





o

Fig. 1 Aspectele constitutionale, modificarile tegumentelor si fanerelor.
Fig. 1 Constitutional issues, skin and nail changes.

Fig. 2 Radiografia toracelui in incidentele posteroanterioara si laterala dreapta.
Fig. 2 Chest X-ray in posteroanterior and right lateral view.

Fig. 3 Tomografia computerizata a toracelui.
Fig. 3 Chest computed tomography.



Raspunsuri:

1) Fata ,in luna plind”, pletorica, cu pometii rumeni. Obe-
zitate tronculara (circumferinta taliei - 130 cm), tesut adipos
in partea superioara a spatelui, la baza gatului (,ceafa de bi-
vol”) si deasupra claviculelor (pernute supraclaviculare), cifo-
zad. Tegumentele cu echimoze, teleangiectazii, atrofie cutanata
cu subtierea dermului si vizualizarea vascularizatiei tesutului
subcutanat. Plaga pe gamba cu iIntarzierea cicatrizarii. Hi-
perkeratoza coatelor din pozitia fortata in accesele de astm
bronsic. Leziuni eritemato-scuamoase extinse, cu margine pa-
puloasa elevatj, pe fese, coapse, picioare, brate, abdomen, care
sunt suspecte pentru o infectie fungica. Hiperkeratoza planta-
rd, onicodistrofie plantar3d, eventual, de origine micotica. Tinea
corporis, pedis et unguium, confirmata, ulterior, prin examen
micologic (microscopie directa si cultura, Figura 4).

2) La radiografia toracelui, In incidentele postero-ante-
rioara si laterala dreaptd, se evidentiaza desenul pulmonar
accentuat si deformat, induratia pleurei interlobare pe dreap-
ta si calcificari in hiluri (sechele posttuberculoase). Fracturi
costale consolidate pe stanga - suspectie de fracturi tasate ale
corpurilor vertebrelor toracice. Osteoporoza severa la nivelul
coloanei vertebrale si fracturile tasate ale corpului vertebrelor
Th9, Th10, Th11, cu angulare cifotica in zona dat3, sunt confir-
mate la tomografia computerizata toracica. De asemenea, CT
pune In evidentd lipomatoza mediastinald (depuneri de tesut
adipos in mediastinul anterior).

3) Modificarile descrise se Incadreaza in sindromul Cus-
hing iatrogen (medicamentos). Prezenta acestor modificari la
un astmatic semnaleazd, mai des, o necomplianta la tratamen-
tul inhalator cu administrarea excesiva a steroizilor sistemici.

Discutii

Sindromul Cushing, descris de Harvey in 1912, include
simpomele si semnele cauzate de excesul plasmatic de gluco-
corticoizi liberi. Forma endogena a sindromului este o boala
rard, pe cand varianta exogend, iatrogenica, este mult mai frec-
vent intdlnita. Apare, mai des, ca urmare a administrarii siste-
mice de glucocorticoizi (injectare sau pe cale orala), dar si in
cazurile cu diferite alte cdi de administrare, inclusiv, epidural,
prin inhalare, intranazal, topic. In toate cazurile, este impor-
tantd durata prelungita a tratamentului si activitatea inalta a
substantei.

Reactiile adverse ale glucocorticoizilor sunt multiple si
variate. Efectele de tip anabolizant cu favorizarea eliberarii
acizilor grasi, cu redistribuirea specifica a tesutului adipos se
asociaza cu obezitatea de tip cental (raportul talie-sold mai
mare de 1 la barbati si de 0,8 la femei), cu cresterea depune-
rii de tesut adipos in mediastin si peritoneu, usor de observat
si masurat la CT toracelui, abdomenului. Efectele catabolice,
imunosupresia, de rand cu modificarile atrofice tegumentare,
se complica cu cicatrizarea intarziata a plagilor. Complicatiile
osoase, fracturile tasate de corpuri vertebrale, necroza asepti-
ca a soldului sunt printre cele mai invalidizante. Osteoporoza
si fracturile, miopatia cortizonica sunt cauzele cele mai frec-
vente ale sindromului algic (dureri de spate, dureri radiculare,
osalgii). Miopatia cortizonica cu diminuarea masei musculare,
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Answers:

1) The "moon face”, facial plethora with ruddy cheeks. Cen-
tral obesity (waist circumference was 130 cm in our patient)
with increased adipose tissue on the upper back and neck (buf-
falo hump), above the clavicles (supraclavicular pads). Kypho-
sis. Ecchymoses, telangiectasias. Purple striae on the thighs,
lower abdomen. Cutaneous atrophy with thinning dermis and
exposure of subcutaneous tissue vascularization. Calf wound
with slow healing. Large erythemato-squamous lesions with
elevated papulous rim on the back, buttocks, thighs, legs, arms
and abdomen, suspected for a fungal infection. Plantar hy-
perkeratosis and nails dystrophy, eventually of fungal origin.
Tinea corporis, pedis et unguium, confirmed by mycological ex-
amination (direct microscopy and culture).

2) At the chest X-ray in the posterior-anterior and right lat-
eral view are highlighted increased and deformed pulmonary
markings, thickened right interlobular pleura, and calcifica-
tion in the hilum (tuberculosis sequelae). Consolidated left
ribs fractures. Suspicion of vertebral fracture with compressed
thoracic vertebrae. On the chest computed tomography were
confirmed severe spine osteoporosis with compressed frac-
tures of the Th9, Th10, and Th11 vertebras with kyphotic an-
gulation in this area. CT also shows mediastinal lipomatosis
(deposits of fat in the mediastinum)

3) Described changes are characteristic for an iatrogenic
Cushing syndrome (drug induced). The presence of these
changes in an asthmatic patient often reveals noncompliance
to inhaled corticosteroid therapy and excessive administra-
tion of systemic steroids.

