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INTRODUCERE

Bolile inflamatorii intestinale, boala Crohn si rectocolita ulcerohemoragica, sunt afectiuni
caracterizate printr-o activitate crescutd, exageratd, a sistemului imun la nivelul tubului
digestiv (in oricare parte a tubului digestiv, dar cel mai frecvent in intestinul subtire distal si in



colon pentru boala Crohn si exclusiv la nivel colonic in rectocolita ulcerohemoragica) iar
mijloacele terapeutice folosite in aceste afectiuni au ca scop controlul (in sensul diminuarii)
raspunsului  imun. In ultimii ani un progres important s-a realizat in terapia bolilor
inflamatorii prin sinteza unor proteine (anticorpi) destinati sd blocheze direct produsele
celulelor imune si anume citokinele proinflamatorii ce sunt sintetizate si eliberate de acestea si
prin intermediul carora celulele imune isi realizeaza efectele nedorite asupra tractului digestiv.
Primul anticorp sintetizat a fost Infliximab, anticorp himeric anti TNFa (primul agent
biologic), care este eficient in inducerea si menginerea remisiunii atat in boala Crohn cat si in
rectocolita ulcerohemoragica. Datorita rezultatelor foarte bune obtinute cu Infliximab, ulterior
mai multi agenti biologici (anticorpi himerici, umani, fragmente de anticorpi) au fost
sintetizati, majoritatea cu actiune similara (anti TNFa), dar si cu alte mecanisme de actiune
(anti integrinea). Utilitatea tuturor acestor anticorpi a fost evaluata si dovedita in principal in
studii multicentrice, placebo controlate, majoritatea cu criterii de includere stricte si cu
aceste studii au fost efectuate la pacientii din vestul Europei sau din Statele Unite, o populatie
mult diferita fatd de cea din tara noastra atat prin prevalenta si incidenta mult mai mari ale
bolilor inflamatorii intestinale in vestul comparativ cu estul Europei, dar si prin deosebirile
privind frecventa formelor severe de boald, iar in lipsa unor raportari din zona noastra
geografici, nu poate fi exclusi nici existenta unui raspuns diferit la tratament. In tara noastra
accesul la terapiile biologice a fost multd vreme limitat de pretul prohibitiv al acestora si de
lipsa acoperirii acestui cost de catre asigurarile nationale de sanatate. Din acest motiv, pe plan
national experienta utilizarii terapiilor biologice la pacientii cu boli inflamatorii intestinale
este redusa.

Scopul studiului nostru a fost de a evalua, pentru prima datid in tara noastra, efectele si
siguranta tratamentului cu Infliximab la pacientii cu boali inflamatorii intestinale, atat in
tratamentul de inductie cat si in tratamentul de mentinere a remisiunii clinice. Studiul nostru
nu a fost realizat cu scopul de a dovedi eficienta unui agent biologic anume, ci s-a bazat pe
situatii clinice concrete, din practica curenta, starea particulara a fiecarui pacient determinand
initierea terapiei biologice.

PARTEA GENERALA

Partea generala este structurata pe patru capitole. Sunt prezentate aspecte legate de
nosologia si etiopatogenia bolilor inflamatorii intestinale nespecifice si sunt descrise criteriile
prezent pentru boala Crohn si rectocolita ulcerohemoragica.

Terapia cu agenti biologici este analizata prin prisma celor mai recente date publicate
in literatura medicald, atdt din punctul de vedere al eficientei sale in bolile inflmatorii
intestinale cat si al sigurantei administrarii. O atentie deosebitd am acordat tratamentului cu
Infliximab, care este agentul biologic utilizat si in aceasta lucrare.

PARTEA DE CONTRIBUTII PERSONALE
Partea speciald este structuratd pe patru capitole, fiind prezentate rezultatele obtinute

pe un lot de 54 de pacienti, pe parcursul a 10 ani (2000-2009). Pacientii diagnosticati cu boala
Crohn sau rectocolitd ulcerohemoragica, cu pusee severe de activitate, care au necesitat



tratament cu agenti biologici au fost urmariti prospectiv. Numarul pacientilor nu este foarte
mare, fapt explicat de imposibilitatea rambursarii terapiilor biologice in Romania pentru
aceasta indicatie pana in anul 2008. Din acest motiv rezultatele noastre reprezintd cea mai
bogata si indelungata experientd din tara noastra.

