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COCUKLUK CAGI



Cocuklarda Biyolojik Ajanlar

Biyolojiklerin gocuklarda kullanimi ?
*Yetigkin yas grubu ile kiyaslandiginda psoriasis

icin uzun donem guvenlik verileri eksik
*|[L12/23 inhibitorleri > TNF-a blokurleri

*Cocuklarda uzun donem guvenlik veri kaynagi:

*Romatoloji (JIA)
*Gastroenteroloji (Crohn hastaligi)



AAA

Avantaj Dezavantaj
Dozlamasi daha kolay Yuksek maliyet
Daha az tetkik gerekir Kullanim onayi ve geri demesi yok
End-organ toksisitesi daha az Enjeksiyon yada infuzyon seklinde

kullaniimasi



Etanercept

Infliximab

Adalimumab

Ustekinumab

0.8 mg/kg SC /
hafta

3.3-5 mg/kg IV
0, 2, 6, sonra
her 7-8 hafta

24 mg/m? SC
(max. 40 mg)
2 haftada bir

Belirtiimemis
Tek olgu: 45 mg
0, 4, sonra her
12 haftada bir
devam eden bir
calismada dusuk
doz (0.375
mg/kg) ve
yuksek doz (0.75
mg/kg)

0, 4, sonra 12
haftada bir

*PPD
*Elektrolitler
KCFT

CBC

*Hepatit A/B/C
(risk varsa)
*HIV (risk varsa)
Kisiye Ozel
tetkikler

« PPD, diger
biyolojik ajanlarla
ayni

*PPD yilda bir
*CBC

* KCFT her 4-6
ay

« infliximab ile
daha sik KCFT

* Kigiye gore
ereken ek
etkikler

*PPD yilda bir,
diger biyolojik
ajanlarla ayni

* Asilarin _
guncellenmesi

«Canli ve canli
atenue asilardan
kacinilmasi
(varicella, MMR,
oral tifo, sari
humma,
intranazal
influenza, herpes
zoster, BCG)

*Tedaviye
baslamadan
once evde temas
ettigi kigilerin
asilanmasi



Etanercept

Tum biyolojikler icinde ¢gocuklarda en genis veriye sahip
Etkinligi cesitli RCT gosterilmis
EMA (2009):
Ciddi, kronik, tedaviye direncli yada diger sistemik tedavileri
tolere edemeyen, 26 yas, psoriasis tedavisi icin onaylanmis

FDA:
Psoriasis i¢in onay yok (<18 yas)
>2 yas JIAicin onay var
Doz: 0.8 mg/kg (max 50) hafta
Yada 0.4 mg/kg haftada iki




ORIGINAL ARTICLE

Etanercept Treatment for Children
and Adolescents with Plague Psoriasis

Ary 5. Paller, M.D., Elaine C. 5 ed, M.D., Richard G. Lan gley, M.D.,
Alice B. Gottlieb, M.D., Ph.D., David Pariser, M.D., lan Landells, M.D.,
Adelaide A. Hebert, M.D., Lawrence F. Eichenfield, M.D.,
Waishali Patel Pharm.D., M.5., Kara Creamer, M.S.,

and Angelika Jahreis, M.D, Ph.D,,
for the Etanercept Pediatric Psoriasis Study Group

Faz lll, ¢ift kor, RKC

4-16 yas, 211 cocuk, 0.8 mg/kg/hafta ve plasebo 48 hafta
izlem

12 hafta PASI 75 — % 57 - %11 (yetiskin 25x2 alan
hastalardan yuksek, 50x2 alanlarla aynt)

36 hafta (acik uc 24 hafta ) PASI 75 —> % 68 - % 65
Yan etki: 3 enfeksiyon (2 gastroenterit, 1 pnomoni)

Ciddi yan etki yok



i
Long-term etanercept in pediatric patients with plaque
psoriasis

Amy 5, Paller, MID." Elaine C, Siegfried, MI.” Lawrence E Eichenfield, MD,® David Pariser, MD,*
Richard G. Langley, MID," Kara Creamer, Ms," and Crrep Rricorisn, MDD’
Chicago. Hiinois; Saint Lowis, Missouri; San Diego and Thousand Oalks, California; Norfolk, Virginia and
Halifax, Nova Soolia, Canada

