (GCS nu este dependent de hTAp). In rezultat, s-a
constatat ca la fiecare 10 mm Hg de hipotensiune sub 110
mm Hg, scorul GCS scade cu 3,3 puncte. Prin urmare hipo-
tensiunea arteriala influenteaza prognosticul in TCC si prin
alterarea scorului GCS, nu doar independent de el. Pentru a
creste veridicitatea, aceastd asertiune necesita a fi cercetatd
pe un lot numeric mai extins decét lotul din studiu (n = 13),
luand in considerare rezultatele contradictorii publicate [15,
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26, 27]. Folosirea unui criteriu stiintific actual al hipotensi-
unii arteriale la etapa prespital in TCC [24, 25], este o dife-
rentd semnificativa a studiului propriu-zis, ceea ce necesitd a
fi considerata in avantaj defavorii numerice a lotului de stu-
diu si dapazonului resténs al hipotensiunii arteriale (90+110
mm Hg).

Modelul obtinut la regresia categoriald in baza lotului hi-
pertensiv (n = 48) a exprimat o corelatie slabd intre hiperten-
siunea arteriald si scorul GCS (r = 0,285) si a reusit sd explice
doar 8% din variantd, avand o compatibilitate buna (F = 4,
p = 0,05). Probabil, cauza ar fi prezenta la unii pacienti a hi-
pertensiunii arteriale cronice, care determind prin mecanism
adaptativ devierea curbei autoreglatorii ,,CBF-TAmedie” la
dreapta, acesti pacienti fiind capabili sd suporte valori mai
mari ale CPP (80+180 mm Hg) [28]. Tipul retrospectiv al stu-
diului nu a permis excluderea cu certitudine a acestui item.

Inferenta cauzald a afirmatiei “hipotensiunea arteriald la
etapa prespital reduce scorul GCS” a fost sustinutd de 5 din
9 conditii enuntate de Bradford Hill care, insd, sunt conside-
rate esentiale si au fost suficiente pentru a argumenta cauza-
litatea unor asociatii slabe, precum alcool — cancer mamar;
vasectomie — cancer de prostata [29]. Aceste criterii au fost:
1) prezenta secventei temporale (expunerea la hTAp precede
diminuarea scorului GCS); 2) puterea de asociere (corelatie
pozitivd moderatd r = 0,63 estimata prin studiul propriu-zis);
3) relatia dozd-efect (expunerea sporita ar trebui sa creasca
sau sd scadd incidenta efectului; scorul GCS a fost inferior
in grupul hipotensiv vs normotensiv, in studiul propriu-zis,
si in cercetarea lui Schenarts et al. pe un esantion de 2207
pacienti [8]; 4) concordanta (asocierea sugeratd nu intrd in
conflict cu cunostintele curente; Brain Trauma Foundation
considerd necesara corectarea hipotensiunii arteriale inainte
de a evalua scorul GCS, din cauza afectirii negative a sco-
rului GCS de hipotensiunea arteriald [30]; 5) plauzibilitate
biologica (in conditiile pacientului traumatizat cranio-cere-
bral, autoreglarea este adesea dereglatd [31] si, astfel, hipo-
tensiunea arteriald sistemica reduce CPP [9, 32] si CBF [33].
In cazul autoreglirii intacte, hTA induce o vasodilatatie si
cresterea ICP [33]. Ambele mecanisme in practica diminu-
eaza scorul GCS. Oxigenarea cerebrald inadecvatd determi-
nd reducerea activitatii electrice neuronale [34], procese brut
obiectivizate prin intermediul GCS. Diminuarea treptata a
CBF (< 30 mL/100 g/min) determind reducerea progresiva
a amplitudei cu atenuarea frecventelor inalte pe EEG, iar la
scaderea CBF sub 15-20 mL/100 g/min, activitatea electrica
cerebrala se sisteaza [35].

Studiul publicat de Corral L. et al. sustine inversul ipote-
zei cercetate in lucrarea propriu-zisa, si anume, cé in circum-
stantele scorului GCS initial mic (3-5 GCS), riscul dezvol-
tarii hipotensiunii arteriale la pacientii internati deja, creste
de 3,37 ori (p < 0,005) [26]. In fiziopatologia hemodinamicii
din TCC, una dintre cauzele hipotensiunii arteriale a fost ar-
gumentata a fi leziunea cerebrald insasi, care actioneaza prin
mecanism multifactorial si se explicd, posibil, prin: suspen-
darea controlului autonom central, dereglarea eferentelor
spre medulosuprarenale, afectarea contractilititii miocar-
dului prin exces de catecholamine. Hipotensiunea de geneza

izolat cerebrald a fost raportaté la 13% dintre cei 218 pacienti
inclusi in esantionul de studiu a lui Mahoney E. et al. [36].

Deci, relatia cauzald intre scorul GCS si hipotensiunea
arteriald este complexa: hipotensiunea arteriala diminuea-
zd scorul GCS, iar scorul GCS mic poate determina hipo-
tensiune.

O varietate de scoruri de apreciere a gravitdtii traumatis-
mului (ASCOT [17], MGAP [18]) includ TAs si scorul GCS
in calitate de factori independenti. Studiul propriu-zis atrage
atentia la dependenta scorului GCS de TAs la etapa prespital,
atunci cand aceasta este mai micd decat 110 mm Hg, influ-
entd ce necesitd a fi consideratd in proiectarea si utilizarea
acestor instrumente.

Concluzii

1) Instabilitatea hemodinamica la etapa de prespital este
permanent in detrimentul pacientului traumatizat cranio-
cerebral, hipotensiunea fiind un prejudiciu mai grav pentru
severitatea clinicd decat hipertensiunea arteriala. Scorul GCS
afost considerat dependent de valoarea Tas, cAnd aceasta este
mai mica de 110 mm Hg, prin prezenta corelatiei pozitive mo-
derate. Intr-un diapazon mai larg (90+240 mm Hg) se pierde
asocierea dintre tensiunea arteriald (de la etapa prespital) si
scorul GCS la admitere.

2) Prognosticul pacientilor traumatizati cranio-cerebral
depinde, in mare mésura de astfel, de predictori clinici precum
scorul GCS initial post-resuscitare sau scorul GCS la inter-
nare. La randul sdu, scorul GCS evaluat la internare, a avut
valori mai mici in grupul hipotensiv la etapa prespital, fata de
grupul normotensiv. Am depistat cd 41% varianta a scorului
GCS din grupul hipotensiv a putut fi explicata in dependenta
de hTA, conform modelului de regresie categoricé calculat
in studiu. Prin urmare hipotensiunea arteriald influenteaza
prognosticul in TCC si prin alterarea scorului GCS, nu doar
independent de el.

3) Am reusit s3 demonstram influenta tensiunii arteriale
la etapa de prespital asupra prognosticului doar in baza hi-
potensiunii arteriale, nu si in baza hipertensiunii arteriale,
precum mentioneaza studiile de rigoare [7]. Cauze posibile
ar putea fi: 1) tipul retrospectiv al studiului care nu permite
diferentierea hipertensiunii arteriale cronice de cea acuts,
aparutd dupa TCC, care este argumentata fiziopatologic
avand repercusiuni asupra perfuziei cerebrale [37] si, implicit,
asupra scorului GCS si prognosticului; 2) eroarea sistematica
de selectie (selection bias) datorita excluderii din studiu a
persoanelor decedate pana la internare.
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Abstract

Our aim is to compare clinical characteristics, intrahospital and long-term prognosis in patients with acute myocardial infarction (AMI) with and
without concomitant diabetes mellitus (DM) in four age-groups (AGs). Material and Methods. Of 460 AMI patients admitted to our hospital, 24.7% have
been diabetics. All the subjects have been divided into four AGs: I < 50, II = 50-65, III = 66-75 and IV > 75 and two subgroups - with and without DM
- respectively. Results. The highest prevalence of DM has occurred in AGs II and III. DM duration has increased with age. Among the diabetic patients
the proportion of women has been higher irrespective of age. The incidence of the patients with hypertension has increased with age and has been higher
in the patients with DM. An inverse relationship has been seen for smoking and dislipidemic patients. The percentage of patients with Killip class III/IV
at admission and those with in-hospital progression of heart failure has increased with age in the both subgroups, but has been higher in diabetics. The
in-hospital mortality of the patients with and without DM has not differed in the studied AGs, excepting AG I (younger than 50), where the diabetics
have exhibited a higher death rate. The long term mortality after AMI suffering has risen progressively with age irrespective of the glucometabolic status,
but has achieved a significant difference in favour of diabetics in AGs IT and IV. Conclusion. The younger diabetics with AMI have a heavier burden of
risk factors, cardiovascular co-morbidities and a higher risk of in-hospital death compared to their counterparts without DM. AMI is highly associated
with the progression of heart failure and the unfavorable prognosis in older patients with DM.

Key words: acute myocardial infarction, diabetes mellitus, age-related differences.

Octpsiit nHGAPKT MUOKapAa Yy 60IHHBIX C CAaXapHbIM fabeToM
u 6e3 caxapHOro InadeTra: BO3pacTHbIE 0COOEHHOCTH

JI. HaBup
Pedepar

V3y4eHbl BO3pacTHbIE pasnmuysi KIMHUYECKON XapaKTepPUCTUKY, BHYTPUTOCINTANIBHOTO U OTAA/IEHHOTO IIPOTHO3a Y GONBHBIX C OCTPBIM
nudapkrom Mnokappa (OVIM) npu Hanmmuum ¥ OTCYTCTBUM COIYTCTBYIOLIEro caxapHoro amabera (CJI). Marepuan u MeToabl. B uccnenosaHme
Bimoanm 460 6onprbix ¢ OVIM, cpenn koTopsix 24,7% crpagamu CII. Bcex 60/bHBIX paszienim Ha deTsipe BosdpacTHble rpyrsl (BI): I < 50; IT = 50-
65; III = 66-75 n IV > 75 net u gBe noarpymnmst ¢ Cl n 6e3 CJI, coorBeTcTBeHHO. Pesynprarsl. [Tponent 60mpubix CJI 6b11 Hausbicumym B BI' IT i 111
IpopomxurenbHocTs CII yBemr4mBaach apalebHo Bo3pacTy. Cpean nnabeTUKOB IPOLeHTHOE COOTHOLIEHE SKeHIIH BOo Bcex BI' 6b110 60rblIre.
o751 60IbHBIX, MIMEIOIVX APTepPUanbHYI0 IUIEPTOHIIO, YBEIMYMBA/IACh C BO3PACTOM 1 ObI/Ia OCTOBepHO Gobire cpepy i crpapaomyx ClI. Kypenne
U IUCIMINAIEMUA TPOLEMOHCTPMPOBAIM 0OPaTHYIO 3aBMCUMOCTD. IIporenT nuy nocrynusumx B knacce Killip ITI/IV u Tex, y koTopbix 6071e3Hb
OCJIO>KHIIACH CEPIEYHOI HEIOCTaTOYHOCTDIO, BO3PACTAIl IIapaJUIe/IbHO BO3PACTY, HO IOCTOBEPHO Ipeobanan y fuabeTnkos. BHyTpurocnuranbaas
JIeTaZIbHOCTD He pasnndanach y 6ombHbix ¢ CJI u 6e3 CII B nsydennsix B, 3a nckmodennem rpymis i Monoke 50 JIeT, Iie CMepTHOCTb OKasasach
TOCTOBEPHO BBILIIE Cpefu AUaOeTUKOB. JJOIrocpodHas 1eTanbHOCTb Hoce epeHeceHHoro OVIM HaxofuIach B IMHEIHOI 3aBICUMOCTH OT BO3pacTa
HesaBucuMo oT HamnuusA CJI, Ho 6bUTa focToBepHO Bhie y fuadeTukos B BI I u IV. Beisoppr. ITannentsr ¢ OVIM u CJI B Bo3pacTte Moyoxe 50 et
OT/INYAIOTCS OT CBOMX CBepCTHUKOB 6e3 CJI HamruneM 6onbiirero Konndectsa GakTOpOB PICKA, COMYTCTBYIOIINX CePAeIHOCOCYANCTHIX 3a00/IeBaHMIT
1 TIOBBIIIEHHBIM PUCKOM JIeTa/IbHOTO 1cxofa B 6ompHuIie. OVIM y 60NbHBIX MOXXUIOTO Bo3dpacTa crpafaoiux CJI 9acTo OCIOXKHAETCA CepHeYHON
HEJJOCTATOYHOCTBIO U HeO/TarOIPUSTHBIM IIPOTHO30M.

KimroueBble cioBa: OCTpbIi MHPAPKT MUOKAP/a, CaXapHbIiT AnabeT, BO3paCTHbIE 0COOEHHOCTIL.

Boala cardiovasculara reprezinta principala cauzd de mor- diabet in aceeasi masurd [2, 7]. Pacientii cu diabet constatat,
biditate si mortalitate in lume. Infarctul miocardic acut (IMA) internati cu sindrom coronarian acut, au inregistrat morta-
este manifestarea bolii coronariene, care atesti o letalitate litatate intraspitaliceascd semnificativ mai mare (11,7, 6,3, si
inaltd i, desi apare cel mai frecvent la pacientii peste 50 de ani, 3,9% la cei cu IMA cu si fara supradenivelare de segment ST
este tot mai des inregistrat la persoane tinere, constituind o si angind pectorald instabila, respectiv) fatd de pacientii fara
problemd importanta de sanitate publica si socio-economica. diabet (6,4, 5,1, 51 2,9%, respectiv) inclusi in registrul GRACE
Diabetul zaharat (DZ) este unul din factorii care influenteaza [5]. Diabetul se asociazi cu o mortalitate crescuta pe termen
negativ prognosticul pacientilor cu IMA [1, 2]. Prevalenta DZ lung, atingand nivelul de 15-34% la 1 an si de pana la 43% la
la pacientii spitalizati cu IMA variaza conform datelor din 5 ani dupa un infarct miocardic suportat. Riscul relativ pentru
registrele internationale si nationale recente intre 20 si 30% mortalitatea generald la pacientii cu IMA atribuit diabetului,
[3, 4, 5, 6]. Mortalitatea intraspitaliceascd si pe termen lung dupa ajustare pentru diferente ale caracteristicilor demogra-
dupa IMA a scazut pe parcursul anilor, dar nu si la pacientii cu fice si clinice, variaza de la 1,3 la 5,4 si este usor mai mare la
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femei decat la barbati [2, 3, 8]. Aspectele evolutiei IMA la
bolnavii cu diabet din diferite categorii de varsta, sunt putin
reflectate in literatura de specialitate.

Am avut ca scop identificarea particularitatilor clinico-
evolutive si prognostice ale infarctului miocardic acut la
pacientii cu si fard diabet zaharat in raport cu vérsta.

Material si metode

In studiu au fost inclusi pacientii cu IMA spitalizati con-
secutiv in Clinica Institutului de Cardiologie, in perioada
ianuarie 2007 — decembrie 2008.

Diagnosticul IMA s-a bazat pe definitia recomandatd de
Societatea Europeand de Cardiologie (2007), care prevede
dinamica enzimatica a biomarkerilor cardiaci revelatori de
necrozd miocardica intr-un context clinic sugestiv pentru
ischemia miocardica, aldturi de cel putin unul dintre urma-
toarele criterii: simptome de ischemie miocardicé acuta, mo-
dificdri ECG sugestive pentru ischemie miocardicd, aparitia
undei Q patologice, dovezi imagistice evocatoare de pierdere
acuta de miocard viabil sau noi anomalii regionale de motili-
tate a peretilor ventriculari. Prezenta diabetului zaharat a fost
considerata atunci cAnd: 1) pacientul era cunoscut cu aceasta
maladie sau utiliza deja remedii antidiabetice pana la interna-
rea curenta si 2) in cazul inregistrarii a cel putin doud valori
ale glicemiei bazale > 7,0 mmol/l si/sau a celei postprandiale
> 11,1 mmol/l pe parcursul spitalizarii.

Lotul de studiu a incorporat 460 de pacienti, virsta medie
63,7 = 11,6 ani (intre 30 si 89 de ani), 66,5% barbati, 24,7%
aveau diabet zaharat. Tratamentul intraspitalicesc a inclus
terapia de reperfuzie (dupa caz), medicatia antitromboticd si
antiplachetard, beta-blocante, nitrati, inhibitori ai enzimei de
conversie a angiotenzinei. Durata de supraveghere a bolnavilor
a constituit 26 + 8 luni.

Toti pacientii au fost stratificati in patru grupuri de var-
sta: grupul I - sub 50 de ani, grupul I - intre 50 si 64 de ani,
grupul III - intre 65 si 75 de ani si grupul IV - peste 75 de
ani, in fiecare din acestea fiind separati bolnavii cu (sublotul
A) si fara (sublotul B) diabet. Au fost analizate si comparate
principalele caracteristici demografice si clinice, particulari-
tatile tabloului clinic la internare, evolutia intraspitaliceascd
si pe termen lung a infarctului miocardic (infarct miocardic
repetat, accident vascular cerebral, avansarea insuficientei
cardiace, decesul bolnavului) in diferite grupuri de varsta la
bolnavii cu si fard diabet.

Datele au fost prelucrate statistic folosind ,,t”-testul pentru
compararea valorilor medii, inclusiv testul ANOVA pentru
comparatie multipla si ,,chi” pétrat pentru compararea pro-
portiilor. Semnificatia statistica a fost reprezentata de valori
p < 0,05.

Rezultate

Proportia subiectilor cu DZ a fost cea mai inalta in cohor-
ta bolnavilor cu IMA si vérsta cuprinsé intre 50 si 75 de ani
(grupul IT si III) si cea mai micd - in grupul celor sub 50 de
ani (11,5% vs 29,6% vs 27,3% vs 17%, respectiv pe grupuri).
Vechimea diabetului a crescut odata cu varsta bolnavilor (6,8 +

3vs7,2+1vs9,8+1,4vs 10,8 + 1,3 ani, respectiv pe grupuri).
Remediul hipoglicemiant cel mai frecvent utilizat pana la
spitalizare pentru toate categoriile de varsta a fost glibencla-
mida, procentul pacientilor tratati cu acest antidiabetic fiind
semnificativ mai mare dupa varsta de 65 de ani. Tratamentul
cronic cu insulind a fost administrat la 20%, 17%, 16%, 0%
diabetici, respectiv pe grupuri.

Din intreg lotul de studiu femeile au reprezentat 33,5% (n =
154). Procentul femeilor a crescut proportional si semnificativ
cu varsta (p < 0,01 pentru tendinti). In cohorta pacientilor
cu diabet, proportia femeilor a fost mai mare fatd de nediabe-
tici, aceastd discrepanta atingdnd o semnificatie statistica in
subgrupul de varsta de 65-75 de ani. Raportul barbati/femei
in sublotul persoanelor fara diabet s-a mentinut supraunitar
la primele trei grupuri de varstd, devenind mult subunitar
la varstnici (peste 75 de ani), la diabetici acest raport a fost
supraunitar doar pand la vérsta de 65 de ani, iar in grupurile
de varstd de 65-75 de ani si de peste 75 de ani, cota femeilor
a depasit de doua si de trei ori, respectiv, cea a barbatilor.

Distributia principalilor factori de risc cardiovascular
in cele patru grupuri de vérsta este prezentata in tabelul 1.
Procentul pacientilor hipertensivi a crescut odata cu varsta in
ambele subloturi, proportia indivizilor hipertensivi fiind totusi
mai mare printre diabetici, diferenta atingand o semnificatie
statisticd in grupurile IT i IV. Pentru tabagism si dislipidemie
tendinta a fost inversd. Numarul fumdtorilor a scazut progresiv
cu varsta in ambele subloturi, totusi un declin mai important a
fost constatat la diabetici, cu o diferenta semnificativa statistic
in grupul de vérstd de 65-75 de ani (p < 0,001). Dislipidemia
s-a dovedit a fi comparativ mai putin frecventa dupd varsta
de 65 de ani, atét la subiectii cu diabet cét si la non-diabetici.
In toate cele patru grupuri de varstd IMC a demonstrat supe-
rioritate la bolnavii cu diabet zaharat fata de cei fira diabet si
nu a fost observata dependenta acestui parametru de varsta.

Procentul pacientilor cu infarct miocardic in antecedente
a crescut proportional cu varsta in sublotul bolnavilor non-
diabetici. La subiectii cu DZ incidenta infarctului miocardic
suportat s-a dovedit identica in primele trei grupuri de varsta
si a fost mult mai micd in grupul varstnicilor (datorita, pro-
babil, prognosticului nefast si mortalitdtii inalte postinfarct la
bolnavii diabetici favorizate si de impactul negativ al vérstei).
Proportia persoanelor cu istoric de angina pectorald a sporit
odatd cu varsta in ambele subloturi. Totodata, in grupul paci-
entilor tineri, cota indivizilor care au indicat prezenta anginei
pectorale pana la IMA curent a fost semnificativ mai inalta la
diabetici (p < 0,05). Aceeasi tendinta a fost inregistrata pentru
infarctul miocardic suportat anterior si istoricul de insuficien-
ta cardiaca, fard a atinge insd o semnificatie statisticd.

Diabeticii au prezentat mult mai des la internare un ta-
blou clinic atipic, care s-a corelat §i cu avansarea in véarstd. La
pacientii cu si fard diabet s-a inregistrat o relatie liniara intre
grupul de varstd i severitatea profilului hemodinamic la inter-
nare, evaluata prin clasele Killip. Desi a fost observatd tendinta
unui numadr mai mare de pacienti, care s-au prezentat in clasa
Killip III/IV printre diabetici, comparativ cu non-diabeticii,
aceasta diferenta a inregistrat o semnificatie statistica in gru-
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Tabelul 1
Caracteristica clinica a subiectilor cu si fara diabet in raport cu varsta

Grupul | Grupul I Grupul 11l Grupul IV
Varsta, ani sub 50 50-65 65-75 peste 75
N2 pacientilor nDZ =46 nDZ=116 nDZ =125 nDZ =59

vsDZ=6 vs DZ =49 vs DZ =47 vs DZ =12
Barbati % 91vs 83 86vs73 64 vs 36** 34vs 25
femei 9vs 17 14 vs 21 36 vs 64** 66 vs 75
Fumatori 65vs 33 48 vs 34 24 ys 2 ** 1,7vs0
Dislipidemie 38vs 45 43 vs 57 36 vs 48 33vs36
IMC 28,4+0,6 302+04 288+0,4 28,7+0,4§

vs30,6+1,9 vs31,0+0,7 vs 30,6 £0,5 vs32,0+0,6

Hipertensiune arteriala 26 vs 50 57 vs 89,8 * 72vs 76,7 69,5 vs 91,7*
Istoric medical: %
- angor pectoral 6,5vs 33 * 35vs 30 48,8 vs 46,8 64 vs 50
- infarct miocardic 4,4vs16,7 14,5vs 18,4 18,4vs 19,3 23,7vs0*
- insuficienta cardiaca 2vs 16,7 17,1 vs 28,5 44,5 vs 49 67 vs 91*%
-AVC 0vsO 6Vs8 8,8vs 12,8 5vs 83

Legenda: AVC - accident vascular cerebral; DZ - diabetici; nDZ - nediabetici; IMC - indicele masei corpului p < 0,05, **

p <0,001; § p < 0,001, F = 4,14 (Anova).

pul de varsta 65 — 75 de ani (tab. 2). Nu s-au constatat diferente
semnificative referitoare la topografia infarctului miocardic
in cele patru grupuri de varstd la subiectii cu si fara diabet.
Totodata, in ambele subloturi a putut fi urmarita o tendinta
de reducere a proportiei infarctului miocardic cu unda Q in
favoarea celui non-Q, odatd cu inaintarea varstei. Procentul

pacientilor care au prezentat progresarea insuficientei cardiace
pe parcursul spitalizdrii a crescut in paralel cu varsta, cota
subiectilor cu aceastd complicatie fiind semnificativ mai inalta
in sublotul diabeticilor fata de non-diabetici in grupurile I, IT i
I11. In toate cele patru grupuri de varsta FE VS% a fost statistic
semnificativ mai redusd la bolnavii cu DZ, in comparatie cu

Tabelul 2
Caracteristica clinica a bolnavilor cu si fara diabet spitalizati in raport cu vérsta

Grupul | Grupul I Grupul lll Grupul IV
Varsta, ani sub 50 50-65 65-75 peste 75
N2 pacientilor nDZ =46 nDZ=116 nDZ =125 nDZ =59

vsDZ=6 vs DZ =49 vs DZ =47 vs DZ=12
La internare: %
tablou clinic atipic 6,5vs 16,7 2,5vs 10,2 72vs 17 13,5vs 33
Edem pulmonar OvsO 1vs4 1,0vs 10,6 ** 6,8vs0
Clasa Killip > 2 8,7vs 16,7 14,5vs 14,3 20,0 vs 42,5%* 30,5vs 50,0
Infarct miocardic %
CuundaQ 78 vs 100 63vs 71 60 vs 64 59vs 67
Fara unda Q 22vs0 37vs 29 40 vs 36 41vs33
Inferior 28vs 16,7 32,5vs 34,7 21,6 vs 26,5 30,5vs 25
Anterior 67 Vs 66,7 59vs 57,1 70 vs 59,5 64,5 vs 66,7
Circular 4vs 16,7 8,5vs 8,1 8,4vs 15 5vs8,3
in spital:
Angor periinfarctic 13vs0 23,4vs 22,5 20vs 34,9 24,5vs 41,7
IM recidivant 2vs0 3,5vs0 4,8vs 2,2 0vs 8,3*
Progresarea IC 13 vs 50* 27,6 vs 51** 49,6 vs 68,1* 729vs 83
Sindrom Dressler 6,5vs 0 09vs2,0 0,8vs4,3 0vsO
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IC clasa NYHA > 2 11vs 20 6,5vs 19 21vs 35,3 33vs 60
FEVS % 48 £1vs43,6 £2 47 £1vs45+1 43+0,8vs41£1 43+1vs40,5+38§
Aneurism VS % 9vs0 9vs 14,3 10,2vs 9,3 55vs 16,7
Disfunctie diastolica 19 vs 66,7** 36,8 vs 57,8* 31vs57,5%* 23,5vs 45,5
LDL-colesterol 33+0,1 34+0,1 3,4+0,1 3,5+0,1
vs4,4+0,5 vs3,4+0,2 vs3,9+0,2 vs3,1+0,3
Trigliceride 1,9+0,2 20+0,1 1,6+0,1 1,6£0,18§
vs2,7+0,6 vs2,0+0,1 vs2,0+0,1 vs 1,6 £0,1
Tratament: %
Tromboliza 19,6 vs 0 7,7vs?2 6,4vs 4,3 1,7vs0
Angioplastie coronariana 4,4vs0 10,3vs 12,2 4,8vs 6,4 1,7vs0
Aspirina 95,6 vs 100 97 vs 100 99 vs 97 98 vs 96,7
Beta-blocante 93vs 83 91,5 vs 96 85,6 vs 70,2 71vs 91
IECA 63 vs 83 83vs 88 99 vs 97 98 vs 96,7
Furosemida 8,7vs 16,7 8,5 vs 20,4* 14 vs 38,3** 23,7 vs 58,3*
Deces % 2,2vs 16,7* 7,6 vs 4,1 17,4vs 27,7 28,8vs 16,7

Legenda: IC - insuficientd cardiaca; IM - infarct miocardic; IECA - inhibitorii enzimei de conversie ai angiotenzinei; FE VS % -
fractia de ejectie a ventriculului stang; *p < 0,05, ** p < 0,01, *** p < 0,001; § p < 0,01, §$ p < 0,001 (Anova).

Tabelul 3
Mortalitatea la supraveghere de durata la subiectii cu si fara diabet, in raport cu varsta
Varsta, ani sub 50 50-65 65-75 peste 75
N2 pacientilor nDZ =45 nDZ =104 nDZ =103 nDZ =42
vs DZ =4 vs DZ =47 vs DZ =34 vs DZ=10
Mortalitate generala % 4vs0 11,2 vs 23,6* 15,5vs 23,5 33vs 70*
Mortalitate cardiovasculara 4vs0 10,5vs 19,1 15,5vs 20,5 31 vs 60

Legenda: * p < 0,05.

cei fard diabet, primii demonstrand, deasemenea, mult mai
frecvent si semne de disfunctie diastolica a miocardului VS.

Tratamentul trombolitic a fost aplicat mai rar la bolnavii
cu DZ, in comparatie cu non-diabeticii in lipsa unei relatii
cu varsta. Administrarea aspirinei si a inhibitorilor enzimei
de conversie ai angiotenzinei a fost relativ uniformd in cele
patru grupuri de varstd si pe subloturi, iar tratament cu beta-
blocante au administrat mai rar diabeticii intre 65 i 75 de
ani. Furosemida a fost utilizatda mult mai des la bolnavii cu
diabet, in comparatie cu subiectii non-diabetici, cu o tendinta
de crestere odati cu avansarea vérstei.

Diferente privind rata intraspitaliceasca de deces la bolna-
vii cu si fara diabet in categoriile de vérstd analizate nu au fost
constatate, cu exceptia grupului I, unde procentul subiectilor
decedati a fost semnificativ mai mare la diabetici (p < 0,05).
Daca la subiectii fara diabet mortalitatea in spital a avut o
relatie liniara in raport cu vérsta, o asemenea dependenta nu
s-a consemnat la diabetici, acestia inregistrand cea mai inalta
ratd de deces in grupul III (27,7%), cea mai joasa — in grupul
IT (4%) si un indicator intermediar si identic (16,7%) in cele-
lalte doua grupuri. Mortalitatea pe termen lung postinfarct a
crescut progresiv cu varsta in ambele subloturi. Rata de deces
la distantd dupa IMA nu s-a deosebit la pacientii cu si fard
diabet in grupul de varstd sub 50 si in cel de 65 - 75 de ani,

totodati a fost statistic superioara la diabetici in celelalte doua
grupuri. Mortalitatea de cauza cardiovasculard a demonstrat
o tendintd asemandtoare (tab. 3).

La o supraveghere de duratd, proportia indivizilor cu an-
gor pectoral, infarct miocardic repetat, insuficienta cardiaca
instalata postinfarct a fost asemanatoare la pacientii cu si fara
DZ in categoriile de varsta analizate. Totodatd, la diabeticii
cu varsta cuprinsa intre 50 si 65 de ani a fost inregistrat mai
frecvent accidentul vascular cerebral, progresarea insuficientei
cardiace si un control insuficient al tensiunii arteriale fata de
non-diabetici. Complianta la tratament in perioada postin-
farct s-a dovedit a fi cea mai redusa la persoanele cu vérsta de
peste 75 de ani, independent de statutul diabetic.

Discutii

Prezenta analizd a avut ca scop evidentierea particula-
ritatilor demografice, evolutive si prognostice ale IMA la
pacientii cu si fara diabet zahart, stratificati in patru grupuri
de varstd. Varsta medie pentru intreg lotul de pacienti studiati
a fost de 63,7 £ 11,6 ani (intre 30 si 89 de ani), valoare ase-
mandtoare cu cele raportate de mai multe registre nationale
si internationale, cum ar fi GRACE (64 de ani), Euro Heart
Survey Acute Coronary Syndromes (63,4 + 13 ani), Registrul
Romaén pentru infarctul miocardic acut cu supradenivelare de
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segment ST (RO-STEMI, 63,39 + 12 ani). Pacientii vérstnici
(peste 75 de ani) au reprezentat 15,4% din intreg lotul de
cercetare, valoare comparabild cu cea inregistratd in registrul
RO-STEMI (19%) [6].

Media de vérsta a subiectilor cu diabet a fost mai mare
(64,1 +9,4vs 63,6+ 12,2 ani) decat cea a non-diabeticilor, fard
aatinge insd o semnificatie statisticd. Procentul persoanelor cu
diabet a variat in cele patru grupuri de varsta (11,5% vs 29,7%
vs 27,3% vs 16,9%), fiind statistic semnificativ mai mic printre
persoanele tinere (p < 0,01) si in grupul vérstnicilor (p < 0,05)
fatd de celelalte doud grupuri de varsti. In RO STEMI varsta
medie a diabeticilor a fost identicé cu cea din lotul prezent,
totodatd bolnavii fard diabet, in cadrul acestui studiu, au fost
cu 2 ani mai tineri. In acest registru incidenta diabetului,
deasemenea, a avut o repartitie neuniforma in raport cu vérsta,
prezentand un trend comparabil cu cohorta studiata de noi,
cu un procent maxim in grupul de varstd de 60-75 de ani si
o proportie mai redusé printre tineri, comparativ cu celelalte
grupuri de varsta [6]. In studiul GRACE pacientii cu IMA si
diabet au avut o varsta mai mare (66,3 ani), in comparatie cu
cei din lotul supravegheat de noi si au fost mai in varsta fata
de indivizii fard diabet, distributia diabeticilor in grupurile de
varsta fiind foarte aproape de tabloul urmarit de noi [5]. Date
asemdandtoare au fost raportate mai devreme si de un studiu
National American, care a analizat baza de date din 500 de
spitaluri participante [9].

In lotul analizat, proportia femeilor a crescut liniar cu
varsta la subiectii fard diabet, raportul barbati/femei fiind
supraunitar pana la varsta de 75 de ani, dupa care numarul
femeilor a devansat considerabil cel al barbatilor. La diabetici
raportul bdbati/femei s-a inversat de la varsta de 65 de ani,
procentul de femei depasind de doud si de trei ori, respectiv
cel al barbatilor in grupurile de varsta III si IV. Modificarea
raportului barbati/femei in raport cu vérsta in cohortele de
pacienti cu IMA a fost mentionatd in mai multe studii [3, 4, 5,
7], mai putind informatie existdnd in literatura de specialitate
privitor la acest aspect pentru bolnavii diabetici [9].

In toate cele patru grupuri de varstd, pacientii cu diabet
zaharat au fost mai frecvent in clasa Killip > 2 la internare,
totodatd, procentul bolnavilor cu forme mai severe ale bolii
a sporit cu avansarea varstei in ambele subloturi. Aceeasi
tendintd s-a constatat si pentru progresarea insuficientei
cardiace in spital, proportia subiectilor cu diabet fiind sem-
nificativ mai inalta fatd de non-diabetici in toate grupurile de
varstd cu exceptia varstnicilor (peste 75 de ani). In acest grup,
procentul persoanelor cu insuficientd cardacd a fost aproape
identic in ambele subloturi, probabil, datorita faptului ca non-
diabeticii cu varsta de peste 75 de ani au avut mai des istoric
de infarct miocardic suportat, comparativ cu diabeticii, care
supravietuiesc in proportie mai mica pe termen lung dupa un
accident coronarian acut, dar pentru care este caracteristica
afectarea functiei miocardice, cauzata de cardiomiopatia
diabeticd preexistentd. Incidenta mai inaltd a insuficientei
cardiace la bolnavii cu IMA si diabet a fost raportatd in mai
multe registre si studii [4, 5, 6, 10], totusi, incidenta acestei
complicatii clinice in raport cu varsta este mai putin reflectata
in literatura de specialitate.

Indiferent de varsta, bolnavii cu diabet au demonstrat
predispunerea pentru a dezvolta insuficientd cardiaca in faza
acuta si cea subacutd a bolii, astfel, in majoritatea grupurilor
de varstd, procentul subiectilor cu complicatia respectiva a fost
cert prioritar printre diabetici fatd de non-diabetici. Riscul
sporit pentru insuficientd cardiacd la subiectii diabetici nu
poate fi atribuit conditiilor in mod clasic asociate cu aceastd
entitate clinica (fractia de ejectie scdzutd, prezenta hiperten-
siunii arteriale, obezitatea, infarctul miocardic suportat ante-
rior). Nici suplimentarea listei cu asa particularitdti cum ar fi
varsta mai inaintatd, distributia diferitd dupa sex, durata bolii
coronariene sau prezenta hiperglicemiei nu argumenteaza
convingator diferenta de risc pentru a dezvolta insuficienta
cardiacd la bolnavii cu diabet in comparatie cu cei fard diabet.
Tot mai mult este dezbatut rolul cardiomiopatiei diabetice
ca si factor potential in dezvoltarea insuficientei cardiace la
bolnavii diabetici cu IMA [5, 11, 12].

In lotul studiat de pacienti cu IMA mortalitatea intraspi-
taliceasca globala a fost aseméndtoare la bolnavii cu si fara
diabet (15,8% vs 14,1%) si nu a atins diferente statistice in
grupurile de varstd analizate, cu exceptia persoanelor tinere.
Desi in mai multe registre si studii a fost raportata o mortali-
tate intraspitaliceascd mai inaltd la pacientii cu IMA si diabet
zaharat [4, 5, 7], unii autori au relatat rate asemanatoare de
deces la bolnavii diabetici si non-diabetici [9]. Rata de deces
in spital la diabetici a fost comparabild cu cea raportatd in
RO-STEMI [6], totodata, a fost cu certitudine mai inalta
fatd de indicele relatat de unele registre si studii [5, 13] si
mai micd decét cifra indicatd de altele [14]. Daca la subiectii
non-diabetici evaluati de noi, mortalitatea in spital a crescut
progresiv cu varsta, fapt remarcat in mai multe studii [5, 6, 15],
atunci la diabetici o asemenea dependentd nu s-a inregistrat.
Totodata, am observat un risc semnificativ mai inalt de deces
in spital (p < 0,05) la subiectii de varsta tanara (sub 50 de ani)
cu diabet, comparativ cu semenii lor non-diabetici. Aceasta
particularitate a fost relevatd in citeva alte studii [5, 9, 16].

Mortalitatea pe termen lung postinfarct a crescut in raport
cu vérsta in ambele subloturi analizate. Totusi, in majoritatea
grupurilor de vérsta, rata de deces a diabeticilor a depasit
considerabil indicatorul respeciv al bolnavilor non-diabe-
tici, cu exceptia subiectilor tineri. In acest ultim grup, toti
subiectii cu diabet au supravietuit pe durata supravegherii
dupa externare, una din posibilele explicatii fiind si numarul
mic de cazuri urmarite. Majoritatea registrelor nationale si
internationale au raportat un prognostic nefavorabil si mor-
talitate mai inaltd dupd IMA la bolnavii cu diabet, comparativ
cu pacientii non-diabetici, iar studiile care au analizat trendul
indicatorilor in diferite intervale de timp pe parcursul anilor
au remarcat, cd desi rata de deces la persoanele fara diabet a
diminuat considerabil, aceastd tendinta s-a dovedit obscura
la diabetici [2, 7, 14].

Concluzii

1. In cohorta analizatd de bolnavi cu IMA, proportia
persoanelor cu diabet zaharat a constituit 24,7% si a fost cel
mai amplu reprezentatd printre pacientii cu varste intre 50
si 75 de ani.
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2. Pacientii tineri cu IMA si diabet zaharat prezinta semni-
ficativ mai frecvent, in comparatie cu non-diabeticii, asociere
de mai multi factori de risc coronarian, antecedente de boala
coronariana si insuficienta cardiaca, dezvolta cu preciddere un
focar transmural de necrozid miocardica asociat cu o fractie
de ejectie redusa si disfunctie diastolicd de ventricul stang si
au un risc sporit de deces intraspitalicesc.

3. Pacientii varstnici cu IMA reprezinta un subgrup cu risc
inalt de deces, data fiind existenta comorbiditatilor, acciden-
telor coronariene in antecedente, profilul hemodinamic mai
sever la internare, prezenta diabetului zaharat, defavorizand
si mai mult prognosticul si asociindu-se cu avansarea insu-
ficientei cardiace si mortalitate inalta la distanta postinfarct.
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Abstract

In the recent years pregnant women in the Republic of Moldova have been giving more and more births to premature children with different
malformations including the diversity of types of hypoxic-ischemic encephalopaty; the latter is the main factor of neonatal and infantile mortality as well
as children’s invalidity. In most children who manifest seizures, hyperthermia and cerebral edema in their anamnesis, exogenous or endogenous factors,
which contributed to intrauterine inhibition of “maturation” of the nervous system, can be detected. 2000 pacients have been studied. We concluded
the following: 1) fontanelomegaly is directly proportional to ventriculomegaly of cerebra and inversely proportional to intrauterine maturation of the
nervous system; 2) the basis of all the pathologies of nervous system in children (and some adults) is not an “intrauterine immaturity” of brain, but the
»acceleration of maturation with ,metabolic coctails” before and after the birth. The new correlations will be a new concept in precocious prophylaxis
and preventive treatment of nervous system as well as in autoperfection of neuropsychic functions of nervous system.

Key words: risc factors, central nervous system, intrauterine imaturation, health of society.
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In literatura de specialitate apar tot mai multe studii, care
mentioneaza ca patologia sarcinii este in crestere. Se nasc tot
mai multi copii cu diverse anomalii de dezvoltare, diverse
encefalopatii, sindroame epileptice, sindroame genetice, tot
mai multi copii prematuri [1, 2, 3, 5, 6, 8, 10].