Primele trei capitole descriu eficienta tratamentului cu Infliximab, primul capitol
prezentind rezultatele pentru pacientii cu boala Crohn forma inflamatorie, iar urmatoarele
doua capitole pentru pacientii cu forme fistulizante de boald Crohn si respectiv cu rectocolita
ulcerohemoragica. Ultimul capitol analizeaza siguranta administrarii Infliximab indiferent de
tipul bolii inflamatorii intestinale tratate.

ROLUL TERAPIEI CU INFLIXIMAB iN INDUCEREA SI MENTINEREA
REMISIUNII BOLII CROHN FORMA INFLAMATORIE

Obiectiv: Evaluarea eficientei tratamentului cu Infliximab la pacientii cu boala Crohn forma
inflamatorie, atat in tratamentul de inductie cat si in tratamentul de mentinere a remisiunii
clinice

Material si metoda: S-au luat in studiu pacientii cu boald Crohn inflamatorie (diagnosticul s-a
bazat pe criteriile clasice clinice, biologice, endoscopice, histologice), cu pusee moderat-
severe de activitate ale bolii, care nu au raspuns la administrarea de corticosteroizi parenteral
si care au primit tratament cu Infliximab pentru controlul activititii bolii. Severitatea
afectiunii a fost apreciatda atat prin scorul CDAI (Crohn’s disease activity index) dar si in
conformitate cu clasificarea propusd de AGA (American Gastroenterological Association).
Pacientii au fost urmariti pentru evaluarea raspunsului la tratamentul de inductie la sase
saptamani dupa prima administrare de Infliximab. Raspunsul la tratament a fost definit prin
scaderea CDAI cu mai mult de 100 puncte. Remisiunea clinica a fost definita prin valoarea
CDAI mai micd de 150. Pacientii care au raspuns la tratament au fost Tmpartiti in doua
grupuri: primul grup a primit tratament cu Azatioprind pentru mentinerea remisiunii iar cel
de-al doilea grup a primit in acelasi scop tratament cu Infliximab, administrat regulat la
intervale de 8 sdaptamani in doza de Smg/kgc. Pacientii au fost evaluati periodic (la interval de
sase luni sau oricand in caz de reaparitie a simptomeleor de boala activa) pentru aprecierea
mentinerii remisiunii clinice. Pacientii au fost evaluati colonoscopic la interval de de 6 luni
pentru aprecierea vindecdrii mucozale, definitd ca absenta ulceratiilor si ulcerelor.

Rezultate: 1.Boala Crohn inflamatorie. Inductia remisiunii

Au fost evaluati in total 43 pacienti, 24 femei si 19 barbati cu varsta medie 36.34+/-14.22 ani,
58% avind localizare colonica a bolii, 33% ileocolonica si 9% ileala. Dupa clasificarea AGA
a severitatii bolii Crohn au fost observate forme severe de activitate la 65% dintre pacienti si
moderate la 35%. Valoarea medie a scorului CDAI a fost de 296.37+/-53.24, cu o valoare
minima de 231 si o valoare maxima de 448. Tratamentul cu Infliximab a constat intr-0 singura
perfuzie i.v. la inceputul studiului (12 pacienti) si respectiv in trei perfuzii in schema 0, 2 si 6
saptdmani (31 pacienti). Tipul schemei de inductie nu a influentat raspunsul la tratament.
Raspunsul clinic a fost obtinut la 86% din pacienti la 6 saptamani iar remisiunea clinica a fost
obtinuta la 67%. Scorul CDAI pentru intregul grup de pacienti s-a redus in medie cu 137.58
+/- 43.47 puncte (9-229). Manifestarile extraintestinale asociate puseului de activitate au
raspuns la tratament. Pacientii care nu au raspuns la tratament au avut evolutie nefavorabila:
un deces (tromboembolism pulmonar), patru au necesitat interventii chirurgicale (colectomie),
simptomele au persistat fara a fi ameliorate la o pacientd cu puseu moderat de activitate.




2.Boala Crohn inflamatorie. Mentinerea remisiunii.