264 haftalik acik uclu izlem, 140 hasta
Etkinlik, tolerabilite ve guvenlik devam etmis
Ciddi yan etki rapor edilmemis

(6Iijm, kanser, firsatgl enfeksiyon, tbc, demiyelinizan hastallk)
En sik yan etki: Minor enfeksiyon

(USYE, farenjit, enjeksiyon bolgesi reaksiyonu ve basagr|5|)



Papoutsaki M, et al. Etanercept for the treatment of severe childhood psoriasis. Br J Dermatol. 2006 Jan;154(1):181-3.

Kress DW. Etanercept therapy improves symptoms and allows tapering of other medications in children and adolescentswith moderate to severe
psoriasis. J Am Acad Dermatol. 2006 Mar;54(3 Suppl 2):S126-8.

Fabrizi G, Guerriero C, Pagliarello C. Etanercept in infants: suberythrodermic, recalcitrant psoriasis in a 22 month-old child successfully treated with
etanercept. Eur J Dermatol. 2007 May-Jun;17(3):245.



Extended report

Long-term follow-up on effectiveness and safety of -
etanercept in juvenile o e S ey,
nati Onal reg iste r & NE, American College of Rheumaiology

F HM Prince,’ M Twilt,* R ten Cat
E P A H Hoppenreijs,® M van Santen

L WA van Suijlekom-Smit’ Safety and Efficacy of up to Eight Years of
Continuous Etanercept Therapy in Patients With
Juvenile Rheumatoid Arthritis

T TIRT T o RTIE O LTI
Vol. 60, No. 9, September 2009, pp 2794-2804
DOI 10.1002/art. 24777

© 2009, American College of Rheumatology

Daniel 1. Lo
Shao-Lee

Long-Term Safety and Effectiveness of Etanercept in
Children With Selected Categories of
Juvenile Idiopathic Arthritis

E. H. Giannini,' N. T. Ilowite,” D. J. Lovell,' C. A. Wallace,> C. E. Rabinovich,* A. Reiff
G. Higgins,® B. Gottlieb,” N. G. Singer,® for the Pediatric Rheumatology Collaborative Study
Group, Y. Chon,” S--L. Lin,” and S. W. Baumgartner9

Etanersept ile ilgili uzun donem veriler JIA kullanimindan geliyor (1999)

ki farkli hastalik grubunda guivenilirligi karsilastirmak uygun olmasa da yol gosterici
Advers etki riski 0.12 hastalyil, ciddi enfeksiyon riski 0.03 hastal/yil

Sure uzadikga artis olmamis

*Non-demiyelinizan noropati, varisella menejiti, sepsis

*Firsatgl enfeksiyon, demiyelinizan hastalik, olum &
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A. Would you consider a biological therapy when treating

812 Original Article O1: 101 111/5.1610-0387 2 children? H so, which biologic do you use?
100
Juvenile psoriasis and its clinical management: »
an
a European expert group consensus -
Mona Stahle', Nilgun Atakan®, Waolf-Henning Boehncke®, Sergio Chimenti®, Estaban Daudén®, £ w0 )
Alberto Giannetti®, Peter Hoeger', Pascal Joly®, Andreas Katsambas®, Knud Kragballe' Jo Lambert", g 5 B Adalimumab
Jean-Paul Ortonne™, Joerg C. Prinz", Lluis Puig", Marieke Seyger™, Robert Strohal's, g a Etanercept
Peter van de Kerkhoff'”, Wolfram Sterry ' g‘ = Infliximah
(1) Karolinska Institutet Stockholm, Sweden an +——
(2) Hacettepe University, Ankara, Turkey 20
(3) Johann Wolfgang Goethe-University, Fran kfurt, Germany
(4 University of Rome, Rome, taly i +———
(5) Hospital Universitario de la Princesa, Madrid, Spain

