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Abstract

BACKGROUND & AIMS: Psoriasiform and eczematiform lesions are assatigith anti-tumor necrosis
factor (TNF)«a therapies. We assessed clinical characteristitsfactors, and outcomes of skin disease in
patients with inflammatory bowel diseases that gmesd with psoriasiform and eczematiform lesiomsiged by
anti-TNFw agents.

METHODS: We studied 85 patients (69 with Crohn's diseaseyittbulcerative colitis, and 1 with
indeterminate colitis; 62 women) with inflammatekin lesions (62 psoriasiform and 23 eczematifasions).
RESULTS: Twenty-four patients had a history of inflammatskyn lesions and 15 had a familial history of
inflammatory skin disease. Locations of eczematiftesions varied whereas scalp and flexural vasetiere
mostly psoriasiform. Skin lesions emerged but mflsatory bowel disease was quiescent in 69 patients
following treatment with any type of anti-TN&agent (60 with infliximab, 20 with adalimumab, ahevith
certolizumab). Topical therapy resulted in partialatal remission in 41 patients. Patients withrizsiform
lesions that were resistant to topical therapytaatichanged anti-TNE-therapies once or twice developed
recurring lesions. Overall, uncontrolled skin lesicaused 29 patients to stop taking TdNiBhibitors.
CONCLUSIONS: Inflammatory skin lesions following therapy with TN inhibitors occurred most frequently
among women and patients with a personal or fahhiiory of inflammatory skin disease; lesions dat
correlate with intestinal disease activity. Requgrand intense skin lesions caused 34% of patieniss study
to discontinue use of anti-TN&agents.

Keywords: Skin Eruptions ; Dermatological Complications ; Skféects of Anti-TNFe Therapy.

Abbreviationsused in this paper : CD, Crohn's disease ; DLQI, Dermatology Life Qualitgex ; IBD,
inflammatory bowel disease ; IC, indeterminatetlilFN, interferon ; IQR, interquartile rang@DC,
plasmacytoid dendritic cell ; TNF, tumor necrosistéa ; UC, ulcerative colitis ; UV, ultraviolet.

Anti-tumor necrosis factor (TNF) agents are used wide variety of immune-mediated diseases. Téféizacy
has been proven in the treatment of inflammatoyddalisease (IBD) including both luminal and fitirg
Crohn's disease (CD) and ulcerative colitis (JEThe anti-TNF agents are globally saééthough some
concerns have been raised regarding an increadedfropportunistic infectiodsand lymphoproliferative
diseasésin a small percentage of patients. Attention leeently focused on a wide spectrum of skin lesites,
most common being eczematiform and psoriasiforrpteras (inflammatory lesions) arising in patientsated
with anti-TNF agents. A recent literature surveyniifeed 127 psoriatic skin lesions induced by artlF agents
in a variety of patient3most of them with rheumatic disorders. These lesappear paradoxical because TNF is
a pivotal molecule in the physiopathology of psticiakin lesions and anti-TNF agents have been apprtor
treatment of moderate to severe psoriasis for Esy&ahe risk factors and natural history of theseoles; their
impact on the treatment of IBD, and the impactkin disease of switching the anti-TNF are poorly
documented.

The aim of this study was to assess clinical chartics, risk factors, and outcome of skin diséaselarge
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multicentric series of patients with IBD presentimigh psoriasiform and eczematiform lesions indulbgdnti-
TNF agents (infliximab, adalimumab, and certolizujnab

Methods
Study Design

We conducted a retrospective study between Jard@84 and September 2009 of patients with new arset
exacerbation of eczematiform or psoriasiform lesidaring treatment with anti-TNF agents for IBD eh®d in
the GETAID centers (35 centers in Belgium, Francd, Switzerland) and 1 center from Austria. Furthemeno
from January 2006 to January 2010, all patienttedewith anti-TNF agents in the department of
hepatogastroenterology of Lille and presenting withematiform or psoriasiform lesions were refetced
single dermatologist and consecutively recordedeetiform lesions were defined as the associafioemsis
and pruriginous ill-limited plaques with etythemasaor squamous macules or vesicles. Psoriasifaions
were defined as well delimited scaly erythematdagues. Nail involvement (nail pitting and nail ciioration)
and palmoplantar pustulosis were also recorded@sgsiform lesions.