Pacientii in tratament de mentinere cu Infliximab (grupul IFX) au fost in numar de 23 iar
pacientii in tratament de mentinere cu Azatioprina in numar de 14 (grupul AZA). Pacientii au
fost urmariti in medie 35.63 +/-26.25 (8-96) luni, timp in care 45% au prezentat noi pusee de
activitate. Semnificativ mai multi pacienti din cei tratati cu Azatioprind au prezentat pusee de
activitate dar acest lucru s-a datorat timpului mai lung de urmarire. Timpul mediu pana la
aparitia puseului de boala a fost de 18.21+/-11.90, majoritatea pacientilor (10 din 14 pacienti)
care au primit Azatioprinad au avut remisiune clinica indelungata, timp de peste un an. Pentru
grupul tratat cu Infliximab durata medie de timp pana la aparitia puseului de boala a fost de
20+/-14.14 luni. Astfel ca la un an de la administrarea inductiei cu IFX nu au existat diferente
semnificative statistic Tn remisiunea clinicd la pacientii celor doud grupuri. Diferenta intre
pacienti a fost semnificativa la doi ani, mai multi pacienti din grupul IFX fiind inca in
remisiune clinicd la doi ani comparativ cu grupul AZA. Cea mai importantd diferenta intre
cele doud grupuri a fost in obtinerea remisiunii endoscopice: pentru grupul IFX remisiunea
endoscopica a fost obtinutd semnificativ mai repede: timpul mediu pana la obtinerea
remisiunii a fost de 8.83+/-4.62 (6-18) luni, semnificativ mai mic fata de pacientii din grupul
AZA pentru care timpul pani la remisiune a fost de 15.42+/-5.85 (12-24) luni. In plus,
remisiunea endoscopica sustinuta a fost observata la semnificativ mai frecvent in grupul IFX..
Concluzii: 1. Tratamentul de inductie a remisiunii cu Infliximab este deosebit de eficient in
controlul activitatii bolii Crohn forma inflamatorie inducind un raspuns clinic la majoritatea
pacientilor.

2. Tratamentul cu Infliximab determind vindecarea manifestarilor extraintestinale asociate
puseului de activitate al bolii Crohn.

3. Pacientii cu forme severe de boala Crohn, fara raspuns la terapia de inductie a remisiunii au
necesitat interventie chirurgicala.

4. Tratamentul periodic (la intervale fixe de opt saptdmani) cu Infliximab este deosebit de
eficient in menginerea remisiunii bolii Crohn. Tratamentul de intretinere cu Infliximab
determina vindecare mucozala intr-un interval de timp semnificativ mai scurt, iar remisiunea
endoscopica are caracter sustinut intr-un procent semnificativ mai mare de cazuri comparativ
cu tratamentul cu Azatioprind. Remisiunea endoscopicd sustinuta este cel mai important
beneficiu al terapiei cu Infliximab comparativ cu terapia cu Azatioprina.

ROLUL TERAPIEI CU INFLIXIMAB iN VINDECAREA BOLII CROHN FORMA
FISTULIZANTA

Obiectiv: Evaluarea eficientei tratamentului cu Infliximab in vindecarea formelor fistulizante
de boald Crohn.

Material si metoda: Pacientii cu boala Crohn fistulizanta (diagnosticul s-a bazat pe criteriile
clasice clinice, biologice, endoscopice, histologice) care nu au prezentat raspuns la alte tipuri
de terapii si au fost tratati cu Infliximab in schema de administrare la 0, 2 si 6 saptamani au
fost inclusi in studiu. Fistulele au fost clasificate in: externe (perianale sau abdominale, intre
lumenul digestiv si piele) si interne (fara comunicare cu tegumentul). Pentru subclasificarea
bolii Crohn fistulizante perianale am utilizat sistematizarea propusa de Parks si recomandarile
AGA i clasificat fistulele n simple si complexe. Raspunsul clinic a fost definit prin scaderea
numarului de fistule cu peste 50% sau prin scaderea drenajului la nivelul fistulelor cu peste
50%. Remisiunea clinica a fost definitd ca inchiderea tuturor fistulelor. Pacientii cu boala




Crohn fistulizanta au fost evaluati lunar si a fost notat timpul pana la obtinerea unui raspuns
sau a remisiunii clinice.

