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Rezumat

Introducere

Terapia biologicd cu agenti anti-TNFo utilizatd in
tratarea psoriazisului, dar si a altor patologii mediate
imunologic, a devenit o optiune terapeuticd uzuald, ce oferd
beneficii terapeutice certe, nefiind lipsitd insd de reactii
adverse. Cele paradoxale sunt reprezentate de semne si
simptome apdrute in cursul terapiei cu agenti biologici
similare cu cele din conditii patologice care constituie
indicatie pentru terapia biologicd. Incidenta globald precum
si mecanismul etiopatogenic ce std la baza acestor reactii
sunt incd neclare.

Material si metodd

Prezentiam cazul unei paciente cu psoriazis vulgar si
artritd reumatoidd seronegativd care a urmat timp de 3 ani
tratament cu un agent biologic anti-TNFo, cu efecte
terapeutice favorabile pind in momentul reaparitiei
leziunilor cutanate severe si a unui sindrom algic osteo-
articular exacerbat, manifestdri considerate in acest context
reactii adverse paradoxale la terapia anti-TNFo.

Discutii si concluzii

Reactiile adverse paradoxale (RAP) sunt rare,
neobisnuite in cursul terapiei cu anti-TNFo si nu se
limiteazd doar la agentii acestei clase. Managementul lor

reprezintd o provocare si prognosticul depinde de severitate
si de accesibilitatea la alternative terapeutice.

Summary

Introduction

Biological therapy with anti-TNF o agents used in the
treatment of psoriasis as well as other immunologically
mediated pathologies has become a common therapeutic
option that offers certain therapeutic benefits but is not
without adverse reactions. The paradoxical ones are signs
and symptoms that occur during therapy with biological
agents similar to those under the pathological conditions
that constitute an indication for biological therapy. The
overall incidence as well as the etiopathogenic mechanism
underlying these reactions are still unclear.

Material and method

We will present a female patient with psoriasis
vulgaris and seronegative rheumatoid arthritis, who
followed a treatment with an anti-TNFa biological agent
for 3 years, with favourable therapeutic effect until the
recurrence of severe skin lesions and an exacerbated osteo-
articular algic syndrome, manifestations considered in this
context as paradoxical adverse reactionstothe anti-TNFa
therapy.

Discussions and conclusions

Paradoxical adverse reactions (PAR) are rare and
unusual during anti-TNFo therapy and are not limited to
agents in this class. Their management is a challenge, and
prognosis depends on severity and accessibility to
therapeutic alternatives.
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Introducere

Utilizarea terapiei cu agenti biologici in
numeroase boli cu substrat imunologic a indus
schimbari radicale asupra viziunii de tratament si
evolutie a acestor patologii. Agentii anti-TNFo
si-au dovedit eficienta in boli dermatologice
mediate imun (psoriazis, hidradenita supura-
tivd), reumatologice (poliartrita reumatoida,
spondiloartrita) sau gastroenterologice (boala
Chron, colita ulcerativa) (1, 2).Experienta clinica
acumulatd in peste 15 ani de terapie biologica in
dermatologie a permis acumularea de date
importante de farmacovigilentd, astfel incat se
cunosc efectele secundare locale si sistemice. Mai
rare si mai putin cunoscute Insa sunt efectele
adverse paradoxale, precum aparitia de novo sau
modificdri de pattern a leziunilor de psoriazis,
agravarea simptomelor bolii la pacienti cu-
noscuti, asociind sau nu artritd psoriazica, insta-
larea semnelor de uveitd, scleritd, sarcoidozd,
granulom inelar, vasculite, vitiligo sau alopecia
areata (3, 4). Psoriazisul paradoxal se intalneste la
aproximativ 5% dintre pacientii tratati cu agenti
anti-TNFa, In majoritate de sex feminin (5).

Reactiile adverse paradoxale reale (RAP) sunt
conditii patologice mediate imunologic care
survin in cursul terapiei biologice si care de
reguld raspund la tratamentul cu agentul biologic
declansator. Mecanismele de aparitie a acestor
reactii si incidenta lor nu sunt incd in totalitate
cunoscute (6, 7).

Aceste reactii la anti-TNFo. trebuie cunoscute
si monitorizate, pacientii putand beneficia
actualmente de alternative ale terapiei biologice.

