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Rezumat

Afectarea oaselor scheletului facial si anu-
me necroza, depinde de multi factori, atat lo-
cali, cat si generali. La majoritatea pacientilor,
aceastd patologie incepe cu o extractie denta-
rd obisnuitd, urmatd de un proces inflamator
de lungd durata care se termina cu necroza di-
fuza a oaselor din zona facial, in primul rand
tiind afectate oasele maxilare.

Relevanta problemei consta in deformarea
maxilarului dupé rezectie din cauza necrozei
cauzate de diferite boli: dependentd de dro-
guri, boli cardiovasculare, diabet, administra-
rea de bisfosfonati, radioterapie.

Cuvinte cheie: necrozd a maxilarelor,
bisfosfonati, methamphetamine, drog a-PVP.

Introducere

Osteonecroza maxilarului este o boala osoasa
care poate fi declansata de utilizarea medicamentelor
concepute pentru tratarea pacientilor cu osteoporo-
za si tumori maligne. Initial s-a crezut cd este aso-
ciatd doar cu utilizarea bisfosfonatilor, dar acum se
stie cd este asociatd cu utilizarea altor medicamente
antirezorbante (denosumab) si antiangiogenice (be-
vacizumab). Mecanismul exact al bolii nu este cunos-
cut si nu existd incd un singur protocol de tratament
definitiv, dar au fost publicate mai multe lucrari pe
aceastd temd. Din cauza numarului tot mai mare de
cazuri raportate, este esential ca profesionistul din
domeniul sanatatii sa fie capabil sa diagnosticheze, sa
identifice riscurile si sa trateze aceastd afectiune [1].

Dependenta de droguri este una dintre cele mai
grave probleme sociale actuale si a devenit recent o
pandemie globald. In Republica Moldova, aceastd
problemd este foarte pronuntatd. Acest lucru se dato-
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Summary

Facial skeletal bone damage, namely ne-
crosis, depends on many factors, both local
and general. In most cases, this pathology
starts with a common tooth extraction, fol-
lowed by a long-lasting inflammatory pro-
cess ending with diffuse necrosis of the facial
bones, primarily the maxillary bones.

The relevance of the problem lies in the
deformity of the jaw after resection due to
necrosis caused by various diseases: drug
addiction, cardiovascular disease, diabetes,
bisphosphonate administration, radiotherapy.

Key words: jaw necrosis, bisphospho-
nates, methamphetamine, a-PVP drug.

Introduction

Osteonecrosis of the jaw is a bone disease that
can be triggered by the use of drugs designed to treat
patients with osteoporosis and malignant tumours.
Initially thought to be associated only with the use
of bisphosphonates, it is now known to be associated
with the use of other anti-resorptive (denosumab)
and anti-angiogenic (bevacizumab) drugs. The ex-
act mechanism of the disease is not known and there
is not yet a single definitive treatment protocol, but
several papers have been published on the subject.
Because of the increasing number of reported cases,
it is essential that the healthcare professional is able
to diagnose, identify risks and treat this condition
[1].

Drug addiction is one of today’s most serious so-
cial problems and has recently become a global pan-
demic. In the Republic of Moldova, this problem is
very pronounced. This is due to several factors, the
main one being easy accessibility. The use of cheap
and poor quality drugs leads to necrosis of the jaws



reaza mai multor factori, principalul fiind accesibilita-
tea usoard. Consumul de droguri ieftine §i de proasti
calitate duce la necroza maxilarelor si, in cazul utiliza-
rii indelungate, la distrugerea tuturor oaselor faciale.

Una dintre metodele importante de diagnostica-
re a osteomielitei atipice a oaselor maxilarului este
culegrea unui istoric amdnuntit a maladiei. Din cu-
vintele pacientilor, s-a concluzionat cé aceasta boald
apére dupa utilizarea unei substante din sirul amfeta-
minelor. Pe langa substanta de bazd, care este efedri-
na, acest material contine si alte substante, cum ar fi
fosforul rosu si iodul, care duc la modificéri trofice
atunci cand se acumuleazi in tesuturi. Prin actiunea
sa, efedrina duce la spasm vascular pe termen lung
care induce angiopatie [2].

Potrivit datelor pacientilor, in 2021 in Moldova
a aparut un alt drog (abreviat a-PVP, din englezd
a-pyrrolidinovalerophenone) — un psihostimulant
sintetic de tip cathinoni, care de asemenea provoaca
necroza oaselor faciale [3].

Scop: Studierea literaturii actuale si a cazurilor
clinice de necroza maxilard si mandibulara, precum
si selectarea metodei optime de tratament.

Obiective:

1) Studiul datelor actuale din literatura de speci-
alitate: metode de tratament a pacientilor cu
osteomielita toxica a maxilarelor.