Discussion

Cushing syndrome, described by Harvey in 1912, includes
symptoms and signs caused by the excess of the free gluco-
corticoids in the plasma. Endogenous form of the syndrome
is a rare disease, while the exogenous one, iatrogenic, is much
more common. latrogenic Cushing syndrome occurs com-
monly after systemic corticosteroids administration (oral or
injection), however the disease was reported in other routes
of administration, including epidural, inhaled, intranasal, and
topical. In all cases, the prolonged period of treatment and the
high potency of the substance is important.

Side effects of glucocorticoids are multiple and varied.
Anabolic effects favoring the release of fatty acids with spe-
cific redistribution of body fat are associated with central type
of obesity (waist-to-hip ratio greater than 1 in men and 0.8
in women), with increased deposition of fat in mediastinum
and peritoneum, easily observed and measured on thoracic
and abdominal CT. Catabolic effects and immunosuppression,
along with atrophic skin changes, are complicated with de-
layed wound healing. Bone complications, compressed verte-
bral fractures, aseptic necrosis of the hip are among the most
disabling. Osteoporosis and fractures, cortisone myopathy
are the most common causes of a pain syndrome (back pain,
radicular pain, and bone pain). Cortisone myopathy with re-
duced muscular mass, especially in the thigh, and proximal



Fig. 4 Filamente miceliene lungi ramificate. Cultura de Trichophyton rubrum.
Fig. 4 Long branched filaments of mycelia. Trichophyton rubrum culture.

Fig. 5 Modificarile constitutionale, ale tegumentelor si fanerelor in aspect evolutiv, dupa tratament.
Fig. 5 Constitutional, skin and nail changes — evolution after treatment.



indeosebi la muschii coapsei si miastenia proximala sunt lent
reversibile la intreruperea tratamentului.

Lista manifestarilor sindromului Cushing cuprinde si hi-
pertensiunea arteriald, diabetul zaharat, glaucomul si cata-
racta, cu pierderea consecutiva a vederii, tulburarile de com-
portament cu iritabilitate, anxietate, insomnii, depresii sau
psihoze, tulburdrile de crestere (la copii), dereglarea ciclului
menstrual, hirsutism, disfunctie erectild sau pierderea libi-
doului, tulburarile hidroelectrolice. Totusi, cele mai de temut
complicatii sunt perforatia viscerelor (din ulcere peptice) si
infectiile fungice oportuniste.

n sindromul Cushing iatrogen, fatd de cel endogen, mai
putin pronuntate sunt hipertensiunea arteriala, oligoameno-
reea si hirsutismul, tulburarile psihice, pe caind manifestarile
de osteoporozd, necroza aseptica de cap femural, manifestari-
le oculare (glaucom, cataractd) si de pancreatita sunt, relativ,
mai grave.

La examenul microscopic direct al scoamelor din eruptiile
cutanate s-au evidentiat filamente miceliene lungi, ramificate.
La Insdmantarea materialului patologic pe mediul de cultura
Sabouraud s-a depistat Trichophyton rubrum (Figura 4).

La un tratament antimicotic cu itraconazol, 200 mg de 2 ori
pe zi, timp de 7 zile, a cate 3 cicluri consecutive, cu pauza de 3
saptamani intre ele si initierea tratamentului de fond (inhala-
tor) pentru astmul bronsic, peste 6 luni la pacient s-a observat
o ameliorare vadit3, atat a patologiei de baza, cat si a modi-
ficarilor cutanate: atenuarea expresiei sindromului Cushing,
disparitia echimozelor; involutia clinica, practic completd, a
leziunilor eritemato-scuamoase diseminate, precum si ameli-
orarea clinica evidentd a onicomicozei si a micozei plantare.
(Figura 5).
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myasthenia are slowly reversible after discontinuation of glu-
cocorticoid treatment.

Other manifestations of Cushing syndrome are arterial
hypertension, diabetes, glaucoma and cataract with conse-
quent vision loss, behavioral disorders like irritability, anxi-
ety, insomnia, depression or psychosis, growth disorders (in
children), menstrual cycle disorders, hirsutism, erectile dys-
function and decreased libido, electrolyte disorders. However,
the most feared complications are visceral perforation (from
peptic ulcers) and opportunistic fungal infections.

In iatrogenic Cushing syndrome, the hypertension, oli-
goamenorhea and hirsutism are less pronounced; whereas
psychiatric disorders, osteoporosis, femoral head aseptic ne-
crosis, ocular manifestations (glaucoma, cataract) and pancre-
atitis are, relatively more severe

At the microscopic examination of the squams from skin
lesions long branched filaments of mycelia were revealed. In
Sabouraud culture environment of the pathological material,
Trichophyton rubrum was detected (Figure 4).

Due to an antimycotic treatment with itraconazol 400
mg per day, for 7 days, in three consecutive cycles, with a
three weeks break between them, and the initiation of the
background inhalatory therapy for bronchial asthma, after 6
months was observed an improvement of basic pathology and
skin lesions, decrease of the Cushing syndrome expression:
disappearing of the ecchymoses; almost total clinical involu-
tion of the disseminated erythemato-squamose lesions, also,
the clinical improvement of onychomycosis and plantar my-
cosis (Figure 5).

3. Gilbertson E., Spellman M,, Piacquadio D. et al. Super potent topi-
cal corticosteroid use associated with adrenal suppression: clini-
cal considerations. J. Am. Acad. Dermatol., 1998; 38: 318-21.