Despre importanta studiului SNCla embrion si fit vorbesc
si datele statisticii oficiale ale invaliditatii si mortalitatii in
RM. Sporul natural este negativ. Din cei aproximativ 180 de
mii de invalizi, o patrime sunt copii de pana la 18 ani. Bolile
neuropsihice in invalidizarea copiilor se situeaza pe primul loc
(aproximativ 80%); pe locul 2 - bolile somatice (15%) silocul
3 ii revine patologiei ochiului si urechii. Rata invalidizarii,
conform datelor oficiale, este de aproximativ 20%, insd in
realitate acesti indicatori, desigur, sunt mai mari. In structura
mortalitatii copiilor, pe primul loc se situeaza anomaliile de
dezvoltare, urmate de patologia perinatald si infectii. Frecventa
patologiei fitului este, deasemenea, in crestere. Cele 9 luni
de viata intrauterina, de la concepere pand la nagtere, sunt
“cruciale in viata de mai departe a existentei umane” [1]. 2/3
din sarcinile cu gemeni, depistati prin ultrasonografie, la a
10-a sdptdmand de gestatie se termind cu nasterea unui singur
nou-ndscut [1]. Astfel, marea majoritate a fetusilor cu aberatii
cromozomiale avorteazi la etapele prenatale. Ins3, o parte
totusi se nasc, fiind purtatori ai unui material genetic deviat
de la programul genetic sdnétos de dezvoltare. Aceste aberatii
la nivel de gend sau cromozom se pot amplifica la generatiile
urmatoare, dind nastere la diverse micro- sau macroanomalii
de dezvoltare, sindroame sau boli genetice. Sunt deja bine
studiati factorii exogeni (fizici - radiatia; chimici — pestici-
dele, colorantii, nitratii etc; biologici — virusurile), care pot
actiona asupra aparatului genetic al embrionului si fitului,
provocind diverse aberatii cromozomiale si la nivel de gena.
Aceste devieri, de obicei, sunt destructive pentru organismul
uman, in special pentru creier si doar o foarte mica parte
pot avea o actiune evolutiv benefica si ontogenetic pozitiva.
Atat factorii exogeni cét si cei endogeni (diverse patologii ale
viitoarei mame, stdrile sresante, virozele etc.), alimentarea
incorectd in timpul sarcinii, de obicei, frineaza maturatia
sistemului nervos, duc la iesirea lui “din programul genetic
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de dezvoltare intrauterind”. Aceasta frinare a maturatiei va
sta la baza intregii game de patologii neurosomatice si soma-
toneurologice la nou-néscuti, sugari, copii si chiar adulti [6].

Scopul lucririi consta in analiza factorilor antenatali, care
pot cauza tulburdri structurale si functionale ale sistemului
nervos la embrion si fat, formarea unui concept patogenetic
unic al patologiilor sistemului nervos la copii si introducerea
unor noi scheme de tratament metabolic complex.

Material si metode

In cadrul prezentului studiu, au fost evaluati nou-niscutii,
sugarii, copiii pand la 3 ani suferinzi si mamele acestora, pe
un esantion de 2000 de pacienti. Metodele utilizate au fost
cele clinice: anamneza pre- si perinatala detaliata, patologiile
mamei pana la concepere si in timpul sarcinii, modul de viata
si alimentarea in timpul sarcinii, tabloul clinic cu depista-
rea devierilor in dezvoltarea SNC la nou-nascuti si sugari.
Metodele imagistice au fost utilizate pe larg: EHO-scopia si
neurosonografia creierului, tomografia si RMN, EEG, elec-
troneuromiografia cu potentiale evocate; metode biochimice,
imunologice cu depistarea imunoglobulinelor la infectiile
intrauterine precum si metode neurogenetice.

Rezultate si discutii

Dintre factorii cei mai des intlniti la femeile insarcinate,
care pot influenta dezvoltarea intrauterind a embrionului si
fatului sunt mentionati: toxicozele prelungite ale gravidei,
anemiile cronice, virozele acute ale mamei, care decurg
uneori doar cu semne catarale, fira febra, infectiile intrau-
terine (citomegalovirusul, infectia herpeticd, toxoplazmoza
etc.), pielonefrita cronicd a gravidei si alte patologii cronice,
iminentele de avort, stresul psihoemotional si alimentarea
incorecta a mamei in timpul sarcinii, nivelul de culturd me-
dicala a viitoarei mame. De asemenea, influenteaza negativ
asupra dezvoltirii intrauterine a sistemului nervos: ecologia
dezastruoasa, nivelul de dezvoltare socio-economicé a statu-
lui, nivelul dezvoltarii stiintelor medicale in acest domeniu,
cat si atitudinea omeneascd, intelegdtoare si participativa a
medicului fata de femeia insédrcinata.
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Gravidele din RM sunt supuse mai frecvent factorilor no-
civi, cum ar fi pesticidele si erbicidele, care in timpul URSS se
utilizau in scop experimental pe teritoriul Republicii Moldova.
Aceste chimicale au produs un adevarat dezastru ecologic.
Altfel spus, Moldova, in anii 60 ai secolului 20, devenise un
poligon pentru experimentarea diverselor substante chimice,
deoarece Nikita Hrusciov adaugase la lozinca comunismului
»+ chimizarea intregii tari”. Numai DDT-ul, a carui perioada
de semidescompunere este de 260 de ani, se administra con-
form datelor oficiale 22 kg/ha, insd cifra reala ajungea si pand
la peste 40 kg la un hectar, in comparatie cu tarile dezvoltate
din Europa unde DDT-ul s-a administrat doar 2 kg/ha timp
de o peroada destul de scurtd, comparativ cu Republica Mol-
dova. Posibil, din aceasta cauzd apele subterane din RM sunt
contaminate cu nitrati si alte substante toxice. DDT-ul si alte
chimicale hepatotoxice slabesc genetic ficatul. Posibil si din
aceastd cauza, bolile ficatului, inclusiv ciroza hepaticd, sunt
patologii regionale, frecvent intélnite, caracteristice pentru
RM. Fatul la astfel de lduze cu insuficientd subclinica a ficatului
va avea numaidecat de suferit. Alcoolul duce la distrugerea de
mai departe a ficatului si sistemului nervos.

Este foarte importantd perioada sarcinii si durata acti-
unii factorului nociv. Cea mai vulnerabila in acest sens este
perioada embrionara, adica primele zile de la concepere si
pand la 12 sdptdmani de viatd intrauterina. Anume in aceasta
perioadd, apar cel mai frecvent macro- si microanomaliile de
dezvoltare a creierului si fitului, diverse aberatii cromozomi-
ale si boli genetice prin diverse mutatii la nivel de gena. Din
aceste considerente, perioada prenatala (embrionara si fetala
precoce) este extrem de importantd in aparitia diverselor
encefalopatii in timpul travaliului, cit si dupd nastere, a di-
verselor deregléri ale sistemului nervos. Se presupune ca 25%
din pierderile sarcinii sunt insotite de grave tulburari ale SNC
[1]. Tu. Barasnev (2007) consideri ca triada clasica constituie
cauza principala in decesul nou-néscutilor: 1. Prematuritate;
2. Vicii congenitale; si 3. Encefalopatii hipoxi-traumatice,
deseori pe fundal de infectie intrauterina. Acest savant sustine,
ca SNCin 100% cazuri, este implicat in procesul patologic, iar
afectarea lui in 45% cazuri constituie cauza de baza a decese-
lor la nou-néscuti, viciile congenitale crescand de 2,5 ori in
ultimii ani. S-a constatat, ca peste 40% din decese, in primul
an de viata, isi au raddcina in anomaliile de dezvoltare a SNC
in perioada prenatald. De asemenea, majoritatea cazurilor de
paralizie cerebrala si retard mental sever debuteaza in peri-
oada prenatala si doar un mic procent in perioada perinatald
sau dupa nagstere [4, 7, 9]. Posibil, aceste afectiri prenatale
ale sistemului nervos si ale altor sisteme si organe ale em-
brionului si fatului la nivel de celule stem, care se agraveazi
si mai mult in timpul travaliului (stresul hipoxi-traumatic),
stau la baza intregii game de patologii, ce apar pe parcursul
vietii la copii (inclusiv la nou-ndscuti, sugari) si la adulti. Iatd
de ce, un hotar strict intre debutul patologiilor perioadelor
pre-, peri- si postnatale nu se poate stabili deoarece multe din
bolile embrionului si fatului pot fi diagnosticate numai dupé
nastere, cum ar fi diverse encefalopatii fard dismorfii majore
ale creierului i craniului, cit i alte multiple microanomalii
de dezvoltare ale sistemului nervos, altor sisteme si organe

interne. Foarte frecvent tulburérile prenatale ale SNC sunt
prezente in caz de retard in dezvoltarea intrautering, iminente
de avort sau in nasterile premature.

Perioada intrauterina de dezvoltare a sistemului nervos
este cea mai importantd, ea are repercusiuni decisive pentru
sandtatea intregii vieti. Imaturatia intrauterina a sistemu-
lui nervos este fundamentul intregii game de patologii ale
sistemului nervos la copii si a unei bune parti a patologiei
neurosomatice si neuropsihice la maturi.

Tatd cum vedem noi ,Arborele” dezvoltarii sistemului
nervos la fit si intreaga gama de patologii, care pot apare pe
parcursul vietii din cauza actiunii diversilor factori nocivi,
exogeni si endogeni asupra fatului (fig. 1).

Creierul embrionului se dezvolta cel mai intens, deaceea
partea cefalica este cea mai voluminoasa in viata intrauterind.
Deja la inceputul saptaménii a 2-a de sarcind, cand viitoa-
rea mama nici nu prea intelege cd este gravida, apar primii
»muguri’ai tubului neural extrem de fragili, care pot fi afectati
si din care ulterior se dezvoltd intreg sistemul nervos. [ata de
ce, atat primul cat si al doilea trimestru de sarcina sunt cele
mai vulnerabile pentru creier si viitoarele mame trebuie sa fie
foarte atente. Anume afectarea tubului neural si a sistemului
nervos al embrionului si fatului pot duce la aparitia diverselor
grupuri de patologii si anomalii de dezvoltare: 1 - neuro-cu-
tanate; 2 - neuro-adipozo-conjunctive; 3 - neuro-musculare;
4 - neuro-osoase; 5 — neuro-somatice; 6 - neuro-imunologice;
7 - neuro-endocrine; 8 - neuro-psihice. Un sistem nervos cu
adeviarat sandtos va duce neaparat la reducerea considerabila
a bolilor respiratorii, cardio-vasculare si cerebro-vasculare,
bolilor gastro-intestinale, uro-genitale si endocrine, imuno-
logice, autoimune si a cancerului, bolilor mintale.

Cu toate ca existd factori, care actioneazad nociv asupra
sarcinii §i duc la cresterea morbiditatii, invaliditatii dar si
mortalitatii prin diverse patologii: micro- si macroanomalii
de dezvoltare, boli neurosomatice si neuropsihice, genetice,
ar trebui sa constatdm cd exista si factori, care ar contracara
aceste nocivitati, dar ar si stimula dezvoltarea creierului
uman spre noi competente neuropsihice, care astizi inci nu
sunt cunoscute. Natura ne-a inzestrat cu cel mai desdvarsit
“computer’, care poseda capacitati nelimitate de perfectiune.
Astazi se cunosc mai multe metode de perfectionare a fizicului
uman - metode fizice, inclusiv diverse exercitii fizice; chimice
(vitamine si provitamine, anabolice etc.); psihoterapeutice,
autotraining-uri etc. Insd, prea putin se cunoaste despre
perfectionarea creierului uman. Devierile, fie si usoare, in
dezvoltarea creierului incep incé de la concepere si continua
pe tot parcursul vietii intrauterine. Cele 9 luni de viatd ante-
natald sunt decisive in consolidarea psihicului uman. Pentru
aceasta trebuie de creat un Centru clinic-experimental de
neurofetologie, la nivel national sau international. La aceasta
concluzie s-a ajuns in urma studiilor noastre mai bine de 30
de ani, care au dovedit ca fontanelomegalia este direct propor-
tionald cu ventriculomegalia creierului si invers proportionald
cu ,maturatia intrauterind” a lui, iar la baza intregii game de
patologii ale organismului uman in crestere, se afld imaturatia
intrauterina a sistemului nervos, ,,accelerarea maturatiei” lui
ante- §i postnatala cu amestecuri metabolice, ceea ce constituie
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Diverse patologii neuropsihice si neurosomatice la copii si
maturi, inclusiv mentale, cardiovasculare si cerebrovasculare
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Boli ereditare si congenitale ale SN, diverse anomalii de dezvoltate ale
nevraxismului, paralizii cerebrale, encefalopatii reziduale, epilepsie, fer-
mentopatii congenitale, sindromul ADHD etc. la copii si adolescenti

Encefalopatii perinatale hipo-
xi-ischemice, hipoxtraumatice,
toximetabolice, toxi-infectioa- «——
se, diverse sindroame patologi-

ce, epilepsie etc.

Creierul nou-nas-
cutului

Stresul actului de nastere

<+——  (hipoxi-traumatic)

Microanomalii de dezvoltare
cerebrald, mielopatii, radi-
cu-lopatii, neuropatii con-
genitale, diverse angiopatii

Creierul fatului la
4-9 luni

Tulburari de migratie si
diferentiere neuronald
Tulburari de mielinizare
Tulburéri de vascularizare

congenitale

Macroanomalii de dez-
voltare congenitale, abe-
ratii cromo-zomiale, fer-
mentopatii diverse etc.

Sistemul nervos la
embrionul de
1-3 luni

Patologii extragenitale

si intragenitale ale mamei
Infectii intrauterine si alte
viroze ale mamei

Factori nocivi ai mediului

Iesirea din “brazda progra-
mului genetic” de dezvoltare

ambiant

Dieta gravidei sdraca in

<« . .
material de constructie

aSN (franarea proceselor de
sinteza a SN in timp si spatiu)
de diferit grad in dependenta
de intensitatea actiunii fac-

Tubul neural: 2-3 sap-
tamani de dezvoltare
intrauterina

a creierului”
Cultura general-medicala
a populatiei

torilor

Fig. 1. ,,Arborele neurologic” al patologiilor la copii (se citeste de jos in sus).

o noua directie in profilaxia precoce si tratamentul preventiv
al diverselor patologii nu doar la copii, dar si o buna parte din
patologiile adultilor, perfectionarea potentialului neuropsihic,
sanarea mentala si fizica a societdtii in generatiile viitoare.
Aceastd metoda constd in crearea conditiilor metabolice op-
time prin contracararea efectelor nocive ale diferitor factori
exogeni si endogeni, care influenteaza dezvoltarea celulelor
stem, a embrionului si fatului, pregatirea lui perfecta pentru

actul de nastere i viata postnatala ulterioara. Noi utilizim pe
parcursul a 8 ani deja un coctail format din vitamine, provita-
mine, microelemente, acizi grasi esentiali si doze homeopatice
de dexametazond si coenzima Q 10. Acest tratament metabolic
il utilizdm cu succes in hidrocefalia congenitald nonocluzanta,
paralizii cerebrale, epilepsia copilului mic, diverse encefalopa-
tii si mielopatii, sindromul ADHD, in edem cerebral, diverse
anomalii de dezvoltare ale creierului, polineuropatii etc. care,
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dupa pérerea noastra, accelereazd ,,maturatia” sistemului ner-
vos prin optimizarea proceselor metabolice. Am folosit acest
principiu la peste 2000 de pacienti si-1 folosim in continuare
prin administrarea amestecurilor metabolice cu succes in
diverse patologii ale sistemului nervos la copii. Acest amestec
contine pantotenat de Ca, acid lipoic, acid folic, glicerofosfat
de calciu, orotat de potasiu, coenzima Q10, dexametazon doar
3-5 mg in 100 ml ulei de nuci pasteurizat si vitaminele A, E,
D, B,,. Se administreazd cate 0,5-1 ml la kg/masd a corpului.
Dozele acestor preparate sunt de 10 ori mai mici decat dozele
terapeutice obisnuite, deci si toxicitatea lor este de 10 ori mai
micd, dar toate impreuna creaza acel mediu metabolic optim
pentru dezvoltarea sistemului nervos si a organismului in
intregime. Uneori, aceasta suspenzie metabolica se combina
cu cardonat in capsule, ceraxon sau morivital. Aceastd metoda
exclude: 1 - stresarea copiilor cu patologia sistemului nervos
cu administrarea injectiilor, timp indelungat, fara intrerupe-
re; 2 — reducind dozele terapeutice del0 ori, se micsoreaza
si toxicitatea acestor medicamente tot de 10 ori, crescaind
de tot atatea ori efectul terapeutic; 3 — amestecul se dozeaza
in farmacii, nu in conditii casnice; 4 - mai usor se adminis-
treaza (1, 2, sau 5 ml de 3 ori pe zi); 5 — plasate in ulei, aceste
medicamente nu excitd direct mucoasa fragila a stomacului
la copil, si principalul - 6 - actioneazd asupra mai multor
laturi patogenetice, asupra diverselor forme de metabolism,
iar acizii grasi nesaturati din uleiul de nuci joaca si rolul de
»material de constructie” pentru fibrele si celulele sistemului
nervos la copilul in crestere, iar iodul si zincul din acest ulei
sunt extrem de necesare pentru dezvoltarea psihoverbald
a copilului. Coctailurile metabolice sunt inofensive, daci
sunt administrate corect. Ele nu pot sa ajute in cazuri de boli
incurabile - anencefalii, multiple anomalii de dezvoltare ale
creierului, grave paralizii cerebrale, daca tratamentul incepe
dupd 2,5-3 ani de viata.

Efectele tratamentului se determina dupa scala de 4 punc-
te, luand in consideratie urméatoarele semne clinice de baza:
motilitatea, dezvoltarea psihoverbal si indicatorii sistemului
nervos vegetativ. Zero puncte - lipsa efectului la tratament;
1 punct - efect pozitiv mininal; 2 puncte - efect pozitiv bun
— copilul incepea sa mearga, sa pronunte cuvinte, scidea
emotivitatea si hiperhidroza, respiratia si pulsul deveneau
mai stabile; 3 puncte - copilul practic se insanatosea. Dintre
toti pacientii supusi tratamentului, 17 (0,85%) au acumulat
0 puncte, 364 (18,2%) - 1 punct, 1496 (74,8%) - 2 puncte si
123 (6,15%), practic, au devenit sanatosi. Pentru ca rezultatele
sd fie mult mai bune sunt necesare studii aprofundate asupra
factorilor, care influenteaza dezvoltarea embrionului si fatu-
lui, folosirea metodelor care ar contracara efectele nocive ale
acestor factori endogeni si exogeni. Deaceea, metodele de
profilaxie precoce si tratamentul preventiv trebuie sa cuprinda
perioadele: anteconceptionald, conceptionald, embrionala,
fetald precoce, fetala tardiva, natald, neonatala, perioada su-
garului si copilului de varsta mica. Este clar, cd aceste metode
catsi coctailurile metabolice pot fi diversificate in dependenta
de succesele stiintelor medicale, neurochimice, biochimice si

farmacologice. Un lucru este cert: un sistem nervos sinatos
presupune si un organism sinitos, atat fizic cat si mintal.

Concluzii

Astazi tot mai multi factori exogeni (fizici, chimici, infec-
tiosi, alimentari), stresogeni si endogeni (diverse patologii
extragenitale si intragenitale ale viitoarei mame) actioneaza
asupra dezvoltdrii embrionului si fatului. Patologia antenatald
este in crestere. Se intélnesc tot mai frecvent micro- si ma-
croanomalii de dezvoltare, copii nascuti prematuri si diverse
encefalopatii hipoxi-ischemice, hipoxi-traumatice, toxico-
metabolice, toxico-infectioase, care au impact negativ asupra
indicilor de sdnatate si viata ai societitii.

Imaturatia intrauterind a celulelor si fibrelor nervoase std la
baza intregii game de patologii ale sistemului nervos la copii,
dar si a unei bune parti la adulti, care au iesit din ,,brazda”
programului genetic de dezvoltare.

Cele mai importante semne clinice, care indicd la ,,ima-
turatia intrauterind” pot fi: fontanelomegalia, hidrocefalia
congenitald, microcefalia, sindromul miatonic la nou-ndscut
si sugar, sindroamele epileptice si boala epileptica, encefalo-
patiile perinatale, dismorfiile craniofaciale, spina bifida etc.

Dintre semnele imagistice de imaturatie intrauterina
sunt: ventriculomegalia, diverse micro- sau macroanomalii
de dezvoltare ale creierului, hipogenezii si agenezii cerebrale,
formatiuni chistice, hipoplazia lobilor frontali, corpului calos
sau a cerebelului tulburédri de mielinizare a creierului etc.

Prin ,accelerarea maturatiei” acelor sectoare ale cre-
ierului, franate in dezvoltarea lor de o multime de factori
nocivi exogeni si/sau endogeni, pot fi reduse o sumedenie
de patologii, gratie folosirii coctailurilor metabolice in peri-
oadele antenatala si postnatald. Aceasta metoda ar constitui
o noud directie stiintifico-practica in profilaxia precoce si in
tratamentul preventiv al complicatiilor neurologice, sandrii si
autoperfectionarii neuro-psihice, neuro-somatice si mentale
a societatii in generatiile urmatoare.
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Abstract

Accordingly to data obtained in many large clinical studies especially belonging to Galaxy project rosuvastatin, the most recent statin has demonstrated,
comparatively to atorvastatin, a stronger hypolipemiant effect emphasized thereby the circulating levels of total, LDL- and HDL cholesterol, triglycerides,
apo-A, apo-B and apo-B/apo-A ratio as well as concerning the number of patients achieving lipid indices target. Rosuvastatin influenced better also the
endothelial dysfunction, evidences basically being linked to atherosclerotic plaque regression, nonspecific systemic inflammation response, artery intima-
media thickness and flow meditated artery dilation. A lower lipophilicity of rosuvastatin than atorvastatin is an important support ensuring a lesser
risk of adverse affects such as: insulin secretion fall and insulin resistance boosting, rhabdomyolysis, myotixicity, cognitive dysfunction and insomnia.

Key words: rosuvastatin, atorvastatin, hypolipemiant and pleiotropic effects.

TpeThbe MOKO/NEHNE CTATUHOB: CpaBHUTENbHbIE 3PP eKThI KTMHNIECKNX VICCTIeTOBAHUI

B. KobGern
Pedepar

ITony4yeHHBIE pe3y/IbTaThl B MHOTOYMCICHHBIX KIMHUYECKNX MCCIIEIOBAaHMAX, OTHOCAIVMXCSA B OCHOBHOM K mpoekty Galaxy, BeiaBmIM Oosee
BBIPKEHHbIIT TUIONMUIUAHBI 9 deKT podyBacTaTuHa, 10 CPABHEHMIO C ATOPBACTATMHOM. VIcC/eoBaTenn OLeHNBaIN Pe3yabTaThl AEICTBIS ITHUX
IIpenaparoB 110 AVHAMIIKe LUPKYIUPYIOLINX YPOBHell 061iero xomecteputa, LD 1 HDL-xonecTepyHa, TPUIITHLIEPUAOB, apo-A, apo-B 1 cooTHOMmIeHNS
apo-B/apo-A, a Taxyke II0 YMC/Ty HALMEHTOB JOCTUTIINX Iie/IeBbIX YPOBHEN TMIMIHBIX MOKa3aTenell. PodyBacTaTuH okasa u yydllee BO3JeiiCTBIe
Ha SHJ[OTeNMNANBHYI0 AUCYHKINIO, 060CHOBAHHOE CTEMEHBI0 PErpeccuyl aTepOMbI, YMEHbIIEHNEM CUCTEMHOI HecIelndnaeckoil BOCIaanTebHOI
peaxIyM U TONIMHBI MHTUMBI apTEPUI, @ TAK)Ke YBeIMYeHNeM MH/YI[MPOBAaHHOI TeMOIMHAMIUYeCKIM CTPEeCCOM apTepuaabHOM AuaaTtanyy. Menbias
/MIOo(UIBHOCTD PO3yBaCTaTIHA, YeM Y aTOPBACTATIHA AB/IAETCA BAXXHBIM CBOIICTBOM ITpelapaTa, 00ecIeuBaioliM CHIDKEeHNE PICKa TaKMX TOOOYHBIX
3¢ deKToB, KaK yMeHbIIeHNe CeKPEL MHCY/INHA 1 YBeNYeHNe NHCYIMHOPE3UCTEHTHOCTI, PabjOMIOIN3, MUOTOKCHYHOCTD, HAPYIIIeHe KOTHUTUBHOM
¢yuxunm u cHa.

KimroueBble cToBa: po3yBacTaTUH, ATOPBACTATHH, TUIIONUIIUHBII U I/IIOTPOIHbII 3 deKThL.

Introducere mii cardiace, tromboembolism venos, remodelarea arterelor

Statinele au consolidat posibilitdti relevante privind
profilaxia si tratamentul afectiunilor cardiovasculare. Bene-
ficiile inhibitorilor enzimei 3-hidroxi-3-metilglutaril-coen-
zimreductazei A se datoreazi, pe de o parte, actiunii lor de
ameliorare a profilului lipidic, iar pe de altd parte, efectelor
de modulare a evenimentelor fiziopatologice principale
ale dishomeostaziei circulatorii (i.e. efectele pleiotrope) —
disfunctiei endoteliale, raspunsului inflamator, expresiei
citokinelor si moleculelor de adeziune intercelulara, stresului
oxidativ, statusului procoagulant etc. Initial, tintele terapeu-
tice principale ale statinelor erau dislipidemiile, prevenirea
progresiei si regresia afectiunilor vasculare aterosclerotice
difuze, criteriul eligibilitdtii pacientilor fatd de adminis-
trarea acestora, fiind prezenti factorii de impact aterogen
(e.g. elevarea nivelurilor circulante ale colesterolului LDL
si trigliceridelor). Efectele pleiotrope au largit considerabil
spectrul aplicabilitétii statinelor, iar datele acumulate vorbesc
despre eficienta lor la pacientii cu insuficientd cardiacé, arit-

periferice, cerebrale si coronariene, remodelarea miocardului,
disfunctia endoteliald, renala etc.

Totodata, este de mentionat caracterul efectelor adverse
ale statinelor, care limiteazd utilizarea lor per se sau in do-
zele curative indicate. Astfel, este oportund disponibilitatea
unei statine cu efecte curative pronuntate si efecte adverse
minimale, abordare care a constituit obiectivul mai multor
trialuri clinice.

Cunoasterea prioritétilor terapeutice ale diferitor statine
vizavi de entitdtile patologice abordate inarmeaza clinicianul
in vederea electiunii adecvate a statinei.

In prezent, rosuvastatina (Rss) si atorvastatina (Ats) sunt
remediile sintetice care au castigat sufragii notabile la conota-
tia efectelor proiectate pe vas si cord, dovedite in studii clinice
de calibru, multicentrice si randomizate (statinele mai vechi,
cum ar fi pravastatina, lovastatina si simvastatina sunt derivate
ale produselor naturale ale fungilor).

Scopul acestei relatdri a constat in evaluarea comparativa
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a efectelor cardiovasculare ale rosuvastatinei si atorvastatinei
atestate in diferite trialuri si studii clinice.

Trialul multicentric (182 de centre din SUA) STELLAR
(Statin Therapies for Elevated Lipid Levels compared Across
doses to Rosuvastatin) este unul din primele studii de calibru,
care a evaluat comparativ efectele hipolipemiante ale Rss cu
alte statine (simvastatina, pravastatina si Ats), inclusiv, in
functie de dozajul aplicat [1]. Evaluarea nivelului colesterolului
LDL si HDL a fost obiectivul tintd al trialului si apreciat pe
un lot de 2431 de pacienti cu dislipidemii: valorile 160 < LDL
< 250 mg/dL si trigliceridele < 400 mg/dL. Dozele Rss si Ats
au fost 10, 20, 40 sau 80 mg/zi, administrate pe o perioada
de 6 sdptimani. In diapazonul dozelor aplicate, rosuvastatina
(sublot format din 643 de pacienti) a redus colesterolul LDL in
medie cu 8,2% mai pronuntat fatd de valorile inerente lotului
cu atorvastatina (n = 631). Incrementul relativ al colesterolu-
lui HDL pe fundalul administrarii Rss in toate dozele a fost
superior, comparativ cu efectul celorlalte statine: + 7,7-9,6%
vs +2,1-6,8% (p < 0,01).

Desi Rss a diminuat mai concludent si colesterolul total
(discrepanta fatd de Ats este statistic semnificativa), declinul
trigliceridelor in subloturi a fost cantitativ similar.

Totusi, cea mai pertinentd particularitate demarcatd in
trialul STELLAR este, ca nivelul tintd al LDL-colesterolului
suspectat la persoanele cu dislipidemii si alti factori de risc
cardiovascular, a fost atins la un numar semnificativ mai mare
de pacienti, care au administrat Pss (10-40 mg/zi) fata de Ats
in aceleasi doze:

Conform criteriilor NCEP (National Cholesterol Educa-
tion Program Adult Treatment Panel III (< 100 mg/dL sau
<2,6 mM/L): 82-89% versus 69-85%. De remarcat cd atingerea
in 89% cazuri a tintei de colesterol LDL s-a consemnat si in
doza medie de Rss (20 mg/zi).

Conform criteriilor consensului European in vigoare la
acel moment (Second Joint Task Force European guidelines
(<116 mg/dL sau < 3 mM/L) diferenta a fost si mai accentuatd
- 79-92% versus 52-81%.

Ambele statine s-au manifestat in mod analogic in ceea
ce priveste incidenta (circa 46%) si profilul efectelor adverse
(cefalee, faringita, mialgie etc.). Cel mai mic grup de pacienti
care au acuzat mialgie (< 2%) s-a depistat in sublotul care a
administrat Rss (40 mg/zi).

Rezultatele trialului MERCRURY 1, realizat pe un lot de
3160 de pacienti (224 de centre din 16 tari) cu hipercolestero-
lemie asociatd, cu sindromul metabolic sau afectiuni corona-
riene aterosclerotice, au confirmat superioritatea Rss (10 mg/
zi, perioada de administrare — 8 saptamani) fatd de Ats (10 si
20 mg/zi), atestata in trialul STELLAR, privind numérul de
pacienti care au atins nivelul tintd de LDL-colesterol conform
criteriilor CNEP ATP III. Astfel, nivelul de LDL-colesterol
< 2,6 mM/L a fost atins la o cotd de 80% de pacienti tratati cu
Rss, aceasta fiind semnificativ mai mare fatd de rata de 63%
(p <0,001) in cazul administrarii Ats (10 mg) si chiar fatd de
rezultatul atins la administrarea Ats in doza de 20 mg (74%;
p<0,01).

J. Blasetto si colab. (2003) au analizat rezultatele obtinute

in cadrul a 3 trialuri in care, de asemenea, s-a evaluat com-
parativ efectul hipolipemiant al Rss si Ats pe o perioada de
administrare pand la 12 luni [2]. Drept urmare a fost transata
superioritatea eficientei Rss in dozele 5 (n = 390) si 10 mg/zi
(n=389) privind reducerea colesterolului LDL fati de efectul
Ats (n =393) in doza de 10 mg/zi: 41,9 i 46,7% vs 36,4% (pl
< 0,05; p, < 0,05). Diferente semnificative s-au atestat si in
contextul dinamicii trigliceridelor, colesterolului total, coles-
terolului HDL, apolipoproteinelor (apo) B si A.

Raportul apo-B/apo-A se estimeaza drept un predictor
important al infarctului miocardic acut, cresterea acestuia
semnificind progresarea aterosclerozei si riscul accidentelor
vasculare. Trialul multicentric AMORIS a studiat, utilizind
analiza multivariationald, valoarea predictiva a indicilor
lipidici (colesterolul LDL si HDL, apo-B, apo-A si raportul
apo-B/apo-A) la 98722 de bérbati si 76831 de femei privind
riscul evolutiei infarctului miocardic acut, pentru o perioada
de supraveghere de peste 5 ani (65,3 luni). Rezultatele de-
monstreazd ca apo-B, apo-A si apo-B/apo-A sunt predictori
veritabili ai riscului infarctului, mai ales la persoanele cu
nivelurile normale de LDL.

In trialul CENTAURUS (Comparison of the Effects Noted
in the ApoB: ApoA-1 ratio Using Rosuvastatin or Atorvasta-
tin in Patients with Acute Coronary Syndrome) s-a estimat
eficienta Rss si Ats, administrate timp de 3 luni pacientilor cu
sindrom coronarian acut asupra acestui raport, precum si asu-
pra nivelului circulant de colesterol LDL [3]. De remarcat, ci
rosuvastatina in doza de 20 mg/zi (n = 369) a produs o reducere
a raportului apo-B/apo-A (in medie 44,4%) si a concentratiei
serice a LDL (in medie 50%) similard actiunii atorvastatinei
(n = 389) administrata in doza agresivéd de 80 mg.

Rezultatele trialului CENTAURUS confirma, de fapt,
evidentele constatate in trialul prospectiv desfasurat anterior
(PULSAR), care a inrolat pacientii cu afectiuni vasculare ob-
structive [4]. Administrarea rosuvastatinei in doza de 10 mg/
zi s-a manifestat prin efecte superioare versus atorvastatina
in doza de 20 mg/zi privind dinamica indicilor principali ai
aterogenitatii: colesterolul LDL si HDL, trigliceridele, raportul
apo-B/apo-A, ameliorarea cirora se coreleaza cu diminuarea
riscului evenimentelor cardiovasculare.

Trialul prospectiv Britanic PDS (Prospective Diabetes Stu-
dy) a demonstrat, in acest contex, cd majorarea colesterolului
LDL cu 1 mM/L creste riscul relativ al afectiunilor corona-
riene cu 57%. Pe de alta parte, trialul JUPITER a dovedit, ca
micsorarea concentratiei sanguine a colesterolului LDL cu 1
mM)/L prin administrarea rosuvastatinei conditioneaza redu-
cerea riscului relativ de stroke cu 39%, beneficiul maxim fiind
realizat in platoul LDL < 1,8 mM/L. Diminuarea hazardului
stroke pe fundalul actiunii Rss se asociaza, dupa cum demon-
streaza datele trialurilor ASTEROID, ORION si METEOR, cu
atenuarea progresiei aterosclerozei arterei carotide, grosimea
intima-media anuntandu-se drept un predictor independent
al aterosclerozei subclinice si al evolutiei ateromului [5].

A. Nicholls si colab. (2011) au aplicat manevra de ultra-
sonografie intravasculard la 1039 de pacienti cu cardiopatie
ischemicd, initial si dupd 104 sdptamani de tratament cu
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rosuvastatind (40 mg/zi) si atorvastatina (80 mg/zi) pentru
a determina dinamica volumului plécii aterogene in raport
cu ameliorarea profilului lipidic [6]. Evaludrile finale au
evidentiat efecte superioare al Rss manifestate prin: i) valori
semnificative mai mici ale colesterolului LDL (62,6 vs 70,2
mg/dL sau 1,62 vs 1,82 mM/L, p < 0,001) si mai mari ale HDL
(50,4 vs 48,6 mg/dL sau 1,30 vs 1,26 mM/L, p = 0.01); ii) o
reducere mai marcatd a mediei volumului ateromului: -6,39
mm? vs -4,42 mm?® (p < 0,01). Regresia aterosclerozei, atestatd
prin declinul relativ al volumului ateromului, s-a constatat la
68,5% pacienti, care au administrati Rss si la 63,2% in cazul
terapiei cu Ats. Efectele adverse decelate ale remediilor au
avut fatete similare.

Impactul statusului proaterogen asupra vasului este, inde-
osebi, accentuat in diabetul zaharat, care constituie un factor
de risc independent al leziunilor si disfunctiei endoteliale.

Studiul ANDROMEDA, efectuat pe pacientii cu diabet
zaharat, tip II, a evidentiat o reducere mai pronuntata a
colesterolului LDL si total, precum si a nivelului de apo-B
la pacientii, care au administrat rosuvastatina in doze de 10
si 20 mg/zi, comparativ cu atorvastatina utilizatd in aceleasi
doze [7]. Ca siin trialul STELLAR, s-a stabilit un numar mai
mare de pacienti din lotul cu Rss, care au atins nivelul tintd
de LDL constatat la pacientii cu risc cardiovascular inalt
(<70 mg/dL sau < 1,8 mM/L), fata de indicele din lotul cu Ats.

Efecte similare s-au obtinut si in trialul CORALL (Choles-
terol Lowering Effects of Rosuvastatin compared with Ator-
vastatin in patients with type 2 diabetes), in care reducerea
mai considerabild a colesterolului LDL si total la pacientii cu
diabet zaharat, tip IT sub actiunea Rss versus Ats a fost asociata
de un declin superior al raportului apo-B/apo-A [8].

Studiul URANUS a evaluat actiunea Rss (10-40 mg/zi) si
Ats (10-80 mg/zi) asupra indicilor aterogenitatii la pacientii
cu diabet zaharat, tip IT [9]. In lotul cu Rss (n = 232) rata de
micsorare a nivelului circulant al colesterolului LDL dupa
16 luni de tratament a fost mai mare fatd de indicele lotului
cu Ats (n = 233): 52,3% vs 45,5% (p < 0,001). Deprecierea
continutului sanguin al trigliceridelor fatd de valoarea initiala
(< 6,0 mM/L) a fost de asemenea mai mare in grupul cu rosu-
vastatind, dar decalajul dintre loturi nu depdsea marja erorii
admisibile. Trigliceridele sunt actualmente vizate sub aspectul
aterogenitdtii si prin corelarea autentica a hipertrigliceride-
miei cu cantitatea apolipoproteinei-CIII (polipeptid cu masa
moleculara 8,8 kDa), care stimuleazd adeziunea monocitelor
la celulele endoteliale, augmenteazd raspunsul inflamator si
sunt cantonate nu numai pe suprafata trigliceridelor, dar si a
lipoproteinelor cu densitate inalti, joasa si foarte joasd. Nivelul
majorat de apo-CIII determind inhibitia lipazei hepatice, fapt
care afecteazd capturarea trigliceridelor in ficat si rezulta in
elevarea continutului seric al acestora. Defectul genei codate
in cromozomul 11, care regleazd sinteza celor 3 izoforme
ale apo-CIII, este frecvent asociat cu hipercolesterolemia
familiald, care per se augmenteaza riscul evolutiei afectiunilor
cardiovasculare.

Pe un lot de 623 de pacienti cu hipercolesterolemie fa-
miliald, randomizati in 2 subloturi in functie de tratamentul

aplicat pe o perioada de 18 saptdmani (Rss, n =436 si Ats,n =
187, dozajul initial de 20 mg/zi majorat la fiecare 6 siptaméni
péna la 80 mg), s-au evaluat modificérile indicilor lipidici [10].
Valorile colesterolului LDL s-au redus considerabil pe fundalul
Rss (-57,9 vs -50,4%; p < 0,001), iar cota de elevare in sdnge a
colesterolului HDL a fost de circa 3 ori mai insemnata (12,4
vs 2,9%; p < 0,001). La finele tratamentului s-a constatat o
crestere semnificativ mai mare a continutului seric al apo-A
si o diminuare semnificativ mai concludenta a apo-B la paci-
entii care au administrat rosuvastatina. Beneficiul superior al
Rss s-a manifestat si prin prezenta unui numar considerabil
mai mare de pacienti care au atins, conform algoritmului de
evaluare NCEP (< 100 mg/dL sau < 2,6 mM/L) nivelul tintd de
colesterol LDL, Rss 40 si 80 mg vs Ats 80 mg: 17 si 24% vs 4,5%.

Impactul cardiovascular potentat al hipercolesterolemiei
asociate de hipertrigliceridemie este conditionat in parte de
cresterea expresiei receptorilor LOX-1 (Lectin-like Oxi-LDL
receptor), prin intermediul carora moleculele oxidate de LDL
influenteaza evolutia aterosclerozei si remodelarea vasculara.
Trialul MERCURY II a demonstrat superioritatea beneficiului
rosuvastatinei (10 si 20 mg) comparativ cu patternul hipoli-
pemiant al atorvastatinei (10 si 20 mg) si simvastatinei (20 si
40 mg), vizand in acest context reducerea mai pronuntata a
colesterolului LDL, trigliceridelor si apo-B, iar pe de alté parte,
elevarea colesterolului HDL. Una din proprietatile dovedite ale
Rss se remarca prin actiunea de atenuare a expresiei recepto-
rilor AT1 si LOX-1, indusa de catre Ang II prin mecanismul
feed-back pozitiv, beneficiu proiectat atat asupra remodeldrii
vasculare, cat si miocardice.

Trialul STARSHIP anunta diminuarea semnificativ mai
mare a trigliceridelor sub actiunea Rss vs Ats in doze echi-
valente (10 sau 20 mg/zi), fapt care s-a asociat cu o reducere
semnificativa a colesterolului LDL si apo-B. Nivelurile tintd
ale colesterolului LDL, potrivit criteriilor CNEP, au fost con-
statate dupd 6 saptamani de tratament la un numar mai mare
de pacienti din lotul cu rosuvastatind: + 30% (5 mg/zi) si +
20,5% (20 mg/zi).