Rezultate: noua pacienti, Cinci barbati si patru femei, cu varsta medie de 34.88+/-14.64 (17-
58) ani, opt cu fistule externe (patru cu fistule perianale, patru cu fistule enterocutanate) si o
pacienta cu fistuld interna enterovaginala, au primit trei perfuzii de Infliximab. Niciunul dintre
pacientii cu forme fistulizante de boala Crohn nu a urmat tratament de intretinere cu
Infliximab, toti primind in acest scop imunosupresoare. Raspunsul clinic la tratament a fost
observat la patru pacienti, remisiunea clinica la 4 pacienti si lipsa raspunsului la 1 pacient. Au
raspuns mai bine la tratament (remisiune) pacientii cu fistule perianale simple. Remisiunea
clinica a fost sustinutd (fara recaderi pe perioada de urmarire) pentru doi dintre pacienti, la
ceilalti doi S-a observat reaparitia fistulelor.

Concluzii: 1. Pentru formele fistulizante de boald Crohn tratamentul cu trei perfuzii de
Infliximab determina vindecarea fistulelor la mai putin de jumatate dintre pacienti iar acest
raspuns se mentine pe termen lung doar la o parte din pacienti.

2. Raspunsul la tratamentul cu Infliximab depinde de tipul fistulei, cel mai bun raspuns se
obtine in cazul fistulelor perianale simple.

ROLUL TERAPIEI CU INFLIXIMAB IN INDUCEREA REMISIUNII
RECTOCOLITEI ULCEROHEMORAGICE

Obiectiv: Evaluarea raspunsului la tratamentul cu Infliximab a pacientilor cu forme severe de
rectocolitd ulcerohemoragica, care nu au raspuns la corticoterapie parenterala

Material si metoda: Au fost inclusi in studiu pacienti cu rectocolitd ulcerohemoragica tratati
cu Infliximab. Diagnosticul s-a bazat pe criteriile clasice clinice, biologice, endoscopice,
histologice. Severitatea puseelor de activitate ale rectocolitei ulcerohemoragice a fost
apreciata in conformitate cu scorul Mayo total, care cuprinde trei componente clinice:
frecventa scaunelor, severitatea sangerarii rectale, evaluarea globala a medicului §i o
componentd endoscopicd, pentru fiecare parametru fiind alocat un punctaj (0-3) dictat de
severitate. Rectocolita a fost consideratad severa daca scorul Mayo a fost cuprins intre 10-12,
moderatd pentru Mayo 6-9, usoara pentru Mayo 3-5. Remisiunea clinica a fost definitd ca scor
Mayo 0-2 cu conditia ca nici unul din punctajele individuale sa nu depaseasca valoarea 1.
Evaluarea pacientilor a fost efectuata la 6 saptamani de la prima perfuzie de Infliximab.
Pacientii au fost urmadriti si ulterior, pe parcursul tratamentului de mentinere a remisiunii cu
imunosupresoare, la interval de sase luni sau in caz de reaparifie a simptomelor de boalda
activa.

Rezultate: Doi pacienti au fost inclusi in studiu. Numarul mic de pacienti a fost determinat de
raspunsul favorabil la corticoterapia parenterala al majoritatii pacientilor cu rectocolita
ulcerohemoragica. Ambii pacienti au raspuns la tratament: la 6 saptamani o pacienta fiind in
remisiune clinica §i un pacient prezentind inca simptome de boald usoara. Pe parcursul
tratamentului de intretinere cu Azatioprina pacientul a mai prezentat pusee moderate/usoare
de boald, care au raspuns la terapia uzuald, in schimb pacienta a prezentat dupa un an un
puseu sever de activitate nonresponsiv la corticoterapie, tratamentul cu Infliximab nu a fost
disponibil in acel moment, facind necesara interventia chirurgicala (proctocolectomie totala).
Concluzie: Tratamentul cu Infliximab este eficient in controlul puseelor severe de activitate,
nonresponsive la corticosteroizi, ale rectocolitei ulcerohemoragice.




SIGURANTA ADMINISTRARII INFLIXIMAB LA PACIENTII CU BOLI
INFLAMATORII INTESTINALE

Obiectiv: Evaluarea frecventei si tipului reactiilor adverse aparute in timpul tratamentului cu
Infliximab, la pacientii cu boli inflamatorii intestinale.