2) Alegerea metodei optime de tratament pentru
pacientii cu leziuni extinse a maxilarelor.

Materiale si metode de cercetare:

Studiul si monitorizarea pacientilor in cadrul
IMSP IMU, sectia chirurgie oro-maxilo-faciald in pe-
rioada anilor 2009—2021. Comun pentru ei a fost apa-
ritia necrozei maxilarelor si oaselor faciale de defirita
etiologie: dependenté de droguri, boli cardiovasculare,
diabet, administrarea de bisfosfonati, radioterapie.

Rezultate si discutii:

Pe baza unei analize a literaturii actuale si a rezul-
tatelor tratamentului pacientilor, s-a constatat cd exis-
td mai multe cauze care duc la necroza oaselor schele-
tului facial. Utilizarea anumitor droguri, tratamentul
pe termen lung cu bisfosfonati, radioterapia si necro-
za datoratd unor boli generale decompensate (cardio-
vasculare, diabet zaharat) conduc la aceste patologii.

Cazul clinic 1: Pacientul M.R., sex masculin, in
varstd de 50 de ani, a fost consultat in cadrul De-
partamentului de Chirurgie Orala si Maxilo-Faciald
timp de cinci ani. Din anamneza s-a constatat cd pa-
cientul a consumat diverse stupefiante pe o perioada
lunga de 10 ani, dupa ce a luat un medicament de
tip amfetamind numit Perventin (Vint, asa cum il
numesc mulfi pacienti), care contine efedrin, iod si
fosfor rosu (aceastd substantd este fabricata clandes-
tin si este un drog foarte toxic).

Dupé ce a primit acest preparat, la pacient s-a
dezvoltat osteomielitd toxicd a maxilarului superior

and, in the case of long-term use, to the destruction
of all facial bones.

One of the important methods of diagnosing
atypical osteomyelitis of the jaw bones is to collect
a detailed history of the disease. From the patients’
words, it has been concluded that this disease oc-
curs after the use of a substance from the amphet-
amine family. Besides the basic substance, which is
ephedrine, this material contains other substances,
such as red phosphorus and iodine, which lead to
trophic changes when they accumulate in the tissues.
Through its action, ephedrine leads to long-term
vascular spasm that induces angiopathy [2].

According to patient data, in 2021 an-
other drug (abbreviated o-PVP, from English
a-pyrrolidinovalerophenone) — a synthetic cathi-
none-type psychostimulant, which also causes facial
bone necrosis, appeared in Moldova [3].

Purpose: To study the current literature and
clinical cases of maxillary and mandibular necrosis
and to select the optimal method of treatment.

Objectives:

1) Review of current literature: methods of treat-
ment of patients with toxic osteomyelitis of
the jaws.

2) Choosing the optimal treatment method for
patients with extensive jaw lesions.

Research materials and methods:

Study and monitoring of patients in IMSP IMU,
oro-maxillo-facial ~surgery department during
2009—2021. Common for them was the occurrence
of necrosis of maxillary and facial bones of different
etiology: drug addiction, cardiovascular disease, dia-
betes, bisphosphonate administration, radiotherapy.

Results and discussions:

Based on a review of current literature and patient
treatment outcomes, it was found that there are sev-
eral causes that lead to necrosis of the facial skeletal
bones. The use of certain drugs, long-term treatment
with bisphosphonates, radiotherapy and necrosis due
to decompensated general diseases (cardiovascular,
diabetes) lead to these pathologies.

Clinical case 1: Patient M.R., male, aged 50, has
been seen in the Department of Oral and Maxillo-
facial Surgery for five years. From the anamnesis it
was found that the patient had used various narcotics
over a long period of 10 years, after taking an am-
phetamine-type drug called Perventin (Vint, as many
patients call it), which contains ephedrine, iodine
and red phosphorus (this substance is manufactured
clandestinely and is a highly toxic drug).

After receiving this preparation, the patient de-
veloped toxic osteomyelitis of the upper and lower
jaw, after a necrectomy in the area of the upper and
lower jaw appeared facial deformity, communication
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Fig.1 Comunicarea oro-sinusala, aplicarea protezei

.

moubiliz-abile.

Fig.1 Oro-sinus communication, application of removable prosthesis.

GHID OSTECTOMIE

Fig.2 Realizarea modelului pentru reconstructia mandibulei dupa necroza unei parti osoase importante a maxilarului.

Fig.2 Model making for mandible reconstruction after necrosis of a major bony part of the jaw.

si inferior, dupa o necrectomie in zona maxilarului
superior si inferior a aparut o deformare faciala, co-
municarea cavitatii bucale cu sinusul maxilar. Dupa
suspendarea administrarii drogului si reabilitare a
fost intocmit un plan de tratament. In zona maxila-
rului superior, comunicarea a fost inchisa prin inter-
mediul unui lambou muco-periostal, deplasat de pe
suprafata vestibulard a procesului alveolar, dar, intru-
cét defectul osos al maxilarului superior era extins,
acesta a putut fi doar redus, nu eliminat complet, ast-
fel cd s-a decis inchiderea comunicarii prin mijloace
ortopedice: confectionarea unei proteze acrilice par-
tiale mobilizabile (Fig. 1).