4. Decani S., Federighi V., Baruzzi E. et al. latrogenic Cushing’s syn-
drome and topical steroid therapy: case series and review of the
literature. J. Dermatolog. Treat., 2014; 25 (6): 495-500.
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= Materials and methods
= Results
= Discussions
= Conclusions
= List of abbreviations used (if applicable)
= Declaration of conflict of interests
= Authors’ contributions
= Acknowledgements and funding (if applicable)
= References
= Tables and tables’ captions (if applicable)
= Pictures and figures (if applicable)
= Figures’legends (if applicable)
= Description of additional data, appendices (if applicable)

The cover page of the manuscript should include:

= Title of the manuscript: written according to the STROBE
guidelines, should be concise, relevant to the content of the manu-
script, and reflect the study design. The title length should not exceed
25 words. It is not allowed the presence of abbreviations in the title.

= Short title: (to be used as a running title) is a short version of
the essential of the full title. Short title will be limited to 40 charac-
ters, including spaces.

= Author(s) name: Authors list must include only those persons
who had a substantial contribution to the work. Examples of essential
contribution to the work are: developing of the study design, patients
recruitment, participation in data collection, data analysis, interpre-
tation of results, writing of the manuscript, performing of the tests,
pictures taking, drawing conclusions. The authors list should not ex-
ceed 10 persons. If the research group exceed 10 individual authors,
in the “Authors name” section first two will be cited, all others should
be mentioned at the end of the article, In the “Acknowledgements and
funding” section.

Members of the research group who do not meet the formal cri-
teria of the authorship, but have had some contribution to the paper,
may be mentioned in the “Acknowledgements and funding” section.

Note: To differentiate the corresponding author, as well as au-
thors who have an equal contribution to the work, using special



duali. In cazul cand grupul de lucru depiseste 10 autori individuali,
vor fi citati in sectiunea ,,Numele si prenumele autorilor” doar primii
doi, iar restul vor fi mentionati la sfarsitul articolului, la sectiunea
,Multumiri si finantare”.

Membrii grupului de lucruy, care nu Indeplinesc criteriile formale
de autor enumerate, dar au avut o oarecare contributie la lucrare, pot
fi mentionati In sectiunea ,Multumiri si finantare”.

Nota: Pentru a diferentia autorul corespondent si autorii care au
contribuit in aceeasi masura la lucrare, folositi caractere speciale, ca
exponenti, la sfarsitul numelor lor:

(*) - pentru Autorul corespondent;

(1) - pentru Autorii care au avut o contributie egala.

(De exemplu: Adrian Belii*, Adrian Beliit)

Nu se vor mentiona gradele si titlurile stiintifice si cele stiintifico-
didactice.

= Afilieri. Afilierea autorilor se va scrie dupa sectiunea ,Numele
autorului (autorilor)”. In acest sens, se va mentiona numele complet al
institutiei de afiliere a autorului (autorilor), localitatea si tara.

Afilierea se marcheaza cu cifre arabe, in superscript (de exemplu:
Adrian Belii')

= Elementele scoase in evidenta din articol:

o Ce nu este, deocamdatd, cunoscut la subiectul abordat (de-
scris 1n 1-3 fraze)

o Ipoteza de cercetare (formulata in 1-2 fraze)

o Noutatea adusa de articol literaturii stiintifice din domeniu
(limitata la 1-3 fraze).

Din pagina noua:
Rezumatul
Rezumatul trebuie sa fie scris la timpul trecut, persoana a treia.
Acesta trebuie sd ofere un sumar concis al scopului, obiectivelor, re-
zultatelor semnificative si concluziilor studiului, in limitele la 350 de
cuvinte, organizate In urmatoarele sectiuni:
= Introducere - unde se va reflecta, pe scurt, contextul si scopul
principal al studiului;
= Material si metode - cum a fost realizat studiul si ce teste sta-
tistice au fost aplicate;
= Rezultate - prezinta rezultatele principale ale studiului;
= Concluzii - o scurtd trecere in revista a constatdrilor facute, cu
posibile implicari pentru studii ulterioare.

Nu utilizati abrevieri si citatii In rezumatul articolului.

Cuvintele cheie

Enumerati 4-10 cuvinte cheie, care sunt reprezentative pentru
continutul articolului. Pentru a usura gasirea articolului Dvs. de catre
motoarele de cautare ale bazelor de date, folositi termeni recoman-
dati din lista de titluri cu subiect medical de pe http://nlm.nih.gov/
mesh.

inregistrarea trialului clinic

In caz dacd articolul Dvs. comunici rezultatele unui trial clinic, va
rugam sa indicati Registrul trialului si numarul unic de inregistrare
a trialului.

Exemplu: ,Current Controlled Trials ISRCTN61362816”. Atentie!
Nu trebuie sd existe niciun spatiu intre literele si cifrele numarului
unic de inregistrare a trialului. Pentru mai multe informatii, va rugam
sa accesati http://www.isrctn.org (International Standard Randomi-
sed Controlled Trial Number) si http://www.icmje.org (International
Committee of Medical Journal Editors).
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characters as a superscript index at the end of their names is recom-
mended:

(*) - Corresponding author;

(1) - Authors with equal contribution.

(e.g. Adrian Belii*, Adrian Beliit)

= Affiliation: Please state the full name of institution, city and
country to which the author(s) is affiliated. Affiliation should be
marked with Arabic numerals in superscript after the author(s)
name (e.g. Adrian Belii?)

= Article highlights:

O What is not yet known on the issue addressed in the submitted
manuscript (described in 1-3 sentences)

O The research hypothesis (described in 1-2 sentences)

O The novelty added by manuscript to the already published sci-
entific literature (limited to 1-3 sentences).