Material si metoda

Prezentam cazul unei paciente in varsta de 55
de ani,diagnosticatad cu psoriazis vulgar din 2002
si artritd reumatoidd seronegativd din 2005, cu
antecedente personale patologice de hiper-
tensiune arteriala grad 2, diabet zaharat tip 2 si
steatoza hepaticd care este consultatd in serviciul
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Introduction

The use of biological therapy in many
autoimmune diseases has led to radical changes
in the view regarding the treatment and
evolution of these pathologies. Anti-TNFo agents
have proven effective in immune-mediated skin
diseases (psoriasis, hidradenitis suppurativa),
rheumatic diseases (rheumatoid polyarthritis,
spondyloarthritis) or gastrointestinal diseases
(Crohn’s disease, ulcerative colitis) (1,2). The
clinical experience accumulated during over 15
years of biological therapy in dermatology has
allowed the accumulation of important
pharmacovigilance data, so that local and
systemic adverse reactions are known. Rarer and
less known are the paradoxical adverse effects, as
well as the appearance de novo orthe changes in
the pattern of the psoriasis lesions, the worsening
of symptoms in known patients,who have
associated psoriatic arthritis or not, the
installation of signs of uveitis, scleritis, sar-
coidosis, granuloma annulare, vasculitis, vitiligo
or alopecia areata (3,4). Paradoxical psoriasis
occurs in approximately 5% of patients treated
with anti-TNFo agents, mostly females (5).

Real paradoxical adverse reactions (PAR) are
immunologically-mediated pathological con-
ditions arising during biological therapy and
usually respond to the treatment with the
triggering biological agent. The emergence
mechanisms of these reactions and their
incidence are not yet fully known (6, 7) .

These anti-TNFo. responses should be known
and monitored, patients currently benefiting
from alternatives to biological therapy.

Material and method

We present the case of a female patient aged
55 years, diagnosed with psoriasis in 2002 and
seronegative rheumatoid arthritis in 2005, with a
history of pathologic stage 2 hypertension, type 2
diabetes and fatty liver who was consulted in our
department in 2012 for a severe eruption of
psoriasis vulgaris.
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Fig. 1. Reactie adversd paradoxali (noiembrie 2017)
Fig. 1. Paradoxical adverse reaction (November 2017)
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nostru in anul 2012 pentru o eruptie severd de
psoriazis vulgar.

Constituind un caz eligibil pentru terapia
biologica (PASI-21,DLQI-17, istoric de terapie
sistemica cu Metotrexat 20mg/sdptdmana, per
os, din 2005 cu rezultate partiale), in ianuarie
2013 se instituie tratament cu Remicade i.v.
5mg/kgc la 8 saptaméani, mentinandu-se asociata
terapia cu Metotrexat la recomandarea medicului
reumatolog.

Timp de trei ani parametrii de eficacitate ai
terapiei biologice au fost In limitele admise de
protocol, insd la reevaluarea din noiembrie 2017,
pacienta prezenta un scor PASI-19.2, DLQI-15 si
sindromul algic osteo-articular exacerbat.
Leziunile nou apdrute erau dispuse in pldci si
placarde eritemato-scuamoase, de aspect ostreaceu,
infiltrate, intens pruriginoase, cu extindere
importantd pe teritoriul toracelui (anterior/
posterior), membrelor superioare (brate/
antebrate/ coate) si inferioare (coapse/gambe/
genunchi), inclusiv in regiunile palmo-plantare.
Tinand cont de severitatea tabloului clinic, s-a
decis 1iIntreruperea terapiei biologice si
continuarea tratamentului cu Metotrexat 20mg/
sdptdmand in asociere cu fototerapie NB-UVB.

In martie 2018 pacienta este respitalizata
pentru bilant clinic si biologic, scorul PASI avand
valoarea de 20.8. Consultul oftalmologic
deceleazd o cataractd atribuitd terapiei cu
Infliximab.Se decide asocierea Neotigasonului,
30mg/zi, iar la sase sdptamani dupd initierea
terapiei cu retinoid se constatd evolutia stationara
a leziunilor cutanate si persistenta sindromului
algic osteo-articular. Cazul intruneste criteriile de
diagnostic ale psoriazisului paradoxal declansat
in cursul terapiei anti-TNFo.