Evidente similare au fost obtinute si in trialul randomizat
DISCOVERY, desfisurat in cadrul colaborarii a 210 centre
din Finlanda, Islanda si Irlanda. 1024 de pacienti (vérsta >
18 ani) cu hipercolesterolemie primara (colesterolul LDL >
3,5 mM/L sau > 135 mg/dL) si risc cardiovascular inalt au
administrat Rss (10 mg) sau Atss (10 mg) pentru o perioada
de 12 saptdmani [11]. Rosuvastatina a redus semnificativ
nivelurile circulante ale colesterolului LDL si trigliceridelor,
fiind, totodatd, semnificativ mai mare si incremetnul coleste-
rolului HDL. Statistic veritabild a fost si majorarea numarului
de pacienti, care au atins dupd 12 luni de tratament cu Rss
valorile tinta ale indicilor lipidici: pentru colesterolul LDL
83,4 vs 68,3% (p < 0,001) si pentru trigliceride 76,4 vs 59,5%
(p < 0,001).

Actiunea dislipidemiei asupra leziunilor vasculare este
augmentata prin raspunsul inflamator, iar markerii inflamatiei
sistemice nespecifice sunt predictori veritabili ai afectiunilor
cardiovasculare. Unul din aspectele beneficiului terapeutic al
statinelor consta in atenuarea inflamatiei peretelui vascular,
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trialul JUPITER, aducind in acest context dovezi importante
privind rolul reducerii nivelului circulant al proteinei C reac-
tive (PCR) prin administrarea Rss asupra micsorarii riscului
tromboembolismului venos la persoanele fard modificari
notabile ale profilului lipidic. Prin urmare, algoritmul esti-
marii de ansamblu al eficientei statinelor include nu numai
dinamica indicilor lipidici, dar si a markerilor inflamatiei si
disfunctiei endoteliale.

Sunt deja anuntate unele rezultate ale studiului SATURN
(Study of Coronary Atheroma by In Travascular Ultrasound:
Effect of Rosuvastatin Versus AtorvastatiN), care pe un
esantion de 1385 de pacienti cu aterom coronarian confirmat
angiocoronarografic, a estimat efectele Rss (40 mg/zi) si Ats
(80 mg/zi), administrate timp de 24 de luni asupra volumului
placii coronariene, indicilor profilului lipidic si markerilor in-
flamatiei [12]. La sfarsitul tratamentului, nivelurile circulante
ale colesterolului LDL erau semnificativ mai reduse in lotul
pacientilor cu rosuvastatind: 62,6 vs 70,2 mg/dL sau 1,62 vs
1,82 mM/L (p < 0,001), iar cele ale colesterolului HDL - sem-
nificativ majorate: 50,4 vs 48,6 mg/dL sau 1,30 vs 1,26 mM/L
(p=0,01). Valorile serice medii ale PCR in cazul administrarii
Rss s-au decelat sub platoul Ass: 2,14 + 0,017 vs 2,76 + 0,013
mg/L (p < 0,01). Important de mentionat in acest context si
revirimentul superior al ateromului coronarian sub actiunea
Rss, identificat prin ultrasonografia intravasculard (IVUS).
Astfel, volumul ateromului s-a redus dupd 24 de luni cu 6,39
mm?®, ceea ce consemneazd un decrement semnificativ (p =
0,01) fatd de reculul atestat in lotul cu atorvastatina, egal in
medie cu 4,42 mm®. Mai mult decét atat, rata pacientilor, la
care s-a estimat ameliorarea ateromului coronarian, conform
criteriilor de apreciere a riscului destabilizérii placii, a fost
veritabil mai mare in lotul cu Rss: 71,3 vs 64,3% (p = 0,02).

Un efect superior al rosuvastatinei asupra regresiei ate-
rosclerozei coronariene este semnalat de cétre C. Lee si colab.
(2012) in baza datelor obtinute in cadrul studiului ARTMAP,
careainrolat 271 de pacienti cu aterom coronarian mediu (20-
50%), examinati prin IVUS initial si dupd 6 luni de tratament
cu statine: Rss (40 mg/zi), n = 141 si Ats (80 mg/zi), n = 128
[13]. Unul din punctele finale ale studiului, percentila reducerii
volumului total al placii, a fost semnificativ mai mare in lotul
pacientilor cu Rss: 7,4% vs 3,9% (p = 0,018). Regresia ateroscle-
rozei coronariene s-a asociat cu reducerea continutului seric
al citokinelor proinflamatoare (TNF-alpha si IL-6) fata de
nivelul bazal (pre-tratament). Acest declin s-a consemnat prin
valori semnificativ mai mari in cazul administrarii Rss: 11,54
vs 8,23% (p = 0,04) si, respectiv, 15,22 vs 12,43% (p = 0,05).

Cresterea proeminentd a ateromului si, in primul rand,
destabilizarea plicii prin liza capsulei fibrinice, impactul LDL
oxidat si al radicalilor liberi de oxigen reprezinta substratul
patogenetic al sindromului coronarian acut (SCA). Trialul
LUNAR a evaluat efectele hipolipemiante ale Rss (20 sau 40
mg/zi) si Ats 80 (mg/zi), administrate timp de 12 saptamani
la 825 de pacienti cu SCA (spitalizati in primele 48 de ore de
la debutul primului simptom inerent) la distanta de 2, 6 i 12
sdptdmani [14]. Eficacitatea Rss (40 mg) privind reducerea
colesterolului LDL dupd 6 si 12 sdptdméani a fost superioara
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actiunii Ats (80 mg): 46,8 vs 42,7% (p = 0,02), iar efectul Rss
utilizatd in doza de 20 mg a fost egal cu cel al Ats (80 mg).
Privind gradul de crestere a colesterolului HDL, rosuvastatina
in ambele doze s-a manifestat mai efectiva fata de Ats: 9,7%
(p<0,01)si11,9% (p <0,001) vs 5,6%. Remedierile profilului
lipidic mai pronuntate pe fundalul actiunii rosuvastatinei au
conditionat si o evolutie clinicd mai beneficd a pacientilor cu
SCA. La aceasta conotatie meritd atentie si reducerea marcata
(in medie cu 15,6%, p = 0,043) a concentratiei serice a PCR.
Efectele adverse ale statinelor, documentate in trialul LUNAR,
au fost similare.

Important de mentionat, ca administrarea periprocedurald
a rosuvastatinei (40 mg) la pacientii cu SCA, expusi angio-
plastiei cu implantare de stent, a cauzat, potrivit rezultatelor
trialului ROSEMARY, reducerea nu numai a incidentei com-
plicatiilor cardiovasculare majore (infarct miocardic acut fatal
si non-fatal, trombozé coronariana acutd si subacuta, stroke,
restenozad intra-stent), dar si a zonei de necroza a miocardu-
lui. Evolutia acestor evenimente este in conexiune stransa cu
functionalitatea endoteliului si a remodelarii peretelui arterial,
procese indispensabile de inflamatia sistemica nespecificd
si activitatea kinazei rho. De remarcat, cd activarea ultimei
reprezintd un mecanism crucial al progresiei aterosclerozei,
disfunctiei endoteliale, afectiunilor cardiace si este dependenta
de produsele intermediare ale metabolismului izoprenoidului,
formarea caruia poate fi inhibata prin intermediul statinelor.

B. Liu si colab. (2011) au estimat activitatea kinazei rho
si rata dilatarii arterei brahiale mediate prin flux la pacientii
cu aterosclerozé si dislipidemii, care au administrat pe o
perioada de 4 saptiméni Rss (10 mg/zi) sau Ats (20 mg/zi)
[15]. Rosuvastatina s-a manifestat printr-un efect semnificativ
mai pronuntat (cu circa 19%) privind inhibitia kinazei rho.
Mai concludent a fost si efectul exercitat asupra reactivitétii
vasculare mediate prin oxidul nitric, desi incrementul ratei
de dilatare a arterei brahiale vs Ats nu a depdsit marja erorii
admisibile: 7,92 + 2,13% vs 6,57 + 2,68%. Autorii au stabilit
ca efectul de inhibitie a kinazei rho este independent de redu-
cerea colesterolului LDL si poate fi, deci, calificat drept efect
pleiotrop. Acesta este oportun, fiind cunoscut beneficiul inhi-
bitiei kinazei rho, manifestat prin relaxarea mediei musculare,
diminuarea migrarii si proliferdrii miocitelor netede vasculare,
a expresiei citokinelor proinflamatoare si moleculelor de
adeziune intercelulard, precum si prin cresterea sintezei de
oxid nitric. Inhibitia kinazei rho amelioreaza evolutia clinicd
a cardiopatiei ischemice, augmenteaza rezerva functionald
coronariana si limiteazd impactul stresului oxidativ.

Unul din mecanismele atribuite beneficiilor statinelor
asupra afectiunilor cardiovasculare este determinat de capa-
citatea lor de a modula continutul sanguin al adiponectinei.
La acest capitol, sunt reprezentative datele relatate de H. Qu
si colab. (2009) privind actiunea Rss (10 mg/zi) si Ats (10 mg/
zi) asupra modificérii nivelului ei seric, estimat la pacientii
cu hipercolesterolemie dupd 12 sdptiméni de tratament [16].
Rezultatele obtinute au evidentiat distinctii clare privind ca-
pacitatea statinelor de a influenta acest marker al patologiei
vasculare. Astfel, rosuvastatina a majorat semnificativ, cu 67%
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(p < 0,01), nivelul circulant al adiponectinei, in timp ce ator-
vastatina — numai cu 15% (p > 0,05). Privind dinamica altor
predictori cardiovasculari evaluati, cum ar fi TNF-alpha, ac-
tivatorul tisular al plasminogenului, inhibitorul activatorului
plasminogenului, metaloproteinaza matricei 9 (i.e. gelatinaza
B) si endotelina 1 trebuie trecut in evidenta efectul superior al
Rss, desi diferentele ce se refera la ultimii 2 factori n-au fost
statistic semnificative.

Actiunea fiziologicd a adiponectinei in cadrul homeosta-
ziei circulatorii este in consonantd cu metabolismul glucidic,
aceasta fiind implicatd, de asemenea, si in reglarea procesului
non-enzimatic de glicare a proteinelor diferitor structuri
vasculare i cardiace, iar produsele finale ale glicarii sunt con-
semnate drept predictori ai periclitarii compliantei vasculare
si functiei lusitrope a cordului.

In acest context, sunt de valoare datele obtinute in studiul
efectuat de catre N. Thongtang si colab. (2011) vizavi de
actiunea Rss (40 mg) si Ats (80 mg) asupra markerilor me-
tabolismului glucidic, inflamatiei si glicdrii proteice, dupd 6
luni de administrare la 252 de pacienti (randomizati numeric
egal) cu alterarea profilului lipidic [17]. Autorii au stabilit o
crestere mai mare la sfarsitul perioadei de supraveghere a
concentratiei sanguine a insulinei sub actiunea rosuvastatinei
(7,8 vs 5,2%), fenomen care n-a fost asociat cu aparitia sau
accentuarea valorilor indicatorilor de predictie a insulinore-
zistentei. Mai mult, acest beneficiu s-a urmirit pe fundalul
reducerii concentratiei albuminei glicate care in lotul cu Ats,
dimpotriva, s-a decelat majoratd in raport cu valoarea medie
bazald (pre-tratament).

Reducerea activitatii procesului de glicare non-enzimatica
(indicii de bazi fiind hemoglobina si albumina glicata, produ-
sele finale ale glicdrii) la pacientii cu afectiuni cardiovasculare
(nunumai de origine diabeticd) ar fi, in primul rdnd, o conse-
cintd a sporirii utilizarii intracelulare a glucozei, determinata
de cresterea afinitatii receptorilor fatd de insulina si/sau a
cantitatii hormonului. Dinamica opusa a albuminei glicate
in dislipidemii sub actiunea Rss si Ats se consemneazd pe
fundalul unei elevari (desi neinsemnate) a insulinei in sange,
fapt care indica asupra actiunii benefice a Rss asupra sensi-
bilitédtii receptorilor fata de insuling, fenomen ce se coreleaza
cu o elevare net superioara a adiponectinei.

In diabetul zaharat, tip II restabilirea sensibilitatii recepto-
rilor fata de insulina, determinata de majorarea continutului
de adiponectini sau reducerea leptinei rezulta in micsorarea
gradului de hiperinsulinemie. Dar, contrar leptinei, adipo-
nectina influenteaza benefic raspunsul inflamator, efect deter-
minat de cresterea expresiei IL-10, citokinei proinflamatoare
si micsorarea expresiei MCP-1, proteinei chemoatractante a
monocitelor.

O altd adipokina recunoscuta astazi drept un predictor al
afectiunilor cardiovasculare metabolice este rezistina (poli-
peptid bogat in cisteina), cresterea careia in sange influenteaza
detrimental metabolismul glucidic si comensurabil efectului
indus de micsorarea adiponectinei. Legatura strdnsd dintre
expresivitatea insulinorezistentei, a manifestarilor ei clinice
si nivelul adipokinei a fost si motivatia principala pentru nu-

mirea acesteia rezistina (2001). Mai mult, nivelurile circulante
crescute ale rezistinei stimuleaza producerea colesterolului
LDL in ficat, degradarea receptorilor LDL prin intermediul
carora se regleazd capturarea lipoproteinei din sange si, astfel,
leziunile peretelui vascular. Prin urmare rezistina, definitd si
ca 0 moleculd de semnalizare proinflamatoare, devine o tinta
importanta a formulelor terapeutice aplicate in prevenirea si
corectia sindromului metabolic, dislipidemiilor, aterosclero-
zei, disfunctiei endoteliale etc. Rezultatele mai multor studii
fundamentale au raportat deja capacitatea Rss de a reduce
efectiv sinteza rezistinei de catre macrofagii tesutului adipos,
progresarea injuriilor coronariene si a expresiei mielopero-
xidazei. Este importantd in acest context si abilitatea Rss de a
induce apoptoza celulelor T/CD4(+)/SD28(0), subpopulatii
viabile si agresive, care se infiltreaza activ in placa ateromului
coronarian, declansand destabilizarea ei si evolutia evenimen-
telor coronariene. Se considera ca actiunea proapoptoticd a
Rss fata de celulele T/CD4(+)/SD28(0) este datoratd reglérii
in jos a proteinei antiapoptotice Bcl-2 si, sub acest aspect, se
justifica perspectivele terapeutice ale rosuvastatinei, in special,
la pacientii cu sindrom coronarian acut.

Exista si unele relatéri clinice care indicd eficienta su-
perioard a Rss fatd de Ats privind gradul de micsorare a
concentratiei serice a rezistinei, acompaniatd de ameliorarea
dinamicii markerilor insulinorezistentei, inflamatiei, disfunc-
tiei endoteliale si stresului oxidativ la pacientii cu insuficientd
cardiaca [18].

Asociatia dislipidemiei cu hiperglicemia, care evolueaza
pe fundalul insulinorezistentei, are un impact cardiovascular
accentuat, iar corectia acestora la pacientii cu sindromul me-
tabolic rimane o abordare atractivé a cardiologiei.

Studiul COMETS a evaluat efectele hipolipemiante ale Rss
(10 mg/zi) si Ats (10 mg/zi), administrate pentru o perioada
de 6 luni si alte 6 luni in doza de 20 mg/zi la pacientii cu sin-
dromul metabolic, la care continutul bazal al colesterolului
LDL = 3,36 mM/L sau > 130 mg/dL [19]. Efectele Rss privind
reducerea colesterolului LDL au fost net mai pronuntate vs Ats,
atat dupa 6, cat su dupd 12 luni de tratament: 41,7 vs 35,7%
(p < 0,001) si, respectiv, 48,9 vs 42,5% (p < 0,001). Mai multi
pacienti au atins tintele scontate ale indicilor lipidici in cadrul
actiunii rosuvastatinei.

S. Adsule si colab. (2009) au relatat eficienta superioara
a actiunii hipolipemiante a Rss (10 mg/zi) vs Ats (10 mg/zi)
si la pacientii cu diabet zaharat, tip II si dislipidemie, care
au administrat statine pe o perioada de 12 luni [19]. Merita
atentie in acest context, rata de crestere a colesterolului HDL
de peste 2,5 ori mai mare in cazul Rss (+18,31 vs 7,11%),
precum si rata de micsorare a colesterolului LDL cu 24%
peste decrementul Ats (-44,25 vs -35,56%). Declinul triglice-
rideor fata de platoul bazal, de asemenea, a fost mai marcat
sub actiunea rosuvastatinei (-20,13% vs -13,14%). Actiunea
Rss s-a impus, de asemenea, printr-o reducere evidenta a
complexului sanguin format din moleculele de LDL oxidate
si glicoproteina I-beta2, tratat drept un predictor al leziunilor
vasculare diabetogene incipiente. Capturat de macrofagii
peretelui arterial, acest complex este activ utilizat in formarea
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celulelor ,foam”, determinand astfel exacerbarea evolutiei
ateromului si disfunctiei endoteliale. Un mecanism oportun
al beneficiului statinelor in diabet constd in micsorarea ratei
de formare a complexului LDL-oxi+glicoproteina I-beta2
datoritd reducerii eliberdrii speciilor agresive de oxigen si azot
implicate in oxidarea moleculelor de LDL.

Efectul statinelor asupra statusului diabetogen a fost,
indeosebi, evaluat prin prisma modificarii insulinorezisten-
tei, obiectiv abordat in 16 trialuri clinice. O meta-analizd a
acestora indica ca ameliorarea markerilor specifici (glicemia
bazala, gradul insulinemiei, indicii HOMA, Matsuda, Stum-
voll si Avignon, hemoglobina si albumina glicata etc.) a fost
mai accentuata la pacientii care au administrat rosuvastatina,
comparativ cu atorvastatina [21]. Sunt importante dovezile cu
referire la actiunea statinelor asupra procesului de eliberare
a insulinei, dat fiind faptul cd functionalitatea sistemului
transmembranar de ciraus al hormonului spre celulele beta
ale pancreasului endocrin este dependentd de continutul
colesterolului in structura membranei (rata lui normala in
stocul general de lipide constituie circa 20%). Complexul co-
lesterol-sfingolipide regleaza activitatea canalelor Ca**-voltaj
dependente, implicate nemijlocit in eliberarea insulinei.

Rosuvastatina, spre deosebire de alte statine, mentine in
structura sa un grup polar stabil de methane-sulphonamide,
fapt care-i conferd proprietéti importante:

* lipofilitate redusd;

* penetrare extrahepatici foarte joasd, conditionatd pre-

dilect de proprietitile hidrofile;

* afinitate sporitd fatd de centrele active ale reductazei
(e.g. vs Ats afinitatea este de 3-4 ori mai mare) propice
atingerii efectelor scontate la doze mai mici.

Ultimul aspect poate fi datorat de asemenea si: 1) biodispo-
nibilitatii mai mari a Rss vs Ats (20 vs 12%), fapt determinat in
parte de formarea complexului Ats cu glicoproteina-P intesti-
nald, care pericliteazd pasajul transintestinal al statinei in san-
ge; 2) eliminarii mai intarziate din organism a Rss cu 4-5 ore.
in plus, metabolizarea rosuvastatinei in ficat este minimala
(pandla cote de 10% este degradata sub actiunea izoenzimelor
CYP2C9 si CYP2C19 din sistemul citochromului P450), iar
efectele Ats, din contra, sunt determinate de actiunea metabo-
litilor (orto- si parahidroxilati) formati in cadrul interactiunii
ei hepatice cu izoenzima CYP3A4. De notat in acest context,
cd insuficienta renald conduce la o majorare semnificativa a
timpului clearance-lui Rss in organism, iar afectiunile hepatice
conditioneazd o metabolizare precard a Ats in detrimentul
atingerii platoului cantitativ de metaboliti activi, care inhiba
sinteza mavalonatului si, respectiv, a colesterolului.

Cel mai mic grad de lipofilitate este atribuit pravastatinei,
aceasta fiind urmata de rosuvastatind, pozitia urmatoare
apartinand fluvastatinei. Atorvastatina se impune printr-o
lipofilitate mai mare si potrivit acestui criteriu are dezavantaje
certe fata de rosuvastatina.

Intrucat lipofilitatea Rss este foarte joasd, aceasta nu
influenteaza notabil sinteza de novo a colesterolului in struc-
turile membranare pancreatice, fapt ce asigurd fezabilitatea
sistemului de transport al hormonului in granulele endocrine.

Totodata, produsele intermediare ale sintezei colesterolului
(in primul rand fosfatul geranilgeranil) stimuleazd procesul
de secretie a insulinei mediat prin glucoza (feed-back pozitiv).

Este abordata in continuare problema hazardului admi-
nistrarii de duratd a statinelor, in special a celor cu lipofili-
tate avansatd, vizavi de cresterea riscului evolutiei statusului
daibetogen chiar pe fundalul ameliorérii profilului lipidic si
a dinamicii predictorilor cardiovasculari, iar rezultatele obti-
nute in ultimele 6 trialuri de estimare a incidentei diabetului
zaharat, tip II sub actiunea statinelor sunt controversate.

Important de mentionat, cd spre deosebire de Ats, ro-
suvastatina nu micsoreaza expresia carierului glucozei in
celula (GLUT4, translocarea céruia in celulele adipoase si
musculaturii scheletice este reglata de insulind) si, astfel, nu
conditioneaza pe aceastd cale, dezvoltarea insulinorezistentei.

Gradul lipofilitatii statinelor influenteazd in proportii
directe si accentul rabdomiolizei, unul din efectele lor ad-
verse, manifestat prin degenerari si injurii ale musculaturii
scheletice.

Cota de reducere cantitativa a mevalonatului in muschi
in cadrul sintezei colesterolului se coreleaza cu capacitatea de
penetrare a statinelor, dependentd de gradul de lipofilitate.
Inhibitia activitétii reductazei rezultd in micsorarea continu-
tului izoprenoizilor (e.g. coenzima Q10 si dolicolii), fenomen
ce declangeaza evolutia leziunilor musculare cum ar fi efectul
de rabdomiolizé sau mioliza. Coenzima Q10 este importanta
in defensiva antioxidanta, respiratia mitocondriala si con-
trolul scurtdrii telomerilor, iar dolicolul se anunta oportun
in procesele de comunicare si identificare celulard, sinteza
glicoproteicid si imunoprotectie.

Lipofilitatea statinei este un factor determinant al gradului
ei de penetrare tisulara si, respectiv, al deficientei izopreno-
izilor in muschii scheletici, iar pe de alta parte, al inhibitiei
activitatii mioblastilor si pompelor ionice din sarcolema, fe-
nomene ce au rol notabil in patogenia rabdomiolizei. Expresia
si activitatea pompei Na-K-ATP-azei sunt in raport direct cu
continutul colesterolului in structura sarcolemei. Alterarea
pompelor ionice duce la progresarea acumularii cationilor
de sodiu si calciu in celulele musculare, conditionand aparitia
crampelor musculare si a mialgiei.

Evaluarea incidentei simptomelor inerente fenomenului
de miopatie (e.g. rabdomioliza) sub actiunea diferitor statine
a fost realizata in trialul PRIMO (2005, Rss n-a fost inclusa in
acest studiu), care a semnalat efectul defavorabil in acest sens
al Ats lipofile fata de statinele cu lipofilitate joasa sau hidrofile
(pravastatina si fluvastatina).

Rezultatele studiilor mai recente au concluzionat ca Rss
poate fiindicaté la pacientii cu toleranta afectatd la alte statine.

Sub aspectul efectelor adverse este stabilita si actiunea
detrimentald a statinelor cu lipofilitate inalta asupra functiei
cognitive si somnului, indeosebi marcata la persoanele in
varsta. Perturbarea cognitivd si insomnia pot fi rezultatul
actiunii nemijlocite a statinei cu pasajul facil prin bariera he-
matoencefald asupra structurilor cerebrale, cét si al reducerii
continutului de colesterol in membranele neuronilor. Este
demonstrat faptul, cd Ats lipofilicd reduce semnificativ rata
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de sinteza a colesterolului in creier, iar Rss hidrofila, datorita
pasajului compromis, nu afecteaza continutul acestuia.

R. Rawlings si colab. (2009) considera cé lipofilitatea infe-
rioard a rosuvastatinei ar fi si o cauzd importantd a micsorarii
mai pronuntate vs atorvastatina (de 2,5 ori; p = 0,0006) a acti-
vitatii receptorilor rho si rho-kinazei [22]. Activitatea recepto-
rilor rho si rho-kinazei este invers dependenta de continutul
produselor intermediare ale sintezei izoprenoidului, nu este in
conexiune cu efectul hipolipemiant si agraveaza in proportie
directa disfunctia endoteliala, evolutia aterosclerozei, ras-
punsul inflamator si vasodilatator, mediat prin oxidul nitric.
Pe fundalul administrarii Rss (10 mg/zi) autorii au stabilit
o crestere semnificativ mai mare a dilatarii arterei brahiale
mediate prin flux comparativ cu actiunea Ats (40 mg/zi).

Desi rosuvastatina este una din cele mai recente statine
adresate managementului terapeutic al dislipidemiilor, dis-
functiei endoteliale si inflamatiei sistemice nespecifice, efici-
enta cireia este validata in mai multe trialuri, FDA (Food and
Drug Association) din SUA anuntd importanta expansiunii
utilizarii acestei statine in prevenirea primara a afectiunilor
cardiovasculare. Temeiul recomandarilor se bazeaza, in pri-
mul rand, pe rezultatele incurajatoare ale trialului JUPITER
(Justification for the Use of statins in Prevention: an Inter-
vention Trial Evaluating Rosuvastatin), care au adus la apel
capacitatea Rss de a preveni evolutia infarctului miocardic
acut si stroke-ului.

Apanajul de rigoare accepta in acest sens, la persoanele
cu un risc cardiovascular relevant (varsta > 50 de ani pentru
bérbati si > 60 pentru femei, PCR inalt senzitivd > 2,0 mg/L,
tabagismul, diminuarea colesterolului HDL, patternul familial
de evolutie prematurd a patologiei cardiace, hipertensiunea
arteriald) administrarea Rss cu scopul de a reduce:

« riscul accidentului vascular cerebral;

o riscul infarctului miocardic acut;

o riscul evenimentelor coronariene care solicita manevra

de revascularizare (i.e. angioplastia).

In prezent nu sunt inca cert definite valorile tinta ale
colesterolului LDL si HDL vizavi de estimarea efectelor
statinelor asupra prevenirii eficiente a stroke-ului, mai ales
celui secundar. M. Igase si colab. (2012) considerd in acest
sens, ca raportul LDL/HDL > 2 dupa o luni de tratament
cu rosuvastatind a pacientilor ce au suportat AVC, este un
predictor semnificativ al recurentei insultului cerebral [23].
In cazul atingerii valorii LDL/HDL < 1,5 riscul stroke-ului
secundar se micsoreaza.

Concluzii

1. Efectul hipolipemiant al rosuvastatinei, evaluat in diferi-
te studii i trialuri clinice multicentrice, randomizate prospec-
tive la pacientii cu dislipidemii, inclusiv asociate de alti factori
de risc, se anuntd superior fatd de actiunea atorvastatinei,
suportul afirmatiei fiind bazat pe compararea modificarilor
colesterolului LDL si HDL, trigliceridelor, apo-B, apo-A si ale
raportului apo-B/apo-A.

2. Superioritatea efectului antiaterogen al rosuvastatinei
fatd de atorvastatind se asociazd cu un reviriment notabil
privind rdspunsul inflamator sistemic nespecific, disfunctia

endoteliald, reactivitatea vasculara mediata prin oxidul nitric,
regresarea aterosclerozei coronariene si nivelurilor circulante
ale adiponectinei.

3. Patternul hidrofilic al rosuvastatinei impune efecte ad-
verse si indezirabile semnificativ mai atenuate, comparativ cu
inerentele atorvastatinei lipofilice, oportune fiind mentinerea
adecvata a ratei de eliberare a insulinei si sensibilitatii recepto-
rilor fatd de hormon, micsorarea rabdomiolizei, miotoxicitatii
sia declinului disfunctiei cognitive. Tolerabilitatea mai bund a
Rss versus Ats este determinata de o hepatoselectie superioara
si 0 penetrare extrahepatica diminuata.
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Abstract

The authors have proved that the concentration of soluble HLA antigens of class I and II can play a predictive role in prognosing the pregnancy
outcome. In fact, there is a direct correlation between the concentration of soluble HLA antigens of class II and mother’s immune stimulation. The
concentration of these antigens increases during the 1st and 2nd trimesters of pregnancy and remains stable since then. The concentration of the Ist class
HLA antigens during the first trimester is low, but as the immune suppression increases, the level of antigens of this class also increases. The process of
immune suppression is opposed to the immune stimulation which can be a threat for the fetus. In couples with normal fertility there is only one or two
identical HLA antigens, while in infertile couples there is identity of three or four HLA antigens or the presence of “similar’ones, that is cross-reacting
antigens. A large number of matching antigens leads to the fact that the embryo is not recognized by the immune system as a fetus but as a modified cell
of its own organism, which stimulates the immune reaction of the fetus destruction. The further investigation of the role of HLA complex to solve the
infertility problem is a perspective direction of scientific researches resulting in improvement of the correction methods for reproductive disorders and
the methods of treatment of infertile couples.

Key words: HLA complex, reproductive pathology.

Kommnnexkc HLA n maTonorus penpogyKumn

*B. Eropos, B. Cakaps, H. Ymypeny, B. Momun
Pedepar

JTokasaHo, 4TO KOHIIEHTpAIsA pacTBOpUMbIX aHTUTeHoB HLA I 1 IT K/1accoB urpaeTt mpOrHOCTIYECKyI0 POTb B IIPeICKa3aHmy MICX0/a 6epeMeHHOCT,
TO €CTb, CYILIIECTBYET NpsIMas KOPPENALsA MeX/y KOHLeHTpalyeli pactBopuMbix anTurenos HLA Il xyacca i cTeneHbI0 MMMYHOCTUMY/IAIIM MaTepH.
KoHIleHTparms JaHHBIX aHTUTEHOB Bo3pacTaeT Bo Bpems I n I rpumecTpoB 6epeMeHHOCTH 1 3aTeM 0CTaéTcsA CTabuabHOI. KoHIleHTpanusa aHTUIeHOB
HLA I'xmacca Bo BpeMms epBOro TpMMeCTpa OCTaéTCsl HUSKOIA, UTO CBA3AHO C OTCY TCTBMEM UMMYHOCYIIPECCUY, HO TI0 Mepe TOr0, KaK UMMYHOCYIIPeCCHs
BO3PACTaET, BO3PACTaeT ¥ KOHLEHTPALA AHTUT€HOB JJAHHOTO Kacca. B aTo Bpems Ipoljecc MMMYHOCYIPecCuM NPOTUBOCTOUT MMMYHOCTUMY/IALMN,
KOTOpas MOXKET HPEfICTABIATD YIPO3Y /A IIOAA. YCTAHOBJICHO, YTO /I GEePTUMIBHBIX CYIPYrOB XapaKTepHa HU3Kas CTeIleHb IMCTOCOBMECTUMOCTI
- 1-2 upenTnynbIX anTUreHoB HLA, B TO Bpems Kak Ipy 6ecIofmy ¥MeeT MeCTO MIeHTYHOCTD 110 ABYM may Tpem anTureHaM HLA mmoc Hamane
«ITOfI0OHBIX», TO €CTh MEPeKPECTHO PearnpyIOIiX aHTUTEHOB. BoJIbIIOe YMC/I0 COBIAJAIONINX AaHTUT€HOB ITTABHOTO KOMIIIEKCA TICTOCOBMECTUMOCTH
HLA y cynpyros mpuBOIUT K TOMY, YTO 3aPOJIbILI He PACIIO3HAETCA OPTaHN3MOM Kak IIOf, @ BOCIPMHMMAETCSA KaK M3MeHeHHas KJIeTKa COOCTBEHHOTO
OpraHm3Ma, IIpOTUB KOTOPOi1 HauMHAeT PaboTaTh CUCTeMa yHUdYTOXeHNA. [lanbHeliee uccnegosanne ponu HLA-koMIIeKca py 6ecriofmy ABIAeTCA
NepCIIEKTUBHBIM HAllpaB/IeHMEM HAay4HBIX MICCIE0BaHMIl, KOTOPbIE IPUBEAYT K YAYYIIEHUIO METO/IOB KOPPEKIMM PENPOAYKTUBHBIX PACCTPONICTB U
METOJIOB JIe4eHVs 6eCTIONNL.

Kmouesbie cnoBa: xomiiekc HLA, maronmorus penpogyKiumu.
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dusnonornveckoe TedeHne OEPeMEHHOCTU B 3HAYM-
TENbHON CTENEeHN 3aBJMCUT OT CJIOKHOTO B3aMMOMEVICTBYA
VIMMYHOJIOTMYECKIX ITPOIIECCOB, ITIOATOTABINBAIOIIIX MATKY
K IIPUHATHUIO Pa3BUBAIOLIETOCS SMOPUOHA, a 3aTeM IUIOfA, U
IIpeRYIPeXIAIOIX IPoLecchl oTTopxeHu: [31]. HeBbiHa-
IHIMBaH1e OepeMeHHOCT M/IY HEOHOKPATHbIe Oe3yCIIelIHble
IIOTIBITKY 9KCTPAKOPHOPAIbHOTO OIUIOAOTBOPEHMA MOTYT
OBITD CBSA3AHBI C AEIICTBYEM MMMYHOTIOTMYECKIX MEXaHM3MOB
[22]. PanHee HeBBIHAIIBaHIE 6ePEeMEHHOCTH, SABJIAIOIIeeCs
pacrpocTpaHéHHOI HopMOIt 6eCIIOnNs, IPK OTCYTCTBUN
aHOMa/Mil KapyoOTNIIA, Yallle BCETO MMeNTO MMMYHOJIOTYe-
cKyto TprumHY [32]. [laHHYI0 BO3MOXXHOCTD CIeflyeT IpUHM-
MaTbh BO BHIIMaHIe BO BCEX CITyYasAX TIOBTOPHBIX CTIOHTAHHBIX
abopTOB, HEOOBACHNMOTO OeCIUIOANs WM HeyHadu Ipu
9KCTPAKOPIOPATBHOM OIUIONOTBOPEHMI, C YIETOM BO3pac-
TAIOIIMX BO3MOXKHOCTEN! JIeYeHVIsI JaHHBIX PacCTPOICTB [22].

Hapy1uenus passutus sMOpuoHa, BbI3BaHHbIE UIMMYHO-
TOTMYeCKNMHU (aKTOpaMM, MOTYT IPOVMCXOAUTD Ha CaMBIX
PaHHUX CTafVsAX €ro PasBUTUA, KOIja OepeMeHHOCTb He
MOXeT OBITb OOHapY>KeHa ke HarboIee 1yBCTBUTETbHBIMI
tectamu. [IponcxonsaT “ecTecTBeHHbIE MUHM-A60PTHL ; 0CO-
0eHHO BBICOKA BEPOSITHOCTD TOTO Y SKEHIIVH, CTPaAIOLINX
TUHEKOJIOTMYeCKNMI 3a00/IeBaHIAMY, HAIlpuMep, S9HTOMe-
TPUO30M VIV SHIOKPVHHBIMU NTATOMOTUAMM. B 9THX cydasnx
YaCcTO CTABUTCA AMArHo3 “HeoObsacHuMoOro becrmopusa” [22].

ITo omeHKaM HEKOTOPBIX aBTOPOB, UMMYHOTOTMYECKIIT
¢daxrop nmeer MecTo He MeHee 4eM y 20% map ¢ becrionm-
eM, J/11 KOTOPOTO He CYIeCTBYeT IIPOYMX 0ObACHEHNIT. ITO
COCTOsIHNE, TIPY KOTOPOM aHOMAJNMJ IMMYHHON CHCTEMBI
JKEHII[THBI MOTYT UTPaTh BAKHYIO pOnb [22].

Bblo 1mokas3aHo, YTO TeHBI IIABHOTO KOMIIIEKCA IVICTO-
coBmectumoctn (HLA) crennenst ¢ psigoM 3abomeBaHmit,
0CcO006EeHHO ayTOMMMYHHBIX 110 mpupoge [4]. Kpome Toro,
OblTa BBIABMHYTA TUIIOTE3a YYacTUA JAHHON CHCTEMBI B
PeIpOAYKTUBHBIX IIPOIeccaX Y 4elIoBeKa I XMBOTHBIX [20].

Ycunmsa HayYHBIX KOJUIEKTUBOB B IIOCNIENHUE 5 — 6 JIeT
peann3oBanuCch IpU Iepexofie Ha KaueCTBEHHO HOBBIN
MOJIEKY/IAPHO-TEHETMYECKIII YPOBEHD uccnenopannsa HLA,
KOTOPBIN ¥ IMPUBET K HOBOMY IPOPBLIBY B MUMMYHOT€He-
Tuke. [IpMHINIIMANTBLHBIM OT/INYVEM HOBOTO IONXOfa, OT
UCTIONb3YeMOTO paHee, SABMICA TIePeXof Ha JCCIefoBaHNUe
HeIOCPeICTBEHHO T'eHeTNYeCKOT0 MaTepyaga — YIacTKOB
JHK, onpenensmommux ajuieIbHbII MOMMMOP(NU3M CHCTEMBI
HLA [32].

Hecmorps Ha TOT ¢axT, 4TO psfi aBTOPOB He OOHapy-
KUBAIM BIMAHUA aHTUTeHOB HLA Ha penpomyKTuUBHbIE
IIPOIIECCHI, eCTh HOIbIIOe KOMIYECTBO MCCIef0BaHMI, CBU-
TeTeNbCTBYOINX O TOM, YTO aHTUTEHbI JAHHOW CHMCTEeMBI
UTPAIOT YPE3BhIYAITHO BAXHYIO POIb.

B pabore Hataya et al. (1998) [32] yrBepxpaeTcs, 410
yacToTa BcTpedaemocTy ramorunos DRB1, DQBI1, DPB1
y MAIMeHTOB C NPUBBIYHBIM HEBBbIHAIIMBaHMEM OepeMeH-
HOCTJ 3HQUUTENIBHO OTIMYALTCSA OT aHATOTMYHOI JaCTOTHI
Y pepTUIbHBIX KEHIIVH.

B nccnenosanun [30], B X0fie KOTOPOTO TaIIOTHIILI OTIIOB
CPaBHUBAIVICh C TAIVIOTHUIIAMY MaTepeli, OIpeNeNsIINCh KOM-
OMHaIUY aHTUTeHOB T0KycoB A, B, C DR. ITponssopunace

OlLleHKa HacJe[OBaHM:A TaIVIOTUIIOB POAMTeNell C paBHOII
4acToTOl. B pesynbrare nccefoBanms ObIIO YCTAaHOB/IEHO
Ha/IM4ue PelpogyKTUBHOIO 0TOOPa, YTO CBUETEILCTBYET O
TOM, YTO HEKOTOPbIe KOMOVHALVN aJI/Iesiel AI0T PEIPORYK-
TUBHOe IpenMyuiecTBo [30].

Beino obuapyskeno [14], uro ramwrorun HLA-DRB1*03
VIN CLIETIZIEHHBIE C HUM aJI/IeIM aCCOLIMMPOBaHbI C IOBTOP-
HBIMM abopTamut.

Takum 06pa3oM, IMMYHOIOIMYECKIe IIPOLIECCHI UTPAIOT
B)XHYIO POJIb B PasBUTIN OeCIUTOANS, IMEIOIIEr0 MeCTO Y
OJIHOJI M3 [IeCSITH Cynpy>KecKux map [32]. 75% ciyvaes bec-
IWI0AYsT 0OYC/IOBTIEHO XPOHMYECKMMIU BOCIIATUTE/TbHBIMU
IIpOIleccaMy, 3aITyCKAIOIIVIMY IMMYHHBIE IIPOLIeCChI CHCTEM-
HOTO 11 MECTHOTO XapakTepa [32]. OHM MOTyT IPUBOAUTD K
PasBUTUIO BTOPUIHOTO MMMYHOehUINTa, yCYTyO/IaIoNiero
Oecrutofyie ¢ BO3HMKHOBEHMEM [IOPOYHOTO Kpyra [32].

VIMMyHONIOrMYeCcKe TPUYNHBL OeCIIONUs JIeXKAT B
OCHOBe He MeHee 4eM B 5% C/Ty4aeB JAHHOTO COCTOSTHMSA [32].

VIMMyHOReDULIUT Y SKEHIUHBI MOXKET ObITh IPUYNHOIL
Kak Oecrmopus I tuma (HapyuieHue 3a4aTiisi), BCIEACTBIE
CHIVDKEHMA 9KCIPECCUN pellelITOpa ANIIeKIeTKN K aHTUTeHY
ciepmatosonaa MA-1, a tak un 6ecrumopyst 11 tuma (HeBbIHa-
HIMBaHKe IJI0fA) BCIEACTBYE HEOCTATOYHOI M30CeHCUOU-
JIM3anVM KeHIIMHBI K aHTUreny TLX, koTopas 3amyckaet
MeXaHU3MbI UMMYHOJIOTM4YecKoit cynpeccun [32]. OH cBsizan
C MMMYHOJIOTMYeCKMM KOH(QINKTOM, HallpaBJIeHHbIM Ha
TOHAJa/IbHble K/IETKH, C BBIPA’KEHHON HECOBMECTUMOCTHIO
WM, HAIIPOTUB, C BBICOKOI COBMECTMMOCTDIO II0 aHTUT€HAM
cucrembl HLA [32].