(6) Universita di Modeana e Reggio Emilia, Modena, [taly
(7) Kath. Kinderkran kenhaus Wil helmstift, Abt. Pidiatrische Deramtologie, HamburgGermany Flague Guttate Pustular  Erythrodermic
(8) Rousn University Hospital, Rouen, France
(%) Andreas Sygros Hospital, Athens, Greece
(10 Aarhus University Hospital, Aarhus, Denmark

B. Would cons|der a biological therapy a3 a first-line
(11) Ghent University Hospital, Ghent, Belgium you Py

; - treatment?
(12) Hépital L'Archet 2, Nice, France
(13) Ludwig-Maximilians University, Munich, Germany 100
(14) Haspital Santa Creu i Sant Pauw, Barcelona, Spain an
(15) Uniwersity of Nijrmegen, Mijmagen, Tha Metherlands
{16) Federal Academic Hospital of Feldkinch, Feldkinch, Austria an
(17) University Hospital Mijmegen, Nijmegen, The Netherands —
(18) Charité - Universitdtsmedizin Berlin, Germany E. 50
i H Adalimumab
5§ %
E &0 Etanercept
50 B Infliimab
n
1
o
Flague Guttate Pustular  Erythrodermic

Etanercept juvenil kronik plak psoriasis tedavisinde guclu
etkinlik, mukemmel tolerabilite, ve iyi guvenlik profili nedeni ile
Ilk basamak tedavi ajani olarak tercih ediyor (%70 )



Infliximab

FDA (20006); Pediatrik Crohn hastaligi (=6 yas)
Cocukluk cagil deneyimi pediatrik GE vakalari
Yan etkiler; diger anti TNF lerden daha T

(Tbc reaktivasyonu, enfeksiyon, KKY, infuzyon rxn)

**Hepatosplenik T-hucreli lenfoma
*INF + 6-mercaptopurine / azathioprine
*Crohn hastasi ¢ocuk ve genclerde nadiren

Fatal potansiyeli var
*TNF alan ¢gocuk ve yetigkinlerin yakin takip edilmeli



IEEA4 Supcessidl wse of indiimab iollosing a failed course of elaneroopl in & padialric padont jeScholarship
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Dermatology
Onﬁm ) Dermatology Online Journal

J UC Davis

Successful use of infliximab following a failed course of etanercept in

a pediatric patient

Meil M Farnsworth MD, Saira J George MD Sylvia Hsu MD
Dermatology Online Journal 11 {3): 11

Department of Demmatology. Baylor College of Medicine, Houston, Texas. shsu@bom.edu

Dermatology 2006;213:350-352

DOI: 10.1159/000096202

Anti-TNF-« Therapy in Childhood Pustular
Psoriasis

Teresa M. Pereira®, Ana Paula Vieira®, José Carlos Fernandes?,
Henedina Antunes ®. A. Sousa Basto®

Departments of ?Dermatology and Venereology, and
bpediatrics, Hospital de 530 Marcos, Braga, Portugal

INF pediatrik psoriasis — olgu raporlari

Direncli plak psoriasis ve generalize pustuler psoriasis
Doz: 3.3 -5 mg/kg , 0, 2, 6, ve her 7-8 haftada bir
Etkili ve hizli etki baslangici (saatler icinde)

CORRESPONDENCE

Letiers io the Editor are welcomed for publication (subjed io editing).
Letters must be signed by all authors, typewritten double spaced,
and must not exceed two pages of text including references. Two
copies of all letters should be submitted along with one copy on
disk. Letters ahould not duplicate material submitted or published
in other journals. Prepublication proofs with not be provided.

SUCCESSFUL TREATMENT OF PEDIATRIC
PSORIASIS WITH INFLIXIMAB

To the Editor:

We report on a 13-year-old girl with an 8-year history
of severe psoriasis with inflammatory, discoid plagues
involving the runk and limbs treated with a humanized anti-
tumor necrosis factor (anti-TWNFj-o monoclonal antibody
(infliximab). The patient was particularly bothered by
severe, fissured, confluent, hyperkeratotic plagues on the
palms and soles (Fig. 1A} that limited day-to-day activities
and sporis such as tennis. Intensive topical therapy and
courses of phototherapy were ineffective. A minimal re-
sponse was obtained with methotrexate and only partial im-
provement occurred with cyclosporine administered over a
I-vear period. Subsequent courses of mycophenolate mofetil
and acitretin also failed to induce further improvement.