Discutii

Agentii biologici reprezintd optiunea
modernd de tratament a numeroase boli
inflamatorii cronice, iar utilizarea lor a devenit tot
mai frecventd, inclusiv in practica clinica
dermatologicd, psoriazisul vulgar fiind una
dintre indicatiile lor.Mecanismul de actiune
tinteste puncte cheie din lantul etiopatogenic al
bolii, eficienta terapeuticd fiind demonstrata in
formele de psoriazis vulgar moderat si sever,
acompaniat sau nu de artritd psoriazica.
Actualmente, agentii biologici vizeazd cu
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As an eligible case for biological therapy
(PASI-21, DLQI-17, history of systemic therapy
with Methotrexate 20mg/week, per os, from 2005
with partial results), in January 2013, she was
recommended a treatment with Remicade i.v. 5
mg/kg at 8 weeks, while maintaining the
Methotrexate therapy on recommendation of the
rheumatologist.

For three years, the efficacy parameters of the
biological therapy were within the limits allowed
by the protocol, but at the re-evaluation in
November 2017, the patient had a PASI-19.2
score, DLQI-15 and exacerbated osteo-articular
algic syndrome. The newly emergedlesions were
placed in erythematous-squamous plates and
plaques, with an ostraceous appearance,
infiltrative, intensely itchy, with significant
expansion in the territory of the thorax
(anterior/posterior), upper limbs (arms/lower
arms/elbows) and lower limbs (hips/legs/
knees), including in the palmar-plantar regions.
Considering the severity of the clinical picture, it
was decided to discontinue the biological therapy
and continue the treatment with Methotrexate
20mg/week in combination with NB-UVB
phototherapy.

In March 2018 the patient is re-admitted for
clinical and biological balance, the value of the
PASI score being 20.8. The ophthalmological
consultation detects a cataract attributed to
Infliximab therapy. It is decided to associate
Neotigason, 30mg/day, and six weeks after the
initiation of retinoid therapy, there is ascertained
the stagnation of skin lesions and the persistence
of osteo-articular algic syndrome. The case meets
the diagnostic criteria of paradoxical psoriasis
triggered during anti-TNFa therapy.

Discussions

Biological agents are the modern option for
the treatment of many chronic inflammatory
diseases, and their use has become increasingly
common, including in dermatological clinical
practice, psoriasis vulgaris being one of their
indications. The mechanism of action targets key
points in the etiopathogenic chain of the disease,
the therapeutic efficacy being demonstrated in
forms of moderate and severe psoriasis vulgaris,
whether or not accompanied by psoriatic
arthritis. Currently, biological agents primarily




Fig. 2. Reevaluare mai 2018
Fig. 2. May 2018 revaluation
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precadere inhibarea selectivd a activitatii fac-
torului TNF-o, interleukinei-12/23 si inter-
leukinei 17 (8, 9).

In pofida profilului stabil de sigurantd si a
mecanismului de actiune tintit, terapia biologica
nu este lipsitd de efecte adverse previzibile.
Experienta clinici demonstreaza insa si posibile
reactii paradoxale. Acestea constau in aparitia
unor manifestdri patologice noi sau exacerbarea
bolii de fond in cursul tratamentului cu agenti
biologici, manifestdri care in mod obisnuit ar
trebui sa rdaspunda favorabil la aceastd clasa de
medicamente.Existd doud mari categorii de RAP,
cele adevarate (autentice) reprezentate de boli in
care agentii biologici anti TNF o si-au dovedit
eficacitatea (psoriazis de novo/agravat, boala
Chron, hidradenita supurativd) si cele de granitad
(borderline) conditii mediate imunologic ce pot fi
observate in cursul terapiei biologice, dar care nu
pot fi tratate (uveitd, scleritd, sarcoidozd,
granulom inelar, vasculite, vitiligo, alopecia
areata) (10,11).