Data from each patient were collected using a statized questionnaire. Patients were eligibleefyth
experienced new onset, reactivation, or worsenirgkio lesions (psoriasiform or eczematiform) with
confirmation by a local dermatologist while beingated with anti-TNF agents. All cases were therevesd
simultaneously by a gastroenterologist JFR) aridglesexpert dermatologist (SB) prior to inclusiarthe
study. Histological analysis was not necessarynfdusion. Cases with imprecise dermatological déasjs or
absence of dermatological follow-up were excluded.

Variables

Clinical data included age, sex, smoking statuseabe duration, IBD phenotype according to Montreal
classification, type and dosage of the anti-TNFhagmoncomitant medication, and disease activiaséol on
physician's appreciation) at the time of diagnosiskin lesions. Information related to skin dis=amcluded
personal or familial (first-degree relatives) higtof atopy (including atopic dermatitis, asthmidergjic rhinitis,
and conjunctivitis) and/or psoriasis, time fronrsteg anti-TNF agent to onset of skin lesions (ihgetto onset
was considered the time the patient was regulegbted with the anti-TNF agent), morphological digsion,
extent and topography of skin lesions, dermatokigreatments, and histopathological informatioremwh
available. With the Psoriasis Area and Severiteln(PASI) score being rarely applicable in our sasfe
psoriasiform lesions, the severity of the skin dggewas assessed using the Dermatology Life Quiadigx
(DLQI).** All follow-up information regarding skin complidahs and specific therapy was collected. Patients
were categorized as responders or nonrespondtgital dermatological treatments. A favorable orse was
defined as a reduction of more than 50% of thetescovering surface or a drop of the DLQI below 10.
Persistent alteration of DLQI (above 10), withdrgwea switching of anti-TNF agent for dermatologicaisons
was identified as nonresponse to topical treatm&te and reason for discontinuation of anti-TNErdg
(dermatological or nondermatological reasons), egient improvement of skin lesions after anti-TNF
discontinuation, and the impact of switching th&-ailNF treatment on skin lesion outcome were alsoraed.

Results
Description of the Population

A total of 85 patients (23 males and 62 femaleth V8D (69 CD, 15 UC, and 1 indeterminate coliti§]) were
included. Demographic and clinical characteristitpatients are given in Table 1. Skin lesions veererall
observed in patients who received infliximab (nG3,&dalimumab (n = 20), and certolizumab pegai &)
therapy. At the time of onset of skin lesions p&fients were on maintenance scheduled theraplopatients
on infliximab had previous episodic treatment. Rsidbns occurred during high dose treatment andiénta
developed skin lesions during the induction peria estimate of the incidence of skin lesions watsimed
from Lille Centre where, over the last 4 years, p&flents initiated an anti-TNF treatment (341 inftiab and
221 adalimumab). During this period, 28 patieng)8leveloped an inflammatory skin lesion: 2% depetb
psoriasiform lesions, and 3% eczematiform lesions.

Psoriasiform Lesions
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Psoriasiform lesions were observed in 62 patiédsie of them had psoriatic articular involvemente Tinedian
age at the time of occurrence of skin lesions v2ageairs (interquartile range [IQR], 24 to 39) amel temale to
male ratio was 2:1. Twenty-eight were active smek&he median time between start of anti-TNF theeap/
the onset of psoriasiform lesions was 17 monthgg@al-60) for infliximab, 12 months for adalimum@aange,
0.5-29), and 4.5 months for certolizumab pegol (@&)| Fourteen patients (23%) had a previous lyisbr
psoriasis before treatment with any anti-TNF ag@able 1). The others were diagnosed as a new ofset
psoriasiform eruption (incident psoriasiform eropji. Among patients with incident psoriasiform tess, 8
(17%) reported a history of familial psoriasis,fZamilial atopy, and 6 patients (13%) had persdristory of
atopy.