From new page:
Abstract
The abstract should be written using the past tense, third per-
son. It should provide a concise summary of the purpose, objectives,
significant results and conclusions of the study. The summary text
should not exceed 350 words organized into the following sections:
= Introduction - reflect in short the context and purpose of the
study;
= Material and methods - describe how the study was conduc-
ted and specify the applied statistics;
= Results - present the key results of the study;
= Conclusions - a brief overview of the findings, with possible
implications for further studies.
Do not use abbreviations or citations in the abstract of the article.
Key words
List 4-10 keywords that are representative for the contents of the
article. To facilitate finding of your article by search engines of elec-
tronic databases, use MESH keywords list (available on http://nlm.
nih.gov/mesh).

Registered clinical trial

In case if your article reported the results of a clinical trial, please
indicate Trial Register and the unique registration number of the
trial.

E.g.: “Current Controlled Trials ISRCTN61362816”

Attention! There should be no space between letters and num-
bers of the unique record number of the trial. For more information,
please visit http://www.isrctn.org (International Standard Random-
ized Controlled Trial Number) and http://www.icmje.org (Interna-
tional Committee of Medical Journal Editors).

From new page:

Introduction

The Introduction section should be written using past tense, third

person, and should:

= provide information that would allow readers outside of the fi-
eld to enter the context of the study, to understand its meaning;

= define the problem addressed and explain why it is important;

= include a brief review of recent literature in the field;

* mention any controversy or disagreement existing in the field;

= formulate research hypothesis and present the main and se-
condary assessed outcomes;



Din pagina noua:

Introducerea

Introducerea, scrisa la timpul trecut, persoana a treia, trebuie:

= sa ofere informatii care ar permite cititorilor din afara dome-
niului sd intre In contextul studiului, sa-i inteleaga semnificatia;

= sd defineasca problema abordata si sa explice de ce aceasta
este importanta;

= 53 includa o scurtd trecere in revistd a literaturii recente din
domeniu;

= sa mentioneze orice controverse sau dezacorduri relevante in
domeniu;

= sd formuleze ipoteza de cercetare si sa prezinte parametrul
principal si cei secundari de rezultat;

= 53 concluda cu scopul lucrarii si cu un comentariu care sa ateste
daca scopul propus a fost atins.

Material si metode

in sectiunea ,Materiale si metode” trebuie si fie descrise cu deta-
lii suficiente procedurile efectuate. Aici se vor mentiona protocoalele
detaliate privind metodele utilizate precum si informatii justificative.
Se vor include: design-ul studiului, descrierea participantilor si mate-
rialelor implicate, descrierea clard a tuturor interventiilor si compa-
ratiilor efectuate, precum si testele statistice aplicate. Se vor specifica
denumirile generice de medicamente. Atunci cand in cercetare sunt
folosite branduri, se indica in paranteze denumirea lor comerciala.
in cazul studiilor pe subiecti umani sau pe animale, trebuie si fie
mentionatd aprobarea etica (data si nr. procesului verbal al sedin-
tei Comitetului de Etica, presedintele CE si denumirea institutiei, in
cadrul careia activeaza CE), precum si consimtamantul informat al
persoanelor.

Rezultate

Rezultate si discutiile vor fi prezentate in sectiuni separate.

Autorii trebuie sa prezinte rezultate clare si exacte. Rezultatele
prezentate trebuie explicate (nu justificate sau comparate, in aceasta
sectiune) cu constatdri fundamentale, evident, referitoare la ipoteza
care a stat la baza studiului. Rezultatele trebuie redate concis si logic,
cu accentuarea celor noi.

Discutii

Se va descrie impactul, relevanta si semnificatia rezultatelor obti-
nute in domeniul respectiv. Rezultatele obtinute se vor compara cu cele
provenite din studiile anterioare din domeniu si se vor trasa potentiale
directii viitoare de cercetare. Discutiile trebuie sa contina interpretari
importante ale constatdrilor si rezultatelor, iIn comparatie cu studiile
anterioare. De asemenea, se vor mentiona limitele studiului si factorii
potentiali de bias.

Concluzii

Aceasta sectiune trebuie sa concluda laconic intregul studiu si sa
specifice, care este plus-valoarea adusa la informatiile disponibile
despre subiectul abordat. in concluzii nu se vor oferi informatii noi
si nu se vor dubla (repeta) cele prezentate in sectiunea ,Rezultate”.

Abrevieri

Folositi numai abrevieri standard. De asemenea, pot fi formulate
si alte abrevieri, cu conditia ca acestea vor fi descifrate In text atunci
cand sunt utilizate pentru prima data. Abrevierile din figuri si tabe-
le vor fi descifrate in legendd. Abrevierile trebuie folosite cat mai rar
posibil.

= conclude with the research’ propose and a short comment
whether the purpose has been achieved.

Material and methods

“Materials and methods” section should present in sufficient de-
tails all carried out procedures. Here should be described protocols
and supporting information on the used methods. It will include
study design, subjects’ recruitment procedure, clear description
of all interventions and comparisons and applied statistics. in the
manuscript text the generic names of drugs should be used. When
drug brands are used their trade name will be shown In parenthe-
ses. For studies on humans or animals a statement about ethical
approval and informed consent of study subjects should be include.
Please specify date and number of Ethics Committee (EC) decision,
chair of the EC as well as institution within EC is organized.

Results

Results and discussion should be presented in separate sections.
Authors must present results in a clear and accurate manner. Results
should be explained (not justified or compared in this section) and
include fundamental statements related to hypothesis behind the
study. The results should be presented concisely and logically, em-
phasizing on new original data.