Reactiile adverse paradoxale au fost descrise
cu precddere la pacientii tratati cu agenti anti-
TNF o, asa cum este si cazul prezentat in aceasta
lucrare. Aparitia unor noi leziuni de psoriazis ca
si exacerbarea celor preexistente face parte din
tabloul clinic al RAP (12). Mecanismul
fiziopatologic al acestor RAP este partial
elucidate datorita polimorfismului manifestarilor
si profilelor imunologice individuale complexe
ale pacientilor cdrora li se adreseazad terapia
biologica. Ipotezele fiziopatologice care incearca
sd explice aparitia RAP sunt in principal
dezechilibrul citokinelor cheie din lantul
fiziopatologic al bolii (TNF o, IFN o, IL 12/23,
IL17), diferentele Intre proprietatile imunologice
ale anticorpilor monoclonali si receptorului
solubil al TNFo. precum si schimbarea profilului
imunologic de la Thl spre Th2, cu cresterea
consecutiva a productiei de anticorpi (13).

Psoriazisul paradoxal apare mai frecvent la
pacientii cu artritd reumatoidd, aflati sub
tratament biologic. Din punct de vedere statistic
din registrul britanic de boli reumatologice
(BSRBR) reiese cd, rata incidentei psoriazisului
paradoxal la populatia cu artritd reumatoida
tratatd cu terapie biologicd este de 1,04/1000
pacienti-ani comparativ cu populatia cu artrita
reumatoida fara tratament biologic, unde rata a
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target selective inhibition of activity of TNFa
factor, interleukin-12/23 and interleukin 17 (8, 9).

Despite the stable safety profile and the
targeted mechanism of action, biological therapy
does not lack predictable adverse effects. Clinical
experience also demonstrates possible para-
doxical reactions. These consist in the emergence
of new pathological manifestations or the
exacerbation of the background disease during
treatment with biological agents, manifestations
that should favourable respond to this class of
drugs. There are two major categories of PARs,
the real (authentic) one represented by diseases
where anti-TNFo biological agents have been
shown to be efficacious (de novo/aggravated
psoriasis, Chron’s disease, hidradenitis sup-
purativa) and the borderline one -
immunologically-mediated conditions that can
be observed during biological therapy but which
cannot be treated (uveitis, scleritis, sarcoidosis,
granuloma annulare, vasculitis, vitiligo, alopecia
areata) (10,11).

Paradoxical adverse reactions have been
described primarily in patients treated with anti-
TNFo agents, as is the case presented in this
paper. The emergence of new psoriasis lesions as
well as the exacerbation of pre-existing psoriasis
lesionsis part of the clinical picture of PARs (12).
The pathophysiological mechanism of these
PARs is partially elucidated due to the
polymorphism of the complex individual
immunological manifestations and profiles of the
patients to whom biological therapy is addressed.
The pathophysiological hypotheses that attempt
to explain the occurrence of PAR are mainly the
imbalance of the key cytokines in the
pathophysiological chain of the disease (TNFo,
IFNo, 11.12/23, IL17), the differences between the
immunological properties of monoclonal
antibodies and soluble TNFo receptor, as well as
the change of the immunological profile from Th1
to Th2, with the consequent increase in antibody
production (13).

Paradoxical psoriasis occurs more frequently
in patients with rheumatoid arthritis undergoing
biological treatment. Statistically, the British
Rheumatology Register (BSRBR), shows that the
incidence rate of paradoxical psoriasis in the
rheumatoid arthritis population treated with
biological therapy is 1.04/1,000 patients-years




fost aproape de zero. Registrul spaniol de
evidentd a terapiilor biologice (BIOBADASER)
evidentiazd o ratd a incidentei globale a
psoriazisului paradoxal la pacientii sub
tratament biologic de 2,31/1000 pacienti-ani (14,
15). Asadar, exista date statistice concrete care
sustin ipoteza aparitiei psoriazisului paradoxal la
pacientii tratati cu biologice, fatd de cei care nu
sunt inclusi intr-un astfel de protocol.

Cazul prezentat poate fi considerat un
exemplu de reactivitate paradoxald la terapia
anti-TNF o in contextul afectiunii articulare de
fond, indelung tratate cu metotrexat. In artrita
reumatoidd, inhibarea TNF-oo induce migrarea
preponderent a limfocitelor Thl in circulatie si
un trafic scdzut spre sinovialele inflamate de
boala reumatismala si concentrarea limfocitelor T
in piele (cell homing) (16).