B nccnepoBanum [27] 6p11M mpoaHaMIM3UPOBAHBI all-
nenbHble YacToThl ramnotunos HLA-DQA1, HLA-DQBI, a
taroke HLA-DRBI1 y mmuiy ¢ TpyOHBIM 1 aHAPOIOTMYECKIM
6ecrongyeM, MOMy4YaBUINX JedeHNe, HAPpAaBJIeHHOE Ha
BOCCTaHOBJIeHNUe (epTUIbHOCTU. BbUIo 06HApY>KeHO, YTO
YacTOTBI BO BCeX TPEX IPYINax ajulesiell y MallMeHTOB C
AQHJPOJIOTMYECKUM 6eCIIofueM 3HAUUTEIbHO OTINYA/IICh
OT YacTOT /MLl ¢ HOPMO30OCIIepMUeI; Y YKeHIIUH JaHHbIe
o4 He ObUIM 0OHApYKeHsI [27].

JlokasaTe/bCTBa BAMAHMA ITITABHOTO KOMIITIEKCA TUCTO-
COBMECTMMOCTH Ha CIIePMaTOreHe3 ObLIN IOTy4eHbl Ty TEM
CPaBHUTEIBHOTO aHanM3a GpepTUIbHON U 6eCIIONHOI
HOMY/IALMU, XOTS OCTaBaJIOCh HEBBIACHEHHBIM, ABJIAETCA
7V IaHHOE BJIMSHIME IPSAMBIM (MMMYHOIOTMYECKUM) WU
HenMMyHomorndeckuM [27]. He Ob110 MCKITIOUEHO BIMsHIE
TeHOB, HaxopAmuxca B npefenax HLA-koMmiekca, HO He
OTHOCAIIVXCA K HeMy [27].

Ponb cucrempr HLA B mpornjecce onnofgoTBOpeHs OCTa-
€Tca IpeMeTOM IIPOTUBOPEYMBBIX CyXAeHmit. OTyacTtu
9TO MOXKET OBITD CBSI3aHO C HEPa3PEeIIEHHBIM BOIIPOCOM 00
akcripeccuyt HLA B ramertax yenoBeka [11].

HecMmorTps Ha To, 4TO HEKOTOpBIe aBTOPHI [27] He cMOITIN
o6uapyxutp auturensl HLA In IT kacca B ciepmarosonax
Je/I0BeKa, Apyrue aBTOPBI COOOIanu O ralIOUHON VN
TUIUIONJIHOM 9KCIIpecCUM NaHHBIX aHTUTeHOB. bbuin oT-
MedYeHbl 3HAUNTebHbIe pas3mnans 4acToT ameneit HLA II
K/Iacca B TpYIINe MY>K4MH C HapyLIEHHBIM CIIepMaTOr€HE30M
U MY>X4YMH C HOpMa/lbHBIMU CliepMaTo3onusiaMmu. JlaHHbIe
TOBOPAT O TOM, UTO T€HBI, pacronoxeHHble BHyTpy HLA-
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KOMII/IEKCA, MOTYT Y4aCTBOBATh B KOHTPOJIE CliepMaTOreHe3a
yeyroBeka [27].

Ikcnpeccns antureHoB HLA 6pima JOKyMeHTHpPOBaHA
Martin-Villaetal. [14, 15] ux gaHHBIE TOBOPSIT O AUIIONIHON
skcnpeccyn aHTureHoB HLA I n II kaccoB B ounineHHbIX
CIIEpPMATO30aX ¥ AKTMBHO IIPOTEKAIOLIell TPaHC /AL IPO-
TerHOB HLA B repMuHanIbHBIX K/I€TKaX ¥ CIIEpMAaTO30M/axX.
I pyrue aBTOpBI COOO1IIANI O HU3KOM YPOBHE TPAHCKPUIILINN
renoB HLA kacca Ib Ha paHHuX cragysix cepMaroreHesa
[5], TO eCTh CIIEpMATOLUTOB 1 CIIepMATH/,. DT HaHHbIE He
[TO3BOJISIIOT CHEIATh 3aK/II0UEHIE O TIOTEHIIMAIbHbBIX (PyHK-
nusax monexyn HLA B mpoliecce criepmaroreHesa, HO OHU
[IO3BOJISIIOT CHEIATh BBIBOZ 00 aKTMBHOCTHM TPAHCKPUIILINI
u Tpancsanuy reHoB HLA Bo Bpems ganHoro mepuopa [27].
KoppenAnus MoOBBIIIEHHBIX YaCTOT HEKOTOPBIX ajjleneit
HLA 1II xnacca B rpynie maieHTOB C TKENBIM MYXXCKUM
OecriofieM rOBOPUT O TOM, YTO PA3/IMYHble a/UIe/IN WIN
ramtorunsl HLA MoryT no-pasHoMy (yHKI[MOHMPOBATh HA
KJIETOYHOM ypOBHe [27].

B cBeTe HefraBHO 0OHAPY>KEHHOTO (DaKTa HAMINYMSI JUIITIO-
upabix antureHoB HLA I u II xmaccoB Ha ciepmaTo3onpax,
TpaHckpunuuy reHos HLA B mpoliiecce criepmaTtoreHesa y
vemoBeka [14, 15], 1 OTKPBITHUS BIUSAHUS TAHHBIX AaHTUTEHOB
Ha IPOLeCC PerpOAyKLuY, ObUI IPON3BENEH CPABHUTEND-
HBI aHA/IM3 Map, NONyYaBUINX JledeHNe, HallpaB/IeHHOe Ha
BOCCTAQHOBJIEHME PEIPOYKTUBHBIX CIOCOOHOCTEN!, B CBS3U
C TSDKETIBIM MY>KCKMM OeCIIOfMeM WM OKKJII03Mel MaTou-
HBIX TPyO IIpM HaIM4IMU HOPMAJIbHOII CIIepMOIPaMMBI Iap-
tHEpa [27]. B mporecce nccnenoBanmit 6p1 0OHAPY>KEHBI
3HaunTeNbHble oTInuus yactoT amieneir HLA I knmacca n
YacTOT FAIIOTUIIOB Y MY>KYMH C HOPMaJIbHBIM CIIEpMaro-
TeHe30M U MY>K4MH C aHApOJIorndecKuM becriopuem [27].
JlaHHBIE TOBOPAT O BAMAHUY T€HOB, ClielIéHHbIX ¢ HLA, Ha
MYy>XcKue rameTsl. [l 6ojee moppo6HOIT XapaKTepUCTUKA
00OHapy>KEHHBIX aCCOLVALNIT HeOOXOIMMBI Ja/IbHeli e VC-
cnepoBanus. Heo6XoquMo OTBETUTb Ha BOIPOC, SBJISIIOTCS
I TPUYMHOM BbIAAB/IEHHDIX aCCOLMALNI MIMMYHOIOTMYECKIE
IPOIIeCCHl WIN B UX OCHOBE HAXOAATCA APyrue GyHKIUN
renos HLA [71].

PaHee mpepmonaraaoch, 4To MPOILECC ONIOJOTBOpE-
HUA MMeeT UMMYHHYIO IIPMPOJY IO aHATIOIUM C peaKiyen
anturen-a"Tureno E R. Lillie (1912) [32].

bbla npepioskeHa rmoTesa MpefoYTUTeIbHOCTI 9KC-
npeccuu anturenoB HLA pya B3aumopeiicTBuil cnepmaTo-
30mzia U ANLEeKIeTKY B Ipoliecce OIIofoTBopenus [4, 10],
KaK OCHOBBI [IJIS a[iTe€3UM KJIETOK 32 CYET B3aMMOJIEIICTBUI
Mexny penentopamyu CD4 u MonekynaMy ITTaBHOTO KOM-
mIekca rucrocoBMectTumocTu II kmacca.

B HacTosmIee BpeMs M3BECTHO, YTO CIIEPMATO30M/]| Ha-
TenéH aHTUTeHOM MA-1, pacro/no>kKeHHbIM Ha ITOBEPXHO-
cTi MeMOpaHbl aKpOCOMbl. MeMOpaHa sIfI[eK/IeTKN MIMeeT
pelenTopsl afre3Nny, yaep>KuBalnue ClIepMaTo301s, BO
BpeMsI KOHTAKTa ¥ CHOCOOCTBYIONINE OMIOLOTBOPEHNIO.
Hapymienne agre3uy nNpuBOANT K HAPYIIEHUIO OIJIOAOT-
BOPEHM, PeleNTOPbl MOTYT HOBPEXAATHCA Pa3TNIHBIMU
9H3MMaMM, OTOKVMPOBATHCS Pa3/IMYHBIMIL IIPOTENHAMU VTN
UX 3KCIIpeccus MpeKpallaeTcs B pe3y/nbTaTe pasaMIHbIX
OMOXMMITIECKIX CTpeccoB [32].

Cucrema HLA npuHumaer y4actue B GOpMUPOBAHNUN
aHTUTraMeTHOTo uMMyHuTeTa. JJo 50% crnepmaTo3onzos co-
nepxat morexynsl HLA Iu IT kmaccoB. OHu ceHCnbmmsnpy-
10T OPraHM3M MaTepy, oMa/ias B KPOBb Yepe3 MUKPOTPABMBI
CIM3UCTON 000IOYKM IOMOBBIX Iy Teit. OCOOeHHO BbIpaXkeH
TAHHBIM IPOLECC IPU 3HAYUTETbHON HECOBMECTUMOCTH
cymnpyros 1o aHtureHaMm cucreMmbl HLA. JlaHHbIN mTpolecc
AKTUBU3UPYETCs [PV Ha/IN4MIM MECTHOTO BOCITa/ICHN S, BBI-
3BaHHOT0, HAIIpUMep, MHEKIMAMY HOJIOBbIX ITyTeit [32].

Taxoke BO3MO>KHBI 2y TOMMMYHHDIE IIPOLIeCChI, HAIIpUMep,
obpasoBaHue ayToaHTUTeN K zona pellucida y Hocurenpaniy
onpenenéHubix ramnorunos HLA, nanpumep, HLA-DR3 nmm
HLA-B8 [32].

EcrecTBeHHasA TONEPaHTHOCTb OpraHM3Ma >KEHIUHBI K
criepMaro3oufiaM 1 61acTonucTe ob6ecnednBaeTcss OTCYT-
CTBUEM 1T 67IOKMPOBKOIL TPAHCIVIAHTALIOHHBIX aHTUTEHOB
Ha raMeTax, MMMYHOCYIIPeCCUBHBIM BJIMSHUEM CEMEHHOI
IJIa3Mbl, 4 TAK)Ke MECTHBIMU CYNPEeCCOPHBIMMU (paKTOpaMu
B JKEHCKUX IIOJIOBBIX MyTAX (Hanmuume T-mumMonuTos-
CYIIPeCCOpoB Ha CIM3UCTOI 0007I04Ke ¥ MaKpodaros co
CHIDKEHHOIT (PYHKIIMOHATBbHON aKTUBHOCTBIO). 3UrOTa 3a-
muieHa zona pellucida, muménnoit monexyn HLA. Opnaxo,
B IIpOLiecce MO/I0BOIT XUSHM XKEHIIMHA CEHCUOMITUSUPYETCS
monekynamu HLA-rannoTuna maptHépa, BCIeACTBIE Ha-
JIMYUA B 9AKY/LATe HEKOTOPOTO KOJMYECTBA JIeMIKOLUTOB 1
MMQONNTOB, a Takxe Monekynamu HLA, cop6upoBaHHbIMU
Ha ciepmaTo3sonfe. CyliecTBYIOT FeHeT4eCKIIe MeXaHI3Mbl
VMMMYHHOJ TO/IepaHTHOCTH. Pelraroniass posb IpUHAJIEKNAT
tTpodobnact-mmMdponepekpécTHoMy anTureny — TLX, Heko-
Topble anUTONBI KoToporo cxogHel ¢ HLA. CynpeccopHbiit
MeXaHM3M HallpaBjIeH IIPeMMYIIeCTBEeHHO IPOTUB MPO-
oykToB oTnoBckoro HLA-ramnorumna. HemonHoneHHOCTD
DAHHOTO MeXaHM3Ma MOXKeT IPUBOAUTDH K IPUBLIYHOMY
HeBbIHALIMBaHNIO GepeMeHHOCTH [32].

Cy1ecTBOBaHMEM I'eHOB CIIePMaTOreHe3a, PaclIoNOXKeH-
HbIX BHyTpu perrona HLA II kmacca i mo6am3octu ot
Hero, MO>KHO OO'BsICHUTD HalIII0fjaeMoe BIIMsIHUE ajlIerieit
TaHHOTO KJIacca Ha MYXCKYI0 (epTIIbHOCTD. Takue TeHbI
HefIaBHO JIeVICTBUTEIbHO OBIIV BBISBIIEHBI, U 0Ka3a/I0Ch, YTO
HEKOTOpbIe 113 HMX JIeKaT BOMU3U OT ITTABHOTO KOMIITEKCa
TYCTOCOBMECTUMOCTH [23].

bonee meranbHble faHHBIE OpraHMsanuy permoHa II
KJIacca I7TaBHOTO KOMIIJIEKCA TYICTOCOBMECTMMOCTH Ye/IOBEeKa,
0COOEHHO CPaBHUTETIbHDIIT aHA/IN3 JaHHBIX CeKBEHNPOBAHIA
OT/IeTIbHBIX TaIIOTHUIIOB, BO3MOXKHO, OTIPEeNEeNNT Crerdu-
YecKye pasindiis, KOTOpble OIPeleIAT PO/Ib OIPeie/IEHHBIX
ramwtornioB HLA B ciepmaTorenese [1].

ITpu oTCcyTCcTBMM BCeX YKa3aHHBIX BbIlle IPOLECCOB
MOXeT MATY pedb 0 OeCIUIOfUM HesCHOTO TeHe3a Kak I Tak
u I tuma. Oto 6bIBaeT Mpy HAIMYNU 3HAYUTEIBHBIX OTKIIO-
HEHMI CTeTIeH! T'YICTOCOBMECTUMOCTHM CYIIPYTOB IO CUCTEME
HLA [32].

Pornb nmMyHOmOrnaeckux GaxTopos H6asupyercs Ha pax-
Te, YTO IUIOf [I0 OTHOLIEHNIO K MaTepy SIB/IAETCS TeHeTUIeCKI
HaIOJIOBMHY Yy>Ke€POJIHbIM OpTaHM3MOM. Bce kneTkn moga
cofepyKar, moMumo rartongHoro Habopa HLA-anTHrEeHOB
MaTepy, rarionaHbi Habop HLA-anTnrenos orua. Cospe-
BaHME OIJIOJOTBOPEHHONM ANLIEK/IETKN JOCTUTAETCA 3 CUET
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TelICTBMA CYIPECCOPHBIX MEXaHM3MOB, KOTOpbIE He II03BO-
JIAIOT MIMMYHHOJ CHCTeMe MaTepy OCYLIeCTB/IATb UMMYHHYIO
aTaKy Ha IUIOJ C LIe/IbI0 eT0 OTTOpXKeHus [32].

ViccnemoBanue acconmupoBanHbix ¢ HLA addexros Ha
PeIpORYKIMIO Y YenoBeKka POKYCHpPYyeTCs Ha MCCIeSOBaHIN
vactor anTureHoB HLA y map ¢ HeoOpsicHUMBIM GecrinonyeMm
VJIY TIOBTOPHBIMY CIIOHTAHHBIMU abOpTaMu; JjaHHBIE VIC-
ceoBaHysl 6A3MPYIOTCS, IIABHBIM 00pa3oM, Ha TUIIOTE3e
HapyllleHNA UMMYHHbBIX peaklMii MaTepy IPOTUB IUIOfA B
pesynbTaTe BBICOKON COBMECTMMOCTH IMAPTHEPOB 110 aHTU-
reram HLA [19].

Yyactne renos HLA B pertpofyKIyy MoyXeT 3aK/TI04aThCs
B HeaJeKBATHBIX IMMYHOJIOIMYECKIX B3aVIMOJENCTBIAX
MEXJy INapTHEPaMIU WINM MEXIY MaTepblo ¥ IIOLOM Kak
[IOTEHIVA/IBHYIO IPUUNHY IpepbIBaHMsI OepeMeHHOCTH (4,
13, 23]. Auturenst HLA, siBsifornmecsi OCHOBHBIMI JieTep-
MUHAQHTaMV IPVHATAS VWIN OTTOP>KEHMS a/IOTPaHCIUIaH-
TaTOB Y M/IEKONIMTAIOIVX, OBUIN TOAPOOHO UCC/IETOBAHBL B
KOHTEKCTe 6eCIIIoAyst MM HeBBIHAIIMBAHS O€PEMEHHOCTI
[19]. OnHako, He OBIIO MONTYYEHO PEILIAIOIIIX JOKA3aTE/bCTB
TOTO, YTO Hea/[eKBATHO CU/IbHBIN WM CTAOBINl MMMYHHBII
OTBeT MaTepy Ha (heTajIbHble AHTUTEHBI SIBJISIETCSI OCHOBHOI!
IPUYMHOI HEBBIHAIMBAHY OepEMEHHOCTH WV U VOTIATI -
yeckoro Oecruropus [27].

C MoMeHTa Hauazna 6epeMEeHHOCTU OpPraHM3M MaTepu
HYXXJaeTcd B MMMYHOCTMMY/IALINY, B TO BpeMs Kak IO-
TpeOHOCTh B MIMMYHOCYIIIIPECCUY BO3HUKAET, HAYMHAs C 8
Hepernu rectarui [28]. XapakTepucTUKY JaHHBIX IPOL[ECCOB
KOPPEUPYIOT € UCXOA0M OepeMeHHOCTH. BbIIO HOKa3aHO,
YTO KOHLEHTpauys pacTBopuMbIX aHTureHos HLA I n II
K/IACCOB UIPaIOT MPOTHOCTUYECKYIO PO/Ib B MPeACKA3aHUN
ucxopna 6epemeHHocty [28]. Gakruuecky, CymecTByeT Ipsi-
MasA KOppenAluA MeXJy KOHIeHTpalyell pacTBOPUMbIX
anTurenoB HLA Il kiacca u crenenpo MMMYHOCTUMYIALIAA
Matepu. KoHIleHTpauys SJaHHBIX aHTUT€HOB BO3PACTaeT BO
Bpems I u Il TpumecTpoB GepeMeHHOCTH, 3aTeM OCTAETCs
cTabUNbHOI. B TO e BpeMs KOHLEHTpALNs aHTUTCHOB
HLA I xmacca Bo BpeMs IepBOTO TpUMeCTpa HU3Kasd, YTO
KOppenupyeT ¢ OTCYTCTBMEM MMMYHOCYIIIPeCCUH, HO I10
Mepe TOro, Kak MIMMYHOCYIIPecCHs BO3pacTaeT, BO3pacTaeT 1
KOHIIEHTPAI[VIs aHTUTEHOB JJAaHHOTO Kmacca [28]. B aTo Bpems
IPOLeCChl MMMYHOCYTIIIPECCHU IPOTUBOCTOAT UIMMYHOCTH-
MYJLALNN, KOTOPasA MOXKET IPefICTaB/ATD YIPO3Y /A IUI0AA
[28]. HapymureHne aHHBIX IPOIECCOB MOXKET IMPUBECTU K
IpepbIBaHuI0 OepeMeHHOCTH [28].

CymnpeccopHble TIPOLeCChl YACTUYHO 00YCIOBIEHBI TEM,
4yTO aHTU-HLA-aHTHTENA HE MOBPEX/AIOT IJIAlleHTapHYIO
TKaHb, TaK KaK Ha IIOBEPXHOCTHU TpodobdracTa HaXOATCSA
($aKTOphI, NHAKTUBUPYIOIIVE TPETUNl KOMIOHEHT KOM-
nnemenTa C3, a TakKe CBA3aHBI C HaMM4YMeM MOJIEKY/ He-
knaccuyeckoro HLA-G-mokyca, OTCyTCTBYIOIIMX B APYIUX
TKaHAX opraHmsma [32]. OHM MHIMOUPYIOT peLenTopsl
€CTeCTBEHHBIX KMJIJIEPOB, KOTOPbIe B JAHHBIX YC/IOBUAX He
MOT'yT OKasbIBaTh HOBpexpatouiero agpdexra. Kpome toro,
y JKEHIIVMH CUHTe3MPYIOTCA aHTUTena knacca IgG nporus
crrenmuuecKoro autureHa TpogobaacTa, KOTOpble 3aImu-
I[AIOT €r0 OT MOBPEXJAIOLIEro BO3/EMICTBUA UMMYHHBIX
peakuuit [32]. TaHHBII [IPOLIECC 3aITyCKaeTCsT CeHCnomm-

sanueit Kk TLX. [Tpu Hanmann nMmyHozedumnTa JaHHBIIT
MeXaHM3M HapyIIAeTCsT, CEHCUOMIN3ALsI He IIPOUCXOINT U
OIOKMPYIOLIVIT MEXaHU3M He sAB/AeTCs 9 eKTUBHDIM [32].

B pabore Yie etal. (2000) [32] mokasaHo, 4TO SKCIIpeccust
rena HLA-G, urparomiero KpuTu4eckyio poib B MAaTePUHCKOI
MMMYHHOI TO/NIEPAaHTHOCTY K IIJIOAY, PeryInpyeTcs Ipo-
TeCTEPOHOM B YC/IOBMAX in vitro-mopenu. beio BrickasaHo
IIPEJIIONOXKEHNE, 9TO, II0 KpailHel Mepe, OfIVH I MEXaHU3MOB
MMMYHOMOJY/ISIL{UY IIPOT€CTEPOHOM BO BpeMs GepeMeHHO-
cTu cBsizaH ¢ akcnpeccreit rena HLA-G [32].

YcTaHOBJIEHO, YTO A/Is1 PEepPTUIBHBIX CYIPYrOB Xapak-
TepHa OOBIYHO HM3KAS CTEIIEHb IMCTOCOBMECTUMOCTI — 1-2
ueHTYHbIX auTureHoB HLA, B To Bpems Kak npu 6ecIuio-
VY IMeeT MeCTO UIEHTUYHOCTD 110 3 aHTureHam HLA wnn
UIEHTUYHOCTD 110 2 auTureHam HLA miroc Hammmunme “nomo6-
HBIX , TO €CThb IEPEKPECTHO Pearnpyolinx, aHTUTeHOB [32].

bonbioe uncio coBnafanoIMX aHTUT€HOB I/TABHOTO KOM-
mtekca rucrocopMectumoct HLA y cynpyros npusogut x
TOMY, 4TO 3apOJIbILI He PAaCIIO3HAETCSA OPTaHM3MOM KaK IO,
a BOCIIPMHUMAETCS KaK M3MeHEeHHast KJIeTKa COOCTBEHHOTO
OpraHmama, IpPOTUB KOTOPOJ HAaYMHAET paboTaTh cucTeMa
yHUUTOXeHUA [32].

Cencnbunusanus 6epeMeHHBIX K OTHOBCKMM HLA-
aHTUTeHaM IUIOfa, CX0ACcTBO cynpyros 1o HLA, mpucyTctBue
B HLA-denoTtune popuresneil onpeneéHHbIX aHTUTCHOB
IPUBOJUT K CIIOHTAaHHBIM BBIKUIBIIIIAM, TSKEBIM FeCT03aM
6epeMeHHOCTH, BPOXX/EHHBIM IIOPOKAM PasBUTHA IUIOAA,
CHIDKEHMIO CONPOTUB/ISAEMOCTI MOTOMCTBA K Hebmarompu-
ATHBIM (PaKTOPaM OKpYy>Kaloleit cpefpl [32].

Ha mpakTuke IpuMeHseTCS TaK HasbIBaeMBIl “MHJEKC
TUCTOCOBMECTUMOCTH , KOTOPBIN BHIPa>kaeTcs B IPOLIeHTaX.
[Tpy HanmM4YMM OFHOTO NIEHTMYHOTO AHTUT€HA OH COCTaBJLAET
25%, TIpy Ha/IM4YUY IBYX aHTUTEHOB — 25%, 1Tpy TpéX — 75%.
[Tpy HamMumMy nepeKpéCTHO pearupyloUux aHTUTEHOB
MHJIEKC TYICTOCOBMECTUMOCTH IOBbIIIaeTCA Ha 20%, eciu
TaHHbIe 0COOEHHOCTU BBIPQKEHDBI B 3HAYNTENBHON CTele-
HI ¥ Ha 10%, ecmu HaHHbIe 0COOEHHOCTU HE3HAUNTETbHBL
ITepekpécTHBIMU O0COOEHHOCTAMY 00/IafJal0T CIIEAYIOLIe
ramnotunel: HLA-A3 - HLA-A11; HLA-A2 — HLA-A28;
HLA-A23 - HLA-A24; HLA-A30 - HLA-A31; HLA-A10 -
HLA-A26, a taxoke rarmoruiibl HLA-B: HLA-B5 - HLA-B35;
HLA-B7 -HLA-B27 - HLA-B22; HLA-B40 - HLA-B41; HLA-
B8 - HLA-B14; HLA-B13 - HLA-B40; HLA-B38 - HLA-B39;
HLA-B12 - HLA-B21 [33].

Taknm o6pasom, npu cxokectt HLA-rammotumnos orma
u marepu He ¢popMmupyercsa obs3aTenbHas U JOCTATOYHAS
nsoceHcubunusanus 6epemenuoit Kk HLA-ranmorumy
MY>Ka, BCIEACTBME Yero OTCYTCTBYeT 0asa [isg MHAYKINU
TyMOPaJIbHBIX 1 KJIeTOYHBIX CYIPECCOPHBIX (PaKTOPOB, He-
00XOMMBIX /IS 6/IaTOIIO/IYYHOTO BBIHAIIMBAHMA IIJIOAA.
B mpoTHBOINOIOKHOCTD a//IOTPaHCIIIAHTALINY, YCIIENTHOe
BOCIIPOM3BeJIeHMe BIJla BO3MOXKHO IIPU JJOCTaTOYHBIX Te-
HETUYECKUX PA3INYMAX MEXY CYIpyraMu II0 aHTUTeHaM
rucrocoBmectumoctt HLA [33].

CyujecTByeT KOHLeNINsA BoBnedyeHusa renos HLA B
KOHTPOJIb PasBUTUA OePeMEHHOCTM, YIUTHIBAIOLIASA TeHe-
TUYeCKMe MPOLeCChl. BpINo BBIIBMHYTO IPEJIIONOXKeHN e O
CYILeCTBOBaHMM JIeTa/IbHBIX 1 YACTUYHO JI€Ta/lbHBIX T€HOB,
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PacIono>KeHHBIX BHYTpy KoMIutekca HLA nm B Hemocpen-
CTBEHHOM 6/1M30CTH OT Hero [9].

B Hacrosiiee Bpems Bcé Gorblie MCCIefOBaTeNeN Ipu-
XOJIAT K BBIBOJTY O TECHOI B3aMIMOCBSA3M ¥ B3aUMOPETY/IALNI
MEXY SHJ,OKPVHHOI 1 UMMYHHOI CUCTEMaMU, peann3yro-
I[eiics B SHAOMEeTPMM Ha PaHHMX STalax MMIanTanyy (B.
M. CupenbHukoBa u gp., (2004) [32]).

BcnencTBue TOro, YTO a/IeNy M TAIZIOTHUIIBI, YaCTOTHI
KOTOPBIX HOBBILIEHDI Y 0€CITIONHBIX MY>K4MH, TaK>Ke MOTYT
BCTPE€YaTbhCA, XOTA M C MEHbIIEN YaCTOTOM, Y MY>X4YUH C
HOPMAJIbHBIM CIIEPMATOTEHE30M, IIPENCTAB/ISIETCS BEPOSIT-
HBIM, YTO OTIOTTHUTE/IbHbIE PAKTOPBI MOTYT UIPATh POIIb B
HapYyILIEeHUY CIIEPMATOTeHEe3a Y MY>KYMH-HOCUTEIEN arIeNe,
IpefcTaBAmuX coboit “dakrop pucka’ [27].

Chlamydia trachomatis — onyit U3 HanboJIee YaCTHIX BO3-
Oynurerneit 3a60/1eBaHNIL, TIePeAIOLIVXCA IOIOBBIM Iy TEM Y
JKEeHIVH [21]. 9T0 06/IUraTHBI BHY TPUK/IE TOYHBIN MUKPO-
OpraHM3M, PasMHOXAMIUIICA Ha MeMOPaHHO-CBsI3aHHBIX
BaKyo/siX (BK/IIOYEHNSX) B LUTOIIa3Me K/IETKV XO3sMHA.
MHorue X1aMUANitHbIe NHPEKIUY 6€CCYMIITOMHBL, C YaCThI-
mu peundekiusamu. [Tpu orcyrcrBun nevenus: Chlamydia
MMeeT BBICOKYIO TEH/ICHI[MIO IePCUCTUPOBATh B BOCIIA/IEH-
HOII TKaHU, HAIIPUMep, BEPXHUX OT/E/IOB IOJIOBBIX OPTaHOB
MALMEHTOK C BOCIIA/IUTE/IbHBIMU 3a00eBaHMsIMu Tas3a [2].
JlnuTenpHOE BOCIa/IeHNe MOYKET IIPUBOJUTD K PyOIieBaHIIO
TKaHell, MHOTfa — K oKko3uu Pajrronuessix Tpy6. OnHaKo
TOJIBKO Y OIIPEIe/IEHHOI YaCTU MHPUIMPOBAHHBIX )KEHIINH
pasBuBaeTcs TpyOHOE OeCIIofie, YTO TOBOPUT O TOM, UTO
reHeTIYecK1e paKTOPbI, MOAYIMPYIOL[e UMMYHHBII OTBET
U BIVSIIOLIE HA TTATOTeHes3 XaMuanitHoit nadekunn [11].

XmaMuauiHbIi IpoTenH Ternosoro moka CHSP60 urpa-
eT BOXHYIO PO/Ib B IMMYHOIIATOT€HETUUECKIX MeXaHI3MaxX
06OYHBIX TOC/IEACTBUI XTaMuauitHo nHdekunn [18, 29].
Kpowme Toro, y uenoBeka 6bl1a OIMcaHa acCOLMALIVIS MEXY
anturenamu K CHSP60 u amnesamu HLA 1T kmacca [6]. He-
IaBHO OBIIO 0OHapy»eHO, 4To uHTepnelikuH I1L-10 gacTo
cekpetrupyerca CHSP60-cenupuueckumu T-xnerkamn y
KEHIINH ¢ TpybHbIM 6ecrmopueM [12]. Cexpeuns IL-10,

unpynuposanHasa CHSP60, 6oree BbIpa)keHa y SKEHIINH C
TpyOHBIM OecIUIofueM, 10 CPaBHEHUIO C 06C/IeJOBAaHHBIMM
JKEHIIMHAMM 13 KOHTPOJIbHON rpymnsl [11].

VmmynHsble peakuyy Ha CHSP60 urpatoT nieHTpanbHYyI0
POJIb B BOCIIAJIUTENbHBIX PEaKIVAX B 06/TACTY MAJIOTO Tasa, a
TaKoKe B 6ecropyu, BeisbiBaeMoM C. trachomatis [11,18,29].
Y >KeHIVH ¢ X/TaMUAMITHBIM TPyOHBIM OecIutofyieM 06Hapy-
>keH oTBeT Ha aHTUreH CHSP60, acconumposanssiii ¢ IL-10
- 1082A nannenamu HLA-DQA1*0102 u HLA-DQB1*0602
[11]. XoTs B IpoLecch! pasBUTIA X/TAMUAUITHOTO OeCIUIOnu,
BO3MOYXHO, BOB/IeY€HbI MY/IbTI(AKTOPYAIbHbIE MEXaHU3MBI,
HOTyYeHHbIe Pe3y/IbTaTbl TOBOPAT O HAIMYUY aCcCOLMALNU
c aimtenamu HLA 11 knmacca — DQ, a Tak)ke aHTUTeTaMI K
CHSP60 [6, 11], 4TO TOBOPUT O TOM, YTO UMMYHHBII OTBET
Ha CHSP60 3aBMcUT OT reHeTHYeCKMX (PaKTOPOB OpraHyM3Ma.
Tennbrit nomumop¢usm IL-10 —1082 urpaet posib B IPOAYK-
v in vivo IL-10 [11]. Turner et al. ykaspIBaoT, YTO F€HOTUIT
IL-10-1082 AA accounupoBaH c 60r1ee HUSKOI IPOLYKIIMet
npotenHa IL-10 mo cpaBHeHuto ¢ reHotunom 1082 GG [26].
Opnako 6bI0 06HAPYXKEHO, 4TO peakTuBHOCTb Ha CHSP60
CBsI3aHa ¢ ycuneHHoi cekpenyelt IL-10 y manyenToB ¢ X1a-
MUJUITHBIM TPpyOHBIM Oecruiopuem [11, 12].

BbUIH 10Ty 4eHbl JaHHBIE O TOM, YTO TPYOHOe Oecruiopye
acconunposaHo ¢ awrenamu DQB1*0602 1 DQA1*0102,
XOT YaCTOTBI aJUIeJIell He MIMe/IM CTaTUCTUYEeCK] 3HAUMMBIX
pasmmunit. BOsMO>XHO, 4TO acconmanysA cBsA3aHa C IpyTUMHI
reHamu, Hanpumep, HLA DRB1*1501, HaxopAmmuMucs B
HepaBHOBeCUM TIO cleleHuIo ¢ autensamu DQB1*0602 u
DQA1%0102 [11].

Kpowme Toro, 661111 1oy de bl faHHbIE O CBSI3Y TPYOHOTO
6ecropnust, BbisBanHoro C. trachomatis c HLA-DQA*0101 u
-DQB*0501 [3, 11]. Takum 06pa3oM, reHeTHIeCKIie ITPOLIECCH
y4acTByIOT B peakuuax Ha CHSP60, rne onn urpaior ponb
B3anMogerictBua Mexxy renamu HLA n IL-10. [TanbpHeiimne
UCCTIeOBAaHNA NO/DKHBI IOKa3aTb, MoryT nu ajneny HLA u
rensl IL-10 6bITh MCIIONb30BAHbI B KaueCTBe MAPKEPOB PUCKa
pasButus Tpy6Horo 6ecrmonust [11]. B HacTosimiee Bpems
HpeX/IeBPeMEHHO TOBOPUTbh 00 MX BO3MOXHOM KJIMHIYe-
CKOM 3HaueHM.

Ta6numa 1
Ponp rannorunos HLA-DQA1 n HLA-DQB1 B pennpoagyKTUBHOI MegIIIITHE
Fannorun HLA-DQA1 NMpepnonaraemoe 3HavYeHue
DQA*0101 Tpy6Hoe 6ecninopue [3].
DQA1*0102 Tpy6Hoe 6ecninogne [11].
DQA *0301 MpenpacnonoxeHue K becnnoamio, CBA3aHHOMY C X1aMUAUAHON 1 FOHOKOKKOBOW MHdeKumen [17].
DQA1*0501 3alWuTHoe BNUsiHUE Npu 6ecnioani, CBA3aHHOM C XNTaMUANIAHON N TOHOKOKKOBOW nHbeKumen [17].
Fannotun HLA-DQB1
DQB1*0501 Tpy6Hoe 6ecnnopgue [8].
DQB1*0602 MiMmo6burnmsmpyowmne aHTucnepmMasbHble aHTuTena [25].
Tpy6Hoe 6ecninogwe [11].
DQB1*0604 HeobcTpyKTMBHan azoocnepmus [16, 24].
DQB1*0303 Nmmobunmsmpyiolme aHTUcnepmanbHble aHTutena [11].
DQB1*03 AHTUTENa K GONNKYNOCTUMYNIMPYIOLLLEMY FOPMOHY Y MaLMEHTOK C SHAOMETPUO30M 1 MONIMKNCTO30M
ANYHMKOB [7].
DQB1*0402 3awWmTHoe BNMsAHUe Npu 6ecnnoanu, CBA3aHHOM C XTaMUAUIAHOW 1 FOHOKOKKOBOW NHdeKumen [17].
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BBICTPO yBeMMIMBAIOIIVIICA CTIEKTP MY/IBTV(AKTOPHAIb-
HBIX 3200/IeBaHIT, e TEPMIHIPOBAHHBIN “TeHaMIU [IPeApac-
[I0/IOYKEHHOCTI , OTKPBIBAET peajIbHble IEePCIEKTIBDI [Is
cospannsa JJHK-6aHKa 1 KaXHoro denoBeka (reHetmde-
CKOTO I1acIIopTa), 0COOEHHO Ba>KHOTO IIPY IUIAHMPOBAHUY
6epeMeHHOCTH. YacTbI0 TAKOrO MACIHOPTa MOXeET OBITH
tunvposanye HLA-anturenos [31].

B mpepcraBienHoil HiKe Tabmiie 1 KOPOTKO XapakKre-
pusyrorca ramnotunsl HLA, cBA3aHHBIE C OCTOXXHEHMAMMA
PeNpoyKTUBHOTO TIPOIlecca, polb KOTOPHIX YCTaHOB/IEHA
HayYHBIMU UCCTIEIOBAHMAMMA:

V3 mpezicTaB/IeHHBIX JaHHBIX C OYEBUIHOCTDIO CIIEfyeT,
YTO aHTUIEHBI IJITABHOTO KOMIUIEKCA IICTOCOBMECTUMO-
cTu denoBeka HLA mrparoT BakKHYI0 po/ib B HOPMaJIbHBIX
PeNnpoyKTUBHBIX IIpolieccax U B IPOIleccaX MMMYHHOTO
6ecrmopus. JlambHelIue NCCIeNOBAHNA POMU CUCTEMBI
HLA B Oecriiogum ABIAIOTCA IEPCIEKTUBHBIM HAYYHBIM
HaIpaB/IeHIeM, Pe3y/IbTaTOM pean3ariu KOToporo oyzer
COBEpIIEHCTBOBAHNE METOIOB KOPPEKLIMY PeNPONYKTUBHBIX
HapyLIeHMIT ¥ METOROB JiedeHNs1 6eCIUIOfHBIX T1ap.
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Minimally invasive lumbar disk surgery: technique and results
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Abstract

We report the technique, outcome and complications seen in 100 cases of prolapsed lumbar disc in patients who have undergone the minimally
invasive endoscopic discectomy. Radicular and lumbar pain has been assessed via Visual Analog Scale of pain. The outcome assessment of the surgical
treatment has been done by EQ-5D and Oswestry Disability Index criteria. Results: 100 patients (52 males, 48 females) have undergone the minimally
invasive endoscopic discectomy of prolapsed lumbar disc. The catamnesis period has ranged from 1 to 5 years with a mean value of 1.4 years. Seventy four
patients (74.0%) have had an excellent outcome, 20 (20.0%) patients — a good outcome, 5 (5.0%) patients — an average outcome and one patient (1.0%) - a
poor outcome. No cases of subfascial infection complications have been registered. Intraoperative complications have included 4 cases of minor damage
of the Dura nerve without any clinical complications in postoperative period as well as a temporary impairment of sensitivity in the area of nerve root
innervation in 3 patients and a temporary motor deficit in 2 patients. All the patients have recovered during the catamnesis period. There have been 4
cases of recurrent disc prolapses at the same levels, where they were operated before. Conclusions: Minimally invasive endoscopic discectomy is a safe
and effective procedure for the treatment of a prolapsed lumbar disc.

Key words: prolapsed lumbar disc, minimally invasive endoscopy, discectomy.