Material si metoda: Pacientii tratati cu Infliximab au fost urmariti din punctul de vedere al
reactiilor adverse, care au fost monitorizate atat de fiecare data cand a fost administrat agentul
biologic cat si la distantd de tratament, cu ocazia fiecarui control in clinica pacientii fiind
chestionati asupra posibilelor simptome/reactii adverse datorate tratamentului biologic (de
exemplu infectii). Au fost notate cauzele in cazul pacientilor din studiu care au decedat.
Reactiile infuzionale acute au fost clasificate in usoare (flush, cefalee, palpitatii), moderate
(flush, palpitatii, febra, variatii ale tensiunii arteriale de peste 20mmHg) si severe (presiune
toracica, dispnee cu wheezing, variatii ale TA peste 40 mm Hg). Toti pacientii au primit
pentru profilaxia reactiilor infuzionale acute tratament cu antihistaminice cu 30 minute inainte
de perfuzia de Infliximab. La pacientii cu expunere prealabila la Infliximab care nu erau in
tratament de intretinere cu Infliximab, precum si la pacientii cu antecedente de reactii
infuzionale usoare sau moderate s-a asociat administrarea de Hemisuccinat de hidrocortizon
200 mg i.v. inainte de o noua perfuzie.

Rezultate: In total la cei 54 de pacienti inclusi in studiu au fost administrate 381 perfuzii de
Infliximab. Reactii adverse au fost observate la 25.9% dintre pacienti. Reactiile adverse au
fost usoare sau moderate la 13% si severe la un procent egal (13%) de pacienti. Au fost patru
decese in grupul de studiu: un pacient cu colangiocarcinom si colangita sclerozantd, un
pacient cu tromboembolism pulmonar masiv si doua cazuri de septicemie. Doi pacienti au fost
diagnositicati cu neoplazii: colangiocarcinom si polip adenomatos cu displazie moderata. Au
fost sapte cazuri de infectii, cele doud cazuri de septicemie care au condus la deces, doua
cazuri de infectii urinare si doua cazuri de infectii respiratorii care au fost controlate de
tratamentul antibiotic si un singur caz de tuberculoza pulmonara. Infectiile au reprezentat
principala cauzad de deces in randul pacientilor care au primit tratament biologic, dar rolul
direct al Infliximab nu poate fi sustinut in conditiile asocierii altor terapii imunosupresoare.
Doi pacienti au prezentat reactii adverse cutanate. Reactiile infuzionale acute au fost cele mai
frecvente: opt pacienti, din care trei cu reactii severe ce au determinat oprirea tratamentului
biologic, trei pacienti au prezentat reactii moderate si doi usoare. Nici gradul de toleranta
anterioard, nici numarul de perfuzii primite anterior nu s-au corelat cu riscul de aparitie al
reactiilor infuzionale severe, urmarirea atentd a pacientilor fiind obligatorie pe toatd durata
administrarii terapiei biologice.

Concluzii: 1. In general tratamentul cu Infliximab este bine tolerat, desi un sfert din pacienti
au prezentat reactii adverse, majoritatea acestor reactii au fost usoare.

2. Cel mai frecvent intalnite au fost reactiile infuzionale acute.

3. Riscul de infectii severe constituie 0 problema deosebita pentru pacientii tratati cu
Infliximab.
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INTRODUCTION

Inflammatory bowel diseases, Crohn’s disease and ulcerative colitis, are characterized by an
elevated, exaggerated activity of the immune system at the level of the digestive tract (in any
part of the digestive tract, but most frequently in the distal small bowel and colon for Crohn’s
disease and exclusively at colonic level in ulcerative colitis) and so the therapeutic means
used in these diseases aim to control (in the sense of reduction) of the immune response. In
the last years an important progress was realized in the treatment of inflammatory bowel
diseases by the synthesis of certain proteins (antibodies) targeted to block directly the
products of immune cells and specifically the proinflammatory cytokines synthesized and
released by the immune cells that mediate their negative effects on the digestive tract. The
first antibody synthesized was Infliximab, a chimeric anti TNFa antibody (the first biologic
agent), which proved to be efficient in the induction and maintenance of remission in Crohn’s
disease and also in ulcerative colitis. Due to the excellent results obtained with Infliximab,
later more biologic agents (chimeric, human antibodies, fragments of antibodies) were
synthesized, the majority with similar action (anti TNFa), but also with different mechanisms
of action (anti a integrins).The utility of all these antibodies was evaluated and proved in
principal in clinical multicentric, placebo controlled, clinical studies, the majority with strict
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inclusion criteria and restricted treatment possibilities, that do not always correspond with the
current clinical practice. Moreover, these studies were developed in patients from Western
Europe or United States, a population which is very different from the one in our country
regarding not only the higher prevalence and incidence of inflammatory bowel diseases in
western compared with eastern Europe, but also the higher frequency of severe forms of
diseases, and in the absence of reports from our geographic region, also a different therapeutic
response to biologics cannot be excluded. In our country the access to biologic therapies was
long time restricted by the prohibitive costs and the lack of reimbursement by the national
insurance company. For this reason, at national level the experience with the use of biologic
therapies in patients with inflammatory bowel diseases is scarce.