Managementul psoriazisului paradoxal
difera in functie de gravitatea leziunilor cutanate
din  perspectiva  intensitatii, = extinderii,
disconfortului creat pacientului. Dupd unele
date, In general, prognosticul este favorabil si
debutul expresiei clinice a RAP nu necesita
intotdeauna Intreruperea agentului biologic, mai
ales la cazurile in care boala de fond este
controlatd, iar leziunile noi sunt usoare si
tolerabile. In aceasti situatie este recomandat
doar tratament topic specific. Studiile aratad ca in
pofida continudrii terapiei biologice, poate avea
loc o rezolutie totald a leziunilor in 32,9% din
cazuri sau ameliorarea partiald a lor la 57,3%
dintre pacienti. Siguranta remiterii leziunilor este
data totusi de Intreruperea tratamentului biologic
la un procent semnificativ de cazuri (47,7%) (17).

Severitatea reactiei parodoxale la cazul
prezentat a impus sistarea tratamentului cu anti-
TNF o si initierea unei alte scheme terapeutice cu
imunosupresor sistemic, fototerapie NB-UVB
cdrora li s-a asociat dupd 4 luni un retinoid, cu
efecte clinice partiale atat la nivel cutanat, cat si
osteo-articular. S-a decis comutarea la un alt
agent biologic apartinand clasei inhibitorilor de
IL17.

Concluzii

Terapia biologicd cu agenti anti-TNFo. este
actualmente pilonul terapeutic al psoriazisului
vulgar moderat-sever si al artritei psoriazice. Cu
toate cd detine o eficacitate terapeuticd
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compared to the rheumatoid arthritis population
without biological treatment, where the rate was
close to zero. The Spanish Register of Biological
Therapies (BIOBADASER) reveals a rate of global
incidence of paradoxical psoriasis in patients
under biological treatment of 2.31/1,000 patients-
years (14, 15). Therefore, there are concrete
statistical data supporting the hypothesis of
occurrence of paradoxical psoriasis in patients
treated with biological agents compared to those
not included in such a protocol.

The case presented may be considered an
example of paradoxical reactivity to anti-TNFo
therapy in the context of the underlying articular
disease treated for long periods with
methotrexate. In rheumatoid arthritis, TNF-o
inhibition induces the predominant migration of
Th1 lymphocytes in circulation and a low traffic
to synovial cells inflamed by the rheumatic
disease and the concentration of T cells in the
skin (cell homing) (16).

The management of paradoxical psoriasis
varies according to the severity of cutaneous
lesions in terms of intensity, enlargement,
discomfort created for the patient. After some
data, prognosis is generally favourable and the
onset of clinical expression of PARs does not
always require interruption of the biological
agent, especially in cases where the background
disease is controlled and the new lesions are mild
and tolerable. In this situation only specific
topical treatment is recommended. Studies show
that despite the continuation of biological
therapy, total lesion resolution may occur in
32.9% of cases or partial improvement in 57.3% of
patients. The safety of the remittance of lesionsis
nonetheless given by the interruption of the
biological treatment in a significant percentage of
cases (47.7%) (17).

The severity of the paradoxical reaction in the
case presented required the cessation of anti-
TNFo treatment and the initiation of another
systemic immunosuppressive regimen, NB-UVB
phototherapy, which was associated with a
retinoid after 4 months, with partial clinical
effects at both skin and osteo-articular level. It
has been decided to switch to another biological
agent belonging to the class of IL-17 inhibitors.
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demonstratd si un profil farmacologic optim de
sigurantd, riscul de aparitie a reactiilor adverse
uzuale si paradoxale nu trebuie neglijat. Reactiile
adverse paradoxale sunt rare, neobisnuite in
cursul terapiei cu anti-TNFa si nu se limiteaza
doar la agentii acestei clase. Acuratetea
diagnosticarii si managementul lor sunt punctele
cheie pentru evolutia ulterioara a bolii de fond.
Prognosticul si atitudinea terapeutica sunt intr-o
strdnsa corelatie cu severitatea leziunilor,
particularitdtile cazului, precum si cu
accesibilitatea la alternative terapeutice.

Cazul prezentat este un exemplu de reactie
paradoxala severa survenitd dupd o perioada
indelungata de tratament cu un agent anti-TNFa.
insotitd de o reactie adversa tip borderline
(cataracta) si subliniaza importanta masurilor de
farmacoviligenta in cursul terapiei cu agenti
biologici.
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