ManonHBasBHasA IHAOCKONNYECKasA XUPYPINUA IPhDK
ME)KIIO3BOHKOBBIX IVICKOB MOsICHIYHOI 00/TaCTI: TEXHUKA U Pe3yIbTaThI

A. bomio

Pedepar

B HaHHOI‘/'I pa60Te TIpENCTAB/IEHDI TEXHMKA, OCTOJKHEHNA M PE3YNbTAThl XVPYPIUIECKOrO JI€YEHNA MAVMEHTOB C I'PbDKaMI MEXIIO3BOHKOBBIX
JMCKOB MOACHNMYHON o6macTu. [l n3MepeHns BBIPAKEHHOCTU PAfJUKY/IAPHOI 60/ 1 601N B IOACHUYHOM 00/IACTH MCIIONb30BAHA aHA/IOrOBas
BU3ya/IbHas IKa/Ia 607, [I71s1 OLleHKY QYHKIVMOHAIBHBIX Pe3y/IbTATOB XMPYPrIIeCcKOro JTedeH st HCIIONIb30BAHA eBPOIIENiCKasl IIKa/Ia OLleHKI KayeCTBa
xusHu EQ-5D, a take mikama Oswestry Disability Index. Pesynbrarsr: IIpoBefeHO ManmonHBa3uBHOE 9HEOCKOIMYECKOE XVPYPIUUECKOe JIeIeHIe
CTa IAI[YIEHTOB, Te MY>K4YMHbI COCTABIIN 52 MaljieHTa, a >KeHIInHbI — 48. Ilepuoy kaTaMHe3a coCcTaBUI B cpefHeM 1,4 ropa (oT 1 roja o 5-Tu 71et).
CembpecAT yeTbIpe nmanueHTa (74%) IpoieMOHCTPUPOBAIN OTIMYHBIE Pe3YIbTAThI, ABAALATh ManueHToB (20%) — XOpollye Pe3yabTaThl, 5 MaleHTOB
(5%) - cpenHme pesynbraThl n OfuH HanyeHT (1%) — Hey[JOBIeTBOPUTENIbHBIN Pe3ybTat. B mccieyeMoit rpyIie He 3aperuCcTPUPOBAHO HU OFHOTO
cnydas nondacimanbHoil MHGeKIyN. 3adUKCUPOBAHO 4 CTydas He3HAUMTEeTbHOIO IOBPEXACHIS TBEPHOl MO3rOBOII 000IOYKI HepBa, KOTOpoe He
COIPOBOX/A/IOCh KIVHNYECKMMM TIPOSABAEHUAMY B IIOCTEONEePaIOHH bl Iepuofi. Taxyke 3aperncTpupoBaHo 3 caydass BPeMEHHOTO yXY/IIEeHNUs
IyBCTBUTEILHOCTH B 06/1aCTI MHHEPBALIMI HEPBHOTO KOPEIKa 1 2 C/Tydast BpeMeHHOTO YXy/LIeH sl MOTOPHO QyHKIMN. Bce marjieHTsl BOCCTAHOBU/INCH
B TedeHUe [epUOJfia KaTaMHe3a. B TedeHme Bcero Ieprofia HaOMIOMEHNA UMM MeCTO 4 ClIydas pelLiiyBa I'PbDK Ha TOM SKe YPOBHE, IJie OHU ObUIN
paHee pooIIeprnpoBaHbL. BorBoxbl: MamonHBa3nBHAsI 9HOCKOINYECKAs XUPYPIVIA ABIsAETCS 6e30IacHBIM 1 9 PEKTUBHBIM METOLOM /IeIeHIsI TPbDK
MEKII03BOHKOBBIX [JVICKOB ITOSACHUYHOI 06/IacTIL.

KnroueBbie cmoBa: TPbIKa MEXIIO3BOHKOBBIX JVICKOB, Ma/IOMTHBA3VIBHAA 9HTOCKOIINA, IVICKIKTOMMA.

In 1997, Foley si Smith au propus metoda discectomiei
lombare microendoscopice [11]. Aceastd metodd permitea
chirurgilor spinali de a efectua decompresia radécinii lombare
simptomatice, folosind un abord endoscopic, minimal invaziv.
Din ianuarie 1997, au fost efectuate peste 5000 de interventii
in peste 500 de institutii medicale in intreaga lume [2]. Paralel,
in 1993, J. Destandau incepe utilizarea unui sistem propriu de
endoscopie spinala, sustinut de compania Karl Storz (Germa-
nia), numit ,,Endospine”. Rezultatele acestei colaboriri au fost
publicate pentru prima datd in 1999 [6, 7].

Aceste tehnici si sisteme ofera un sir de avantaje, compa-
rativ cu tehnicile traditionale si alte metode minim - invazive:
reduc traumatismul tesuturilor de-a lungul traiectului chirur-
gical, asigurd o vizualizare directd a radacinii nervoase, a her-
niei discale si a conflictului disco-radicular, permit o rezectie
osoasa si ligamentara adecvata, vizual-controlatd in directie
caudald si proximald [5]. Aceste sisteme sunt completate cu in-

strumente chirurgicale concepute special pentru lucru in spatii
restranse, dar care sunt cunoscute specialistilor din domeniul
chirurgiei spinale. Abordul chirurgical postero-lateral folosit
este de asemenea un abord bine cunoscut in chirurgia spinala,
dar care implica particularitéti de vizualizare endoscopica [4].

Spre deosebire de tehnicile transcutanate, tehnica de
discectomie lombara microendoscopicd dupd Destandau
permite inlaturarea atat a herniilor discale intraligamentare
nemigrate, cat si a fragmentelor discale migrate superior sau
inferior, precum si rezectia osoasa limitatd in cadrul stenozelor
de reces lateral [8, 9].

Cu toate ca asigurd o magnificare, iluminare §i vizibilitate
excelentd, metoda endoscopicé are si limitéri tehnice. Spre
exemplu, ea nu este recomandatd cand fragmentul discal
rupt este migrat inferior sau superior mai mult de % de corp
vertebral; metoda este rar recomandata in cazul herniilor
discale mediane [10].
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Au fost efectuate studii prospective multicentrice, care
au demonstrat eficienta metodei endoscopice in tratamentul
herniei discale lombare [12]. Modularitatea sistemului ,,En-
dospine” permite extinderea indicatiilor de aplicare in afara
discectomiilor lombare. Una din capacitatile importante ale
endoscopiei este reprezentatd de posibilitatea de a vizualiza
anumite sectoare ale campului operator care, in mod obisnuit,
nu sunt observate la microscopie [13, 14]. Acesta se obtine atét
prin versatilitatea sporita a endoscoapelor, cét i prin utiliza-
rea endoscoapelor cu un unghi de vizualizare diferit (30, 70,
1200°). Acesta este foarte util pentru decompresiunea recesului
lateral controlateral in cazul stenozei de canal, operate prin
abord unilateral minim-invaziv. In plus, méinile chirurgului si
instrumentele chirurgicale tind sd acopere cAmpul de vedere si
sd reducd iluminarea coaxiald a microscoapelor. Din punct de
vedere ergonomic, din cauza apropierii nemijlocite a lentilelor
optice ale microscopului, adesea este incomod de a manevra in
plagd, deci microscopul trebuie plasat strict vertical de asupra
portiunii anatomice operate [10].

Sistemul pentru discectomie minim-invaziva endoscopica
a fost conceput initial pentru a efectua inldturarea herniilor
discale lombare postero-laterale [16, 17]. Aceste operatii sunt
insotite de rezultate clinice excelente, iar datoritd trauma-
tismului tisular redus si a comparabilitétii acestor rezultate
cu metodele chirurgicale traditionale, in unele clinici aceste
operatii sunt efectuate in regim ambulatoriu. In prezent, pe
langa herniile discale lombare postero-laterale, sistemul de
endoscopie spinald minim-invazivé ,,Endospine” este folosit
in herniile cervicale, stenozele lombare si herniile lombare
extraforaminale (fig. 1).

Material si metode

In studiu au fost inclusi 100 de pacienti cu hernii discale
lombare postero-laterale si paramediane, operati prin metoda
endoscopicd minim-invaziva dupa Destandau. Varsta medie
a pacientilor a constituit 40,7 ani. Studiul a inclus 52 de bar-
bati si 48 de femei, nivelul implicat fiind L1-L3 la 2 pacienti,
L4-L5 - la 46 de pacienti si L5-S1 - la 52 de pacienti. Toti
pacientii au fost investigati prin metode imagistice contem-
porane - rezonantd magnetica nucleard (IRM) si tomografie
computerizata (CT). Toate herniile discale au avut localizare
postero-laterald sau paramediana, constatarile fiind facute la
rezonantd magnetica nucleara sau tomografie computerizata.

Asamblarea sistemului si pregatirea preoperatorie

Pentru a minimaliza traumatismul tisular este folosit un
sistem de dilatare submusculara boantd. Fiind introdus in
plagd, sistemul este bine echilibrat, iar manipularea lui se poate
face cu o singurd ména prin intermediul canulei de aspirare,
introdusd in canalul de irigare/aspirare. Sistemul ,,Endospine”
este compatibil cu oricare alt sistem de videoendoscopie stan-
dard, dar este de preferintd utilizarea camerelor de rezolutie
inaltd 3-CCD si a monitoarelor cu diagonald mare.

Camera folositd in studiul nostru a fost o camerd de
3-CCD, ,Image 17, productie Karl Storz, Germania. Pe langa
calitatea excelentd pe care o asigura aceastd camera video,
instalatia permite efectuarea unei mariri optice digitale de

doud ori (x2). Aceastd particularitate este deosebit de utila la
etapa de mobilizare a radacinii si discectomie.

Dupd atasarea camerei video si a cablului optic de la sursa
de lumind, endoscopul este introdus in canula de lucru si este
securizat de un lacdt special. Tubul de aspiratie este atasat
intregului sistem prin canalul de irigare si aspiratie separat.

Endoscopul utilizat in acest sistem a fost un endoscop cu
un unghi mare de vedere, diametrul de 4 mm si lungimea de
18 cm. Unghiul de vedere al endoscopului utilizat a fost de 0
grade. Acest tip de endoscop asigura o imagine bine detaliata
si o iluminare excelentd a structurilor anatomice de interes.
Lungimea endoscopului nu depéseste lungimea sistemului de
lucru, ceea cea ce exclude contactul accidental al partii optice
a endoscopului cu tesuturile si contaminarea lui cu singe,
ceea ce duce imediat la deteriorarea calitdtii imaginii. Daca
aceastd contaminare avea loc, endoscopul era irigat abundent
cu solutie salind. Dacd si dupa aceasta procedurd calitatea
imaginii nu se imbunitatea, endoscopul era extras din tubul
de lucru si sters cu o mesd umezita cu solutie salina, iar apoi
cu una uscatd si era introdus inapoi.

Deoarece chirurgul lucreaza intr-un canal de lucru oval,
orientarea spatiald are o importanta deosebitd. Dupa insertia
endoscopului in canula de lucru se efectueazi autobalansarea
culorii albe. Aceastd procedura este foarte importanta pentru
a avea o imagine clard si colorata natural si trebuie efectuata
inainte de fiecare utilizare. Pentru aceasta procedurd pe ca-
mera ,,Image 1” existd un buton special. Endoscopul cu sursa
de lumina conectatd este indreptat spre o portiune de material
de pansament alb. Dupa apésarea butonului balansarea se
efectueaza automat. Dupa efectuarea balansarii se ajusteaza
dimensiunile imaginii si claritatea.

Pentru a asigura o functionare confortabild, camera se ro-
teste fatd de endoscop in asa mod ca butoanele sé fie amplasate
anterior, sub degetele chirurgului. Paralel, pe ecran este ur-
marit un indicator mic pe perimetrul rotund al imaginii, care
serveste pentru orientarea in spatiu. Pozitia acestui indicator
corespunde pozitiei endoscopului in canalul de lucru. Imagi-
nea se ajusteaza in asa mod ca anatomia structurilor mediale
(sacul dural si rddicina) sd se amplaseze in partea superioard
a monitorului, la orele 12, iar structurile anatomice laterale
- in partea opusd, la orele 6. Aceasta asigurd o sincronizare a
miscarilor mainilor chirurgului cu intregul sistem endoscopic
si migcarea imaginii rezultante pe ecran (fig. 2).

Dacd ajustarea sistemului, camerei si endoscopului au fost
efectuate corect, canalul de lucru trebuie sé se afle in dreapta,
iar tubul de aspiratie introdus prin canalul de aspiratie - in
stanga. Pe monitor, capétul tubului de aspiratie apare in por-
tiunea inferioard din stanga (la orele 7), iar instrumentele
chirurgicale - in portiunea inferioara laterala din dreapta
(orele 4).

Toti pacientii din serie au beneficiat de anestezie gene-
rala. Pozitia pacientului a fost decubitul ventral. In regiunea
cutiei toracice, infraclavicular a fost plasat un rulou pentru a
facilita ventilarea mecanica a pacientului. Sub crestele iliace,
bilateral a fost plasat cate un rulou. Plasarea acestui rulou are
mai multe scopuri: de a exclude neuropatia compresiva locald,
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Fig. 2. Imagine intraoperatorie preluata
de camera endoscopica. Sistemul de
endoscopie asigura o iluminare excelenta si
o magnificare reglabila a cAmpului operator.
Suprafata reala de lucru este de 4 cm?>

Fig. 1. Componentele sistemului pentru discectomie endoscopica minim-invaziva
»Endospine”.

Fig. 5. Expozitia optimala a structurilor
anatomice in plaga.
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Fig. 4. Instrumentele chirurgicale folosite in cadrul Fig 6. Rezectia osoasa a laminei
discectomiei endoscopice miniinvazive ,,Endospine”. si a ligamentului flav.




(Tarferu) medical, June 2013, Vol. 56, No 3

REVIEW ARTICLES

de a induce o aplatizare lombar4, si de a reduce compresia
venelor abdominale mari, cauzatd de pozitia pacientului.
Masa operatorie a fost manipulata in asa mod ca sd asigure o
redresare a lordozei lombare maximal posibile, pentru a mari
spatiul interlaminar.

Dupi finalizarea pregitirilor preoperatorii si pozitionarea
corectd a pacientului, regiunea lombard a fost prelucrata me-
todic cu antiseptice. CAmpul operator a fost delimitat in mod
standard. Marginile cimpului operator au fost aproximate in
asa mod ca sd fie posibil de extins incizia cutanata la aparitia
necesitétii conversiei la microchirurgie. Nivelul operat a fost
reperat preoperator la fluoroscopie (fig. 3).

La efectuarea abordului din stinga, incizia cutanata cu
lungimea de 15-20 mm a fost efectuatd in agsa mod ca 2/3 din in-
cizie sd se proiecteze deasupra apofizei spinoase proximale, iar
1/3 - deasupra spatiului intervertebral. La efectuarea abordului
din partea dreapts, incizia a fost efectuatd proiectdnd 1/3 din
lungimea inciziei deasupra apofizei spinoase proximale si 2/3
— deasupra spatiului intervertebral. Asemenea modalitati de
aplicare a inciziei sunt conditionate de particularitatile tehnice
ale sistemului ,,Endospine” In acest sistem, canalul de lucru
prin care are loc insertia instrumentelor (osteotoame Kerrison,
conhotoame, palpatorul etc.) si instrumentele chirurgicale se
afla caudal la un abord din stanga si proximal - la un abord
din dreapta. Pentru vizualizarea fundului plagii si aponevrozei
spinale am utilizat un retractor manual tip Farabef (fig. 4).
Incizia cutanati trebuie sa fie optimizatd, ludnd in considera-
tie particularitdtile anatomice ale pacientului. O incizie prea
scurtd rezulta cu o ,,intindere” excesiva a marginilor pligii de
catre tubul de insertie, ceea ce duce la necrotizarea marginilor
plagii si incomoditati in timpul lucrului. Dimpotrivd, o incizie
prea lungd duce la 0 amplasare nestransa a tubului de insertie
si dificultati de manipulare a sistemului.

S-aatras o atentie deosebita pacientilor cu obezitate. Acest
factor este important din punctul de vedere al posibilitatii mai
mari de a gresi nivelul necesar.

Dupa realizarea inciziei pielii, s-a efectuat o hemostaza
minutioasa. S-a evitat coagularea excesivd a marginilor plagii,
ceea ce poate duce la dificultati de cicatrizare. Aponeuroza
spinald a fost sectionata liniar la locul de insertie pe apofizele
spinoase. S-a atras atentia lungimii inciziei aponeurozei, care
nu trebuie sa fie prea mare pentru a nu permite o mobilitate
excesiva a tubusului de insertie. Dupd incizia aponeurozei s-a
efectuat detasarea bontd submusculard cu ajutorul dilatato-
rului tubular oval si al obturatorului. Detasarea se considera
suficientd la vizualizarea buna a laminelor proximal si dis-
tald si a apofizelor spinoase. Calitatea detasérii musculare a
fost controlatd palpator. S-a efectuat hemostaza minutioasa
pentru a evita contaminarea endoscopului si inrautatirea
calitatii imaginii.

Dupa instalarea dilatatorului tubular oval la fundul plagii,
trebuie sa se vada 1/3 inferioara a laminei proximale, mar-
ginea mediald a tranzitiei dintre lamina si apofiza articulara
si ligamentul flav (fig. 5). Uneori se poate vedea si marginea
superioara a laminei inferioare. Tesutul muscular restant si
tesutul adipos de la fundul plagii au fost inldturate cu ajutorul

conhotomului. Dupad efectuarea hemostazei, se instaleazd si
se fixeazd tubul de lucru sub control endoscopic. Adancimea
optimald de fixare a fost jumatate din adancimea plagii.

Pentru a evita o leziune neintentionatd a sacului dural si
licvoreea, disectia ligamentului flav a fost efectuata in mod
bont. Drept loc pentru disectie a fost ales unghiul dintre
lamina superioara si apofiza articulara [18].

Cu ajutorul osteotoamelor Kerrison a fost efectuata o lami-
notomie limitata, o rezectie osoasa limitata a partii mediale a
apofizei articulare si o rezectie a ligamentului flav. Diametrul
total al ferestrei de rezectie a fost de aproximativ 1,0 cm (fig. 6).

Rezectionarea osoasa laterald a fost efectuata pana la vizu-
alizarea satisficitoare a marginii laterale a radacinii nervoase.
O asemenea delimitare locald a structurilor este importanta
pentru o identificare clard a rapoartelor dintre sacul dural,
radicina nervoasa, protruzia sau sechestrul discal. Acest factor
este, de asemenea, important pentru a reduce traumatismul
radécinii nervoase la efectuarea disectiei si mobilizarii rada-
cinii nervoase, precum si pentru a proteja radacina in timpul
discectomiei.

Inspectia initiald a canalului vertebral se efectueaza cu
ajutorul palpatorului cu carlig bont de 90°. Astfel, se realizeaza
mobilizarea ridacinii nervoase, disectia atentd si minutioasd a
radécinii si identificarea localizérii protruziei discale. In mod
exceptional, pentru hemostaza din venele epidurale s-a folosit
coagularea bipolara sub control endoscopic. La necesitate s-a
folosit retractorul automat al radacinii nervoase.

Dupid identificarea corapoartelor anatomice se vizualiza
portiunea posterioard a discului intervertebral. In unele cazuri
hernia discald perfora ligamentul longitudinal posterior, iar
sechestrul discal se vizualiza imediat dupa efectuarea flavec-
tomiei si mobilizarea usoard a radécinii.

in majoritatea cazurilor, insd, a fost nevoie de efectuarea
inciziei ligamentului longitudinal posterior. Aceasta incizie a
fost efectuata dupa mobilizarea radécinii si aplicarea retracto-
rului radicular automat pentru a preveni durotomia si lezarea
radiculara direct3. In multe cazuri disectia ligamentului lon-
gitudinal posterior partial fisurat se putea efectua cu ajutorul
unui disector semiascutit.

Imediat dupd incizia ligamentului longitudinal posterior,
in majoritatea cazurilor, avea loc exteriorizarea herniei discale.
Lungimea inciziei ligamentului se optimiza in dependenta de
marimea sechestrului discal intreg. Uneori, largirea fisurii
se efectua cu osteotomul Kerrison pentru a evita restantele
discale.

In cazul unor hernii discale paramediane mari am folosit
tehnica mobilizérii radiculare in 2 etape. Initial, se efectua
mobilizarea mediald a radacinii, incizia ligamentului longitu-
dinal posterior si inlaturarea unei cantititi de material discal,
suficientd pentru a reduce tensiunea ridicinii. In a doua
etapd, am efectuat mobilizarea laterald a rddédcinii mai jos de
locul desprinderii de sacul dural, adicd in axila radiculara.
Aceastd mobilizare a permis de a explora spatiul subradicular
in vederea prezentei unor fragmente restante migrate inferior.

In majoritatea cazurilor s-a efectuat doar inliturarea se-
chestrelor discale. In 4 cazuri de hernii discale cu pastrarea
integritétii ligamentului longitudinal posterior am efectuat o
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revizie internd a spatiului intervertebral pentru discectomie
si prevenirea restantelor discale. Inspectia finala se efectua cu
ajutorul palpatorului cu carlig bont. Procedura se termina cu
introducerea solutiei saline in spatiul intervertebral pentru a
mobiliza posibilele fragmente libere de disc, care pot cauza
recidivare in perioada postoperatorie. Aceastd manevrd a fost
importatd din metoda microchirurgicald si poartd denumirea
de ,,probd hidrodinamicd” Fragmentele libere depistate se
inlaturau cu ajutorul conhotomului.

Am considerat suficientd capacitatea de mobilizare a
radécinii in directie mediala cu cel putin 1 cm.

Dupa discectomie, se efectua inspectia radacinii nervoase
in vederea prezentei unor fisuri durale susceptibile pentru o
licvoree postoperatorie. In grupul nostru am avut 4 cazuri de
durotomie, dar in toate aceste cazuri lungimea fisurilor nu a
fost mare si nu a fost nevoie de conversie la microchirurgie
pentru suturarea defectului dural. Defectele durale erau aco-
perite cu fragmente mici de tesut adipos subcutanat si fasii
mici de Surgicel. Aceste complicatii s-au intalnit la primii 30
de pacienti operati. Pe parcursul acumularii experientei, cazuri
de durotomie nu s-au mai intalnit.

Dupa finalizarea discectomiei s-a efectuat o hemostaza
minutioasd a canalului de lucru. Inlaturarea tubusului de
insertie se efectua sub control endoscopic. Suturarea plagii se
efectua in planuri anatomice. Aponeuroza era suturatd separat.
Suturarea aponeurozei se efectua deosebit de minutios in cazul
prezentei durotomiilor. Tesutul adipos subcutanat si pielea se
suturau aparte, cu suturi rezorbabile.

Rezultate

Au fost supuse analizei urmétoarele criterii: durerea ra-
diculara si lombara, tulburérile de sensibilitate, tulburarile
motorii §i ale functiilor sfincteriene, durata de stationare,
dinamica evolutiei calitatii vietii si a gradului de dizabilitate.

Expresia durerii postoperatorii a fost evaluatd conform
scarii analog-vizuale a durerii, gradul de dizabilitate a fost
apreciat conform scorului Oswestry Disability Index, iar ca-
litatea vietii - dupa scara Euro Quality of Life - 5D [15, 19].

Conform criteriului evolutiei durerii lombare, datele pa-
cientilor sunt reprezentate in figura 7.

3,1

Durere lombara
postoperatorie (media)

Durere lombara
preoperatorie (media)

Fig. 7. Evolutia durerii lombare.

Conform criteriului aprecierii durerii radiculare, datele
pacientilor s-au prezentat in modul urmétor (fig. 8).

Din datele prezentate se contureaza clar faptul ca metoda
endoscopici este foarte eficienta in reducerea durerii radicu-
lare cauzate de hernia discald. Aceasta eficientd in reducerea
durerii radiculare este insotita de o durere lombara moderata
sau nepronuntata. Acest factor permite mobilizarea pacientu-
lui in ziua operatiei si reducerea sau intreruperea medicatiei
analgetice cu opioide, precum si micsorarea perioadei de
stationare in spital.

8,2

Durere radiculara
postoperatorie (media)

Durereradiculara
preoperatorie (media)

Fig. 8. Evolutia durerii radiculare.

Durata medie de spitalizare a fost de 4,2 zile.

Dinamica schimbarilor neurologice era evaluatd dupd ope-
ratie si la externare. Conform acestor rezultate, s-a constatat
cd la 70 (70,0%) dintre pacienti ameliorarea tulburarilor de
sensibilitate a avut loc imediat dupd operatie. Spre externare
aceastd ameliorare a fost inregistrata la 90 (90,0%) pacienti.

La 3 (3,0%) pacienti s-a constatat adancirea tranzitorie a
tulburarilor de sensibilitate in segmentul implicat preoperator
din motivul dificultitilor de mobilizare a rddacinii nervoase.

La 2 (2,0%) pacienti s-a constatat adéncirea deficitului
motor din cauza duratei indelungate a tractiei radiculare
continue de cétre retractorul radicular automat. Deficitul
motor s-a redus peste 2 luni.

Recurenta herniei discale la nivelul operat a avut loc in
5 (5,0%) cazuri pe perioada de evidentd. Dupd efectuarea
investigatiei prin RMN, care a confirmat prezenta recurentei,
ambii pacienti au beneficiat de discectomie microchirurgicala
cu ameliorarea sindromului algic si radicular. Un pacient a
mentionat persistenta durerilor lombo-radiculare si dupa
sfarsitul perioadei de catamnezd. Acest fapt a fost apreciat ca
rezultat chirurgical nesatisficétor.

In cazul nostru nu am avut complicatii septice superfici-
ale sau profunde. Dupa unii autori, aceasta se poate datora
faptului cd instrumentele chirurgicale practic nu contacteaza
cu pielea in timpul operatiei, deaceea riscul de contaminare
este mai mic.

Analiza datelor evolutiei dizabilitatii functionale a aratat
o dinamicd pozitiva a acestui indice (fig. 9).

Analizand datele evolutiei scorului ODI obinute, putem
constata ca metoda endoscopici a fost eficientd in reducerea
dizabilitatii functionale, iar majoritatea pacientilor operati
au aratat un grad de afectare a activitétilor vitale minor sau
moderat (sub 20%). Ameliorarea acestui indice conduce la o
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Fig. 9. Evolutia dizabilititii functionale evaluatid dupa ODI.

recuperare mai eficientd sila o reintoarcere precoce in cimpul
muncii [20, 21].

Paralel cu gradul de dizabilitate, s-a examinat si calitatea
vietii pacientilor [22, 23, 24]. S-a utilizat o scara de examinare
pentadimensionala care, in prima parte, include intrebari
asupra sferelor de viata si activitate cotidiana obisnuite, iar in
a doua parte propune pacientului sd-si autoevalueze calitatea
vietii dupa o scard de la 0 la 100 unde 100 indicd o stare de
sdndtate cea mai buna posibild, iar 0 - cea mai precard stare
de sdnitate posibild. Partea a doua a scarii EQ-5D mai este
numita ,,termometru” al stdrii sandtatii.

Rezultatele examindrii conform ambelor pérti sunt pre-
zentate in figura 10.

Analizind datele scorului ODI si rezultatelor autoevaluarii
calitatii vietii, rezultatele tratamentului chirurgical evaluate

0,9
0,8
0,7
0,6
0,5
0.4
0.3
0,2
01

Evaluarea calitatii vietii dupa scara EQ-5D
0,816

"Termometria" calitatii vietii in
dinamica
88,7
100 -
80 -
60 -
34,5
40 -
20 -
0

Fig. 10. Evolutia calitatii vietii in dinamica postoperatorie.
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Fig. 11. Rezultatele tratamentului chirurgical (total - 100 de pacienti).
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la un interval de cel putin un an, s-au prezentat in modul ur-
madtor: 74 de pacienti au avut rezultate excelente, 20 pacienti
- rezultate bune, 5 - fird ameliorare si 1 pacient — rezultat
nesatisfacator (fig. 11).

Concluzii

Chirurgia miniinvazivd endoscopica este o metoda sigura
si eficienta in tratamentul herniilor de disc postero-laterale
[1, 3]. In timpul procedurii este necesar de a atrage o atentie
deosebitd tehnicii chirurgicale, deoarece aceasta va asigura
un numar mai mic de complicatii si, ca urmare, o satisfactie
mai mare a pacientilor de rezultatele tratamentului. Duroto-
mia a fost cel mai des intalnitd complicatie, dar rata acesteia
se poate reduce odatd cu cresterea experientei chirurgului.
Metoda endoscopicd miniinvaziva in tratamentul herniei de
disc lombare nu largeste indicatiile pentru operatie, iar prin-
cipiile de selectie a pacientilor, care pot beneficia de tratament
chirurgical, raman neschimbate. Aceastd metoda poate fi o
alternativd bund pentru pacientii care doresc o recuperare mai
rapidd, un efect cosmetic mai bun si o reinsertie in cAmpul
muncii cat mai rapida.
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Abstract

Taking into consideration the expanding morbidity, chronic course of the disease with frequent relapses as well as ineffective treatment and prophy-
lactic measures, atopic dermatitis (AD) represents one of the most important issues for healthcare system specialists. AD is a multi-factorial and poly-gene
disease conditioned by genetically encoded specific immune and non-immune patterns. In this article the updated data on epidemiology, pathogenesis
and clinical characteristics of AD are presented. The role of cytokines in the pathogenesis of various forms and stages of AD is presented as well as the
new data concerning allele polymorphism of cytokine genes. The identified clinical and evolutive, immuno-genetic, HLA-system features of the disease
allow the determining of the phenotype of atopic dermatitis. The differentiated approach to the evaluation of the parameters for such forms of AD as
“extrinsic” and “intrinsic” can be used as screening in the pediatric and family medicine for identifying risk factors and predicting the disease prognosis.

Key words: atopic dermatitis, morbidity, cytokines, HLA, “extrinsic”, “intrinsic”.

SHI/IJICMI/IOHOI‘I/I‘{CCKI/IC, KINMHUKO-IMMYHO/IOTNYECKINE
N T€EHETUIECKIME ACIIEKTHI ATOIMNYECKOI0o J€pMaTuTa

H. Jomma, *M. benny
Pedepar

Y4uTeiBasg pocT 3a60/1eBaeMOCTI aTOIIYecKuM gepMaTnToM (A]l), ero XpoHM4eckoe, C YaCTBIMM PeLMANBAMI TeYeHIe, a TAK)Ke HelOCTATOYHYIO
3¢ }eKTUBHOCTD CYIeCTBYIOUMX METOMOB /IeYeHVs U MPOQUIAKTUKNA 9TOTO 3a00/eBaHsA, CTAHOBUTCS TMOHATHBIM, 1odeMy AJl ABIs€TCs OfHOI 13
Hanboriee aKTya/IbHBIX IIPO6/IeM COBPEMEHHOI MEAMIIIHBI 11 00beKTOM BHIMAHIA Bpadeil pas/IMYHbIX CIelnaabHoCTeil. AJl ABsgeTcs MynbTiudaKTop-
HBIM I ITO/IMTeHHBIM 3a60/IeBaHMeM, HECOMHEHHBIM YCIOBIEM Pa3BUTHsI KOTOPOTO sB/LSIETCS FeHEe TN YeCKast 3alIpOrPaMMIPOBAHHOCTD CIIeM(UIeCKIX
MMMYHHBIX I HEUMMYHHBIX MEXaHU3MOB. B cTaTbe IIpecTaBIeHbl COBPEMEHHBIE INTEPATyPHBIE JAHHbIE, KACAIONINeCs SINeMIUOTIOTHH, TTaTOTreHes3a
n xmHuku AJl. Tlogpo6HO ocBellleHa POJIb LIUTOKMHOB B IIaTOreHe3e pasnmuHbIX Gopm u cragnit AJl. ITpuBefeHbl HOBbIE JaHHbIE OTHOCUTEIBHO
QJUIENIBHOTO TTOMMMOPU3Ma IeHOB LUTOKMHOB 1py AJl. BbisiB/IeHHBIE K/IMHIKO-9BOMIOTUBHBIE ¥ IMMYHO-T€HeTIYeCKIe 0CO6eHHOCT 3ab0/IeBaHMs,
a TaxoKe ocobeHHOCTH cncteMbl HLA [1aloT BO3SMOXKHOCTD OTIpefieNnTh (heHOTHII ATOIMMIeCcKoro AepMatnta. [T depeHnpoBaHHbI ITOAXON K OLleHKe
IIOJTyYeHHBIX ITAPaMeTPOB, A/ Takux popm AJl, Kak “extrinsic” u “intrinsic” MoxeT 6BITh UCIONMb30BaH KaK CKPUHMHT B IEeAMATPUIECKOIT IIPAKTIKE 1
CeMeITHON MefjUIHe [/Is BBIsAB/IeHNsI GaKTOPOB PUCKA U MPOTHO3MPOBAHMs 3a00/IeBaHMs.

KiroueBble c1oBa: aTONMIeCKIil ZepMaTT, 3a60/1eBaeMoCTh, TOKMHBL, HLA, “extrinsic”, “intrinsic”.

Aspecte epidemiologice, clinico-imunologice si gene-

tice in dermatita atopica

Patologia alergicd reprezinta o problema actuala a medi-
cinii contemporane. Conform datelor Organizatiei Mondiale
a Sanatatii (OMS), incidenta maladiilor alergice in spectrul
nozologic global ocupé locul trei. Morbiditatea prin maladiile
alergice raimane in crestere. Conform datelor statistice oficiale,
aproximativ 20-40% din populatia globului suferd de patologia
aceasta [21, 25].

Incidenta progresiva, patomorfoza agravanta si eficacitatea
terapeuticd modesta in dermatozele alergice suscita tot mai
insistent atentia medicilor [3, 25, 26, 30].

Cresterea morbiditatii dermatozelor alergice reprezinta o
problema importanta de sanatate publici si socio-economica.
Astfel, in SUA pentru diagnosticul si tratamentul maladiilor
alergice anual se investesc aproximativ 1 miliard de dolari.
Cheltuielile de conduita terapeutica a patologiei alergice in
Federatia Rusa, in ultimii 5 ani s-au majorat de 5 ori [25, 28].

Patologia alergica este multifactoriald, fiind implicati di-

versi factori de mediu, genetici si imunologici, identificarea
carora este dificild din punct de vedere al heterogenitatii popu-
lationale [1, 25]. Privind factorii externi, mentionam cresterea
considerabild a eliminarilor gazelor de esapament, poluarea
biosferei cu deseuri industriale, utilizarea tot mai intensd a
medicamentelor si substantelor chimice de uz casnic etc. [1].

Patologia atopicd include manifestari clinice diverse:
eczema, rinita/conjunctivita alergica, astmul bronsic, alergia
alimentara, urticaria, edemul Quincke, anafilaxia de sistem
etc. [1, 25].

Asocierea manifestarilor acestora, de exemplu, dermatita
atopica (DA) si astmul bronsic sau rinita/conjunctivita alergica
se constatd in 50% din cazuri [9].

De asemenea, datele altor autori releva majorarea morbi-
ditétii in ultimele decenii a dermatitei atopice (DA) in tarile
dezvoltate, constituind 10-15% la copiii pana la 5 ani si 15-
20% - la cei cu varste intre 7-16 ani [13, 25].

Analizand investigatiile epidemiologice, efectuate in ulti-
mii 10 ani, s-a evidentiat un spectru larg al maladiilor alergice
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la copii (25-30%): astm bronsic — 7-10%, DA - 15-20%, rino-
conjunctivitd alergicd — 15-20% cazuri [25, 30].

Din totalul maladiilor alergice la copii DA constituie 50-
70%. Indicii morbidititii maladiei sunt mult mai superiori
in térile cu ecologie nefastd, crescand de 2-3 ori in ultimele
trei decenii in térile industriale, comparativ cu cele rurale
sau agricole [21].

Morbiditatea DA la copiii nascuti pand in a. 1960 constituie
1,4-3,1% cazuri, la cei nascuti in aa. 1960-1970 - 3,8%-8,8%
cazuri, crescind evident de multe ori dupd a. 1970 - 20,4%
cazuri [21]. De exemplu, in Olanda frecventa DA la copiii
ndscuti in aa. 1965-1969 a constituit 6%, iar la copiii nascuti
in aa. 1975-1979 — 12% cazuri [21].

Studiile epidemiologice contemporane relevd dependenta
morbiditatii DA de tar3, sex, clima, nivelul tehnogen, calitatea
vietii etc [21, 24, 26].

Se considerd, ca in tarile europene indicii morbiditatii DA
sunt mult mai superiori - pana la 20% cazuri, comparativ cu
rata de prevalentd a DA de doar 2-3% la copiii din China.
Rata de prevalenta pentru DA in Europa constituie 10-12%
la copii §i 0,9% la adulti. In acelasi timp, indici mai mari de
prevalenta a DA constita alti autori — de 10-20% la copii si
1-10% la adulti [12, 13, 20, 21, 25].

Proiectul ,,The International Study of Asthma and Allergies
in Childhood (ISAAC) (1998), aplicat la copiii de 6-7 ani, in
diferite zone geografice ale lumii, a relevat un nivel divers de
raspandire a DA: de la circa 1,1% in Iran si pand la 16% in Ja-
ponia si Suedia. Acesti indici au fost mult mai inferiori in tarile
asiatice — pand la 5% cazuri, iar cei mai superiori s-au observat
in Europa de Nord - 20%, Marea Britanie — 15-20%, Japonia —
22,9-24,4% si Australia — 30,8% cazuri [19, 24, 26, 30].

In Federatia Rusa si in alte state din CSI, DA se inregis-
treazd in 5,2%-17,4% cazuri. In aa. 1999-2004, morbiditatea
DA la adulti s-a majorat cu 2,9% [25, 28].

Prevalenta DA in Marea Britanie la copiii pana la 4 ani,
s-a inregistrat in limitele 12,7-20%, iar la copiii intre 4-5 ani
- in 8,5-16% cazuri. Prevalenta cumulativd a DA la copiii de
2-2,5 ani se prezinta prin indicii urmatori: Germania - 21,5%,
Marea Britanie — 23,2%, Suedia — 20-27%. In acelasi timp,
prevalenta DA in Australia, observatala 1116 copii de 0-5 ani,
a constituit 30,8% cazuri [12, 20, 21, 24]. Asadar, DA este una
dintre cele mai frecvente afectiuni cutanate alergice, prezen-
tand o problemd importanta pentru sidnatatea si calitatea vietii
copiilor. Morbiditatea crescutd, debutul recent, cronicizarea
rapidd a maladiei diminueazd adaptarea sociald si cauzeaza
invalidizarea [24, 28].

Aspecte clinice si evolutive ale DA

In conceptia moderna, DA reprezinti ansamblul mani-
festarilor cutanate, aparand la indivizii cu o predispozitie
ereditard de a dezvolta afectiuni alergice de tipul eczema, astm
bronsic, rinitd alergica, conjunctivita alergicd, urticarie etc.
Termenul de atopie a fost creat de Coca si Cooke [4].

Se considera ci pentru prima datd notiunea ,atopie” a
fost propusé de ].B. Helmont, observand la pacienti astmul
bronsic si pruritul cutanat. Descrisd de A. F. Coca si R. A.
Cooke, aceasta notiune a fost introdusa in practica medicinala

in a. 1923 pentru a formula manifestdrile clinice de tip astm
bronsic si/sau rinita/conjunctivita alergica [4].

Autorii au constatat hiperreactivitatea susnumita drept o
reactie ,,ciudatd” la alergenii din mediul ambiant caracteristica
numai pentru om, dar cu predispozitie ereditard si hiper-
producere a IgE [4]. In a. 1933, F. Wise si V.D. Sulzberger au
completat aceastd notiune, numind-o ,,dermatitd atopica” [7].

In continuare, R.A. Cooke propune prima clasificare a
reactiilor alergice imediate si int4rziate, iar in a. 1968 P. Gell
si R. Coombs completeazi clasificarea reactiilor alergice de
patru tipuri [7].

S-a observat ca DA este o manifestare cutanatd asociatd
cu tulburari sistemice si, in special, astm bronsic, alergie
alimentara, rinitd/conjunctivitd alergicd, nivel crescut al IgE
serice, eozinofilie etc [3].

DA este cea mai precoce manifestare din totalul maladiilor
atopice si, adesea, reprezintd primul pas in asa-numitul ,,mars
atopic”, ducand in 10-60% cazuri spre astm bronsic si rinitd/
conjunctivita alergica [22, 24].

DA are o evolutie cronici recidivanta, debutul maladiei,
de obicei, instalandu-se in mica copildrie si se caracterizeaza
prin prurit, leziuni cutanate diverse in dependenta de varsta
[3,29]. Astizi, DA se considerd o maladie de sistem, asociata
cu deregldri ale diferitor organe si sisteme, in conduita céreia
sunt implicati pediatrul, alergologul, imunologul, gastroen-
terologul, geneticianul etc [25, 26, 30].

DA afecteaza persoane de toate rasele, raportul masculin-
feminin fiind de 1:1,4. Studiile efectuate de alti autori la copiii
de pand la 5 ani releva o frecventd superioara la baieti [25, 26].

O clasificare unitard a DA nu exista. In 2002 s-a propus o
clasificare de lucru a DA dupé semnele clinice particulare in
dependenta de varstd, stadiul, gradul de severitate si raspan-
direa leziunilor cutanate. Asadar, DA se clasificd conform
varstei: DA pana la 2 ani, DA intre 2-12 ani, DA intre 13-18
ani si DA a adultului; stadiul maladiei: acutizare (forma acuta
si subacutd) si remisiune (completd sau incompleta); suprafata
afectata: circumscrisa (mai putin de 10%), diseminatd - 10-
50% si difuzd — mai mult de 50% de tegument afectat; gradul de
severitate: usoard, moderata, grava si extrem de grava [25, 29].

Datele privind debutul DA sunt controversate. De obicei,
maladia se manifesta panala 4-5 ani [25, 29]. Conform datelor
unor autori, debutul DA in primul an de viatd se constata in
60-85% cazuri [3, 25, 26]. In acelasi sens, se relateaza despre
prezenta manifestarilor clinice atopice recente pe parcursul
primului an de viatd in 80-87,4%, debutul fiind evidentiat la
2-3 luni in 28,9-68% cazuri [25, 26].