In cazul maxilarului inferior, avind in vedere asi-
metria pronuntatd a fetei, a fost realizatd in preala-
bil o simulare 3D a maxilarului inferior, care a fost
foarte utild pentru potrivirea corectd a fragmentelor
osoase,care au fost refracturate, sectionate si depla-
sate conform ghidului de simulare, fixate ulterior
cu doud plici reconstructive din titan si suruburi,
modelate in prealabil conform modelului de recon-
structie. (Fig. 2). In viitor, este planificata reabilitarea
implanto-proteticd prin confectionarea unei proteze
fixate pe 4 implante in regiunea mentonierd, care ofe-
rd un suport osos satisfacétor.

Aceastd operatie a eliminat partial asimetria facia-
14, fiind urmata de reabilitarea functionald prin inter-
mediul unei constructii implanto-protetice. (Fig. 3).

Cazul clinic 2: Pacientul P, bérbat in varsta de
28 de ani, s-a prezentat din motive legate de un pro-

of the oral cavity with the maxillary sinus. After dis-
continuation of drug administration and rehabilita-
tion a treatment plan was drawn up. In the upper jaw
area, the communication was closed by means of a
muco-periosteal flap, displaced from the buccal sur-
face of the alveolar process, but as the bony defect of
the upper jaw was extensive, it could only be reduced,
not completely eliminated, so it was decided to close
the communication by orthopaedic means: making a
partial removable acrylic prosthesis (Fig. 1).

In the case of the lower jaw, given the pronounced
asymmetry of the face, a 3D simulation of the lower
jaw was previously performed, which was very useful
for the correct fitting of the bone fragments, which
were refractured, sectioned and displaced according
to the simulation guide, then fixed with two titanium
reconstructive plates and screws, previously mod-
elled according to the reconstruction model (Fig.
2). In the future, implant-prosthetic rehabilitation is
planned by making a prosthesis fixed on 4 implants
in the chin region, which provides satisfactory bone
support.

This operation partially eliminated the facial
asymmetry and was followed by functional rehabilita-
tion using an implant-prosthetic construction (Fig. 3).

Clinical case 2: Patient PI., a 28-year-old male,
presented for reasons related to an inflammatory
process in the upper jaw in the area of the missing
central incisors. Clinical and paraclinical examina-



ces inflamator la nivelul
maxilarului superior, in
zona incisivilor centrali,
care lipseau. Examina-
rea clinica si paraclinicd
a aratat ca tesutul osos
din regiunea mediand
a maxilarului superior
era necrotizatd, ince-
pand de la incisivii cen-
trali de-a lungul liniei
mediane (Fig.4). Defec-
tul osos dat aparuse in
decurs de trei luni de
la utilizarea unui nou
drog (care, potrivit pa-
cientului, este utilizat in
Moldova din 2021), de-
numitfigurativA-pirroli-
dinopentiofenona
(a-pirrolidinopen-
tiofenona sau alfa-pi-
rrolidinovlerofe-nona,
denumitd in mod obis-
nuit a-PVP, din literatu-
ra stiintifica). a-pirroli-
dinovalerofenona), un
psihostimulant sintetic
din clasa cathinonei,
este un analog desmetilat al pirovaleronei [1].
Stimularea sistemului nervos central are loc prin
cresterea productiei si eliberarii de dopamina si no-
radrenalind in creier dupa ingestia de a-PVP.
A-Pyrrolidinopenti-ofenona a fost dezvoltatd de
compania farmaceuticd germand Boehringer Inge-
lheim in anii 1970 ca stimulent al sistemului nervos
central. Cu toate acestea, utilizarea sa ilegald ca psi-
hostimulant recreational a inceput in urma cu aproxi-
mativ 10 ani in SUA, Europa (Norvegia, Danemarca,
Finlanda, Islanda, Suedia) si Japonia. Substanta este
adesea vandutd sub denumirea de ,,saruri de baie®
In 2016, in mass-media din SUA au inceput sa cir-
cule informatii potrivit cirora a-PVP transforma oa-
menii in ,,zombi® In statul american Florida, au fost
observate cazuri de comportament agresiv si caniba-
lism, pe care autoritatile le-au atribuit consumului
de a-PVP, insd testele ulte-
rioare ale drogurilor nu au
confirmat aceste afirmatii.
Rapoartele conform carora
psihostimulantul in cauzi
poate transforma o persoa-
nd intr-un ,,zombi“ au fost
folosite de autoritéti ca pro-
pagandd antidrug [3].
Acest drog, in compa-
ratie cu drogurile de tip
amfetamind (care contin
efedring, fosfor rosu si iod),
este mai toxic $i provoacd

Fig.3 Pacientul inainte si dupa interventia de reconstructie a formei
mandibulei.