Discussion

Describe the impact, relevance and significance of the obtained
results for the field. The results are compared with those from pre-
vious publications and draw potential future research directions.
Discussions should include important interpretations of the findings
and results compared with previous studies. Also, study limitations
and potential bias should be mentioned.

Conclusions

This section should conclude laconically entire study, and high-
light the added-value brought on the studied issue. The conclusions
should not provide new information or double (repeat) those pre-
sented in the “Results” section.

Abbreviations

Use only standard abbreviations. Other abbreviations may be
defined and provided when are used for the first time in the manu-
script. Abbreviations in the figures and tables will be explained in leg-
end. Abbreviations should be used as rare as possible.

Declaration of conflict of interests

Following publication, persons or organizations involved in the
study become public and thus their reputation may be influenced.
Therefore, authors must disclose financial and non-financial relation-
ship with people or organizations and to declare conflicts of interest
related to the data presented in the manuscript. in accordance with
the ICMJE guidelines, authors must fulfill a statement of conflicts of
interest, which will be published at the end of the article.

Complementing the declaration of conflicts of interest the follow-
ing will be taken into consideration

For financial conflicts of interest

= specify whether any organization has financial relationship
with research presented in the manuscript, including funding,
salary, reimbursements;

= mentioned, if the article has any impact on the eventually in-



Declaratia de conflict de interese
Dupa publicare, persoanele sau organizatiile implicate in studiu
vor deveni publice si astfel poate fi influentata reputatia lor. Prin ur-
mare, autorii trebuie sa dezvaluie relatia financiara sau non-financi-
ara cu persoane sau organizatii si sa declare conflictele de interese
pentru datele si informatiile prezentate in manuscris. in conformita-
te cu ghidurile ICMJE, Autorul (autorii) trebuie sa completeze o decla-
ratie privind Conflictele de interese, care va fi prezentata la sfarsitul
articolului publicat.
Completand declaratia referitoare la Conflictele de interes, se vor
lua In consideratie:
Pentru Conflicte de interese financiare
= specificati dacd vreo organizatie are relatie financiara cu lu-
crarea stiintifica reflectata in manuscris, inclusiv de finantare,
salariu, rambursari;
= mentionati, dacd articolul are un impact asupra organizatiei
date, ce ar genera pierderi sau profituri dupa publicare, in pre-
zent sau in viitor;
= autorul (autorii) trebuie sa precizeze daca detin cote de pro-
prietate in orice organizatie care ar putea sa suporte pierderi
sau sa aiba profituri dupa publicare, in prezent sau in viitor. De
asemenea, se recomanda sa se specifice daca autorul (autorii)
detin(e) sau aplicd pentru orice drepturi de proprietate (bre-
vet) in legatura cu continutul utilizat in manuscris;
= precizati daca existd oricare alte conflicte de interese.

Pentru Conflicte de interese non-financiare

= V3 rugam sa specificati oricare conflicte de interese non-fi-
nanciare legate de politicd, individuale, religioase, ideologice,
educationale, rationale, comerciale etc., care au legatura cu ma-
nuscrisul.

Contributia autorilor

Aceasta sectiune a manuscrisului are rolul de a specifica contri-
butia si gradul de implicare a fiecirui autor. in acest sens, vi rugam
sa respectati formatul exemplului propus: ,HW a conceput studiul, a
participat la design-ul studiului si a ajutat la redactarea manuscrisu-
lui. MG a efectuat procesarea exemplarelor, a metodelor de culturd ale
tesutului si a elaborat manuscrisul. TK a efectuat testele de imunoflu-
orescentd. PN a participat la colorarea probelor si la analiza citome-
tricd prin flux. AR a participat la elaborarea design-ului studiului si a
efectuat analiza statisticd. Manuscrisul final a fost citit si aprobat de
cdtre toti autorii’.

Fiecare Autor trebuie sa aibad o contributie individuala in desfa-
surarea cercetdrii, pregatirii manuscrisului si publicarii lucrarii. Un
Autor trebuie sa contribuie semnificativ la conceptul si design-ul lu-
crarii, la efectuarea procedurilor experimentale, la colectarea datelor,
la compilarea, analiza, interpretarea si validarea rezultatelor.

Conform recomandarilor Comitetului International al Editorilor
Revistelor Medicale, ICMJE, (www.icmje.org), drept autor poate fi con-
sideratd persoana care se Incadreaza in toate cele 4 criterii:

1. a adus o contributie individuala substantiala conceperii, ela-
borarii design-ului cercetarii, sau a colectat, analizat sau in-
terpretat datele;

2. aelaborat manuscrisul sau l-a revazut in mod critic, aducand o
contributie intelectuald importants;

3. a aprobat versiunea finald a manuscrisului, gata pentru publi-
care;

4. este de acord sa fie responsabild pentru toate aspectele legate
de cercetarea efectuata si de manuscrisul depus pentru publi-
care si sa dea asigurare, ca toate intrebarile referitoare la acu-
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volved organization and could generate losses or profits after
publication, now or in the future;

= authors must indicate if they have shares ownership in any or-
ganization that may incur losses or take profits after publicati-
on, now or in the future. Also, you should specify whether the
author (s) own (s) or apply to any property rights (patent) on
the content used in the manuscript;

= indicate if there are any other conflicts of interest.

For non-financial conflicts of interest

= Please specify any non-financial conflicts of interest: political
individual, religious, ideological, educational, rational, com-
mercial etc. related to manuscript.