Majoritatea autorilor constata debutul maladiei in felul
urmadtor: pand la 6 luni - 10-62,2% cazuri, 6-12 luni - 4,9-
9,2%; 1-2 ani - 2% cazuri [13, 25]. Conform A. B. Galanina
[26], debutul DA se observa in primul an de viatd in 25-54%
cazuri, in al 2-lea an - 15-20% si dupd 2-3 ani — 10% cazuri.
Conform opiniei altor autori, debutul DA pénd la 3 ani se
constatd in 64% cazuri, intre 5-21 de ani - 17% si intre 23-
63 de ani - 4% cazuri [25, 26, 30]. Debutul maladiei poate fi
evidentiat si la méturitate, rata frecventei la adulti fiind de
0,9-2% cazuri [13].
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Diagnosticul DA se bazeazd pe urmitoarele constatari
clinice: prurit; eczeme faciale si extinse la sugari si copii sub
3 ani; eczeme lichenificate flexorii la copiii peste 3 ani, ado-
lescenti si adulti [25, 29].

In 1980 Hanifin si Rajka [9] au propus criteriile diagnos-
tice pentru DA. Aceste criterii se intalnesc cel mai des in
literatura de specialitate internationald privind standardiza-
rea diagnosticului DA si sunt impdrtite in majore si minore.
Pentru confirmarea diagnosticului de DA se cere prezenta la
bolnav a cate trei criterii majore si minore [9]. Cele majore
sunt: pruritul; topografia si aspectul leziunilor cu lichenificare
in pliuri, evolutia cronicéd/recidivantd, antecedente personale
si/sau familiale de atopie. Criteriile minore sunt multiple:
xerozd, keratoza pilard, hiperliniaritate palmara, dermatitd
a méinilor si picioarelor, hipersensibilitate imediata la pne-
umoalergeni, crestere a titrului de IgE, semnul Dennie-Mor-
gan, cataractd subcapsulard, pigmentare periorbitara, paloare
centrofaciald, pitiriazis alb al fetei, dermografism alb, fisuri
retroauriculare etc.

Pentru aprecierea severititii DA s-a propus sistemul de
evaluare SCORAD (severity scoring of atopic dermatitis).
Conform punctajului SCORAD manifestarile clinice cu
indicii sub 20 sunt apreciati ca formd usoara de DA, 20-40
- forma moderata si peste 40 — forma grava. Acest set de
criterii a fost stabilit intr-o maniera relativ arbitrara, lipsita
de studii epidemiologice, menita sa-i aprecieze sensibilitatea
si specificitatea [19].

Conform datelor unor autori, DA usoara la copiii de 0-5
ani se prezintd in 63,7-80% cazuri, moderatd — 10,3-24%,
severd — 1,6-2% si extrem de severa - 0,3% cazuri [18, 20, 25].

Maladia, avand o evolutie cronicd recidivanta, are perioade
de remisiune completd, in special, in adolescentd, dar poate
sd reapard si la adulti. Ameliorarea evidentd cel mai des se
constatd vara, dupa aflarea pe malul marii [13, 25, 29].

Durata bolii timp de peste 10 ani se inregistreaza in 65%
cazuri, de 6-10 ani - in 8% si intre 1-5 ani - in 27% cazuri,
recurentele adesea intalnite constataindu-se in marea majori-
tate a cazurilor, indeosebi la sugari si copii mici. Recurentele
ulterioare se observi la copiii de 7-8 ani si la adolescentii de
12-14 ani [13, 25, 30].

Prognoza evolutiva a maladiei, in unele cazuri, este dificild.
Majoritatea cazurilor de DA are o evolutie favorabila spre var-
sta prescolard. Ameliorarea evidenta si/sau disparitia semnelor
clinice se constata, de reguld, spre varsta de 15-30 ani [25, 30].

Mentinerea semnelor clinice pand la 2 ani se evidentiaza
in 71% cazuri, iar evolutia usoara se observd in 45% cazuri,
moderatd — in 53% si severd — in 2% cazuri. De asemenea, se
remarca decurgerea DA astfel: remisiuni complete la 3 ani - in
43,2% cazuri, evolutia intermitenta — 38,3% si fard amelioréri
clinice - in 8,7% cazuri [3, 25, 29].

Supravegherea a 320 de copii cu DA pe parcursul a 5 ani
a constatat mentinerea manifestarilor atopice in 77% cazuri
[12]. Conform datelor altor autori vindecarea completa poate
fi observatd in 17-30% cazuri, la varsta de 11-13 ani consta-
tandu-se numai in 18% iar ameliorarea evidenta s-a observat
in 65% cazuri [26].

Asocierea DA cu rinita alergica si astmul bronsic se obser-
vi in 78% si, respectiv, 53% cazuri. In unele cazuri manifesta-
rile clinice ale DA se mentin pe parcursul vietii [13, 22, 24, 25].

Astfel, expresia clinicd a DA este polivalenti, iar stabilirea
prognosticului maladiei este dificil, evolutia fiind dependen-
ta de factori multipli: varstd, predispozitie eriditard, fundal
imunitar, mod de viatd (alimentatie, igiend etc.), tratamente
efectuate, vaccindri, actiunea altor alergeni din mediul ambi-
ant, maladii asociate etc.

Dereglirile imunologice si neimunologice in DA

Starea atopica (atopie) determind dezvoltarea maladiilor
alergice diverse: dermatitd atopicd, astm bronsic, rinitd/
conjunctivita alergicd, urticarie, edem Quincke etc. DA, nu-
mitd anterior eczema constitutionald, reprezinta o manifestare
recentd a atopiei, asociata cu hiperreactivitate cutanatd, fiind
una dintre cele mai frecvente afectiuni cutanate alergice [3,
13, 25].

Patogenia DA nu este elucidata complet. Teoriile existente
atribuite acestei maladii trebuie sd explice nivelul crescut al
IgE, susceptibilitatea fata de infectii cutanate bacteriene si
virale, tulburarile imune celulare, raspunsul beta-adrenergic,
pruritul cutanat, distributia si morfologia variata a leziunilor
cutanate etc.

Referitor la patogenia DA au fost propuse céteva ipoteze.
Ipoteza imuna relateaza despre dezechilibrul limfocitelor
TH1/TH2, asociindu-se cu hiperproducerea IgE in 50-80%
cazuri; activarea celulelor Langerhans (CLs) si, respectiv,
diferentierea limfocitelor ThO in ThI/Th2 sub actiunea IL-2;
degranularea mastocitelor si a bazofilelor prin cuplarea cu
receptorii IgE de afinitate inaltd etc. De mentionat comlexi-
tatea si echivocitatea reactiilor imune in DA [2, 3, 13, 15, 25].

Pe de altd parte, sunt discutate perturbarile secundare
la nivelul barierei cutanate [3, 13, 14, 15]. Pierderea transe-
pidermica crescutd de apa si deficitul protector cutanat este
determinat de dereglarile in sinteza ceramidelor si insuficienta
sistemului profilagrina-filagrina-cheratohialind, rezultand
sporirea inflamatiei si sensibilittii cutanate [3, 25].

Disbalanta dintre limfocitele Th1/Th2, dereglarile imuni-
tatii nespecifice si de barierd cutanatd in DA explica predis-
punerea bolnavilor la infectii virale, bacteriene, micotice etc
[3, 13, 15, 26, 30].

Datele literaturii de specialitate privind reactivitatea celu-
lara si umorald in DA sunt multiple si contradictorii. Asadar,
in DA se constatd deficitul limfocitelor T serice. Este relatatd
diminuarea limfocitelor T si cresterea limfocitelor B serice la
copiii de pana la 3-5 ani cu DA severd in stadiul de acutizare.
S-a observat sciaderea limfocitelor CD8+, relevind schimbari
esentiale in raportul CD4/CDS8. In acelesi timp, in stadiul
de acutizare DA s-a observat reducerea CD4 cu majorarea
concomitentd a CD8+ T-supresoare si IL-10 [25, 26, 28, 30].

S-au semnalat dereglari importante privind diferentierea
limfocitelor T, reducerea activitétii limfocitelor NK, majorarea
nivelului limfocitelor CD30 (marker al Th2) si limfocitelor B,
sporind capacitatea inaltd de sintezd a anticorpilor [13, 26, 30].

La pacientii cu DA in stadiul de acutizare s-au constatat
schimbari evidente in leucograma (leucocitoza, limfocitoz,
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monocitozd, eozinofilie) si, concomitent, micsorarea relativa
a limfocitelor CD3/CD4/CD8 serice, precum si a IgG, IgA,
IgM, scaderea activitdtii fagocitare a neutrofilelor, indicelui
fagocitar si majorarea absoluta a CIC, IgE, IL-1beta. Rezulta-
tele investigatiilor obtinute la copiii cu DA severa relevd, de
asemenea, micsorarea activitatii fagocitare a neutrofilelor, in-
dicelui fagocitar si al testului NST [26]. Conform datelor D.V.
Curamgina (2005), in stadiul de acutizare a DA se constata
intensificarea fagocitozei monocitare si majorarea numaru-
lui monocitelor DR+. De asemenea, se observa micsorarea
indicelui inhibarii migratiei si majorarea indicilor functiei
efectoare a monocitelor.

Studiile efectuate la copii cu vérsta de peste 6 luni cu DA
severd/moderata acutizatd au evidentiat reducerea evidenta
a nivelului IgG totale si IgA. Totodatd, s-a constatat nivelul
crescut al IgG si IgA in stadiul de acutizare si diminuarea
acestora in stadiul de remisiune clinica [26, 30].

In majoritatea cazurilor, pentru DA este caracteristic un
nivel crescut al IgE totale [8, 13, 15, 25, 26, 30].

Studiile efectuate releva o dependentd dintre nivelul IgE
si varsta bolnavilor. Nivelul IgE in limita normala se constata
astfel: pana la 3 ani - in 80% cazuri, intre 3-15 ani - in 52%
si peste 15 ani — in 45% cazuri. Datele obtinute informeaza
despre prevalenta indicilor normali ai IgE la copiii cu DA
endogend, comparativ cu cea exogend, situatia fiind inversa
la adulti [20].

In stadiul de acutizare a DA s-au evidentiat, de asemenea,
majorarea complexelor imune circulante (CIC) si IgE cu mic-
sorarea concomitenta atat a limfocitelor CD3+, CD4+, CD8+,
cat si a IgA/IgM [30].

Analizand studiile efectuate privind starea imunitatii in
DA mentiondm cateva situatii posibile: majorarea limfocitelor
CD8+ silimita normald a IgE; nivelul inalt/moderat al IgE cu
limita normald a limfocitelor CD4+ si CD8+; nivelul majorat
al limfocitelor CD4+ si indicii variabili ai IgE; nivelul diminuat
al CD4+ si CD8+ si indicii variabili ai IgE. Mai recent, au fost
delimitate cel putin doua forme de DA [20]. Forma “extrinsec”
(alergica, exogend) caracterizatd printr-un nivel crescut de
IgE - 60-80% (cu exceptia infectiei parazitare), cu sensibilizari
la alergeni alimentari si/sau aeroalergeni si dereglari evidente
ale barierei cutanate, aceastd forma se consideri clasica si se
observd mai des. Forma “intrinsec” (non-alergica, endogena),
constatata in 20% cazuri, intalnita mai des la femei, pacientii
avand indici normali ai IgE, lipsa semnelor de sensibilizare si
debut mai tardiv. Dupd opinia unor autori, in ambele forme
se constata eozinofilie [13, 20, 30].

Asadar, in forma “extrinsec” a DA celulele T de memorie
expreseaza homing receptor al pielii, iar limfocitele Th2 aso-
ciate cu antigenul cutanat limfocitar (CLA) produc un nivel
crescut de citokine. Expresia CLA actioneazd numai pe T
limfocitele cutanate si nu este caracteristica pentru celulele
T din alte organe, ceea ce explica recrutarea T limfocitelor in
piele. Acestea produc atit IL-4 si IL-13, inducand izotipul de
trecere spre sinteza crescutd a IgE, cat si IL-5 din eozinofile,
avand un rol important in dezvoltarea eozinofiliei si inhiba-
rea apoptozei limfocitare. Th2 activate, eliberand in exces

IL-5 si IL-3, exercitd o actiune stimulatoare asupra eozino-
filelor, accelerand chemotaxisul acestora in zona inflamata.
Eozinofilele activate secretd in exces histamind, producand
hiperhistaminemie. Interactiunile corelative intre IL-4 i IL-5
determina caracterul ciclic al inflamatiei cutanate in DA: in
fazd acutd predomina IL-4 si in cea cronica - IL-5. Eozinofilele
au capacitatea de a secreta un set de citokine, ca IL-2, IL-4,
IL-5, IFN-gama, TGF-alfa si GM-CSE, ceea ce confirma rolul
important al acestora in perpetuarea reactiilor alergice de
tip atat imediat, cat si intarziat. Pe de altd parte, eozinofilele
elibereaza proteina bazicd majora si cea eozinofilicd cationicd,
facilitind formarea de radicali liberi ai oxigenului (RLO) si
procesele pro-oxidante rezultante. Aceste evenimente initiaza
procesul de legare, activare si aderare la endoteliu, urmate
de extravazarea celulelor inflamatorii. Atunci cind celulele
inflamatorii infiltreazd tesutul, acestea raspund la gradientii
chemotactici stabiliti de citokine si chemokine si joaca un
rol important in definirea naturii infiltratului inflamator [2,
3,8, 13,15, 20].

In bioptatele investigate la atopici se evidentieazi numarul
crescut de celule Th2, care exprima IL-4 si IL-13, dar nu si
IFN-y si mRNA. Inflamatia cutanatd in DA depinde de celulele
Th2 majorate in leziunile cutanate acute, iar in fazele cronice
pielea se infiltreaza de CLs, macrofagi si eozinofile. In forma
»extrinsec” expansiunea limfocitelor Th2 este mentinuta in
DA de catre deficitul IL-12 si IFN-gama, comparativ cu nivelul
majorat de IL-4, IL-13, IL-5 [3, 8, 13, 15, 17, 20].

Activarea procesului patologic in forma “intrinsec” a DA
este determinata de IL-1, IL-2, IL-6, TNF-alfa, IFN-y, mole-
culele de adeziune ICAM-1, VCAM-1, selectine, integrine.
Se observa o expresie scazuta a IL-4, IL-5 si IL-13 asociata cu
expresia majorata a INF-gama, ceea ce determind sensibili-
zarea scizuta la alergenii proteici i apdrarea antiinfectioasa
inalti [3, 8, 13, 15, 20].

Asadar, inflamatia in DA rezultd din interactiunile fac-
torilor ereditari si dobanditi ai bolnavului, perturbari ale
barierei cutanate, ducand spre activarea imunologici prin
invazie antigenicd, ulterior avand o actiune inversa, negativa
asupra acestei bariere — “outside-to-inside-to-outside” 3, 27].

La bolnavii cu DA celulele B produc anticorpi din clasa
IgE si IgG4. Acestia formeaza complexe imune mici, care nu
pot fi eliminate din organismul uman. Sinteza IgE si IgG4, pe
de o parte este controlatd de IL-2, IL-4 si IL-13, dar, pe de alta
parte, sinteza IgE poate fi sporitd si de IL-5, IL-6, TNFalfa.

S-a constatat capacitatea supresoare a IL-4 si IL-10 privind
sinteza citokinelor de limfocitele Th1. IL-13 fiind un mediator
al degranularii mastocitelor, sporeste efectul IL-4 in fazele
acute de DA [8, 15, 20, 22].

Se stie cd nivelul IgE-specifice, deseori, este corelat cu
gravitatea DA. Sensibilizarea specifica la bolnavii cu DA
“extrinsec” prezintd un marker pentru a dezvolta, pe parcur-
sul vietii, alergii la nivelul sistemului respirator. In general,
prognosticul la bolnavii cu DA ,,extrinsec” (cu IgE majorate,
alergica) este mai putin favorabil pe termen lung, comparativ
cu DA , intrinsec” [22, 30].

Astdzi, in patogenia DA se constatd cateva verigi impor-
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tante: discordanta limfocitelor TH1/TH2, ceea ce duce la
sinteza acceleratd IgE in 50-80% din cazuri; activitatea anti-
gen-prezentatoare majoratd a CLs; degranularea mastocitelor
si bazofilelor, deficitul limfocitelor supresoare periferice si
activitatii limfocitelor NK, chemotaxisul defectat, hipocom-
plementemia etc [3, 8].

Se denotd, de asemenea, programarea geneticd de activitate
majoratd a CLs in epiderm sub actiunea IL-4 (aparitia reacti-
ilor de tip IV in DA); cantitatea crescutd pe suprafata CLs de
receptori pentru IgE si IgG4; diminuarea actiunii de control
a CLs asupra keratinocitelor cu secretia in exces a IL-1 (lipsa
anti-IL-1) si inchiderea cercului vicios de suprasolicitare a
Th2; imbibarea pielii cu eozinofile si, corespunzitor, majo-
rarea rezistentei la apoptoza (2, 3, 13, 22].

Programul genetic pro-atopic determind o reactivitate
imuna neadecvatd in DA, incluzand cel putin doud tipuri de
reactii alergice cu dereglari in sinteza citokinelor: umorale
(tip I, pattern Th2) si celulare (tip IV, pattern Th1). In acelasi
timp, conform anumitor date, starea de sensibilizare de tip
intrziat (tip IV) se constatd numai in 10% cazuri [2, 8, 22].

DA reprezintd un proces patologic inflamator bifazic: in
stadiul initial (acut cu eczematizare) se evidentiaza o reactie
imund, initiatd de limfocitele Th2, iar in stadiul de cronicizare
(infiltratie, lichenificare) predomind activitatea limfocitelor
Thl. CLs migrate in ganglionii limfatici, in functie de anti-
genul prezentat, contribuie la diferentierea limfocitelor ThO
(naive) in limfocitele Th1 sau Th2, fiecare avind un spectru
citokinic specific. Reactia alergica cu implicarea limfocitelor
Th1 controleaza apoptoza celulara cu ajutorul IL-2, TNF-alfa
si IFN-gama, avand actiune antivirald, iar cea cu implicarea
limfocitelor Th2, are o actiune antibacteriana, sporeste sinteza
anticorpilor asistatd de IL4, IL5, IL6, IL9, IL13,IL16, inducand
dezvoltarea eozinofiliei si comutarea spre sinteza IgG4 si IgE.
Subseturile limfocitelor T (Th1 si Th2) au o actiune reglatoare
reciproca: IFN-gama si IL-12 secretat de Thl reprima pro-
liferarea Th2, iar 1L4 si IL10, eliberate de Th2, scad sinteza
citokinelor Thl [2, 3, 8, 13, 15].

Rolul-cheie in schimbul profilului Th2 spre Th1 si expresia
crescutd de IFN-y la cronicizarea procesului il joacd IL-12,
IL-18 si GM-CSE in timp ce schimbarea profilului Th1 spre
Th2 la acutizarea procesului este conditionata de IL-10 si IL-
16. S-a constatat prevalenta IL-1 si IFN-alfa in stadiul acut al
DA, pe cand IL-6, IL-8 si IFN-gama sunt majorate in stadiul
subacut, precum si IL-3 si GM-CSF sunt proieminente in
formele cronice de durati [2, 3, 8, 13, 22].

Prevalenta raspunsului imun TH2/TH1 este discutatd in
ultimul timp in contextul ,,ipotezei igienice” in dependenta
de starea social-economicd a bolnavilor cu DA [30]. Conform
datelor unor autori, in térile subdezvoltate patogenia maladiei
predomina rdspunsul imun THI si, invers, in tarile dezvol-
tate — TH2, inflamatia cutanati fiind intretinutd de spectrul
citokinic corespunzitor. Teoria citokinelor explicd momente
importante in patogenia DA [3, 17].

In patogenia DA se includ si dereglari non-imunologice:
blocarea beta-adrenergicd, tulburari ale secretiei mediato-
rilor, perturbdri in metabolismul eicosanoizilor, distonie
neurovegetativa etc. Se constata cresterea marcatd a histami-

nei in piele si inconstantd in ser, concomitent cu reducerea
histaminopexiei. Se observa tulburari in sinteza nucleotidelor
ciclice: activarea fosfodiesterazei, degradarea cAMP, instabi-
litatea membranelor celulare, rezultind eliberarea in exces a
histaminei. Aceste tulburari sunt importante, constituind un
marker precoce de atopie, evidentiat in sangele cordonului
ombilical la nou-nascutii, proveniti din parinti atopici [2, 3].

Aspecte genetice in dermatita atopica

DA are o etiologie complexa, dar si o predispozitie genetic
determinatd cu transmitere, probabil, autosomal-dominan-
ta [5].

Fenotipul clinic caracteristic in DA rezultd din terenul
genetic de susceptibilitate, mediul ambiant, deficitul functi-
onal al barierei cutanate si raspunsul imun al organismului.
Asadar, atingerea pragului de manifestare clinica a DA se
obtine la interactiunea aditiva atat a genelor, ct si a factorilor
din mediul ambiant [3, 13].

A fost posibild determinarea rolului eredititii in patogenia
DA printr-o varietate de abordari, inclusiv, analizand expresia
genica si celulard, determinarea citokinelor in leziunile cuta-
nate atopice, precum, si prin knock-aut-ul genelor patologice
in modelul trans-genic la soareci [5].

S-au luat in consideratie diverse variante privind modul
de transmitere a maladiei: autosomal-dominant, autosomal-
dominant cu penetrantd incompletd, dominant-incompleta
[5, 11]. Pe plan genetic natura familiala a DA este astazi bine
stabilita. Antecedente atopice familiale (astm, rinitd alergica,
conjunctivitd alergicd etc.) s-au constatat in 60-80% din cazuri,
prognosticul fiind mult mai sever in cazurile cand ambii pa-
rinti fac atopie. Studiile au demonstrat predispunerea genetica
pentru patologia atopicd mostenita din partea tatalui fiind de
33%, iar din partea mamei — de 45% [3]. Riscul mostenirii
atopiei la copii constituie 0-20% in lipsa atopiei la parinti,
30-50% in cazul atopiei la unul din parinti si de 60-100% in
cazul ambilor périnti atopici. La majoritatea probanzilor s-a
evidentiat majorarea IgE, ceea ce confirma terenul genetic al
raspunsului imun mediat de IgE [5]. S-a constatat concorda-
rea semnelor atopice la gemenii univitelini in 77% si la cei
bivitelini in 15% cazuri [5].

Autorii [16, 23] constata complexitatea geneticd a mala-
diei. In prezent sunt cunoscute mai mult de 20 de gene care
determina predispozitia ereditara a DA [3, 11, 23]. Genele
pro-atopie sunt localizate pe cromozomii 2, 5, 6, 7, 11, 12,
13, 14si 16, fiind impartite conditionat in felul urmétor: gene
responsabile pentru predispozitie in general la atopie; gene
care influenteazd asupra rdspunsului imun mediat de IgE;
gene care influenteaza hiperactivitatea bronsicd non-atopicd;
gene care determina inflamatia fara implicarea IgE [5, 11, 23].

Asadar, transmiterea DA este determinatd de un set de
gene. Sunt relatate 18 locusuri in genom, prezentand asa numi-
tele gene ale atopiei. Genele specifice pentru DA sunt cele care
codeaza descoperirea antigenului, sinteza Th2-citokinelor,
chemokinelor si receptorilor acestora (ADAM33, 5q, 16q,
12q15-24.1, 14qs. a.), activitatea mediatorilor proinflamatori
mediati de Th2. S-a constatat asocierea DA cu gena himazei
mastocitare pe locusul 4ql1.2 [5, 11, 23].

Gena situatd pe cromozomul 11q13 codificd receptorii
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pentru IgE, participd la sinteza citokinelor, proteinelor HLA
si receptorilor pentru IgE cu afinitate inaltd (FceRIp). Gena
pentru FceRIP determina sinteza ambelor proteine, avind o
functie concurenta. Una dintre ele reprezinta o forma clasicd
— lantul FceRIp, iar alta este o varianta deformatd (pT), care
previne expresia superficiala a FceRI, ingloband maturizarea
lantului FceRIa. Gena care codeazi lantul-y al receptorului IgE
(FceRly) este situatd pe cromozomul 1q23. Expresia majoratd
a FceRI este corelatd cu severitatea maladiei, asigurand pre-
zentarea cantitatilor minimale ale antigenului si interactiunile
cu limfocitele T. Insuficienta raspunsului imun la atopici este
determinatd de variante diverse ale structurii superficiale
proprii (TLR-toll-like-receptors), cauza fiind schimbdrile in
regiunea genei corespunzatoare [3].

Conform datelor unor autori, in DA se observa un defect
genic in mecanismul comutdrii directe a celulelor B spre sin-
teza IgE, al hiperproducerii citokinelor si receptorilor pentru
acestea, chemoatractantelor, prostaglandinelor, celulelor
reglatoare [15, 16, 23, 26].

Transmiterea semnalului de cétre celulele antigen-pre-
zentatoare dendritice spre limfocitele T asigura procesarea si
prezentarea antigenului cu ajutorul moleculelor costimulatoa-
re speciale. Transformarea antigenului in stare imunogend se
determina prin capacitatea de cuplare in citoplasmd a celulelor
antigen-prezentatoare cu moleculele HLA clasa II. In fine, se
formeaza complexul imunogen (peptid+molecula din clasa
IT). Activarea celulelor imunocompetente necesita un semnal
suplimentar, costimulator, forméndu-se prin interactiunea
moleculei CD, pe limfocitele T siliganzii CD, /D, pe celulele
antigen-prezentatoare. Conform unor studii, gena situatd pe
cromozomul 3q21 codifica moleculele costimulatoare CD-80
(B7-1) si CD-86 (B7-2) [5, 11, 14, 16, 23].

Un rol important il joaca gena pentru IL-4 si IL-13,
localizandu-se cu alte molecule biologice active in agsa numi-
tul “claster al genei IL-4” [10, 11, 16]. S-a determinat pozitia
IL-4 si IL-13 pe locusul 5q, iar pentru receptorii acestora -
pe cromozomii 16 si 10. Analiza cuplérii de locusul genic a
demonstrat rolul principal in DA al genei IL-13, localizata pe
cromozomul 5q31-33. IL-13 reprezinta un factor de crestere
a limfocitelor B, accelereazi sinteza IgE, facilitind expresia
moleculelor de adeziune si micsorand sinteza IFN-y de catre
limfocitele Th1 activate. Cromozomul 5q31-33 contine un
grup de gene pentru citokinele IL-13, IL-4, IL-5, GM-CSF
care sunt expresate de Th2 [3, 5, 10, 11, 16, 18, 23].

Sinteza IFN-y se codeazi de 2 gene situate pe locusul 10 si
12. IFN-y stimuleaza expresia HLA si inhiba activitatea Th2.
Pe cromozomii 12q14-q24-33 se situeazd gene ale INF-y si SCF
(SCF - o citokina care stimuleazd cresterea mastocitelor) [10].

S-a stabilit conexiunea pe locusul 16 dintre polimorfismul
a-receptorului IL-4 si expresia atopiei. Mutatia acestuia duce
la o expresie majorata (upregulation) a chemokinelor - CC,
depistate la majoritatea pacientilor cu DA, avand o actiune de
chemoatractie pentru monocite silimfocitele T. S-au prezentat
date privind rolul moleculelor de adeziune in patogenia DA,
gena VCAM-1 fiind cartatd pe 1p32-p31. Pe 17gll.2 se constati
o mutatie functionald a promouter-ului proximal al genei

RANTES, secretatd de limfocitele T, asigurdnd activitatea lor.
Prin mutatie se majoreazd expresia chemokinelor la pacientii
cu DA. Sunt relatate datele despre existenta unui grup comun
de gene pentru DA si astm bronsic pe 5q31-33 si 13gl2-14.
Diversitatea genelor specifice influenteaza dezvoltarea sensi-
bilizérii la atopici, in acelasi timp, alte alteratii genice pot duce
la desfasurarea astmului bronsic si DA. Acest fapt sugereazi
lipsa unui genotip unic, asociind toate procesele alergice [3,
5,11, 23, 26].

De asemenea, existd o specificitate etnica pentru deter-
minarea atopiei: cromozomul 2q33 este caracteristic pentru
America Latind, 11q - pentru afro-americani, 20p13 - pentru
europeni, nord-americani si englezi [3, 5].

S-a demonstrat asocierea mutatiilor in gena Filaggrin in
DA [3, 14]. Xeroza, caracteristica pentru pacientii cu DA,
este cauzata de mutatii in gena care controleaza sinteza genei
Filaggrin (FLG), situatd pelocusul 1q21.3 [13]. Cele mai multe
dintre studiile respective au inclus pacientii atopici cu nivelul
crescut al IgE (forma “extrinsec”).

Un deficit de cunostinte se constata in formele “intrinsec”
ale DA pentru identificarea genelor corespunzitoare [13].
Examinand exudatul cutanat la pacientii cu DA “intrinsec” in
stadiul de remisiune, s-a constatat majorarea IL-4 si IL-17 la
nivelul genei Filaggrin, comparativ cu pacientii fira mutatii,
ceea ce explicd un nivel mai inalt al procesului inflamator
alergic rezidual in piele [14].

O privire de ansamblu permite listarea unor complexe de
cromozomi si gene-candidati (tab. 1) pentru DA:

Tabelul 1

Locusuri pentru maladii atopice
(Summary of Linkage Studies for Atopic Dermatitis
(James A. MacLean et al., 2001)

Marker Localizare Gena-candidat Cromozom
D2S2298 | 2q2pter-2qt 2
IRF1 5q923-g31 Factorul de reglare a 5
IF-ui
IL9 5022-q32 IL-9 5
CSF-1R 5933.2-g33.3 Receptori pentru 5
CSF
D6S291 | 6p21.3-6p21.2 HLA 6
FCeR1B 11912-q13 | Receptori pentru IgE cu 11
afinitate inalta
FGF3 11913.3 Factorul de crestere a 1
fibroblastelor
D1251644 | 12913 STAT6 (kinaza celulara) 12
IFNG 12g24.1 IF-ul 12
IGF1 12922-923 Factorul de crestere a 12
insulin-like
PLA2G1B 12g23-qter Fosfolipaza A2 12
IL-4R 16p12.1 Receptorul pentru IL-4 16
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In acest context, prezintd un interes deosebit gena candi-
data HLA. De mentionat, cd primul pas in dezvoltarea reactiei
alergice este stadiul de sensibilizare, cand primul contact cu
alergenul duce la prezentarea fragmentelor antigenice proce-
sate, legate de moleculele HLA - parte a complexului major
de histocompatibilitate (MHC). Sistemul HLA reprezinta
un set de gene, asigurdnd un control al rdspunsului imun si
interactiunii celulare corespunzatoare.

Vorbind despre aspectul istoric, MHC la om s-a desco-
perit initial la leucocite, deaceea se defineste ca §i antigene
leucocitare umane (Human Leucocyte Antigen - HLA). Sunt
cunoscute trei clase de molecule HLA:

o clasal (A, B,siC), polimeri mici (aproximativ 9 amino-
acizi in lungime), se prezinta in interiorul celulei, avind
capacitatea de a lega antigenii proteici endogeni si de a-i
prezenta spre limfocitele T CD8 (citotoxice);

« clasa Il (DP, DM, DOA, DOB, DQ si DR), antigenii fiind
in exteriorul celulei, de asemenea, au

« functia de a cupla peptide, dar exogene, prezentandu-le
spre limfocitele T CD4 (limfocite T-helper), favorizind
si multiplicarea celulelor T-helper, precum si sinteza ac-
celerata a anticorpilor de celule B. Sunt prezente numai
pe celulele prezentatoare de antigen: CLs, macrofage,
celule dendritice, limfocite B;

o clasa III, codifica componente ale sistemului comple-
mentului.

Existd zeci de variante HLA de fiecare tip, notate cu li-
tera corespunzitoare, tipul si numarul alelei (ex. HLA A3,
A66, B7, B27, C3, C9, DR3, DR4 etc.). Fiecare om are pe
suprafata celulelor sale 2 tipuri distincte de molecule HLA
de tip A, 2 — de tip B, 2 — de tip C si 2 — de tip DR, una fiind
mostenitd de la mama si alta de la tatd. Astfel, exista foarte
multe posibilitati de combinatie a diferitelor tipuri de HLA,
ceea ce face ca fiecare om sa aibd, practic, o combinatie HLA
distincta. Datoritd recunoasterii HLA de cétre limfocitele T
citotoxice, aceste molecule determind toleranta sau rejetul
grefelor. Cu cit combinatia de HLA este mai asemdnatoare
intre donor si recipient, sansa de supravietuire a grefei este
mai mare. Determinarea combinatiei de molecule HLA si
identificarea unui donor compatibil este esentiala pentru
efectuarea unui transplant reusit (mai ales transplantul de
rinichi, maduva) [26, 27].

Asadar, sistemul HLA se referd la genomul rdspunsului
imun (IR) de tip puternic sau slab pentru alergeni anumiti,
in dependentd de capacitatea peptidelor imunodominante a
alergenilor de a interactiona cu centrele peptid-ligande ale
individului. Interactiunea peptidelor HLA cu TCR (T-cell
receptor) cu mare afinitate formeazd raspunsul de tip Th1, iar
cu afinitate micé - rdspunsul Th2. Sunt importante si structu-
rile superficiale ale celulelor prezentatoare si ale citokinelor.
Limfocitele T cutanate au o activitate superioara cu un suport
de antigeni liganzi HLA-DR si Fc [18, 26, 27].

Se considera cd predispunerea de a forma un fenotip ato-
pic este determinata de alelele “marker” HLA [26, 27]. Deci,
anumite haplotipuri HLA clasa II sunt predictori ai maladiilor
atopice [26].

Mecanismele imunogenetice responsabile pentru nivelul
crescut de IgE la atopici pot fi sau nu antigen-specifice. In
prima varianta au o importantd deosebitd genele din clasa
HLA-D, iar in a doua este implicat preponderent mecanismul
reglator general al raspunsului imun IgE. Datele existente
sugereazd participarea mecanismelor genetice in raspunsul
imun, cuplat de markerul HLA in patogenia DA [5, 26, 27].

In pofida anumitor particularititi populationale a fost
semnalatd asocierea manifestérilor atopice cu sistemul HLA
[6,18,26,27], altii constata insuficienta acestei corelari [5, 27].

In prezent, se stie ci controlul sintezei IgE-specifici este
realizat de genele clasice pentru raspunsul imun, care sunt
cuplate cu HLA. Predispozitia ereditara in DA se confirma
printr-o frecventa inalta a asocierilor antigenelor HLA - A3,
A9, B12, B40. De asemenea, au fost descoperite corelatii
semnificative ale expresiei DA cu antigene HLA A24, -B5,
-BY, -B12 si -B27 [27].

S-a constatat asocierea antigenelor HLA Al, B17, B18,
DR si combinatia lor - B17-B18, B17-B40, A1-B35, A11-B18,
A19-B17 pentru formele grave ale DA la copiii de pand la 5
ani. Rezultatele acestea au o importanta deosebitd pentru
a prognoza evolutia bolii in stadiile precoce si planificarea
conduitei terapeutice individuale. Prezenta antigenelor HLA
susnumite si combinarea lor majoreaza riscul dezvoltdrii DA
de 2,51-7,89 ori. Conform datelor altor autori, evolutia grava
se constata la pacientii cu haplotipuri A2/DR3 si B7/DR3, iar
evolutia usoard este corelata cu haplotipurile A3/DR2 si B7/
DR2 [26, 27].

A.M. Bowcock si O.C.M. Cookson (2004) constatd la pa-
cientii cu DA din Suedia si Germania conexiunea maladiei cu
regiunile cromozomalelgq, 3q, 5q, 16q dar, in acelasi timp, co-
nexiunea cu regiunea HLA (cromozomul 6) nu a fost stabilita.

S-au studiat antigenele HLA intr-o familie cu DA, con-
statand la toti membrii familiei cu DA haplotipuri A2, Bw35,
Cw4, demonstrand cd HLA Bw35 are o frecventa crescuta in
DA [21].]. Gao s. a. (2003), studiind asocierile HLA in DA si
astm bronsic, releva implicarea HLA-DQA1 si HLA-DQB1 la
populatia chinezi. Studiile efectuate in populatia din Spania
au constatat la pacientii cu DA asocieri semnificative cu alelele
HLA-DRBI [26, 27].

Prezintd interes studiile [27], care depisteazd factorii de
risc pentru dezvoltarea DA in populatia din Siberia si anume:
prezenta unui genotip AA in zona promotor a genei TNFA
G-308A, asociata cu sinteza acceleratd a acestei citokine; pre-
zenta alelei T si genotipului TT in pozitia polimorfa C-590T a
genei IL-4; prezenta alelei T si genotipului TT in portiune po-
limorfd C-703T a genei IL-5; prezenta genotipului DRB1*04-
DQB1%0302 si DRB1*15-DQA1*0103-DQB1*0602-8 a
genelor complexului HLA. In acelasi timp, rolul protector in
dezvoltarea DA a fost demonstrat pentru: genotipul AG in
zona promotor a genei TNFA G-308A; prezenta alelei C si
genotipului CC in portiunea polimorfa C-590T a genei IL4;
prezenta alelei C si genotipului CC in portiunea polimorfa
C-703T a genei IL-5; tipuri de gene DRB1*15-DQA1*0102 si
DRB1*15-DQA1*0102-DQB1*0602-8 a genelor complexului
HLA. O evolutie indelungatd si severd a DA este asociata
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cu prezenta in genom a alelei G si genotipului GG in zona
promotor a genei TNFA G-308A, asociat cu sinteza redusa
a acestei citokine; prezenta genotipului TT in portiunea
polimorfa C-703T a genei IL-5 si antigenelor HLA A9, DR3,
A2-DR3si B7-DR5. La pacientii cu DA s-a constatat prezenta
conexiunilor non-echivalente ale alelelor genei TNFA in po-
zitia G-308A cu alelele genelor HLA DRB1, DQA1 si DQBI,
situate pe cromozomul 6q, alelele DRBI*13-rM-308G, si
DQA1*01’01-TNFA-308, ceea ce nu este caracteristic pentru
persoanele sandtoase.

Asadar, studiile privind asocierea antigenelor HLA in DA
sunt controversate si insuficiente si sunt cauzate, probabil, de
varietdtile populationale ale antigenelor [26, 27].

Determinismul genetic al DA ramane a fi stabilit in stu-
dii complexe de identificare a locusurilor genetice esentiale
pentru DA.

Concluzii

Studierea maladiilor multifactoriale, inclusiv a DA, nece-
sitd o abordare holistica a particularitatilor clinico-evolutive,
imuno-genetice, sistemul HLA constituind un compartiment
important in fenotipizarea DA. Diferentierea indicilor con-
statati in formele «extrinsec» si «intrinsec» ale DA pot fi uti-
lizate ca screening pentru determinarea factorilor de risc si a
prognosticului maladiei, avand o valoare practicd in medicina
pediatrica si de familie.
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Abstract

The purpose of this review is to provide an overview and to update the information about the extraintestinal manifestations of inflammatory
bowel diseases. The inflammatory bowel diseases can be considered systemic ones as they are associated with extraintestinal manifestations (25-60%)
and other autoimmune diseases, affecting almost every organ - osteoarticular system, skin, liver with biliary tract, eyes, kidneys and vascular system
in particular,what is characteristic especially of Crohn’s disease. The above deseases affect 40% of children, among whom the cases of ulcerative colitis
are less specific and make up 8.4%. The extraintestinal manifestations dilemma relates to the gaps in the diagnosis of inflammatory bowel diseases, as
such manifestations are treated without a prior identification of the basic pathology, which induces the complications, sometimes irreversible. Thus, the
early diagnosis and appropriate treatment of these pathological conditions, sometimes with a much more severe evolution than the inflammatory bowel
disease itself is absolutely necessary.

Key words: inflammatory bowel disease, Crohn’s disease, ulcerative colitis, extraintestinal manifestations, children.

BHekuieuyHnbie IMpOABICHNA BOCIIA/IUTE/TbHBIX 3a00meBaHMII KMIIEYHNKA y neTei[

*I1. Muxy, O. Turunsany
Pedepar

Ienpio JaHHOTO aHA/IN3A ABIAETCS MPEOCTAB/IEHNE OOIVX CBefIeHNIT 1 0OHOB/IEHHOI MH(POPMAIINI O BHEKVIIEYHBIX IIPOSBIEHNAX BOCIIA/INTENbHBIX
3ab0/IeBaHNMIT KMIIIeYHNKA. BocranuTenbHble KUIedHbIe 3a60/1eBaHIs MOTYT CUMTATHCS CUCTEMATIIECKVIMI ITATOMOTMSIMIL, TaK KaK OHM aCCOLIMIPOBAHBI
C BHEKMIIEYHBIMY MPOABIEHNAMY (25-60%) WM ¢ APYTMMM ayTOMMMYHHBIMY 3a00/IeBAHUAMM U BIVMAIOT TIOYTH HA KaXK/blil OpPraH, 0COOHHO Ha
KOCTHO-CYCTaBHYIO CUCTEMY, KOXKY, IIedeHb ¥ YKeTIHbIe ITyTH, I71a3a, MOYKM U COCY/IUCTYIO0 CUCTeMY, 4TO XapakTepHo A 6onesnn Kpowa. [lanHbre
3abonmeBaHs oxBaTbIBalOT 40% AeTeil, Cpefyt KOTOPBIX CTydal AI3BEHHOTO KOJIMTA SAB/IAIOTCS MEeHee XapaKTePHBIMU 11 COCTABIAIOT 8,4%. [IpaBuibHas
TPAKTOBKA BHEKMIIEYHbIX CYMIITOMOB CIIOCOOCTBYET yCTAHOB/IEHMIO IIPABM/ILHOTO IMarHO3a ¥ HA3HAYEHMIO a/IeKBAaTHOI CBOEBPEMEHHOI! Tepanui Ipu
TAaKOM aTUIIIYHOM BapuaHTe GOIe3HM, YTO, B CBOIO OYepPeib, IO3BOJIAET JOOUTDCA GOTee CTOMKOI PeMUCCHM, M36€XKATb OCTIOKHEHMIT U TIPENATCTBYeT

(hopMIpPOBaHIIO PE3UCTEHTHOCTH K JIEYEHUIO.