Fig.3 Patient before and after jaw shape reconstruction surgery.

Fig.4 Necroza maxilarului superior.

Fig.4 Necrosis of the upper jaw.

tion showed that the
bone tissue in the mid-
region of the upper jaw
was necrotic, starting
from the central inci-
sors along the midline
(Fig.4). The given bone
defect had occurred
within three months
of the use of a new
drug (which, accord-
ing to the patient, has
been used in Moldova
since 2021), figura-
tively called A-pyrro-
lidinopentiophenone
(a-pyrrolidinopentio-
phenone or alpha-pyr-
rolidinovalerophenone,
commonly referred to
as a-PVP, in the scien-
tific literature). a-Pyr-
rolidinovalerophe-
none), a  synthetic
psychostimulant of the
cathinone class, is a de-
methylated analogue of
pyrovalerone [1].

Central  nervous
system stimulation occurs through increased pro-
duction and release of dopamine and norepinephrine
in the brain after ingestion of a-PVP.

A-Pyrrolidinopentiophenone was developed by
the German pharmaceutical company Boehringer
Ingelheim in the 1970s as a central nervous system
stimulant. However, its illegal use as a recreational
psychostimulant began about 10 years ago in the US,
Europe (Norway, Denmark, Finland, Iceland, Swe-
den) and Japan. The substance is often sold as “bath
salts”

In 2016, reports began circulating in the US me-
dia that a-PVP turns people into “zombies”. In the
US state of Florida, cases of aggressive behaviour and
cannibalism have been observed, which authorities
have attributed to a-PVP use, but subsequent drug
tests have not confirmed these claims. Reports that
the psychostimulant in
question can turn a person
into a “zombie” have been
used by authorities as anti-
drug propaganda [3].

This drug, compared to
amphetamine-type drugs
(which contain ephedrine,
red phosphorus and io-
dine), is more toxic and
causes more rapid and
significant ~ pathological
changes both in bone tissue
and in all body systems.
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modificdri patologice mai rapi-
de si mai semnificative atit in
tesuturile osoase, cit si in toate
sistemele organismului.

Cazul clinic 3: Pacienta
D.M., femeie in vérsta de 78 de
ani, a prezentat o usoara durere
la nivelul palatului dur si apoi
un defect palatin in decurs de
o luna. Pacienta avea o boalad
cardiovasculard  concomiten-
td de lungd durata. In acest caz
clinic, palatul dur a fost seches-
trat si s-a format o comunicare
intre cavitatea bucala si sinusul
maxilar pe fondalul tulburarilor
circulatorii (Fig. 5). Afectarea
alimentatiei si a functiei de vor-
bire. Deoarece pacienta suferd
de o maladie cardiovasculara
decompensata, s-a luat decizia de a inchide comuni-
carea nu pe cale chirurgicald, ci prin constructie pro-
tetica, fiind aplicatd o protezd partiala mobilizabila
pentru inchiderea comunicarii oro-sinusale.

in practicd, necroza neodontogend a oaselor facia-
le apare nu numai pe fondalul consumului de droguri,
dar si a bolilor generale si in urma radioterapiei si a
administrérii bisfosfonatilor. La examinarea superfici-
ala, tabloul clinic pare a fi acelasi la toti acesti pacienti,
dar o examinare detaliatd a tuturor pacientilor poate
dezvélui diferente atit in ceea ce priveste conditiile
generale, cit si cele locale, fapt care impune o tacticd
diferitd de tratament, care ar oferi rezultate optimale.

Concluzii:

1) Un studiu al literaturii actuale aratd cd existd
mai multe cauze de osteomielitd a oaselor maxilare,
diferite de cele odontogene: ingestia de bisfosfonati,
consumul de droguri, boli generale, radioterapie.
Foarte importantd este culegerea unei anamneze des-
fasurate si complete, care ar oferi date privind cauza
aparitiei maladiei.

2) Studiul mai multor cazuri clinice a facut posi-
bild formularea unui plan de tratament corect: chi-
rurgia reconstructivd poate fi efectuata numai dupa
inlaturarea completd (spontand ori chirurgicald) a
sechestrelor. Utilizarea ghidurilor chirurgicale virtu-
al modelate preoperator amelioreaza planificarea si
imbunitateste rezultatul interventiei chirurgicale de
reabilitare functionald a pacientilor cu defecte morfo-
logice ale tesutului osos a regiunii oro-maxilo-faciale.
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Clinical case 3: Patient
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Conclusion:

1) A review of the current literature shows that
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