Figure 1. (A) Soles of the feat prior to infliximab therapy.
gl]]) Soles of the faat 18 manths after initiation of infiimab
erapy (January 2002).




Infliximab

Kanitlanmis etkinlik ve hizl etki baslangici — direncli, hizl
progresyon gosteren pustuler psoriasisde kurtarma tedavisi

Cocuklarda deneyim az, hayati tehtid eden cidi ciddi
pustuler psoriasis olgulari daha uygun

Etkili olmakla birlikte diger psoriasis formlarinda kullanimi
ve idamesi konusundaki veriler yetersiz



Adalimumab

EMA ve FDA tarafindan pediatrik psoriasis icin
onayll degil

FDA (2008): JIA, 24 yas

Cocuklarda uzun donem guvenilirligi?

IBD ve JIA deki guvenlik profili diger TNF lerle ayni

En sik: Enfeksiyon ve enjeksiyon bolgesi rxn

Doz: SC 24 mg/m2 (max 40 mg) 2 haftada bir



RECALCITRANT PUSTULAR PSORIASIS
SUCCESSFULLY TREATED WITH

ETFE T ]'l'.‘l'_lr'\'_rll_? B =

ADALIMUMAB

Abstract:

We report a 13-year-old girl with severe
pustular psoriasis who had an excellent response to
treatment with adalimumab after failure with metho-

trexate, acitretin, cyclosporin, phototherapy. and bio-

logic drug

Fournal of Dermatological Treatmene. 2005; 16: 350-352 @ Taylor & Francis
Taphe K gy o
CASE REPORT

Adalimumab effectively controlled recalcitrant generalized pustular
psoriasis in an adolescent

JEFFREY P. CALIEN & JOE H. JACKSON

Diimston of Dermarology, Universiny of Lowiseille, Lowiroiile, KY, US4




Adalimumab

Pediatrik psoriasis; RKC yok

Adalimumab-mtx

4-17 yas arasl| gocuk psoriasis,

Cok merkezli, ¢ift kor (2010)

Yetiskin psoriasis ve PsA deki basrisi, cocuklarda
diger hastaliklardaki etkinlik ve guvenilirligi
popularitesini arttiriyor

Yakin gelecekte adalimumab ¢ocuk ve
adolesanlar icin alternatif tedavi olabilir

Henuz calismalar yeterli deqil



Anti-TNF kara kutu uyarisi

Anti TNF ajanlar pediatrik populasyonda lenfoma
ve diger maligniteler icin artmig risk uyarisi tasiyor
lliski net degil ama dikkat edilmeli

Bildirilen olgular altta yatan hastalik yada birlikte
kullanilan ilaglar nedeni ile artmis risk tasiyorlar
Psoriasis hastalarinda herhangi bir malignite
bildirisi yok

Bu risk dikkate alinmali ve aileler bilgilendiriimeli




Ustekinumab

Anti IL-12 / IL-23 ab

45 mg SC, 0 ve 4 hafta sonra her 12 haftada bir
Cocuklarda etkinlik ve guvenilirligi ile ilgili veriler sinirli

Dermatology s== g
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Cl \ D M U S A Study of the Safety and Efficacy of Ustekinumab in Adolescent Patients with Psoriasis

Faz [l RCT
Kronik plak psoriasisli adolesanlarda Ustekinumab

etkinlik ve guvenilirlik arastirmasi

Etki baslangici hizli
Dozlama araligl uygun

Adolesanlarda onerilmesi icin erken



Asilama ve Biyolojikler

TNF tedavisi altinda canli agi1 yapilmamasi oneriliyor
Gerekli durumlarda anti-TNF ara verilmeli (3-6

ay once, 3-4 hafta sonra)

Canli agilarda dissemine enfeksiyon riski
lIgili Ol hastali§in asi ile alevlenme riski
Asilamanin etkisiz olmasi

Asilar anti TNF altindayken DE etkili olabilir; yapilan
aslya ve kullanilan ajana gore degisir
Cocuk ve adolesanlarda yapilan butun asilar igin

calismalarin yapilmasi gerekir ( orn. Meningokok,
HPV...)