Figure 1. (A) Psoriasiform lesions of the scalp (tinea amaaeg form) induced by infliximab. (B) Flexural
psoriasiform lesions of the pubic region inducedriliximab. (C) Flexural psoriasiform lesions ofilkxe folds
induced by adalimumab. (D) Palmo-plantar pustuldsikiced by adalimumab.

Skin lesions were distributed in single (n = 12)rarltiple sites (n = 50) (Table 2). The most fredlyeaffected
areas were the scalp (Figure 1a%d flexures (Figure 1Bnd C), respectively, in 40 (64%) and 27 (43%)
patients. Combination of scalp and flexures involeat was observed in 21 (34%) patients. Palmoplanta
psoriasiform lesions were observed in 22 patientkiding palmoplantar pustulosis (Figure 1Die well-
known "predilection” sites of psoriasis with thecegtion of scalp (the region sacralis and the esciesurfaces
of the elbows and knees) were affected in 20 ptiddail involvement was observed in 2 patienthett
localizations — trunk, face, members (with the gt of knees and elbows) — were observed in likipas.
Distribution of skin lesions varied according t@gence or absence of personal history of psoridlsut half
of patients with previous history of psoriasis waffected in the "predilection” sites (43%) andlis¢&0%)
whereas patients with no previous history had predantly lesions of the scalp (69%) and flexureg(.
Histological data were obtained in 16 patientsn3kopsies confirmed typical features of psoriasis,
parakeratosis, agranulosis, epidermal hyperplaagation of the rete ridges, dilated capillaifethe dermis,
and perivascular infiltration in 12 patients aniéichenoid pattern in 4 patients. No difference relgag
distribution of psoriasiform lesions was found adiog to IBD type, CD and UC phenotype, diseaseiagt
and the anti-TNF received (data not shown).

Table 1. Demographic, Clinical Characteristics, and Treatrheh85 Patients With Inflammatory Bowel
Disease
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Psoriasiform lesion Eczematiform lesions

(n=62) (n=23)
Demographic characteristics of the population
Male, n (%) 20 (32) 3(13)
Median agey (IQR) 32 (24-39) 31 (23-39)
Current smoker, n (%) 28 (45) 10 (43)
Previous personal history of psorid&isopy, n (%) 14 (23} 10 (43§
New onset of skin lesion, n (%) 48 (77) 13 (57)
Personal history of atopy, n 6 -
Personal history of psoriasis, n - 1
Familial history of atopy, n 2 4
Familial history of psoriasis, n 8 1
IBD phenotype
CD, n (%) 52 (84) 17 (74)
UC, n (%) 9 (14) 6 (26)
IC, n (%) 1(2) -
Age of diagnosis, n (%)
Al 15 (29) 3(18)
A2 34 (65) 14 (82)
A3 3(6) -
Disease location, n (%)
L1 7 (13) 5 (30)
L2 17 (33) 2(11)
L3 28 (54) 10 (59)
L4 14 (27) 4 (24)
Disease behavior, n (%)
Bl 35 (67) 8 (47)
B2 11 (212) 6 (35)
B3 6 (12) 3(18)
p+ 28 (54) 8 (47)
Extent of UC, fi
El 1 1
E2 5 1
E3 3 4
Disease activity
Quiescent, n (%) 49 (79) 20 (87)
Treatment
Anti-TNF treatment used at the time of skin lesior{%)
Infliximab 45(73f 15 (65¥
Adalimumab 15(24) 5 (22f
Certolizumab 2(3) 3(13)
Use of immunomodulators at onset of skin lesio(¥oh 31 (50) 10 (43)
Corticosteroids 5(8) -
Azathioprine 22 (35) 7 (30)
Methotrexate 4 (7) 3(13)
No use of immunomodulators, n (%) 31 (50) 13 (57)

CD, Crohn's disease; IBD, inflammatory bowel diged€, indeterminate colitis; IQR, interquartilengee;

ulcerative colitis.