Authors’ contributions

This section of the manuscript is to specify the input and in-
volvement of each author. in this regard, please follow the suggested
format: “HW conceived the study and participated in study design
and helped drafting the manuscript. MG performed the processing of
specimens and tissue culture methods and drafted the manuscript. TK
performed immunofluorescence tests. PN participated in staining and
flow-cytometry. AR participated in the study design and performed
the statistical analysis. Final manuscript was read and approved by
all authors’.

Each author must have an individual contribution to the re-
search, manuscript preparation and work publication. An author
should contribute substantially to one of the following: the concept
and design of the work, performing of the experimental procedures,
data collection, compilation, analysis, interpretation and validation
of results.

According to the International Committee of Medical Journals
Editors, ICMJE (www.icmje.org), as author may be a person who fit
all four of following criteria:

1. has made a substantial personal contribution in desi-gning,
developing research protocol, or collected, analyzed and in-
terpreted data;

2. developed or reviewed critically the manuscript bringing a
significant intellectual contribution;

3. approved the final version of the manuscript ready for pub-
lication;

4. agrees to be responsible for all aspects of the conducted re-
search and submitted manuscript and to assure that all ques-
tions relating to accuracy or completeness of the work was
adequately assessed and resolved.

Note: Persons who have contributed to the work, but not fit the
four criteria mentioned above cannot be considered as authors.
Their contribution will be mentioned in the “Acknowledgment and
funding section” of the manuscript. Also, people who have only been
involved in data collection, monitoring, technical assistance and
funding, are not eligible as coauthors, but they may be mentioned in
the “Acknowledgements and funding” section. Mere position of head
of unit, department or institution, on which the research was con-
ducted, without fulfilling all four ICMJE criteria, doesn’t provide the
right to be a coauthor of the work.

Acknowledgements and funding

People who contributed to the study design, data collection, anal-
ysis and interpretation, manuscript preparation and editing, offered
general or technical support, contributed with essential materials
to the study, but do not meet ICMJE authorship criteria will not be



E

ratetea sau integritatea lucrdrii vor investigate si rezolvate in
mod corespunzdtor.

Nota: Persoanele, care au contribuit la realizarea lucrarii, insd nu
se incadreaza in toate cele 4 criterii enuntate mai sus, nu pot fi con-
siderate drept autori; contributia acestora va fi mentionatd in sectiu-
nea ,multumiri si finantare” a manuscrisului. De asemenea, persoa-
nele care au fost implicate doar in colectarea datelor, supraveghere,
asistenta tehnica si finantare, nu detin drept de Autor, dar ei pot fi
mentionati In sectiunea ,multumiri si finantare”. Simpla detinere a
functiei de sef de unitate, departament sau institutie, in cadrul careia
s-a efectuat cercetarea, fara indeplinirea tuturor celor 4 recomandari
ale ICMJE, nu ofera dreptul de a fi (co)autor al lucrarii.

Multumiri si finantare

Persoanele care au contribuit la elaborarea design-ul studiului,
colectarea datelor, analiza si interpretarea acestora, la pregatirea ma-
nuscrisului si la redactarea lui critica, au oferit suport general sau
tehnic, au contribuit cu materiale esentiale pentru studiu, dar care
nu indeplinesc criteriile ICMJE de Autor, nu vor fi considerate drept
Autori, dar contributia lor va fi mentionata In sectiunea ,multumiri si
finantare”. Tot in aceastd sectiune se vor mentiona sursele de finan-
tare ale lucrdrii. Mentionarea persoanelor fizice sau juridice, care au
contribuit la realizarea lucrarii si manuscrisului, poate fi facuta doar
dupa obtinerea unei permisiuni de la fiecare dintre ele.

Tabelele

Fiecare tabel va fi creat cu dublu-spatiere si amplasat pe o pagi-
na separata, dupa textul manuscrisului. Enumerarea tabelelor va fi
consecutivd, cu cifre arabe, in ordinea primei lor citari in text, scris
cu caractere grase (bold), alinierea - pe stanga, deasupra tabelului.
Fiecare tabel va avea un titlu laconic, care va fi scris cu caractere nor-
male (regular) sub numarul tabelului. Nu utilizati caractere bold in
interiorul tabelului. Urmati exemplul prezentat:

Tabelul 1. Evenimente adverse intra-anestezice si imediat
post-extubare

Lot experimen- Lot control

tal (n=100)  (n=100) P
Disritmii 6,0% 3,0% 0,49
Instabilitate hemodinamica 7,0% 1,0% 0,034
Trezire prelungitd* 11,0% 4,0% 0,19
GVPO' post-extubare 8,0% 27,0% 0,007
Durere intensa la trezire 17,0% 19,0% 1,0

Notd: * - trezire neobisnuit de lenta, dupa ce concentratia cerebrald a
reziduurilor de anestezice a trecut sub pragul de inducere a hipnozei;
T - greata si vomad postoperatorie. Analiza statistica utilizata: testul Fisher.

Legendele si notele explicative vor fi ficute sub tabel. Toate abre-
vierile non-standard se vor explica in notele de subsol, folosind ur-
matoarele simboluri, in urmatoarea ordine: *,t+,%,§, ||, 7, **, T 1,
$4,88, 1111, 7 Tetc

Mentionati, de asemenea, testele statistice aplicate si tipul de
date prezentate. Asigurati-va ca fiecare tabel este citat In text. Daca
utilizati date din altd sursa publicata sau nepublicata, trebuie sa obti-
neti permisiunea si sa declarati pe deplin sursa sub tabel.

considered as authors, but their contribution will be mentioned in
section “Acknowledgements and funding”. Also in this section must
be specified the sources of work funding. Mention of persons or in-
stitutions who have contributed to the work and manuscript can be
made only after obtaining permission from each of them.