KroueBbie cmoBa: BOCIIauTeNbHbIE 3a00/1€BaHNA KUIIeYHUKA, I3BeHHBIN KOINUT, 6071e3HDb Kp0Ha, BHEKMIIEIHDIE IPOABIICHNA, TETN.

Introducere

Bolile inflamatorii intestinale (BII) constituie o pa-
tologie actuald, prin cresterea constantd a incidentei, pre-
cum si prin afectarea sistemica a majoritatii organelor [1-5].
Aceastd conjunctura impune abordarea multidisciplinara a
cazurilor de boli inflamatorii intestinale, pe care o poate rea-
liza doar o echipa formata din gastroenterolog, endoscopist,
radiolog, reumatolog, alergolog, dermatolog poate realiza cu
succes managementul de conduita a pacientilor.

Epidemiologie

Manifestdrile extraintestinale (MEI) sunt prezente la 25-
60% din copii si adolescentii cu BII, afectand 40% din copii
cu boala Crohn (BC), mai putin cu colité ulceroasd (CU), iar
pentru 8,4% pacienti manifestarile extraintestinale constitu-
ie simptomatologia de debut [6, 7].

Comparand frecventa afectdrilor extraintestinale la co-
pii si adulti, la copii se remarcé o incidentd mai diminuata a
manifestdrilor musculo-scheletale (13% in BC si 7% in CU,
iar la adulti 28% si respectiv 26%); oculare (mai putin de 1%
in BC si CU, iar la adulti mai mult de 4% in CU); mucocu-
tanate (7% in BC si 1% in CU, iar la adulti 14% si respectiv
19%) [6, 8].

Primele referiri la asocierea bolilor inflamatorii intesti-
nale cu manifestarile extraintestinale dateaza incd din1976,
acestea fiind clasificate in:

e grupul A - asociat cu colita — manifestari cutanate, ocu-
lare, articulare si bucale;

e grupul B - asociat disfunctiei intestinului subtire — ma-
labsorbtie, litiaza renald si veziculard, hidronefroza acal-
culoasa;

e grupul C - cu complicatii nonspecifice - osteoporozi,
boli hepatice, ulcer si amiloidoza [9].

Etiopatogeneza

Patogeneza BII si a MEI raméne obscurd, fiind abordata
in prezent ca o corelatie de modificdri genetice si dereglari
imunologice, determinate de interactiunea microflorei ente-
rice cu mucoasa, invocand lezarea barierei mucosale intes-
tinale si dezvoltarea BII, prin formarea de complexe imune
circulante sau raspuns inflamator sistemic. O alta ipoteza
presupune existenta unui raspuns autoimun indreptat impo-
triva unei isoforme a tropomiozinei, care se gaseste la nivelul
intestinului, pielii, sinovialei, ochilor si arborelui biliar, su-
gera nd posibilitatea unui mecanism fiziopatologic comun,
manifestat prin: artrita periferica, eritem nodos, afectiuni ale
arborelui biliar si ale ochilor [6, 7].

Desi, boala Crohn si colita ulceroasd nu sunt afectiuni
clasice genetic transmisibile, este sugerat un model de sus-
ceptibilitate poligenica, interesand citeva gene predispozan-
te, implicate in reglarea rapunsului imun pentru BII, acestea
fiind: genele complexului major de histocompatibilitate HLA
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clasa a II-a, situate pe cromozomul 6 (BC asociindu-se cu
haplotipul DR1/DQwS5, iar CU - cu haplotipul HLA-DR2).

Afectarea articulard perifericd, forma pauciarticulard se
asociazi cu fenotipul HLA-DRB10103, B35 si B27, iar for-
ma poliarticulara se asociaza cu fenotipul HLA B 44 (tab. 1),
sugerdnd cd aceste 2 forme de afectare articulara au substrat
patogenetic diferit. De asemenea, a fost raportat cd pacientii
cu CU, cu fenotip HLA-DRB10103 au un risc mai mare de a
dezvolta artrita [7].

Tabelul 1

Asocierea formelor de artropatie enteropatica cu HLA,
dupa: Eduard Cabré Gelada, 2007

Pancreatita indusa medi-
camentos
Pancreatita biliara

Pancreatita acuta
Pancreatita cronica

Pancreatice

Anemie
Leucocitoza
Trombocitoza
Hipercoagulare

Vasculare Tromboembolii

Nefrourolitiaza

Nefrita interstitiala acuta
Insuficientd renala
Amiloidoza

Nefrourinare | Proteinurie tubulara

Bronhopulmo- | Bronsita cronica Fibroza pulmonara

nare Laringotraheitd Pleurezie
Artrita periferi- | Artrita perife- | Artrita Pleurezie Infectii opurtuniste
catipl rica tip Il adala Cardiovascu- | Pericarditd Pericardita
HLA B*27 26% 4% 56% lare
HLA B*35 33% 7% 19% Neurologice Demielinizare Neuropatie periferica
HLA B*44 12% 62% Nevrita optica Encefalopatie
HLA DRB1*0103 35% 0% 6% Nota: * manifestari extraintestinale comune BII.

A fost demonstrata existenta unor corelatii dintre anam-
neza eredocolaterald pozitivé, extensia procesului inflamator
si manifestdrile extraintestinale, dar si descresterea varstei
medii de debut la grupurile parinti-copii, sugerand un mo-
del de anticipare geneticd asemanator cu cel din boala Hun-
tington, poliartrita reumatoidd sau schizofrenie.

In functie de veriga etiopatogenetic implicata in BII, de-
osebim manifestdri extraintestinale primare, avand etiologie
comuna cu BII si manifestdri extraintestinale secundare, dez-
voltandu-se in rezultatul persistentei sindromului inflamator
cronic, iar manifestérile extraintestinale mediate imun pot fi
asociate activitatii inflamatorii intestinale, avind un meca-
nism patogenic comun (tab. 2) si pot evolua ca maladii auto-
imune independente de boala intestinala [3, 7].

Tabelul 2

Manifestari i complicatii extraintestinale in
maladiile inflamatorii intestinale

Manifestari extrain-
testinale

Complicatii extraintes-
tinale

Musculo-sche- | Artrita perifericd* Osteoporoza

letale Spondilitd anchilo- Osteomalacie
zanta Artrita septica
Sacroileita

Mucocutanate | Stomatita aftoasa* Fisuri anale
Eritem nodos* Fistule
Pyoderma gangreno- Vitiligo
sum* Alopecie areata

Candidoza

Oftalmologice | Irita/uveita*
Episclerita
Sclerita

Conjuctivita

Keratopatie
Infectii opurtuniste

Colelitiaza
Steatoza hepatica

Hepatobiliare | Colangita sclerozanta
primara

Ciroza biliara

Manifestarile extraintestinale pot corela cu gradul de ac-
tivitate al bolii, din acestea fac parte: manifestérile mucocu-
tanate (eritemul nodos, stomatita, piodermia gangrenoasa);
musculo-scheletale (artrita perifericd); oculare (episclerita,
uveita, iridociclita); insa pot evolua indiferent de activitatea
procesului inflamator (spondilita anchilozanta, sacroileita,
colangita sclerozanta primard) (tab. 2).

Manifestiri musculo-scheletale

Relatia dintre artrita periferica si BII este consemnata din
1920, iar in 1976 este redenumitd in artropatia enteropatica.
Artropatia enteropatica constituie cea mai comuna manifes-
tare extraintestinala in BII, afectand 10-35%, intalnindu-se
mai frecvent la pacientii cu BC [3, 7].

Artropatia enteropatica poate fi: artrita perifericd tip I
- forma pauciarticulara si tip IT - forma poliartculard; artri-
ta axiald: sacroileita si spondilita anchilozanta si alte mani-
festari: artralgii, entezite, tendinite, osteopatie hipertrofica,
leziuni articulare granulomatoase.

Artrita periferica afecteaza de la 10-50% dintre pacientii
cu BII, 90-95% revenindu-i formei tip I. Se manifesta prin
durere, edem si cresterea temperaturii locale a articulatiilor
afectate [3, 10].

Forma pauciarticulard afecteazd pand la 5 articulatii
mari: genunchi (55%), glezna (35%), umdr, evoluind paralel
cu puseele de activitate ale BII si diminuarea fenomenelor
inflamatorii in cateva sdaptdmini [7].

Forma poliarticulard afecteaza simetric multiple articu-
latii mici (interfalangiene proximal, metacarpofalangiene
- 18%), evoluand independent de activitatea BII, pe durate
lungi de timp (luni, ani de zile), avand un tablou clinic simi-
lar poliartritei reumatoide [3, 7, 10].

Artrita axiald se caracterizeaza printr-o prevalenta va-
riabild intre 3-4% (la aplicarea criteriilor New York) sau in-
tre 17-18% (la aplicarea criteriilor Grupului European de
Evaluare a Spondiloartropatiei). Un factor suplimentar care
contribuie la variabilitatea prevalentei artropatiei axiale este
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omiterea pacientilor asimptomatici. Unele studii au estimat
cd peste jumadtate dintre pacientii cu spondilitd anchilozanta
au colitd microscopicd si cd multi dintre acestia dezvoltd ul-
terior boala Crohn clinic manifesta [1, 3, 7, 10].

Osteoporoza sau osteopenia afecteazd 23-59% dintre
pacientii cu BII [11], cu o prevalenta variabila de la 2% la
30% pentru osteoporozd si 40-50% pentru osteopenie. Ca-
uzele, posibil, ar fi: tratamentul glucocorticoid, fenomene-
le inflamatorii sistemice, rezectiile intestinale si deficitul de
vitamina D [11]. American College of Gastroenterology si
American Gastroenterological Association, 2009 recomanda
screening-ul selectiv al pacientilor cu BII, aflati la tratament
cu glucocorticosteroizi mai mult de 3 luni sau prezenta is-
toricului de fracturi [11], pe cAnd pacientii fira tratament
glucocorticoid au risc de a dezvolta osteoporoza, similar
populatiei generale, astfel screening-ul nefiind necesar. Oste-
onecroza asepticd este o complicatie rard, dar grava la paci-
entii cu BII, care administreaza glucocorticoterapie in doze
mari, pentru mai mult de 3 luni [11].

Manifestari dermatologice

Incidenta manifestarilor cutanate variaza intre 2 si 34%,
dintre care 10% sunt apreciate la momentul stabilirii dia-
gnosticului de BII, iar in 20% apar pe parcurs, fiind mai frec-
vent intélnite la pacientii cu BC (24,3%) decét la cei cu CU
(13,9%) [3, 12].

Eritemul nodos este cea mai frecventa manifestare cuta-
natd, afectand pand la 3% dintre copiii si adolescentii cu BC.
Aproximativ 75% dintre pacientii cu eritem nodos dezvolta
in cele din urma artrita. Mecanismele fiziopatologice raman
neelucidate, dar s-a observat asocierea eritemului nodos, si-
milar uveitei si artritei din BII, cu gene din regiunea HLA-B
a cromozomului 6.

Paniculita septald (inflamatia hipodermului) favorizeaza
aparitia unor noduli subcutanati rosii-violacei, durerosi, lo-
calizati pe fetele de extensie ale membrelor, initial pretibial,
care se vindeca complet, fard cicatrice.

Pyoderma gangrenosum afecteaza circa 0,5-2% dintre
pacientii cu BII, iar 36-50% dintre pacientii cu pyoderma
gangrenosum prezintd sau vor fi diagnosticati si cu BII [13].
Leziunea initiald este o pustuld, cu localizare preferentiala
la nivelul extremitatilor, pe vechi cicatrici sau traumatisme
recente (fenomen numit patergie), iar ulterior trece in ulcer
cu baza necroticd, care se extinde in suprafata si profunzime,
distrugand suprafete mari cutanate. Pyoderma gangrenosum
este cea mai gravd manifestare cutanatd asociatd BII, fiind o
leziune care persista sau se poate extinde in pofida tratamen-
tului adecvat.

Stomatita aftoasd afecteaza 10% dintre bolnavii cu CU
si 20-30% dintre pacientii cu BC, se caracterizeazd printr-o
evolutie favorabila si regresie clinicd rapida odata cu intrarea
in remisiune a BII [3, 13].

Manifestari hematologice si vasculare

Anemia in BII are o etiologie plurifactoriald. Rectoragii-
le cronice induc anemie hipocroma microcitard, asociatd cu
hiposideremie si hipoferitinemie; insa in acelasi timp, cito-
kinele proinflamatorii, pe de o parte, blocheaza transportul
fierului la sistemul reticuloendotelial si, pe de alta parte, in-

hiba producerea de eritropoietind [14]. Alte mecanisme care
pot interveni sunt: malabsorbtia fierului si vitaminei B ,, de-
ficitul de folat (malabsorbtie, reactii adverse ale terapiei cu
sulfasalazina, azatioprind si metrotrexat) [3, 14].

Concentratiile crescute de factor V, VIII, fibrinogen si scd-
zute de antitrombind III determind starea de hipercoagula-
bilitate, fiind evidentd mai ales in plin puseu de activitate al
bolii, atat in boala Crohn, cit si in colita ulceroasi (3, 12, 15].

Manifestérile hepatobiliare includ hepatita cronica acti-
va, colangita sclerozantd primara si ciroza biliara, iar compli-
catiile hepatobiliare ca rezultat al malabsorbtiei sarurilor bi-
liare din ileonul terminal inflamat si ale glucocorticoterapiei,
sunt steatoza hepatica, pericolangita si litiaza biliara.

Colangita sclerozantd primard (CSP) este cea mai frec-
venti afectiune hepatobiliard, cu prevalenta de 2-7% (3, 12]
in CU si 0,7-3,4% [12] in BC. Ponderea reald este subestima-
ta, in pofida acestui fapt, incidenta (0,9-1,3 la 100.000/an) si
prevalenta (8,5-14,2 la 100.000) au fost raportate a fi similare
in Oslo, Norvegia, Olmstead, SUA (Minnesota). Colangita
sclerozantd primara constituie o afectiune inflamatorie fi-
brozantd primara a cailor biliare, intra- si extrahepatice cu
evolutie in cirozd biliara si insuficientd hepatica. Colangita
sclerozantd primara poate evolua asimptomatic la circa 15-
70% pacienti, stabilindu-se ocazional prin nivelurile crescute
ale testelor hepatice (fosfataza alcalina, bilirubina si transa-
minaze) si/sau hepatomegalie, ceea ce invoca un diagnostic
prezumtiv pentru CSP. Forma simptomaticd evolueazd prin
oboseald, prurit, icter intermitent sau pierderea in greutate,
febra de origine necunoscuta, dureri abdominale. Unii pa-
cienti pot prezenta simptomatologia hepatitei cronice sau
cirozei. Colangita sclerozantd primarad se poate manifesta
prin predominarea sindromului de colestaza: prurit, icter, fe-
brd, diaree sau prin prezenta cirozei hepatice: hipertensiune
portald, inclusiv ascitd, hemoragii ale varicelor esofagiene si
splenomegalie. Persistenta icterului dupa remiterea episodu-
lui acut indicd o evolutie severa [16].

Colelitiaza cu formarea calculilor de colesterol este
conditionata de malabsorbtia sarurilor biliare de la nivelul
ileonului inflamat si este intalnitd mai frecvent la pacientii
cu BII, comparativ cu populatia generala, in special in boala
Crohn, corelandu-se cu sexul feminin si interventie chirur-
gicald anterioara (in special rezectie ileald) [17, 18].

Steatoza hepaticd nu este conditionatd de sex, forma cli-
nica sau activitate a BII, ci mai degrabd este o complicatie da-
toratd glucocorticoterapiei si malnutritiei, care favorizeaza
infiltrarea grasa a ficatului, iar hepatomegalia este in raport
direct cu gradul steatozei.

Manifestarile pancreatice includ atat pancreatita acuts,
cét si cronica, fard a putea determina incidenta reald a pan-
creatitei ca manifestare extraintestinald. Pancreatita indusa
de medicamente (azatioprind, mai rar glucocorticosteroizi)
apare in primele saptdmani, dupa initierea terapiei si se ame-
lioreaza rapid dup sistarea tratamentului. In boala Crohn,
complicatiile inflamatorii regionale prin implicarea duode-
nului/papilei sau complicatiile biliare pot duce la aparitia
episoadelor de pancreatitd acuta.
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Manifestdri oculare

Pe langd manifestérile oculare mediate imun, cum ar fi:
conjunctivita, episclerita, sclerita, uveita, intalnite in 10%
cazuri si mai frecvent in boala Crohn, pot fi determinate si
complicatii oculare datorate terapiei cu glucocorticoizi (ca-
taractd, glaucom) sau malabsorbtiei vitaminei A (keratopa-
tie, cecitate nocturnd) [3, 12, 19]. Simptomele clinice comu-
ne pentru manifestérile oculare se exprima prin senzatie de
arsurd, dureri oculare, prurit, fotofobie, hiperemie conjunc-
tivala si sclerald, vedere incetosatd, diminuarea/pierderea
acuitdtii vizuale.

Episclerita se manifestd prin ochi rosu, iritat, asociind
senzatia de arsurd si durere la palpare.

Uveita este intalnitd la 0,5-3% dintre pacientii cu BII,
frecvent insotind manifestarile dermatologice si articulare,
afectand mai ales genul feminin [19]. Ea poate fi anterioara
(irita) sau posterioard si, de obicei, bilaterald, cu un debut
insidios si o evolutie prelungita fara a fi neapdrat paraleld cu
activitatea BIL. Uveita anterioard se manifesta prin dureri
oculare, vedere incetosatd si fotofobie, iar la examinarea cu
lampa cu fanta se poate observa edemul perilimbic si ,in-
flammatory flare“ in camera anterioard a ochiului.

Complicatiile uveitei acute pot fi: atrofia irisului, depo-
zitele lenticulare sau sinechia. Diagnosticul si tratamentul
prompt cu glucocorticosteroizi topici si sistemici este esen-
tial, in evitarea complicatiilor uneori ireversibile; iar sulfasa-
lazina/mesalazina pare si prevind recurenta episoadelor de
uveitd anterioard.

Concluzii

Maladiile inflamatorii intestinale (colita ulceroasa si boa-
la Crohn) sunt patologii sistemice afectdnd nu numai intes-
tinul dar, practic, oricare alt organ prin diverse mecanisme
etiopatogenetice. Manifestarile extraintestinale favorizeaza
lacunele de diagnostic ale maladiilor inflamatorii intestina-
le, fiind tratate primele fara a fi stabilitd patologia de baza,
ceea ce a indus aceste complicatii, uneori ireversibile, cu un
pronostic rezervat. Astfel, diagnosticarea precoce, precum si
tratamentul adecvat al acestor conditii patologice, uneori cu
o evolutie mai severd decét insusi boala inflamatorie intes-
tinald, sunt necesare pentru a ameliora evolutia maladiilor
inflamatorii intestinale.
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Abstract

Hearing impairment is an important disease in children of early age. As hearing loss is an invisible defect in newborns, deaf children look and behave
like newborns with normal hearing. Currently, there are technological means (otoacoustic emission, auditory evoked potentials) that allow efficient
screening of newborns hearing. These audiological investigations reflect different aspects of normal functioning of the auditory system. From March
2012 in “Medpark International Hospital” (Chisinau, Moldova) the deafness screening program involving the children born in the hospital regardless
of the presence of risk factors for hearing impairment has been functioning. The screening has been carrying out by the worked out protocol aiming to
detect the children with hearing loss and confirm the diagnosis until the age of 4-5 months to provide their early rehabilitation. By now 205 infants have
been examined, and for the second stage of screening for more detailed examination 11 infants have been chosen. From above 11 one infant has been
diagnosed with sensorineural hearing loss. The hearing screening program needs to be extended to other maternity hospitals in the country to facilitate
early diagnostics and proper rehabilitation of deaf children.

Key words: hearing loss, newborns, screening, infant.

HI/IaI‘HOCTI/IKa TYroyxoCTn y HOBOPOKJI€HHbIX 1 M/IAICHII€EB

C. ITapuit
Pedepar

CryxoBas aToMOIMA IPECTAB/IAET Cepbe3HyI0 IPOO/IeMy y ieTell paHHero Bo3pacTa. Tak KakK CHIDKEHNUE CTyXa HeBO3MOYKHO OIPEeNUTh Cpasy
TI0CIIe POXK/IEH S, TYTOYXUe JIeTH BBII/LAMAT U Bey T cebs1, Kak 0ObIYHbIe HOBOPOXK/IeHHBIe. B HacTosIIee BpeMs CYIIeCTBYIOT TeXHONOTMYeCKIe METOSMKY
(oTOaKyCTMYECKAs IMUCCHA, CTYXOBbIe BbI3BAHHBIE IOTEHIMAIbI), KOTOPBIE M03BOMAIT 9 (EKTHBHO IIPOBOANTD CKPUHIHT CTyXa Y HOBOPOXK/ICHHBIX.
Ty ay[MONIOrMYeCKIe CCTIEJOBAHNA OTPAXKAIOT PasIMYHbIe aCIIeKThl PyHKIMOHMPOBaHNA cTyxoBoii cucteMbl. C mapTa 2012 roga B “Medpark Interna-
tional Hospital” (Kummues, MonzioBa), He3aBUCHMO OT Ha/miuus GaKTOPOB PUCKA J/I Pa3BUTHA CEHCOHEBPATILHOI TYTOYXOCTH, IPOBOAUTCSA IPOrpaMMa
CKPUHMHTIA CITyXa, KOTOPas OXBATBIBAET eTell, POXKIEHHbIX B 60bHMIle. CKPUHIMHI IPOBOJUTCA B COOTBETCTBUM C Pa3pabOTaHHBIM IPOTOKOIOM,
KOTOPBIil HAaIIpaBJIeH Ha BBISB/IEHNE I IOATBEPK/IeHIe TYTOYXOCTH Y fIeTeil B BO3PAcTe 10 4-5 MeCs1eB ¥ NX PAaHHIOK CTYXOBYI0 peabumuraruio. Bcero
o6cneoBano 205 MaazieHIeB, 11 13 HUX BBIIE/IUIN /1A BTOPOJL CTafIM AMATHOCTUKM C Iie/Iblo 6osiee yry6/IeHHOro 00C/IeJOBaHMs, 1 B BbIETIeHHOI
rpymniey 1 pe6erka 6blIa [MarHOCTMPOBaHA HEIIPOCEHCOPHAsA TYTOYX0OCTh. [IporpaMma CKpMHIHTA C/TyXa JO/DKHA OBITh PACIIPOCTPAHEHA 11 Ha IpyTHe
pOAMIbHBIE JOMA [T CTIOCOOCTBOBAHNMSA PaHHEl AMATHOCTUKI U HAJIe)Kalleil peabuInTalum AeTeil C TyTOyXOCThIO.

KirouyeBsple cnoBa: TYTrOyXoCTb, CKPMTHVHT, HOBOpO)K,[[eHHbII;[, MIageHel.

Auzul normal este o conditie obligatorie pentru dezvol-
tarea unei comunicari verbale optime. Datoritd acestui simt,
avem posibilitatea de a percepe ceea ce se intdmld in jurul
nostru. Fara cuvintele auzite si vorbite, persoanele nu si-ar
putea impdrtasi semenilor lor ideile, gandurile si sentimen-
tele. Importanta organului auditiv nu este apreciatd de omul
sandtos, decat atunci cand observa scdderea auzului. Orice
dificultate in perceperea sunetelor poarta numele de surdi-
tate sau hipoacuzie. Termenul defineste nu o maladie, ci un
simptom care poate fi intilnit in cele mai diverse afectiuni
auriculare. Disparitia totala a auzului se numeste cofozd.

Actualmente, in lume sunt peste 700 mln. de oameni,
care suferd de surditate si acest numadr este in crestere. Catre
anul 2020 numdrul persoanelor cu handicap auditiv va de-
pési cifra de 1 mlrd. [1, 2].

Analizatorul auditiv reprezintd o structurd morfologici
complexa si depinde de functia eficientd a mai multor siste-
me: integritatea anatomica a urechii medii si urechii interne,
integritatea mecanicd si celulara a organului Corti, home-
ostaza mediului biochimic si bioelectric al urechii interne,
integritatea anatomo-functionald a cdilor de conducere ner-
voasd auditiva si a nucleelor centrale subcorticale si cortica-
le. Acestea sunt conditionate de functii vasculare, hematolo-

gice, metabolice si endocrine normale. Ca urmare, afectarea
aproape a oricarui sistem al organismului uman poate deter-
mina alterarea functiei auditive [3, 4, 5].

O maladie relativ frecventd in randul nou-nascutilor este
hipoacuzia neurosenzoriald. Aceasta are, spre exemplu, o in-
cidentd de 1:630 de nou-niascuti in Roménia. Surditatea se
intalneste la 1-3/1000 nou-ndscuti sdnétosi si 2-4/100 nou-
ndscuti internati in sectiile de Terapie Intensiva Neonatald.
Prevalenta surditatii neonatale creste de 10-50 de ori la nou-
ndscutii expusi unor factori de risc [2, 6, 7]. Dintre 10 nou-
ndscuti cu hipoacuzie congenitald, 9 provin din parinti care
nu au probleme de auz. Fiindca hipoacuzia este un defect
invizibil la nastere, copiii hipoacuzi se comporta similar cu
cei cu auz normal. Deaceea, supunerea nou-nascutului la un
test auditiv este foarte important. In lipsa unei detectiri ac-
tive a hipoacuziei, aceasta va fi depistatd la 12-24 de luni,
atunci cnd pdrintii sau medicul observa lipsa de dezvoltare
a limbajului la copil. Hipoacuzia severa, permanenta, daca
nu este detectatd precoce, poate avea repercusiuni grave
asupra dezvoltarii vorbirii, insusirii limbajului si dezvoltarii
cognitive [8, 9, 10].

Cercetarile stiintifice in acest domeniu demonstreaza
clar ca nivelul de dezvoltare a limbajului este semnificativ
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mai bun in cazul copiilor diagnosticati pani la vérsta de 6
luni si care sunt reabilitati dupa diagnosticare (prin proteza-
re auditiva sau implant cohlear), comparativ cu copiii la care
diagnosticul de hipoacuzie se stabileste dupa vérsta respecti-
va. Se considerd cd pana la 80% dintre copiii hipoacuzici, la
varsta de 5 ani, au deficientd auditivd permanenta din peri-
oada neonatala 7, 11, 12, 13, 14].

Hipoacuzia severa si profunda lipseste individul de per-
ceptia informatiilor acustice ale limbajului vorbit si, ca re-
zultat apare imposibilitatea dezvoltarii comunicarii orale.
Hipoacuzia usoard si moderata nu impiedicd in totalitate
dezvoltarea limbajului, deoarece unele informatii ale vorbirii
sunt disponibile chiar fard amplificare [15, 16, 17].

Factorii de risc pentru dezvoltarea unei surditdti la nou-
ndscuti: surditate de perceptie la rudele de primi generatie;
rubeola suportatd de mama in timpul sarcinii, maladiile
infectioase acute (acutizarea infectiilor cronice) cum ar fi:
toxoplasmoza, citomegalovirusul, infectiile herpetice, IRVA,
sifilisul etc; administrarea antibioticelor din grupul amino-
glicozidelor gravidei, a macrolidelor, mai ales in combinatie
cu diuretice de tipul furosemidei; nastere in asfixie (scorul
Apgar 0-4 la 1 min., 0-6 la 5 min.); circulara de cordon; nas-
tere prematurd (hipoponderabilitate, mai putin de 1500 g);
hiperbilirubinemie, ceea ce a necesitat hemotransfuzie (rezus
conflict, altd incompatibilitate a mamei si fatului); stiri de
urgenta grave, care au solicitat o ventilare pulmonari artifici-
ala, mai mult de 5 zile [1, 6, 18, 19, 20].

OEA (otoemisiuni acustice) sunt semnale acustice care
pot fi detectate in conductul auditiv extern. Acestea pot apé-
rea spontan sau dupd stimularea urechii si se datoreaza vi-
bratiilor produse in urechea internd. OEA evalueaza functia
urechii interne si este cel mai raspandit test de screening au-
ditiv [5, 7, 21, 22, 23]. Testul OEA se efectueazd prin plasarea
in ureche a unei sonde mici care contine un microfon si un
difuzor. Sonda genereaza sunete si in momentul, in care co-
hleea proceseazi sunetul, un impuls electric este trimis catre
creier. De asemenea, un al doilea raspuns se intoarce in ca-
nalul auditiv al copilului. Acest produs secundar reprezinta
emisiunea acusticd, care va fi inregistratd de aparatul de dia-
gnostic [24, 25, 26].

OEA au fost presupuse teoretic de biofizicianul englez
Thomas Gold (1948) si dovedite experimental de un alt sa-
vant din Marea Britanie — David Kemp (1978) [5, 27, 28].

Se disting OEA spontane (apar in afara oricérei stimuldri
sonore) si OEA provocate (apar ca un “ecou” dupa stimula-
rea acusticd) care, la randul lor, se impart in [3, 5]: OEA tran-
zitorii (OEAT); OEA ca stimul - frecventd; OEA inregistrate
pe produs de distorsiune (PDOEA).

OEA spontane sunt prezente in lipsa unei oricarei stimu-
lari sonore, la mai putin de jumdtate din populatia cu auz
normal, din aceastd cauzd neputind constitui un test pentru
certificarea unui auz normal.

OEAT pot fi evocate prin stimulare externd si inregistrate
de la aproape orice ureche cu auz normal in zona frecven-
telor medii de 1000 Herzi (Hz.), ele apirand peste un anu-
mit interval de timp dupé expunerea stimulului sonor (5-6

msec). OEAT sunt absente la persoanele cu o hipoacuzie co-
hleard mai inalta de 30 decibeli (dB) si retrocohleara la o sur-
ditate nu mai mare de 80 dB [7, 8]. Acestea sunt tipurile de
otoemisii cel mai des intrebuintate, mai ales in ,,screeningul”
surditatii la copiii de varsta precoce, fiind o metoda obiec-
tiva, neinvazivd, rapidd (1-5 min), cu o mare sensibilitate
[5]. OEAT este lipsita insa de selectivitate de frecventa [10].
Aceastd insuficientd a stat la baza cercetarii si desfasurarii
unei noi metode de inregistrare a OEA, si anume, inregistra-
rea produselor de distorsiune a otoemisiei acustice (PDO-
EA). Produsul de distorsiune se manifestd ca un al treilea
sunet care este auzit in urma stimuldrii simultane cu doua
tonuri pure (ale ciror frecvente sunt intr-un anumit raport)
[5, 29, 30, 31].

Mijloacele tehnologice actuale (otoemisiuni acustice, po-
tentiale evocate auditive determinate automat) sunt cruciale
in diagnosticul precoce al deficientelor auditive la copii [3,
4, 5]. Aceste investigatii audiologice reflecta aspecte diferite
ale functiondrii normale a sistemului auditiv: OEA evaluea-
za functia urechii interne, iar ABR (Auditory Brainstem Res-
ponce, potentiale evocate) reflectd functia cdilor de conducere
auditivd pana la nivelul trunchiului cerebral. Cea mai efici-
entd modalitate de screening se bazeaza pe asocierea celor
doud teste obiective de mai sus. Astfel, creste numarul copii-
lor hipoacuzici depistati corect si scade rata rezultatelor fals-
pozitive (copii cu auz normal care nu trec testul de screening
prin OEA) [32, 33, 34, 35]. Aceste metode de screening sunt
utilizate in Occident incé din anii 1990. Un program de scre-
ening universal al auzului la nou-néscut, bazat pe OEA si
ABR, are o sensibilitate (procentajul nou-nascutilor hipoa-
cuzici, detectati in cadrul screeningului) apropiatd de 100%
si o specificitate (procentajul nou-nascutilor cu auz normal
care trec testele de screening) mai mare de 90%. Echipamen-
tele actuale de ABR (Auditory Brainstem Responce) au o ratd
scazutd (2%) de rezultate fals pozitive. Metodele de scree-
ning teste sunt non-invazive si se desfdsoard in timpul som-
nului sau cnd copilul este linistit [32, 36, 37, 38].

Principii de baza ale evaluarii auditive la sugari

o Pierderea de auz poate fi confirmata in primele luni

de viata.

o Un complex de teste este necesar pentru confirmarea si

descrierea pierderii de auz.

o Rezultatele evaluarii audiologice sunt importante pentru

planificarea strategiilor de interventie.

Evaluarea audiologica la sugari este un proces in derula-
re. Ex: niveluri prag comportamentale pot fi obtinute cel mai
devreme la varsta de 6 luni [10, 38, 40].

Cerinte pentru obtinerea unei evaluari audiologice la

sugar

 Echipament de testare ABR capabile sd induca niveluri

de stimulare variate (click, ton burst, transductori, insert
ear phones).

o Echipament de testare pentru otoemisiuni acustice

(TEOAE si DPOAE).
o Imitanta acusticd pentru masurarea timpanometriei

/ ]
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(frecventa pentru sugarii pani la 6 luni - 1000 Hz) si ni-
velului prag al reflexului acustic la - 500, 1000, 2000 Hz.

 Echipament aditional necesar pentru derularea evaluarii
prin audiometrie comportamentald — camera insonord;
testare in camp liber; echipament pentru audiometrie
cu intdrire vizuald.

Calificarea personalului: Medic ORL cu competenta in
audiologie; asistent audiometrist.
Protocolul pentru evaluarea audiologica a sugarului
o Istoricul copilului - evidentierea factorilor de risc
care indicd pierderi de auz la sugari.
o Inspectia otoscopicd - se verifica daca conductul au-
ditiv extern (CAE) este curat si nu are cerumen.
o Impedansmetria - determinarea stérii urechii medii,
reactia comportamentald.
o OAE, ABR.

Evaluarea prin OEA

o Presupune folosirea stimulilor adecvati; testarea intr-o
camera linistitd, iar copilul sé fie calm.

« Normal - o sensibilitate poate fi dedusd pentru toate
frecventele la care OAE sunt prezente.

o Absentd OAE - poate indica o pierdere de auz senzoriald
mai mare de 30-35 dB HL si/sau o disfunctie a urechii
medii.

o Partial normal - prezenta OAE la céteva frecvente
dar nu la altele, poate ajuta la estimarea configuratiei
audiometrice.

Evaluare prin ABR

o nivelul prag ABR este obtinut pentru determinarea
severitatii, configuratiei si tipului de hipoacuzie;

« nivelul prag ABR cu click care identifica hipoacuzie la
nivelul frecventelor de 2000 Hz si 4000 de Hz;

o nivelul prag cu fon burstla 500 Hz i la o frecventd inalta
minimad (2000, 3000 si/sau 4000 Hz) va ajuta la estimarea
configuratiei pierderii de auz;

o evaluarea latentei absolute pentru undele I, ITI si V - nivel
inalt (70-80 dB HL) click ABR;

« evaluarea latentelor inter peack pentru undele I-III,
II-V §i I-V;

o dacd nici un raspuns neural nu este identificat - compa-
rarea inregistrarilor obtinute la click-urile cu rarefactie
si condensatie prezentate de la 80 1a 90 dB nHL, folosind
o ratd rapida click (mai mare de 30/sec.), iar dacd este
observat un raspuns (microfonie cohleara), poate fi
prezentd o neuropatie auditiva.

Integritatea urechii medii (impedansmetrie)

» Masuritorile imitantei acustice pot ajuta la definirea
viitoare a tipului de hipoacuzie.

 Timpanometria evalueaza functia urechii medii.

« Nivelurile prag ale reflexului acustic pot ajuta la prezi-
cerea severitatii hipoacuziei.

Raspunsul comportamental al sugarului la sunet sau

lipsa acestuia, trebuie sa fie obtinut prin rapoartele périntilor
sau direct prin observare.

Interpretarea rezultatelor

o Daca OAE sunt prezente pe toatd raza frecventiald de la
1000 la 4000 Hz, poate fi exclusa o hipoacuzie periferica.

 Dacé nu existd factori de risc pentru suspectarea neu-
ropatiei auditive, ABR nu este necesar.

« Daca ABR cu click si OAE sunt normale, testarea este
terminatd.

« Hipoacuzia este confirmata atunci cand pragul auditiv
la ABR este ridicat.

o Lasugarii supusi ABR, dar care nu au trecut OAE trebuie
exclusd patologia urechii medii sau neuropatia auditiva.

« Indiferent de situatie, périntii trebuie s dea informatii
despre dezvoltarea limbajului, despre inceputul hipoa-
cuziei sau progresarea ei.

Date raportate pentru o hipoacuzie confirmata

« Hipoacuzia confirmati de o baterie de teste ca fiind mai
mare de 20 dB HL.

« Hipoacuzia congenitald permanentd include ambele
pierderi de auz (atat de transmisie cat si neurosenzori-
ald) datorata, de exemplu, unei anomalii craniofaciale,
fixare osiculara.

« Hipoacuzia tranzitorie, nu permanentd (datoratd otitei
seroase etc).

 Hipoacuzia dobanditd, aparutd dupi nastere (de exem-
plu meningita).

o Lateralitatea hipoacuziei — unilaterald sau bilaterala.
Gradul hipoacuziei unilaterale se raporteaza in functie
de urechea mai slaba. Gradul hipoacuziei bilaterale se
raporteazd in functie de urechea mai buna.

o Gradul hipoacuziei este determinat de media pragurilor
auditive pe frecventele 500, 1000 si 2000 Hz. Rezultatele
la 4000 Hz trebuie sa fie raportate dacd pierderea este
mai mare de 20 dB HL [2, 4, 8].

Descrierea succinté a etapelor de screening

Etapa I. Se efectueaza: otoscopia, impedansmetria si in-
registrarea OEA. Otoemisia acustica screening: PASS - copi-
lul a trecut testul si are un prag de auz de peste 30 dB, celulele
senzoriale ale organului Corti functioneaza normal REFER
- copilul nu a trecut testul, dar aceasta nu inseamnd neapa-
rat cd copilul este hipoacuzic, ci doar cd otoemisiile acustice
sunt absente si urmeaza sa faca investigatii mai complexe.
Se completeaza un chestionar cu evaluarea factorilor de risc
pentru hipoacuzie din perioada ante-, intra-, postnatala.
Toti copiii care se incadreaza in factorii de risc pentru sur-
ditate vor face evaludri obligatorii, chiar dacd la nastere au
trecut testele de auz 1 data la 6 luni pand la varsta de 2 ani si
apoi anual, pana la vérsta de 3 ani. Dacd rezultatele la OEA
sunt REFER (zgomotul ambiental inalt, subiectul este agitat
si inregistrarea nu este valabild) alte teste de OAE sunt efec-
tuate peste o saptamand de la prima testare.

Etapa II: Dacd rezultatul este inca REFER, copilul este
programat pentru ABR screening/clinic in primele 3 luni de
la a doua testare. Absenta undei V (cinci) la testul ABR cu
stimulare la intensitate maxima necesitd efectuarea la vér-
sta de 7 luni a potentialelor auditive evocate precoce (ABR)
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la stimulare cu fone-burst si a potentialelor auditive evoca-
te precoce cu modulatie (Auditory Steady State Responce,
ASSR).

Etapa III: Potentialele evocate auditive la stimulare cu
tone burst: dacd ABR cu tone-burst si ASSR este prezent la
frecventele de 500, 1000, 2000 si 4000 Hz pana la o pierdere
de auz de pana la 80-90 dB HL, se indicd protezarea auditi-
va bilaterala a copilului. Potentialele ASSR au urmitoarele
prioritati: prezinta stimuli sonori modulati in amplitudine
si/sau frecventd; verifica simultan 4 frecvente 500, 1000,
2000, 4000 Hz la ambele urechi; reduc considerabil timpul
necesar pentru investigatie; poseda selectivitate frecventiala,
fapt important pentru alegerea parametrilor electroacustici
ai aparatelor auditive; pot fi utilizate pentru verificarea efica-
citatii protezarii auditive.