#Psoriasis.

°Atopy.

‘According to Montreal classification.

“Eight patients had episodic infliximab infusiontire past.
°Two patients had episodic infliximab infusion irethast.
'Eight patients received infliximab infusion in thast.
9Two patients received infliximab infusion in thespa

TNF, tumor necrosis factor; UC,

The outcome of patients is given in Figure 2. Aligrats were treated with topical corticosteroideatolytics
(salicylic acid, urea), emollients, and vitamin Batbgues. Ultraviolet (UV) therapy (UVA or narrowarid
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UVB) was used in 10 cases and effective in 5. ®f@R patients, 25 (40%) had a good response toaopi
treatment and 37 had no response. Presence orcalsgorevious personal history of psoriasis ditinfluence
response to topical treatment (data not shown)résponders to topical treatment were considered for
withdrawal or switching of the anti-TNF agent. Atloin of methotrexate to anti-TNF was unsuccessfdl in
patients. First anti-TNF therapy was stopped in diepts (16 for dermatological reasons). Twentypsitients
were switched (19 for dermatological reasons afat Aiondermatological reasons) from first anti-TNFat
second anti-TNF. Improvement of skin lesions waseoked in only 1 patient. Recurrence of skin lesivas
observed and easily managed in 7 patients witiitially good response to local treatment but 1 the anti-
TNF therapy. In 8 patients, the second anti-TNF thereas continued despite uncontrolled skin leslmesause
the benefit/risk ratio was considered strong enolile second anti-TNF was stopped in 7 patientsvailg
complete regression of skin lesions. Two patier@swunsuccessfully switched to a third anti-TNF. i@ife
definitive withdrawal of anti-TNF therapies due tacontrolled skin lesion was required in 25/62 (4@&lients
allowing a complete regression of skin lesions4rpatients within a median time of 3 months (rarig&Q). In
Lille Centre, a definitive withdrawal of anti-TNF ttagpy due to uncontrolled skin lesion was obserne2iro of
patients with psoriasiform lesions. One patient diagoing skin lesions 8 months after anti-TNF
discontinuation. In patients with scalp localizatioate of abandon of the anti-TNF therapies dustmntrolled
skin disease was even higher approaching 48% (19/40

Figure 2. Outcomes of psoriasiform lesions and effect ofchiviy the anti-tumor necrosis factor (TNF) therapy.

Psoriasiform lesions with 1% anti-TNF: 62 patients
1

v Li

Favorable response No response
to topic treatment: to topic treatment:
25 patients 37 patients
I I
Stop 1* anti-TNF: Switch to 2" anti-TNF: Stop 1% anti-TNF:
Continue 1* anti-TNF: 2 patients 7 patients 19 patients 16 patients Continue 1% anti-TNF:
16 patients complete regression improvement skin lesion complete regression 2 patients
1 patient 0/7 1/19* 15/16

I I
] v Y Y L/

Switch to 3™ anti-TNF: Stop 2™ anti-TNF:
Continue 2™ anti-TNF: Stop 2™ anti-TNF: 2 patients 7 patients Continue 2™ anti-TNF:
6 patients 1 patient™ improvement skin lesion complete regression 8 patients
0/2 7 patients

v

Stop 3@anti-TNF:
2 patients
* 2 patients were lost to follow-up after the switch to 2 anti-TNF Compzlete t(eg;essmn
** 1 patient was lost to follow-up after stopping the 2" anti-TNF patents

Table 2. Main Characteristics of the Skin Lesions Observe85 Patients with Inflammatory Bowel Disease
Treated with Anti-TNF



Published in: Clinical Gastroenterology and Hepaigy (2010)
Status: Postprint (Author’s version)

Psoriasiform lesion: Eczematiform lesions,

n =62 n=23

Time between start of anti-TNF and onset of lesion

Infliximab, mo(range) 17 (1-60) 11 (1-25)

Adalimumab,mo (range) 12 (0.5-29) 6 (1.5-10)

Certolizumabmo (range) 4.5 (3-6) 14 (3-16)
Distribution of lesions, n (%)

Single site 12 (19) 8 (35)

Scalp 40 (65) 6 (26)

Flexural varieties 27 (44) 7 (30)

Palmo plantar 22 (35) -

Predilection sitefs 20 (32) -

Others (trunk, members) 11 (18) 10 (43)
Response to topic treatment

Favorable, n (%) 25 (40) 16 (70)

TNF, tumor necrosis factor.
*Predilection sites (except scalp) are the regionatia and the extensor surfaces of the elbowskagds.