The aim of our study was to evaluate, for the first time in our country, the effects and safety of
Infliximab treatment in patients with inflammatory bowel diseases for the induction and also
for the maintenance of clinical remission. Our study was not designed with the purpose to
prove the efficacy of a specific biologic agent, but instead was based on concrete clinical
situations, from current practice, the particular state of each patient determining the initiation
of biological therapy.

OVERVIEW

The overview is structured in four chapters. Aspects related to the definition, etiology
and pathogenesis of inflammatory bowel diseases are presented and also the diagnostic
criteria for these illnesses are described. The present therapeutic possibilities for ulcerative
colitis and Crohn’s disease are overviewed.

The biologic therapy is analyzed through the light of the most recent data published in
the medical literature, from the point of view of efficacy in inflammatory bowel disease and
also of treatment safety. A particular attention was given to Infliximab treatment, which is the
biologic agent used in this thesis.

PERSONAL CONTRIBUTION

This part is structured in four chapters: results are presented from the observation of 54
patients during a 10 year (2000-2009) follow up. Patients diagnosed with Crohn’s disease or
ulcerative colitis, with severe flares of disease, which necessitated treatment with biologic
agents were prospectively evaluated. The patient number is not very big, fact explained by the
impossibility of reimbursement of biological therapies in Romania for this indication until
2008. For this reason our results represent the largest and also the longest experience in our
country.

The first three chapters describe the efficacy of Infliximab treatment, the first chapter
presenting the results for the patients with inflammatory Crohn’s disease and the next two
chapters for the patients with fistulizing Crohn’s disease and ulcerative colitis, respectively.
The last chapter analyses the safety of Infliximab therapy disregarding the type of
inflammatory bowel disease treated.

ROLE OF INFLIXIMAB THERAPY IN THE INDUCTION AND MAINTENANCE
OF REMISSION IN INFLAMMATORY CROHN’S DIEASE
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Aim: To evaluate the efficacy of Infliximab treatment in patients with luminal Crohn’s
disease, for the induction of remission and also for the maintenance of remission.

Materials and methods: Patients with inflammatory Crohn’s disease (diagnosis was based on
classical clinical, biological, endoscopic and histological criteria) with moderate-severe flares
of disease activity, without response to parenteral corticosteroids and received Infliximab
treatment were included in the study. The severity of Crohn’s disease was graded using the
CDAI (Crohn’s disease activity index) score and also the recommendation of AGA
(American Gastroenterological Association). Patients were followed in order to evaluate the
response to induction treatment at six weeks after the first Infliximab infusion. The clinical
response was defined as a reduction in CDAI index of more than 100 points. Clinical
remission was defined as a CDAI value of less than 150. Patients that responded to the
treatment were divided in two groups: the first group received treatment with Azathioprine for
the maintenance of remission (AZA group) and the second group received Infliximab, at fixed
intervals of 8 weeks and at a dose of 5mg/kg body weight, as maintenance treatment (IFX
group). Patients were periodically evaluated (at 6 months interval and anytime the clinical
symptoms dictated) in order to determine the remission status. Patients were admitted for
endoscopic evaluation at 6 months interval, endoscopic remission was defined as the absence
of ulcers and ulcerations.

Results: 1. Induction of remission

A total of 43 patients were evaluated, 24 women and 19 men, with a mean age of 36.34+/-
14.22 years, 58% with colonic involvement, 33% with ileocolic disease, and 9% with ileal
involvement. After AGA classification, severe forms of Crohn’s disease were observed in
55% of patients, the rest having moderate disease. The mean value of CDAI was 296+/-53.24,
with a minimum value of 231 and a maximal value of 448. The treatment with Infliximab
consisted in only one infusion at the beginning of the study (12 patients) and respectively
three infusions at 0, 2, 6 weeks in the last years (31 patients). The type of induction treatment
did not influence the response to Infliximab. Clinical response was observed in 86% of the
patients at six weeks and clinical remission in 67% of patients. CDAI for the entire group of
patients was reduced with a mean of 137.58 +/-43.47 points (9-229). Extra intestinal
manifestations associated with the intestinal flare responded well to Infliximab treatment. The
patients that did not respond to biological therapy had an unfavorable course: one death
(pulmonary thromboembolism), four were referred to surgery department (colectomy) and in
one patient with moderate flare of disease symptoms persisted without improvement.