Tables

Content of each table should be double-spaced and placed on
a separate page after the text of the manuscript. Tables numbering
will be done using consecutive Arabic numerals in the order of their
first citation in the text; it is should be written in bold, align to left
and place above the table. Each table should have a concise title that
will be written in bold (regular) under table number. Do not use bold
within the table. Please follow the example:

Table 1. Intra-anesthetic and immediately post-extubation adverse
events

E i tal
XPEMENTAT Control Cohort
Cohort
(n=100)

(n=100)
Dysrhythmia 6.0% 30% 0.49
Hemodynamic instability 7.0% 1.0% 0.034
Prolonged awakening* 11.0% 4.0% 0.19
PONVT post-intubation 8.0% 27.0% 0.007
Strong pain on awakening 17.0% 19.0% 1.0

Note: * - Unusually slow awaking, after that cerebral concentration
of the anesthetic reach the under hypnotic level; T - postoperative
nausea and vomiting. Used statistical analysis: Fisher’s exact test.

Legends and notes will be place under the table. All non-standard
abbreviations should be explained in footnotes, using the following
symbols, in the following order: *, +, £, §, | |, . * t .+ £ §S | | | . T
q etc.

Applied statistical tests and the type of presented data should be
also mentioned. Make sure that each table is cited in the text. If you
use data from another published or unpublished source, you must
obtain permission and cited the source below the table.

Figures

Figures will be included In the main manuscript, and also sub-
mitted as separate files. The manuscript figures should be presented,
each one on a separate page and should be numbered consecutively
with Arabic numerals in the order of their citation in the text. Figure
numbering will be written abbreviated (Fig. 1), using bold fonts, left
alignment, and placed under the figure. Each figure should have a la-
conic title that will be written using regular font and place in the right
of the figure’s number.

Figures’ quality should assure the visibility of details. Pictures of
persons potentially identified must be accompanied by written per-
mission to use it. If a figure has been previously published, please cite
the original source and submit the written permission to reproduce
the figure from the copyright owner. Permission can be taken from
both the author and the publisher, except the documents of public
domain.

For figures, the following file formats are accepted:

O TIFF

O JPEG

O EPS (preferred format for diagrams)



Figurile

Figurile vor fi prezentate atat In manuscris, cat si pe fisiere se-
parate. in manuscris, figurile vor fi prezentate dupa textul lucririi,
fiecare pe pagina separata si vor fi numerotate consecutiv, cu cifre
arabe, in ordinea citdrii lor In text. Numerotarea va fi scrisd abreviat
(Fig. 1), cu caractere grase (bold), alinierea - pe stanga, sub figura.
Fiecare figurd va avea un titlu laconic, care va fi scris cu caractere
normale (regular) in dreptul numerotarii.

Figurile trebuie sa fie calitative, vizibile In detaliu. Fotografiile
cu persoane potential identificabile trebuie sa fie insotite de permi-
siunea scrisd de a utiliza fotografia. in caz contrar, fata persoanelor
trebuie acoperitd cu o bandi neagra. In cazul in care o figura a fost
publicata anterior, faceti referinta la sursa originala si prezentati per-
misiunea scrisd de la detinatorul drepturilor de autor pentru a repro-
duce figura. Permisiunea poate fi luatd atat de la autorul figurii, cat si
de la editor, cu exceptia documentelor din domeniul public.

Pentru figuri, sunt acceptate urmatoarele formate de fisiere:

o TIFF

o JPEG

o EPS (format preferat pentru diagrame)

o PowerPoint (figurile trebuie sd fie de marimea unui singur di-

apozitiv)

Titlul fisierului va consta din numarul figurii si un titlu scurt,
identificabil.

Legendele figurilor

Legenda figurii va fi scrisa In continuare, imediat dupa titlul fi-
gurii. Descrierea figurii nu trebuie sa repete descrierea din textul
manuscrisului. Cand sunt folosite simboluri, sdgeti, numere sau litere
pentru a identifica, descrie parti ale ilustratiilor, identificati-le si ex-
plicati-le pe fiecare in mod clar in legenda. Explicati scala interna si
identificati metoda de colorare in microfotografii.

Va rugam sa retineti ca este de responsabilitatea autorului (auto-
rilor) de a obtine permisiunea de la detinatorul drepturilor de autor
pentru a reproduce figuri sau tabele care au fost publicate anterior In
alta parte. Imaginile color vor fi tiparite din contul autorilor.

Referintele bibliografice

Toate referintele bibliografice trebuie sa fie numerotate consecu-
tiv, intre paranteze patrate [ ], in ordinea in care sunt citate in text.
Citatele de referinta nu trebuie sa apara in titluri sau subtitluri. Fie-
care referinta trebuie sa aiba un numar individual. Citarile multiple
din cadrul unui singur set de paranteze trebuie sa fie separate prin
virguli si spatiu. In cazul in care existi trei sau mai multe citiri sec-
ventiale, acestea ar trebui sa fie indicate sub formd de serie. Exemplu:
[1,5-7,28].

Vi rugim si evitati folosirea excesivi a referintelor. In cazul in
care se folosesc sisteme automate de numerotare, numerele de refe-
rinta trebuie sa fie finalizate, iar bibliografia trebuie formatata com-
plet inainte de depunere. Lista de referinta trebuie sa contina toti
autorii. Abrevierea revistelor trebuie sd fie In conformitate cu Index
Medicus / MEDLINE. Pot fi citate doar articolele sau rezumatele care
au fost publicate si care sunt disponibile, accesibile prin intermediul
serverelor publice. Orice rezumate sau articole nepublicate sau cu ca-
racter personal nu trebuie sa fie incluse in lista de referintd, dar pot
fi incluse in text si citate In mod corespunzator, indicand cercetatorii
implicati. Obtinerea permisiunii printr-o scrisoare de la autori pen-
tru a le cita comunicarile sau datele nepublicate sunt in responsabili-
tatea autorului corespondent al articolului.