Eczematiform Lesions

Eczematiform lesions were observed in 23 patients.riiddian age at the time of occurrence of skihssivas
31 years (IQR, 23-39) and the female to male naéie 6:7. Ten patients were active smokers. The meiiiee
between start of anti-TNF therapy and the onsetpématiform lesions was 11 months (range, 1-25) for
infliximab and 6 months for adalimumab (range, 10; and 14 (range, 3-16) for certolizumab (TableX)the
23 patients who developed eczematiform lesion§44®) had a previous history of atopy (Table 1). dtier
13 patients were incident cases of atopy. Amonmit#e(31%) reported a history of familial atopypdtient a
personal history of psoriasis, and 1 of familiabiissis.

Eczematiform lesions were equally distributed onstedp, trunk, members, face, and flexures (Figérand
B). There was no predominantly affected area (Table i8}oldgical data were available in a minority of
patients (n = 4), and were consistent with eczezatufes, ie, spongiform dermatitis with edema énehidermis
between keratinocytes and perivascular lymphoidtriafe. No difference regarding topography of enaéiform
lesions was found according to IBD type, CD, andph€notype, disease activity, and the anti-TNF vecki
(data not shown).

The outcome of patients is given in Figure 4. Aligats were treated with topical steroids and eiemti$. In 1
case, topical tacrolimus was successfully usedh®#®3 patients, 16 (70%) had a good responseio to
treatments and 7 patients had no response (30%Jebloonders to topic treatment were considered for
definitive withdrawal or switching the anti-TNF adeRirst anti-TNF therapy was continued in 14 paseand
stopped in 4 patients allowing complete regresdtore patients were switched (3 for dermatologiealsons)
from the first anti-TNF to a second anti-TNF. Impeawvent of skin lesions was observed in only 1 patiéne
patient was lost to follow-up. The second anti-TN&répy was continued in 2 patients and stopped Ong.
patient was unsuccessfully switched to a third-@ihti-. Overall a definitive withdrawal of anti-TNRdrapies
due to an uncontrolled skin lesion was required/28 patients (17%) allowing a complete regressioskin
lesions in 3 patients (data missing for 1 patierithin a median time of 3 months (range, 1-10)Lilke Centre,
withdrawal was needed in 18% of patients with ecédorm lesions.

Figure 3. (A) Eczematiform lesions of the face induced by adatiab. (B) Nummular eczematiform lesion of



Published in: Clinical Gastroenterology and Hepaigy (2010)
Status: Postprint (Author’s version)

lower left member induced by adalimumab.

Figure 4. Outcomes of eczematiform lesions and effect oflsiwg the anti-tumor necrosis factor (TNF)

therapy.

Eczematiform lesions with 15t anti-TNF: 23 patients

\J

Favorable response
to topic treatment:

16 patients

v

Y v

i

No response
to topic treatment:
7 patients

v

v )

Stop 1%t anti-TNF: Switch to 2™ anti-TNF: Stop 1% anti-TNF:
Continue 1* anti-TNF: 1 patient 2 patients 3 patients 3 patients Continue 1* anti-TNF:
13 patients complete regression improvement skin lesion complete regression 1 patient
1 patient 1/2 0/2* 3 patients

vlr_l

Y

L

Switch to 3 anti-TNF:

Continue 2™ anti-TNF: 1 patient Stop 2 anti-TNF:
2 patients improvement skin lesion 1 patient™
0 patients