2. Maintenance of remission.

Patients in maintenance treatment with Infliximab (IFX group) were 23 while those with
Azathioprine were 14 (AZA group). Patients were followed for a mean of 35.63+/-26.25 (8-
96) months, during this period 45% of them presented new flares of disease. Significantly
more patients from AZA group presented flares of disease but this result was due to the longer
observation period. The mean time till the flare of disease was of 18.21+/-11.90 months, with
the majority of patients (10 out of 14) from AZA group having long clinical remission, over
one year. For IFX group, the mean time period until the flare of disease was 20+/-14.14
months. So at one year from the induction treatment with Infliximab there were no statistical
significant differences between the patients in clinical remission in the two groups. The
difference reached statistical significance at two years, when significant more patients were in
clinical remission in IFX group as compared with AZA group. The most important difference
between the two groups was in our opinion the endoscopic remission: for IFX group mucosal
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healing was obtained more rapidly: the mean time to remission was 8.83+/-4.62 (6-18)
months, significantly less than for AZA group in which the mean time needed was of 15.42+/-
5.85 (12-24) months. Moreover, endoscopic remission was sustained significantly more
frequent in IFX group.

Conclusions: 1. Treatment with Infliximab for the induction of remission is highly effective in
controlling the activity of luminal Crohn’s disease, inducing a clinical response in the
majority of patients.

2. Treatment with Infliximab determines the resolution of extra intestinal manifestations
associated with the intestinal flares of Crohn’s disease.

3. Patients with severe forms of Crohn’s disease without response to biological therapy
necessitated surgical intervention.

4. Periodic treatment (at fixed intervals of 8 weeks) with Infliximab is highly effective in
maintaining the remission of Crohn’s disease. Maintenance Infliximab treatment determines
mucosal healing in a shorter period of time as compared with Azathioprine. Also, the
endoscopic remission is sustained in a significantly higher proportion of patients treated with
Infliximab. Sustained endoscopic remission is the most important benefit of Infliximab
treatment over Azathioprine treatment.

ROLE OF INFLIXIMAB THERAPY IN THE TREATMENT OF FISTULIZING
CROHN’S DISEASE

Aim: To evaluated the efficacy of Infliximab treatment in the healing of fistulizing Crohn’s
disease.

Materials and methods: Patients with fistulizing Crohn’s disease (diagnosis was based on
classical clinical, biological, endoscopic and histological criteria) which did not respond to
other types of therapy and received Infliximab treatment in the induction scheme at 0, 2 and 6
weeks were included in the study. The fistulas were classified as external (perianal or
abdominal, between the intestinal wall and skin) and internal (without link to the skin). For
the sub-classification of perianal fistulas we used Parks classification and AGA
recommendations, based on which perianal simple and complex fistulas were defined.
Clinical response was defined as a reduction in the number of fistulas or in the volume of
fistulous drainage with more than 50%. Clinical remission was defined as the closure of all
fistulas. Patients with fistulizing Crohn’s disease were evaluated monthly and the time to
response was noted.

Results: Nine patients, five men and four women, with a mean age of 34.88+/-14.64 (17-58)
years, eight with external fistulas (four perianal, four enterocutaneous) and one patient with an
internal enterovaginal fistula were included in the study. None of these patients received
maintenance treatment with Infliximab; all were treated in this regard with
immunosuppressant. The clinical response was observed in four patients, clinical remission
also in four and one patient did not respond. The response to the treatment (remission) was
better for patients with simple perianal fistulas. The clinical remission was sustained (no
relapses in the study period) for two patients, for the other two reappearance of fistulas was
noted.

Conclusions: 1. For fistulizing Crohn’s disease the treatment with three Infliximab infusions
determines the healing in less than half of the patients and this response is maintained long
term only in a part of patients.
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2. The response to Infliximab treatment depends on fistula type, the best response is obtained
in the case of perianal simple fistulas.