Etapa IV: Absenta undei V la ABR cu tone-burst la frec-
ventele de 2000 si 4000 Hz si prezenta ASSR la 2000 si 4000
Hz la intensitdti mai mari de 90 dB HL reprezintd indicatia
de implant cohlear. Inainte de efectuarea implantului cohle-
ar, copilul se protezeazd auditiv bilateral obligatoriu, pentru
o perioadd de cel putin 3-6 luni.

Din martie 2012, la “Medpark International Hospital“ a
demarat programul de screening al surditatii, care cuprinde
nou-nascutii din spital, indiferent de prezenta factorilor de
risc, pentru deficientd auditiva. Diagnosticul precoce al hi-
poacuziei neurosenzoriale la copii este important deoarece
recuperarea auditiv-verbald la aceastd categorie de pacienti
prezintd eficientd sporita in perioada de plasticitate cerebrald
maxima.

Screeningul se desfasoara urmérind protocolul elaborat,
conform cdruia nou-ndscutii care nu trec testul prin otoemi-
siuni acustice, precum si cei care il trec dar prezinta factori
de risc, urmeazd a fi examinati in departamentul audiologie
al spitalului prin repetarea TEOEA, si in cazul obtinerii re-
zultatului negativ — efectuarea ABR si ASSR. Echipamentul
diagnostic utilizat pentru screening si audiometrie obiectiva
(Ero-Scan, MB11, MI34) este produs de “Maico’, SUA.

Stadiul I: otoscopie, impedansmetrie (timpanometrie),
otoemisiuni acustice, stabilirea factorilor de risc pentru sur-
ditate.

Stadiul II: audiometrie comportamentala, TEOEA, im-
pedansmetrie (timpanometrie + reflex acustic la 500, 1000,
2000 Hz).

Stadiul IIT: potentiale evocate tip ABR - screening.

Stadiul IV: ABR - clinic, ASSR.

In cadrul serviciului audiometrie am examinat 205 paci-
enti. Din punct de vedere al rezultatelor testelor auditive la
prima testare au fost 194 (94,63%) cazuri cu rezultate pass,
10 (4,88%) rezultate refer unilateral si 1 (0,49%) caz refer
bilateral. In stadiile ulterioare la 1 copil a fost confirmata
deficienta auditiva neurosenzoriala.

Desfasurarea optima si eficientd a screeningului auzu-
lui la nou-néscuti permite o detectie precoce a hipoacuziei
uni/bilaterale permanente, un diagnostic obiectiv al acesteia
pana la varsta de 3 luni si o interventie terapeutica adecvata
pand la varsta de 6 luni. Se asigura astfel conditii optime pen-

tru achizitia normala a informatiilor sonore si dezvoltarea
normald a limbajului copilului.

Concluzii

1. Otoemisiunile acustice si inregistrarea potentialelor
evocate auditiv sunt principalele metode in diagnosticul pre-
coce al deficientelor auditive. Cea mai eficienta modalitate de
screening se bazeazd pe asocierea celor doud teste obiective.

2. Screening-ul deficientelor auditive neurosenzoriale
contribuie semnificativ in diagnosticul precoce al surdittii la
copii, oferind in acelasi timp si date epidemiologice.

3. Programul screeningului auditiv necesita a fi extins si
la alte maternitéti din republici pentru a facilita diagnosticul
precoce si reabilitarea adecvata a copiilor hipoacuzici in scopul
integrarii ulterioare in societate.

4. Eficacitatea diagnosticului precoce si ulterior al reabi-
litarii depinde de membrii echipei din care fac parte: medici
neonatologi, familia, medic pediatru/medic de familie, audi-
ologi, otolaringologi, psihologi, logopezi, educatori ai copiilor
cu surditate.

References

1. Ababii I, Maniuc M, Parii S, s.a. Surditatea neurosenzoriald: generalitati
si aspecte actuale de reabilitare auditiva electro-acustica [Senzorineural
hearing loss: generalizations and actual aspects of hearing aids]. Curierul
Medical. 2007;5:61-67.

2. Chiaburu A, Iacubitchi A, Chirtoca D, s. a. Screening-ul surditatii la
nou-niscuti [Screening of hearing loss in children]. In: Anale stiintifice
ale USMF ,Nicolae Testemitanu” [Scientific Annals of SUMF , Nicolae
Testemitanu”] Editia a XII-a. Chisindu, 2011;4:361-366.

3. Altman YaA, Tavartkiladze GA. Rukovodstvo po audiologii [Handbook
on Audiology]. Moskva, 2003;360.

4. Bakoulina M, Mashkova T. Sensonevralnaya tugoukhost’: etiologiya,
terapiya, reabilitatsiya. Materialy 6 Mezhdunarodnogo Simpoziuma ,,So-
vremennye problemy fiziologii i patologii slukha” [Sensorineural hearing
loss: etiology, therapy, rehabilitatiory. In: Abstracts of 6th International
symposium ,,Contemporary problems of physiology and pathology of
hearing]”. Suzdal, 2007;103-104.

5. Pascu A. Audiometrie. Monografie [Audiometry. Monography]. Bu-
curesti, 2000;274.

6. Tudor A, Mazilu R, Toader M, s. a. Diagnosticul audiologic la copil
[Audiological diagnosis in children]. In: Rezumatele Primului Congres
the National de ORL Pediatrie [Abstracts of the Ist National Congress of
Paediatric Society of ENT]. Timisoara, Roménia, 2011;37-38.

7. York], Devoe M. Health Issues in survivors of prematurity: hearing loss.
2009. http.://www.medscape.com/viewarticle/442880_6

8. Tudor A. Depistarea surditdtii la nou-ndscuti si sugari (screening-ul
auditiv) [Detection of hearing loss in children (screening)]. http//www.
audiologie-orl.ro, 2011, Bucuresti.

9. Robinette MS, Glattke ThJ. Otoacoustic Emissions: Clinical Applications/
Ed.2" edition. Thieme, 2002.

10. Prieve BA. Otoacoustic Emissions in Neonatal Hearing Screening. In:

Otoacoustic Emissions: Clinical Application 2™. Thieme, 2001;348-374.

.Bamford J, Davis A. Neonatal hearing screening: a step towards bet-

ter services for children and families. British Society of Audiology.

1998;32:1-6.

12. Barsky-Firkser L, Sun S. Universal newborn hearing screening: a three-
year experience. Pediatrics. 1997;99:6.

13. American Academy of Pediatrics Taskforce on Newborn and Infant
Hearing Newborn and infant hearing loss: Detection and intervention.
Pediatrics. 1999;103(2):527-530.

14. Yoshinaga-Itano C, Sedey A, Coulter D, 5. a. Language of early-and-later
identified children with hearing loss. Pediatrics. 1998;102(5):1161-1171.

15. Moller M. Early intervention and language development in children who
are deaf and hard of hearing. Pediatrics. 2000;106(3):e43.

1

—_

/ ]




(ifery) medical, June 2013, Vol. 56, No 3

REVIEW ARTICLES

16. Kuhl P, Williams K. Linguistic experience alters phonetic perception in
infants by six months of age. Science. 1992;225:606-608.

17. Arehart K, Yoshinaga-Itano C, Thompson V; et al. The status of universal
newborn hearing identification and intervention systems in 16 states.
American Journal of Audiology. 1998;7(2):101-114.

18. Bamford JM, Uus K, Davis AC. Screening for hearing loss in child-
hood: issues, evidence and current approaches in the UK. ] Med Screen.
2005512(3):119-24.

19.Joint Committee on Infant Hearing Year 2007 Position Statement:
Principles and Guidelines for Early Hearing Detection and Intervention
Programs. Pediatrics. 2007;120:898-921. http://www.pediatrics.org/cgi/
content/full/120/4/898 (07.02.2009).

. Yoshinaga-Itano C. From Screening to Early Identification and Interven-
tion: Discovering Predictors to Successful Outcomes for Children With
Significant Hearing Loss. Journal of Deaf Studies and Deaf Education.
2003;8:1-11-30.

21.Lasky RE, Snodgrass E, Hecox K. Distortion-products autoacoustic
emission input/output functions as a function of frequency in human
adults. Journal American Acad. Audiology. 1994;5(3):183-194.

22.Kemp D, Ryan S, Bray P. A guide to the effective use of autoacustic
emissions. Ear Hear. 1990;11:93-105.

23. Kemp DT. Evidence of mechanical nonlinearity and frequency selective
wave amplification in the cochlea. Arch Otorhinolaryngol. 1979;224:37-
45.

24. Bonfils P, Uziel A. Clinical applications of evoked acoustic emissions:
results in normally hearing and hearing-impaired subjects. Ann Otol
Rhinol Laryngol. 1989;98:326-332.

25. Alien JB, Fahey PE. Using acoustic distortion products to measure the
cochlear amplifier gain on the basilar membrane. Journal Acoustic Society
America. 1992;92:178-188.

26. Yoshinaga-Itano C. From Screening to Early Identification and Interven-
tion: Discovering Predictors to Successful Outcomes for Children With
Significant Hearing Loss. Journal of Deaf Studies and Deaf Education.
2003;8(1):11-30.

27. Uus K, Bamford JM, Taylor R. An analysis of the costs of the national
implementation of Universal Newborn Hearing Screening in England.
Journal of Medical Screening. 2006;13:14-19.

28. Uus K, Bamford JM. Effectiveness of population-based newborn hea-
ring screening in England: Ages of interventions and profile of cases.
Pediatrics. 2006;117:¢887-893.

29. Crockett R, Wright A, Uus K, et al. Maternal anxiety following newborn
hearing screening: the moderating role of knowledge. Journal of Medical
Screening. 2006;13:20-25.

30. Grill E, Uus K, Hessel F, et al. Neonatal hearing screening: modelling
cost and effectiveness of hospital and community-based screening. BMC
Health Serv Res. 2006;6(1).

2

(=}

31. Young AM, McCracken WM, Tattersall HJ, et al. Interprofessional
working in the context of newborn hearing screening: Education and
Social Services Compare Challenges. Journal of Interprofessional Care.
2005;19(4):386-395.

32. Uus K, Bamford JM. Maternal anxiety and satisfaction following infant
hearing screening: a comparison of the health visitor distraction test and
newborn hearing screening. Journal of Medical Screening. 2005;12:78-82.

33. Uus K, Bamford JM, Young AM, et al. Readiness of paediatric audiolo-
gy services for newborn hearing screening: findings and implications
from the programme in England. International Journal of Audiology.
2005;44:712-720.

34. McCracken WM, Young AM, Tattersall HJ, et al. The impact of the Na-
tional Newborn Hearing Screening Programme on Educational Services
in England. Deafness and Education International. 2005;7(4):179-194.

. Crockett R, Baker H, Uus K, et al. Maternal anxiety and satisfaction
following infant hearing screening: a comparison of the health visitor
distraction test and newborn hearing screening. Journal of Medical
Screening. 2005;12(2):78-82.

. Poulakis Z, Barker M, Wake M. Six month impact of false positives in
an Australian infant hearing screening programme. Archives of Disease
in Childhood. 2003;88:20-24.

37. Fortnum H, Summerfield A, Marshall D, et al. Prevalence of permanent
childhood hearing impairment in the United Kingdom and implications
for universal neonatal hearing screening: questionnaire based ascertain-
ment study. BMJ. 2001;323:536-40.

. Yoshinaga-Itano C. Benefits of early intervention for children with hea-
ring loss. Otolaryngologic clinics of North America. 1999;32(6):1089-102.

39. Yoshinaga-Itano C, Sedey AL, Coulter DK, et al. Language of Ear-
ly- and Later-identified Children With Hearing Loss. Pediatrics.
1998;102(5):1161-1171.

. Stevens JC, Hall DBM, Davis A, et al. The costs of early hearing screening
in England and Wales. Archives of Disease in Childhood. 1998;78:14-19.

. Manolache O, Marinescu B, Damean G, s. a. Validarea testului ASSR
prin metode audiologice complementare [Validation of ASSR test by
audiological methods]. In: Rezumatele XXXII Congres National ORL
din Romania [In: abstracts of XXXII National ENT Congress in Ruma-
nia]. Tasi, 2010;81-82.

42. Mehl AL, Thomson V. Newborn Hearing Screening: The Great Omission.

Pediatrics. 1998;101(1):e4.

43. Finitzo T, Crumley WG. The role of the pediatrician in hearing loss.
From detection to connection. Pediatr Clin North Am. 1999;46(1):15-34.

44. National Institute of Deafness and other Communication Disorders
(NIDCD). Statistics and epidemiology. [online] [accesat 2004-2009]
http://www.nidcd.nih.gov/health/statistics/hearing.asp

45.York J, Devoe M. Health Issues in survivors of prematurity: hearing
loss. [online] [accesat 2009] http://www.medscape.com/viewarti-
cle/442880_6.

3

w

3

[=)}

3

[*2]

4

[=)

4

—_




(el medlical, June 2013, Vol. 56, No 3

Vasile
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Vasile Anestiadi, fiul lui Christoforos — descendent din elinii Bosfo-
rului si Athenei, s-a nascut la 4 mai 1928 la Sédratenii Vechi, Orhei. Pe
parcursul anilor, gratie calitatilor native si muncii asidue, a devenit spe-
cialist in morfologie, patologie, patobiologie, angiologie, biogerontologie,
a cucerit treapta cu treaptd gradele de doctor (1955) si doctor habilitat in
medicina (1963), titlul stiintifico-didactic de profesor universitar (1964),
ulterior titlurile stiintifice de membru corespondent si membru titular al
Academiei de Stiinte a Moldovei, fiind evaluat si recomandat de sectiile
de profil ale AS URSS in 1965 si 1972.

A absolvit cu mentiune Institutul de Stat de Medicina din Chisindu
(1951), doctorantura (1954) si stagiul World Health Organisation - Modern
Methodology for Teachers of Medicine (1978, London).

Din 1955 isi leagé destinul de Institutul de Stat de Medicina din Chi-
sindu, unde evolueaza in ascensiune de la asistent (1955-1958), sef catedra
Anatomie Patologica (1958-1986), prorector (1961-1963) pand la rector
(1963-1986) si presedinte al Consiliului rectorilor din Republica Moldova.
La recomandarea celebrului savant elino-american Paris Constantinides,
fondeaza in cadrul Academiei de Stiinte a Republicii Moldova Laborato-
rul de Patobiologie (1986) unde, pana in prezent, activeaza in functia de
director al Centrului Stiintific de Patobiologie si Patologie. Este membru
al Prezidiului ASM (1990-1995); presedinte al Consiliului pentru Eticd in
Cercetare al ASM (2006).

Cercetirile fundamentale, efectuate de savantul Vasile Anestiadi s-au
incununat cu elaborarea teoriei aterosclerozei incipiente. Introducerea
notiunilor fundamentale noi, precum Injury, Preatherosclerosis, Patho-
morphosis, Inmunoinflammation, Synergism, depistarea fazelor precoce
ale aterosclerozei constituie o descoperire fundamentald, de impact, o
reorientare stiintificd de perspectiva.

Prezidiul Academiei de Stiinte Medicale a Federatiei Ruse, prin ho-
tararea nr. 72 din 28.03.07 a apreciat proiectul strategic mondial ,,Ecopa-
thomorphosis of Atherosclerosis’, Pathobiology and Aging (1990-2015),
realizat de profesorul Vasile Anestiadi drept cea mai bund lucrare despre
imunomorfologia aterosclerozei.

Volumul ,,Pathomorphosis of Atherosclerosis” a fost inregistrat de
AKAAHMIA AOGHNQON la 31.10.08 ca piesd de patrimoniu Ne1321174, iar
ecobioremediul FP - EA, recent obtinut, care inhibd ateroscleroza, reduce
riscul cardiovascular, se incadreazi optimal in imperativul mondial W-17
Novel Anti-Atherosclerosis treatment strategies.

Metodologia demascirii precoce non-invazive a angiopatiilor (V. A.
Jr.) faciliteaza substantial profilaxia, corectia si optimizarea tratamentului
diabetului si aterosclerozei.

Rezultatele investigatiilor sunt expuse in circa 700 de publicatii: reviste
de profil, surse de circuit international; diverse monografii: Amepocxnepos
apmeputi (1967); Amepocknepos u anacmuxa apmeputi (1970); Snsumot
apmeputi u amepocknepos (1973); Mopgpozeres amepockneposa (1982);
Ynvmpacmpyxkmyprvie ocHo8bl amepockneposa apmepuii (1983); ITospesi-
Oennviii kapouomuouum (1991); Hauunarowuiicss amepocknepos (1991);
Amepozenes u ummyHnoe socnaneue (1997); Amepoeenes (acnexmot na-
mo6uonozuu) (2001); Atherosclerosis and Diabetes (2006); Pathomorphosis
of Atherosclerosis (2008); Atherosclerosis and Aging (2013).

1n calitate de raportor, coordonator, membru al comitetelor organiza-
torice, presedinte, copresedinte, academicianul Vasile Anestiadi reprezinta
cu demnitate Republica Moldova la foruri stiintifice europene si mondi-
ale la Moscova, Sankt-Petersburg, Tokyo, Kiev, Valencia, Washington,

Helsingor, Nice, Berlin, Roma, Bucuresti, Praga, Paris, Istanbul, Lisboa,
Montreal, Atena, Florenta etc.

Este Exponent of the International Academy of Pathology (Paris,
1980); membru de onoare al Asociatiei de Gerontologie si Geriatrie din
Romaénia (1998); Senior Societas Pathologorum Europae (Berlin, 2001);
membru al International Union of Angiology (Tokyo, 2001); membru de
onoare al Academiei de Stiinte Medicale din Roménia (2002); membru al
Consiliului Stiintific al Societatii de Gerontologie si Geriatrie din Euro-
Asia (Moscova, 2005); membru al European Society of Pathology (Paris,
2005); membru Editorial board of Romanian Journal of Morphology and
Embryology (2005) si Apxus nmaronoruu (Moscova, 2012).

Activeaza, de asemenea, in rol de Presedinte al Consiliului Societatilor
Medicale din Republica Moldova; al Societitilor: Stiintd (mun. Chisindu),
de Patologie, Cardiologie, Gerontologie; Membru al Colegiului Ministe-
rului Sanatatii; Vice-presedinte al societatii Irlanda-URSS; Membru al
Prezidiului Academiei de Stiinte a Moldovei.

In functia de rector al Institutului de Stat de Medicina din Chisindu, in
decurs de aproape un sfert de secol, a organizat instruirea a circa 20000 de
medici generalisti, pediatri, igienisti, stomatologi, farmacisti etc., care s-au
afirmat ca excelenti profesionisti, ducAnd faima Alma Mater peste hotare.

Vasile Anestiadi a format o vasté pleiadd de savanti si profesionisti
in biomedicind. Discipolii sai au devenit profesori, titulari de catedre,
conducitori de laboratoare si institutii fundamentale.

Ca presedinte al Consiliului rectorilor Universitatilor din Republica
Moldova (1977-1986), profesorul Vasile Anestiadi a implementat meto-
dologia didacticii universitare moderne, a argumentat organizarea si con-
structia sanatoriilor §i preventoriilor pentru studenti, a centrelor - model
de odihni si sport pentru studenti si profesori, a cluburilor de estetica etc.

In calitate de deputat si presedinte al Comisiei pentru ocrotirea
sdndtatii, culturd fizicd i asistentd sociald a Sovietului Suprem al RSSM,
a contribuit substantial la dezvoltarea Medicinii, Stiintei si Educatiei in
republic, a pledat si a oficializat fondarea Institutului de Cardiologie la
20.10.85.

In perioada exercitirii obligatiilor de membru al Executivului mu-
nicipiului Chisindu a pledat si obtinut 105 hectare de teren, unde a fost
construit un campus cu centre, institute, clinici si infrastructurd adecvata.

In cele mai vitrege timpuri, a salvat de la devastare biserica ,,Sf. Nico-
lae” din Chisinau si de la o totald ruinare si disparitie legendara Ménastire
alui Mihalcea Hancu. Prin hotararea CC al RSSM de la 14.07.78, la initi-
ativa si insistenta rectorului Vasile Anestiadi manastirea a fost trecutd sub
patronajul Institutului de Stat de Mediciné din Chisindu. Timp de opt ani,
colectivitatea studenteascd a muncit cu abnegatie i a reinviat sfantul lacas.

Pentru merite deosebite si contributie remarcabild la dezvoltarea
stiintei mediciniste, invatimantului superior medical si farmaceutic,
precum si asigurarea sistemului national de sdnitate cu cadre medicale
si farmaceutice de inaltd competentd, domnului Vasile Anestiadi i s-a
acordat Drapelul Rosu de Muncd (1961, 1976); Insigna de Onoare (1971);
Premiul de Stat (1977); ordinul Prietenia popoarelor (1981); Gloria Muncii
(1996); Ordinul Republicii (2005); medalia S. I. Vavilov (1976); medalia
50 de ani de la Victorie (Ierusalim, 1999); Golden Fortune of International
Academic Rating of popularity; medalia Dimitrie Cantemir (2003); 60 de
aniai ASM (2006); [eopeuesckas medanv. Yecmv. Cnasa. Tpyo. IV cmeneno
Ne 420 (2003, Kiev); Rector de Onoare al Alma Mater (2008); Cetdtean de
Onoare al Bastinei (2011).

Ajuns astdzi la o varsta onorabila, academicianul Vasile Anestiadi a
ramas acelasi om cu literd mare, corect si disciplinat in tot ce face.

In numele colectivului profesoral-didactic si al tineretului studios al
Universitatii Vi adresdm, stimate domnule profesor, academician Vasile
Anestiadi, cele mai cordiale felicitari cu ocazia marcantului jubileu. Va
exprimam alese cuvinte de multumire pentru munca Dumneavoastra
cu daruire si sacrificiu pe altarul Alma Mater. Vi dorim ca incd multe
primaveri sé intre in viata Dumneavoastra cu zile linistite si fericite, cu
multa recunostinta din partea discipolilor si cu simple bucurii cotidiene.

La multi ani!

Ion Ababii, dr. h., profesor, academician
Rector al USMF ,Nicoale Testemitanu”
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Pavel
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Zilele acestea, Domnul profesor Pavel Ciobanu, doctor habilitat in
medicind, renumit medic ortoped-traumatolog, talentat savant, ilustru
pedagog, promotor al medicinei autohtone, cu o activitate de peste 50
de ani pe tdrdmul medicinii practice si celei pedagogice, marcheazd
frumoasa aniversare de 80 de ani.

Domnul Ciobanu Pavel Ion s-a nascutla 12 iulie 1933, in comuna
Speia, plasa Bulboaca, judetul Tighina, Romania, intr-o familie de
agricultori. A copilarit in satul natal si a invatat la scoala primard din
Speia, ulterior la Colegiul de medicina din Tighina, pe care-l absolveste
in 1954 cu mentiune.

Pe parcursul anilor 1954-1960, Pavel Ciobanu studiaza cu multa
sarguintd medicina la Facultatea Medicind generald a Institutului de
Stat de Medicind din Chisindu pe care, de asemenea, il absolveste cu
mentiune. Inci de pe atunci, tanarul Pavel Ciobanu se evidentia prin
activismul sdu in viata studenteascd, la facultate fiind printre liderii
tineretului studios.

Activitatea practicd medicald, conform repartizarii, i-o incepe
la Spitalul raional Anenii Noi, in 1960, in calitate de medic-chirurg
si medic-sef adjunct pentru activitate curativd, unde a activat pana
in 1963.

In 1963, prin concurs, este admis in doctoranturd la Institutul
de Ortopedie si Trumatologie Kiev, Ucraina, la renumitul savant
academician F. Bogdanov.

In 1965, a fost selectat de Nicolae Testemitanu, ministru pe atunci
al Ministerului Sanatatii al Republicii Moldova, ca sef al directiei
generale curativ-profilactice, in aceastd postura fiind pana in 1968.

In 1967, in cadrul Alma Mater, sub egida profesorului E Bogdanoyv,
sustine cu brio teza de doctor in medicina cu tema: ,Reamputarea
osteoplasticd a gambei cu formarea sinostozei”.

In cadrul evenimentelor antinationale din 1968, atunci cind in-
treaga echipd de promotori notorii ai intereselor poporului autohton
din cadrul Ministerului Sanatatii, condusd de renumitul profesor
Nicolae Testemitanu a fost eliberatd din functie in corpore, dl Pavel
Ciobanu, cu unele dificultati ale acelor timpuri, este angajat in cadrul
Institutului Oncologic, unde a activat in calitate de oncolog-osteolog
pand in 1971. Aici, impreuna cu dl conf. Nicolae Ceres incepe stud-
ierea unei probleme de pionerat de maxima valoare i complexitate
“Valoarea celulelor embrionare in stimularea osteogenezei deprimate”,
devenind unul din fondatorii directiei de cerectare a acestor compo-
nente ale medicinei fundamentale i practice.

Din acel an, este angajat ca sef al catedrei Protectie Civila din
cadrul Universitétii de Stat din Moldova, ca apoi in perioada 1978-
1986 sa revina la cursul de perfectionare a medicilor in Ortopedie si
Traumatologie al Universititii de Stat de Medicind si Farmacie “Nicolae
Testemitanu’, in calitate de asistent apoi si de conferentiar - ani de o
valoroasd activitate clinicd in diagnosticarea si tratamentul patologi-
ilor osteoarticulare, inclusiv optimizarea consolidarii fracturilor cu
celule embrionare prin metoda elaborata si implementatd de Domnia
sa inca din 1970-1971. Atentia cu care il ascultd pe fiecare pacient,
cunostintele acumulate zi de zi, timp de mai multi ani, i-au creat o
enorma autoritate in randurile populatiei. Practica bogata acumulata,

inclusiv cea chirurgicald, a impdrtit-o cu generozitate studentilor de la
Universitatea de Stat din Moldova si Universitatea de Stat de Medicina
si Farmacie ,,Nicolae Testemitanu”

In intreaga sa viatd, dl Pavel Ciobanu presteazi o permanents si
fructuoasd activitate didactici si medicald, concomitent cu studiul
stiintific asupra multor probleme actuale, dar o prioritate deosebita
acorda utilizérii grefelor celulare in ortopedie si traumatologie. Ma-
terialul experimental si clinic, acumulat cu minutiozitate timp de 24
de ani, a servit drept baza pentru teza de doctor habilitat: ,, Activizarea
osteogenezei reparatoare prin celule osteomedulare”, pe care o sustine
in 1994 in cadrul Universitatii de Stat de Medicina si Farmacie “Nicolae
Testemitanu”. Ulterior, din motive de sdndtate, se reintoarce la catedra
de Protectie Civila a Universitatii de Stat ca sef al acestei subdiviziuni,
pe care a condus-o timp de 36 de ani, pana in 2007, cand a fost numit
in functia de profesor-consultant la aceeasi catedrd, pand in 2011.

Din 2011 si pana in prezent, Domnia sa activeazd in calitate
de cercetator stiintific principal in laboratorul ,Inginerie tisulara
si culturi celulare” al Universitatii de Stat de Medicina si Farmacie
»Nicolae Testemitanu”

Domnia sa ramane a fi un specialist unic in terapia celulard, prin
cercetarile teoretice si practice, efectuate cu contributia consultativa
a unor specialisti morfologi, imunologi, embriologi si clinicisti din
URSS: L. Lavrigcelea, G.I. Govallo, A.S. Fridingtein (Moscova), EI.
Bogdanov (Kiev), A.S. Cozliuc, N.N. Ceres, I.G. Sroit (Chisindu).
Studiile stiintifice ale profesorului Pavel Ciobanu, multe dintre ele fiind
de pionerat, sunt consacrate utilizdrii celulelor fetale umane in trata-
mentul deficientelor de consolidare a fracturilor aparatului locomotor.

in 1982, pentru prima daté in lume, d1 Pavel Ciobanu a demonstrat
activitatea osteogeneticd a culturii de organ cu proprietati de a produce
tesut cartilaginos si 0sos, in lucrarea sa “bronorndeckas akTHUBHOCTD
aJUIOTeHHBIX 9MOPVOHAIbHBIX KOCTHOMOSTOBBIX KJIeTOK , publicatd in
,»Bro/ieTeHb akcrepuMeHTaNbHbI 61oorny u MeguumHbL . Astfel,
aceste cercetari au fost printre primele care au demonstrat proprietatile
exceptionale ale celulelor stem embrionare.

Domnia sa este autor a peste 110 lucrari stiintifice, inclusiv 5
monografii, doua articole in publicatii internationale si 7 lucréri
instructiv-metodice in domeniul protectiei civile si chirurgiei recon-
structive. Este autor a 24 de brevete de inventie in medicing, inclusiv
in traumatologie, ortopedie si chirurgie reconstructiva. Inventiile
elaborate au fost inalt apreciate in cadrul expozitiilor internationale
de inventii din tard i de peste hotare cu 10 medalii de aur, 7 medalii
de argint si 4 medalii de bronz.

DI profesor Pavel Ciobanu a contribuit considerabil la formarea
multor generatii de medici specialisti, pentru sistemul de sanatate din
Republica Moldova, cadre stiintifico-didactice de inalta competenta
pentru Alma Mater, instruiti in cadrul Universitétii de Stat de Medicina
si Farmacie ,,Nicolae Testemitanu” i la dezvoltarea stiintei medicale in
domeniul celulelor stem, care este un domeniu prioritar de cercetare
la nivel mondial.

Pentru activitatea multidirectionald §i prodigioasa, profesorul
Pavel Ciobanu, este decorat cu: medaliile “Pentru destelenire”; ,,Nicolae
Testemitanu” i insignele “Eminent al Ocrotirii Sdnétatii din URSS”,
“Eminent al “Crucii rosii” din URSS”, “Eminent al Protectiei civile
din URSS”

Senatul, comunitatea universitard, colegii de lucru, discipolii sdi,
generatiile de fosti studenti, actualmente medici in tara si peste ho-
tarele ei, ii aduc cu plecaciune cuvinte de multumire §i recunostinta
dascalului lor - profesorului Pavel Ciobanu, cu sincere urari de multéd
sanatate si activitate rodnica.

La multi ani!

Ion Ababii, dr. h., profesor, academician
Rector al USMF ,,Nicolae Testemitanu”
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Este un nume sonor in comunitatea universitard medicalda. A
instruit generatii si generatii de medici sanitari, care merg in teritoriu
si initiazd populatia, oferindu-i o educatie sanitard de rigoare.

Niscut la 6 iunie 1943, in comuna Scumpia, Falesti, intr-o familie
de tarani gospodari, Grigore Friptuleac isi incepe studiile la varsta de 6
ani. A absolvit scoala medie de cultura generald din satul natal, in 1959.

In perioada 1961-1964 isi face studiile la Scoala de Bazi de Medi-
cina din Chisindu, absolvind-o cu mentiune. Gratie acestui fapt, obtine
dreptul de a fi admis fara examene, ca si alti absolventi eminenti, la
Institutul de Medicina din Chisinau, facultatea de Igiena si Sanitarie
(ulterior numita Medicind Preventiva, apoi Sanatate Publicd). Dor-
nic de a inviéta, se integreaza cu multa straduinta in marea familie
studenteascd. Reuseste sd-si faca studiile cu succes si concomitent,
sd lucreze in calitate de asistent medical in sectia chirurgie infantila
de urgentd (aldturi de academicianul Natalia Gheorghiu, de tinerii
chirurgi Eva Gudumac, Boris Curajos, Nicolae Savga, Petru Moroz
etc.) la Spitalul Republican de Copii.

Absolvind facultatea in 1970, i se propune postul de asistent
universitar la catedra de Igiend generald a Institutului de Stat de
Medicind din Chisindu. S-a integrat reusit in procesul didactic si
metodic. Concomitent, activeaza fructuos in cercetarea stiintificd cu
tema ,,Caracteristica fiziologo-igienicd a lucritorilor din legumiculturd
in camp deschis”, pe care o sustine in 1979 si obtine gradul de doctor
in medicina.

Intre anii 1973-77 activeazi prin cumul in calitate de medic-sef
sanitar al Stabului Republican al Detasamentului Studentesc din
Republica Moldova.

Pe parcursul anilor 1978-81, pe langd lucrul de baza, a prestat
munca deloc ugoara de redactor stiintific netitular la editura Cartea
Moldoveneascd si a redactat circa 25 de carti din seria ,,Medicina
pentru toti”. In urmitorii 4 ani, dl Grigore Friptuleac activeaza prin
cumul ca redactor stiintific la redactia principala a Enciclopediei
Moldovei, unde a contribuit considerabil la editarea ,,Enciclopediei
medicale populare” (Chisinau, 1984, 650 p.).

Dispunand de abilititi metodice si didactice, in perioada 1981-
1988, isi exercitd obligatiile de sef de studii la catedra Igiena generald.

Din 01.02.88 este transferat la catedra de Igiena a facultatii Medi-
cind Preventivd, unde este ales prin concurs in postul de conferentiar
universitar.

Din 1993 pana in prezent, este angajat prin cumul in calitate de
sef al laboratorului stiintific Igiena mediului din cadrul Institutului
Moldovenesc de Cercetiri Stiintifice in domeniul Igienei si Epidemi-
ologiei care, ulterior, a suferit mai multe modificéri, iar din 1995 este
inclus in componenta Centrului National de Sanatate Publica.

In perioada 1995-99, a detinut functia de decan al facultitii Me-
dicind Preventiva, ulterior, impreund cu administratia universitatii si
cu colegii, a contribuit la redeschiderea, in 2003, a facultétii Sdnatate
Publica.

Din 1999, este ales in functie de sef al catedrei Igiend, pe care o
conduce si la ora actuala. In 2001, sustine cu succes teza de doctor
habilitat cu tema ,,Evaluarea igienici a factorilor exogeni determinanti
in geneza litiazei urinare si elaborarea masurilor de preventie a ei”.

Tn 2004, i se confera titlul stiintifico-didactic de profesor universitar.

Este categoric in trasarea directiilor performante si utile ale
Organizatiei Mondiale a Sanitatii, Uniunii Europene, Organizatiei
Internationale a Muncii etc. Tine cursuri la Igiena mediului, Igiena
muncii, in 1994 a fondat cursul Ecologia umana, in 2007 - cursul
Promovarea sindtatii si Educatia pentru sanatate si petrece lucrari
practice la un nivel destul de inalt in limbile romana si rusd, orga-
nizeaza rezidentiatul in igiend. A elaborat 7 manuale si 4 compendii
pentru lucrari practice.

A pregatit si publicat circa 400 de lucrari stiintifice, inclusiv 7
monografii si 6 inovatii. Multe dintre ele, la expozitiile internationale,
au fost apreciate cu medalii de aur, argint si bronz.

Pentru monografia Igiena muncii in agrucultura, la care este
coautor, dl Friptuleac a devenit Laureat al Premiului E E Erisman al
Academiei de Stiinte Medicale din Rusia. Conduce o directie stiin-
tificd noud a catedrei i a laboratorului stiintific Igiena mediului al
Centrului National de Sanitate Publica (CNSP), realizind o serie de
implementari in practic.

Sub conducerea stiintificd a profesorului Grigore Friptuleac au
fost sustinute 8 teze de doctori in medicing, iar inca 6 sunt in curs de
pregitire. Discipolii domniei sale sunt incadrati in functii responsabile
ale Serviciului de Supraveghere de Stat a Sandtatii Publice, participd
activ, cu multd iscusintd si demnitate la formarea cadrelor medicale
calificate.

Colaboreaza in permanentd cu medicii practicieni din CNSP,
din Centrele de Sanatate Publica municipale si raionale, este frecvent
implicat in activitatea practicd in domeniul igienei de catre Ministerul
Sanatitii, CNSP, Centrele de Sinatate Publicd (CSP) teritoriale.

A participat la realizarea mai multor proiecte nationale (institu-
tionale si din cadrul programului de stat) si internationale (evaluarea
igienicd a conditiilor de instruire si de trai ale elevilor cu maladii
respiratorii cronice impreund cu specialistii din SUA; promovarea
sanatatii si profilaxia maladiilor - cu specialistii din Germania si
Finlanda; adaptarea sanattii publice la schimbarile climei - in cadrul
proiectelor ONU; evaluarea calitétii apei potabile in sectorul rural si in
institutiile de invatdmant preuniversitar — in cadrul proiectelor UE etc.

Se bucurd de autoritate printre studenti, angajatii Universitatii,
lucratorii Serviciului Practic i Stiintific de Sdnétate Publica din tard
si de peste hotare. Este membru de onoare al Societatii stiintifice de
Igiend si Sanatate Publicd din Roméania, membru al colegiului de
redactie al revistelor nationale (Anale stiintifice ale USMF ,Nicolae
Testemitanu”; Sanatate Publica, Economie si Management in Medi-
cind; Cronica Sanatatii Publice) si internationale (Igiena si Sanatate
Publicd din Romania, «3gopoBbe ObmectBa» din Ucraina; «Bopa:
Turnena n dkonorus», Ucraina).

Pe parcursul mai multor ani, a fost membru al senatului si
Consiliului stiintific al USMF , Nicolae Testemitanu”; Consiliului
facultatii Medicing; Consiliului Stiintific al Centrului National de
Sanatate Publicd; presedinte al Consiliului Stiintific Specializat ,,Igie-
nd’; vicepresedinte al comisiei MS de atestare a medicilor-igienisti si
a medicilor-laboranti din CSP; vicepresedinte al seminarului stiintific
de profil Igiend; membru al Comisiei de experti a Consiliului National
de Acreditare si Atestare etc.

Lucreaza mult asupra popularizarii stiintei medicale. Are publicate
multiple broguri si articole in presa periodici, participd activ in cadrul
emisiunilor radio si TV. Este adept al medicinii omului sénitos.

Acest jubileu este propice pentru a face unele totalizari i a trasa
noi directii, a realiza noi proiecte pentru o viatd activa, plind de sens si
planuri de viitor. In numele Senatului universititii, intregii comunititi
universitare, Va urdm, dle profesor Grigore Friptuleac, multi sanatate,
realizari importante, succese notabile in activitatea de zi cu zi, multd
recunostintd din partea discipolilor. La multi ani, dle Profesor!

Ion Ababii, dr. h., profesor, academician
Rector al USMF ,,Nicolae Testemitanu”
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DEAR COLLEAGUES AND FRIENDS,

Itis our great pleasure to invite you on behalf of the Asso-
ciation of Neurosurgeons of Moldova to participate in the 1st
Moldo-British Neurosurgical Symposium. It is going to be an
important international event for Moldavian Neurosurgery,
Spinal Surgery and Neurology, designed to meet the specific
needs and interests of specialists from our region. We intend to
gather the enthusiastic professionals prepared to interact and
share their experience and ideas, debating current standards
and exploring future needs. One of the main topics of the
Symposium will be Spinal Neurosurgery, which is currently
underdeveloped but rapidly growing in our country. We are
proud to celebrate this year 60th Anniversary of Neurosurgery
in Moldova and would very much appreciate your participa-
tion in this important for us meeting.

Yours faithfully,

Grigore Zapuhlih, MD, PhD, Professor

President Association of Neurosurgeons of Moldova
Marcel Ivanov, MD, PhD, MSc, FRCS

Consultant Neurosurgeon and Spinal Surgeon
Honorary Senior Lecturer Sheffield University

Honoured Guests of the Symposium

Mr. Iurie Leanca, Prime-Minister of the Republic of Moldova
Mr. Phil Batson, British Ambassador in Moldova
Mr. Andrei Usatai, Minister of Health
of the Republic of Moldova
Mrs. Nicola Harrington, UN Resident
Coordinator in Moldova
Gheorghe Duca, academician, President
of the Academy of Sciences of Moldova
Ion Ababii, academician, Rector of the University
of Medicine and Pharmacy “Nicolae Testemitsanu”
Vladimir Hotineanu, academician, Chairman
of the Parliamentary Committee on Health

Presidents of the Symposium
Professor Grigore Zapuhlih (Moldova)
Marcel Ivanov, MD, PhD, MS (United Kingdom)

Co-Presidents of the Symposium
Professor Stanislav Groppa (Moldova)
Professor Alexandru Ciurea (Romania)

60 YEARS NEUROSURGERY IN MOLDOVA
1953-2013

ASSOCIATION OF
NEUROSURGEON
OF MOLDOVA

Ministry of
Health "N.TESTEMITANU"
The
University

» Of
2 Sheffield.

I-st Moldo-British International
Neurosurgical Symposium

Chisinau, Republic of Moldova
Leogrand Hotel & Convention Center

June 13-16, 2013

www.fmbns.md

Invited Speakers
UK

Mr. David Jellinek, Sheffield
Mr. Chris Derham, Leeds

Mr. Jeremy Rowe, Sheffield

Mr. Hesham Zaki, Sheffield

Mr. Marcel Ivanov, Sheffield

Mr. Neil Chiverton, Sheffield

Mr. Umang Patel, Sheffield

Belgium
Dr. Patrick Depraetere, Roeselare
Germany
Professor Ulrich Sure, Essen
Dr. Med. Friederike Lattig, Ulm
Dr. Med. Vazifehdan Farzam, Stuttgart
Russia
Professor Kravetz Leonid, Nijnii Novgorod
Turkey
Professor Ergun Daglioglu, Ankara
USA
Muwaffak M. Abdulhak, MD, Detroit