* 1 patient was lost to follow-up after the switch to 2™ anti-TNF
“* 1 patient was lost to follow-up after stopping the 2™ anti-TNF

Discussion

v

Continue 3™ anti-TNF:
1 patient

Eczematiform and psoriasiform eruptions are, aftigations, the most frequent dermatological advevants

in patients receiving anti-TNE-therapy:2** Their prevalence in patients with IBD is unknowmcBnt data

from the rheumatologic literature indicates that ittcidence rate of new onset psoriasis in patigetted with
anti-TNF is around 1.04 (95% confidence interved;701.54) per 1000 person-yeafs#s psoriasis may be
associated with CP, psoriasiform lesions may appear more frequentthi population. Fidder and colleagues
found eczematiform or psoriasiform lesions in 99748 IBD patients treated with infliximaf More recently,
Esmailzadeh et al found an incidence rate of newtetszema in 16% of patients receiving infliximab f
various inflammatory disorders including 59 patsewith IBD’

One strength of our series is that all cases wiagndsed by local dermatologists and centrallyaweid by 1 of
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them (SB). We believe that this methodology avoidéstlassification of psoriasiform or eczematifdesions.
On the other hand, it probably reflects the mogesecases of skin lesions because patients wisulted once
and had no follow-up were considered as having nskim lesions and excluded from the analysis.

Skin manifestations were observed with the 3 anti-Egents that are used in IBD but a majority ofepes
were treated with infliximab. This most probablyleets the earlier approval of this drug in Eurdpata from
the rheumatologic literature indicated that adatimb induces a significantly higher rate of incident
psoriasiform eruptions compared with etanercejmftikimab.'* Whether this is true in IBD is unknown. It is
generally accepted that the development or worgerfipsoriasiform or eczematiform lesions durireptment
with anti-TNF therapy can occur at any time fromsltyyears after drug initiation. We observed aimretime
of 17 months for psoriasiform lesions and 11 mofih&czematiform lesions after infliximab initiati. With
adalimumab, time to onset was slightly shortefmth types of lesions (12 months and 6 months) $horter
time to onset of skin lesions with adalimumab wlae abserved in anti-TNF naive patients. Howevevjde
range was seen in each situation, and the smabeuof patients developing skin lesions with adatimab
makes it difficult to draw a conclusion. In a laggries of 120 cases in the literature the meas tim
appearance of the psoriasiform and eczematiforimisgor all TNFe inhibitors (infliximab, etanercept, and
adalimumab) was 9.5 months and 4 months for adatiani®

In our series, occurrence of psoriasiform or eczdomm lesions was associated with female genddr an
previous or familial history of psoriasis and/oo@t. Female predominance is well known in autoimenun
diseases and may be related to hormonal influemd®asex-related genés?°These lesions might be gender-
related and seem to occur more frequently in worAemng patients with incident psoriasiform lesiohg%

had a familial history of psoriasis and 31% of @ats with incident eczematiform lesions had a feanilistory

of atopy. This could suggest a genetic susceptibitommon susceptibility genes have been ideuntifieCD

and psoriasié' Ten patients (43%) with eczematiform lesions ang&gents (45%) with psoriasiform lesions
were smokers. Palmoplantar lesions, which caniggetred by smoking‘were observed in 22 patients of whom
15 (68%) were smokers. This close relationship ssteeen observed for other forms of psoriésis.

In patients with psoriasiform lesions, 2 sites wanedominantly affected: the scalp and the flexwrits no
correlation with IBD phenotype, anti-TNF therapy disease activity. Flexural psoriasis is generatly
uncommon phenotype affecting 2%-6% of patients witbriasis* Also named inverse psoriasis, it involves the
axillae, groins, gluteal clefts, and submammargd$dut all the flexures can be affected. This phgretvhich

has already been reported in patients witfGtappears less frequent in patients treated withTatEs for
rheumatscz)7logic disorders in whom the most frequeasgntation is palmoplantar with or without pladjke-
psoriasis.