ROLE OF INFLIXIMAB THERAPY IN THE INDUCTION OF REMISSION IN
ULCERATIVE COLITIS

Aim: to evaluate the response to Infliximab of patients with severe flares of ulcerative colitis,
without response to parenteral steroid treatment.

Materials and methods: In the study were included all patients with ulcerative colitis treated
with Infliximab. The diagnosis was based on classical clinical, biological, endoscopic and
histological criteria. The severity of disease’s flares were graded according to total Mayo
score, which comprises three clinical variables: frequency of bowel movement, severity of
rectal bleeding, global physician assessment and an endoscopic variable, for each parameter a
value is allocated (0-3) dictated by its severity. Ulcerative colitis was classified as severe if
Mayo score was between 10-12, moderate if Mayo score was 6-9, and mild for values 3-5.
Clinical remission was defined as a Mayo score of 0-2 with the condition that neither of the
individual parameters should not be more than one. Patients were evaluated at six weeks from
the first infusion of Infliximab. Patients were followed also during maintenance treatment
with immunosuppressants, at six month interval or in case of occurrence of clinical flares.
Results: Two patients were evaluated. The small number was the consequence of the
favorable response to parenteral corticosteroids seen in the great majority of ulcerative colitis
patients. Both patients responded at 6 weeks: one being in clinical remission and the other still
presenting symptoms of mild disease. During maintenance treatment with Azathioprine one
patient presented mild/moderate flares of disease that responded to the usual therapy while
one patient presented after one year of remission a severe flare of disease without response to
steroid treatment and because Infliximab was unavailable at that time, so the patient was
referred for surgical intervention (total proctocolectomy).

Conclusion: Infliximab treatment is efficient in controlling the severe flares, resistant to
parenteral corticosteroids, of ulcerative colitis.

THE SAFETY OF INFLIXIMAB TREATMENT IN PATIENTS WITH
INFLAMMATORY BOWEL DISEASES

Aim: to evaluate the frequency and type of adverse events during the treatment with
Infliximab, in patients with inflammatory bowel diseases.

Materials and methods: Patients treated with Infliximab were followed from the point of view
of adverse events, which were evaluated not only during the drug infusion but also after the
treatment, every time the patient presented for a check-up or for a new Infliximab infusion.
Patients were questioned regarding possible symptoms/adverse reactions due to the biologic
therapy (for example, infections). The causes were noted for the patient included in the study
that died. The infusion reactions were classified as mild (flush, headache, palpitations),
moderate (flush, palpitations, fever, variation over 20mmHg in the blood pressure), or severe
(thoracic pression, dyspnea with wheezing, variation over 40mmHg in the blood pressure).
All patients received for the prophylaxis of acute infusion reactions an antihistaminic 30
minutes before Infliximab infusion. At patients who were previously exposed to Infliximab
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and retreated and in patients with previous mild or moderate acute infusion reactions 200mg
of Hydrocortisone was administered before the start of Infliximab infusion.

Results: Overall, the 54 patients included in the study received 381 Infliximab infusions.
Adverse events were noted in 25.9% of patients. Adverse events were mild or moderate in
13% and severe in an equal percent (13%) of patients. Four patients died during the study: one
from cholangiocarcinoma complicated sclerosing cholangitis, one with pulmonary embolism,
and two cases of severe sepsis. Two patients were diagnosed with neoplastic lesions: one with
cholangiocarcinoma and one with an adenomatous polyp with moderate dysplasia. Seven
cases of infections were noted: the two cases which led to patients’ death, two urinary
infections and two respiratory infections, controlled by antibiotic treatment and only one case
of pulmonary tuberculosis. Infections represented the main cause of death between patients
treated with biologic agents but the direct role of Infliximab cannot be sustained in the
condition of concomitant immunosuppressant therapy. Two patients presented skin adverse
reactions. Acute infusion reactions were the most frequent observed: eight patients, from them
three had severe reactions that determined the permanent cessation of Infliximab therapy. Nor
the anterior tolerance, neither the number of infusions previously received correlated with the
risk for acute infusion reactions, the close follow up being mandatory during all the time
biological therapy is administered.

Conclusions: 1. Generally Infliximab treatment is well tolerated, although one quart of the
patients presented adverse reactions, the majority of these was mild.

2. The most frequent adverse event were acute infusion reactions

3. The risk of serious infections constitutes a particular problem for the patients treated with
Infliximab.
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