Formatul referintelor

Autorii sunt rugati sa furnizeze cel putin un link pentru fiecare
referintd bibliografica (preferabil PubMed).
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© PowerPoint (figures should be of the size of a single slide)
The file title should include the figure number and an identifiable
short title.

Figures’ legends

Figure’s legend should be written immediately after the figure’s
title. Figure’s description should not repeat the description in the text
of the manuscript. When used symbols, arrows, numbers or letters to
describe parts of the figure, explain clearly each one of them in the
legend. Explain the internal scale and identify the staining method of
the photomicrographs.

Please note that it is the responsibility of the author(s) to obtain
permission from the copyright holder to reproduce figures or tables
that have been published previously elsewhere. Color images will be
printed at the expense of the manuscript authors.

References

All references must be numbered consecutively, in square brack-
ets [ ], in the order they are cited in the text. Reference citations should
not appear in titles or subtitles. Each reference should have an indi-
vidual number. Multiple citations within a single set of brackets must
be separated by commas and spaces. If there is a sequence of three or
more citations, they have to be given as a range (e.g. [1, 5-7, 28]).

Please avoid excessive use of references. If an automatic system
of citation is used, reference numbers must be finalized and the bib-
liography must be fully formatted before submission. Reference list
should include all authors. Journals’ abbreviation must be in accor-
dance with Index Medicus/MEDLINE. It may be cited only articles or
abstracts that have been published and are available through public
servers. Any abstracts or unpublished data or personal items should
not be included in the reference list, but may be included in the text
and cited accordingly, indicating the involved researchers. It is of
manuscript authors’ responsibility to obtain the permission to refer
to unpublished data.

References format

Authors are asked to provide at least one link for each citation
(preferably PubMed).

© Journal article reference

Surname and initials of the author(s), separated by commas (reg-
ular). Title of article (regular). Abbreviated name of the journal (in
italics), followed by the year, volume number: pages number (regu-
lar). Articles 1n press should be specified as “In press” (italic, bold),
after the pages number. All the authors should be listed.

e.g.: “1. Belli A, Cobaletchi S., Casian V., Belii N., Severin G., Chesov
L., Bubulici E. Les aspects pharmaco-economiques dans la gestion de
la douleur perioperatoire. Mise au point. Ann Fr Anesth Réanim, 2012;
31: 60-66. “

O Book reference

Surname and initials of the author (s), separated by commas (reg-
ular). Title of chapter (regular) (cited page(s) number). In: Title of
book. Details of the editor, publisher, place, year of publication.

e.g. “Belii A. Risk management and patient safety version anesthe-
sia and intensive care unit (p. 115-134). In: Recommendations and
Protocols in Anesthesia, Intensive care and Emergency medicine. Edi-
tors: Sandesc D., Bedreag O., Papurica M. Ed. Mirton, Timisoara, Roma-



o Referintd ] .

Numele si initialele autorului sau al autorilor, separate prin virgu-
1a (regular). Titlul articolului (regular). Forma abreviatd a denumirii
revistei (italice), urmat de anul, numarul volumului: numarul pagini-
lor (regular). Articolele in curs de publicare citate vor fi mentionate
cu In press” (italic, bold), dupa numarul paginilor. Se vor mentiona
toti autorii articolului.

Ex: ,1. Belli A, Cobaletchi S., Casian V, Belli N,, Severin G., Chesov
L, Bubulici E. Les aspects pharmaco-economiques dans la gestion de la
douleur perioperatoire. Mise au point. Ann Fr Anesth Réanim, 2012; 31:
60-66."

o Referingi la carte

Numele si initialele autorului sau al autorilor, separate prin vir-
guld (regular). Titlul capitolului (regular) (numadrul paginii sau pa-
ginilor citate). In: Titlul cartii. Detalii privind Editorul. Editura, locul,
anul editarii.

Ex: 1. Belii A. Gestiunea riscului si siguranta pacientului in aneste-
zie si terapie intensiva (p. 115-134). In: Recomandari si protocoale in
anestezie, terapie intensiva si medicina de urgenta. Editori: Sandesc D.,
Bedreag O., Papurica M. Ed. Mirton, Timisoara, Romania, 2010.”

o Referinta la Web

Numele si initialele autorului sau al autorilor, separate prin virgulg,
sau denumirea detinatorului de drept de autor (regular). Titlul. Numele
site-ului. Disponibil la adresa: [URL]. Accesat pe: data.

Exemplu: ,,Agency For Healthcare Research and Quality (AHRQ).
Production pressures. WebM&M. Disponibil la adresa: [http://we-
bmm.ahrq.gov/case.aspx? caselD=150]. Accesat pe: 18.06.2010.”

Pentru precizari si informatii suplimentare:
Adrian Belii, dr. hab. st. med., prof. univ,
Redactor-sef

tel: +373 79579474

e-mail: editormjhs@usmf.md

nia, 2010”.

O Web reference

Name and initials of the author(s), separated by commas, or
Copyright holder (regular). Title. Site Name. Available at: [URL]. Ac-
cessed: date.

E.g.: “Agency for Healthcare Research and Quality (AHRQ). Pro-
duction Pressures. WebM & M. Available at: [http://webmm.ahrq.
gov/case.aspx? caselD = 150]. Accessed on: 18.06.2010".

For more details, please contact:
Adrian Belii, PhD, university professor
Editor-in-chief

tel: +373 79579474

e-mail: editormjhs@usmf.md
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