One of the most important findings is that a déifrei withdrawal of anti-TNF therapies was neces#ad0% of
patients with psoriasiform lesions and 17% withezoatiform lesions despite various therapeutic maatjpns.
Response to dermatological treatment was highesdpematiform lesions (70%) than for psoriasifoesidns
(40%). This poor response rate is probably biagetthé severity of lesions collected in this cohbrtailed data
from Lille reported a definitive withdrawal of anfiNF therapy in 27% of patients with psoriasiformdes and
18% of patients with eczematiform lesions. Extrafidpdata from this center indicates that overalien
initiating anti-TNF therapies, the risk of develapian inflammatory skin lesion is around 5% anddégnitive
need to withdraw treatment due to uncontrolled &gion is around 1%. In the early years, switchimght
have been tempted rapidly after a failure of togieatment. Switching from 1 TNF inhibitor to ahet did not
improve psoriasiform lesions in 25/26 patients ®uigg a class-related side effect. On the othed ha
definitive resolution of skin lesions following &TtNF discontinuation was observed in almost allgras as
already reported’ The effect of TNF inhibition on skin lesions is shteversible.

The pathogenesis of psoriasiform and eczematifouptiens occurring under anti-TNF treatment remains
poorly understood. They appear paradoxical becaunser necrosis factar plays a key role in IBD and
psoriasié® and anti-TNF therapies can dramatically improvedtieomes of both disease®:**Some
hypotheses have been formulated. Plasmacytoid idierahlls (PDCs) might play a key role in the imtion of
psoriasiform lesions by anti-TNBSPDCs are natural interferon (IFN)producing cells. They infiltrate the skin
of psoriatic patients and become activated to predBN« early during disease formati6hTNF inhibits PDC
maturation from hematopoietic progenitors as wellFeN-w production®® Subsequently, inhibition of TNF may
allow unlimited and unregulated production of lleNby PDCs. Increased IFi-expression was found in the
dermal vasculature and in perivascular lymphodanitittrate of lesional skin of patients with TNF agonist
therapy Altered lymphocyte trafficking during TNF inhibitiomay also participate in this process through the
expression of chemokine receptor CXCR3 ligatids.
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There are some limitations of this study. The manmitéition concerns the selection of patients. Thizepa
reports on a selected cohort of patients presentitigsevere psoriasiform and eczematiform skiiolesseen
in various centers. Thus inclusion into the studg Wiased by severity of skin lesions. However wetbe that
these patients with more severe skin lesions asetthat pose problems to the clinicians in thailycractice.
Therefore, the withdrawal rate, which is derivedrrcases at all participating centers might be blidisethe
severity of the cases collected. Secondly, our vi®rot an epidemiological study examining thedecice of
skin lesions in patients with IBD treated with aflNF therapy. We only gave an estimate of the rafmatients
presenting with such lesions in the Lille Centreretimugh this should not be seen as true inciddatze
Lastly, the data presented are descriptive, butigeavew information about increased frequency antbage
with familial/personal history of inflammatory skiesions, an altered distribution of psoriasifogsibns in IBD
patients not seen in the rheumatologic populatio®yarying distribution of lesions depending gueasonal
history of psoriasis, and the failure of resolutadter switching the anti-TNF agents.

In conclusion, psoriasiform and eczematiform skiidns are a significant side effect of anti-TNRdpées. In
our experience, they frequently occur in women atibnts with a familial history of psoriasis andétopy
lesions. Because the most severe forms can lezgstation of anti-TNF therapy they need to be alyef
managed with the help of a dermatologist. All paBeshould be referred to a dermatologist for céihi
evaluation and biopsy of skin lesions if indicatéte recommend thorough treatment of the skin leskpyn
dermatologists with topical corticosteroids, enails, keratolytics, vitamin D analogues, and pihe&icpy.
Skin lesion resolution should be achieved in mases. We would not advise a change in the TNF anisig if
the lesions are unresponsive to conventional tresttr@ithough a larger trial should address thistioe more
specifically. Future research is needed to furéxplore epidemiological, clinical, and fundamemspects of
this vexing paradoxical reaction.
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