Karsinogenez

Yetiskin hastalarda, kontrollu calismalarda anti TNF
lle lenfoma insidansi diger ajanlardan daha yuksek

JIA yada IBH, <18 yas, 30 kanser (1998-2008)

TNF + diger immunsupresifler
%50 —lenfoma ( HL ve NHL)
%50 —losemi, melanom ve solid organ tm

RA ve psoriasis de lenfoma riski normalden daha
yuksek

Crohn hastaligi, JIA icin bilinen bir komplikasyon
deqil

TNF blokurlerinin buradaki rolu?



Cocuklarda biyolojik ajan kullanirken...

DN N N N

AN

Direncli plak, eritrodermik ve pustuler psoriasisde
2 /3 basamak tedavi ajani

Sadece ETA, EMA tarafindan ¢ocukluk cagi plak
psoriasisde onaylanmis

Uzun donem guvenilirlikleri bilinmiyor

Geri odemesi yok / maliyeti yuksek

Lenfoma gelisimi acisindan kara kutu uyarisi var!
Biyolojik ajan kullanan butun ¢ocuklar yan etki
acisindan siki takip edilmeli ve bildiriimel
Cocuklarda anti TNF ajanlarin potansiyel faydalari
potansiyel risklerinden daha fazla



GEBELIK



Gebelikte Biyolojikler

Butun biyolojikler FDA kategori B—~hayvan calismalarinda
risk yok insanlarda yapilmis yeterli kontrollu ¢calisma yok,
fetuse zarar?

Gebelerde etik nedenlerle ilaclarin guvenilirligini arastiran
randomize calismalar planlanmiyor

Plansiz gebelik, konsepsiyon esnasinda yada ilk tm de
maruz kalma

Gebe kadinda aktif ve direncli hastalik icin bilerek
kullaniimis



Kimme L. Hyrich and Suzanne M. M. Verstappen

Taere 1 Biologic drug structure and current UK summary of product recommendations on use during pregnancy

Cument UK summary of
product recommendations

for use during pregnancy®

Etanercept
Infliximak
Adalimumab
Golimumab
Certolzumab pegol
Rituximab

Anakinra
Abatacept

Tocilizumak

Soluble p75 TNF-receptor and IgG1 Fe
portion fusion protein

Chimeric human-murine lgG1 monoclonal
antibody against TNF

Fully human monoclonal 1gG1 antibody
against TNF

Fully human monoclenal 1gG1 antibody
against TNF

Pegylated humanized antibody Fab' frag-
ment against TNF

Chimeric human-murine lgG1 monoclkonal
antibody against CD-20 (on B cells)

Recombinant human IL-1 receptor
antagonist

Extracellular CTLA-4 domain and IgG1 Fc
portion fusion protein

Humanized monoclonal lg&1 antibody
against IL-6 receptor

Discontinue at least 3 weeks prior to
conception

Discontinue at least 6 months prior to
conception

Discontinue at least 5 months prior to
conception

Discontinue at least 6 months prior to
conception

Discontinue at least 5 months prior to
conception

Discontinue at least 12 months prior to
conception

Mot recommended during pregnancy—no
details on cessation advice

Discontinue at least 14 weeks prior to
conception

Discontinue at least 3 months prior to
conception

“Source: www.medicines.org.uk [1].




Potansiyel risk | - Enfeksiyon

Anti-TNF kullanimi ile ciddi firsatci

enfeksiyon riski artar
Tedavi basinda risk daha yuksek
Hastalik aktivitesi kontrol altina alindiktan sonra azalir

Gebelikte rolatif bir immunsupresyon varligi
+ anti TNF kullanimi enfeksiyon riskini
arttirabilir

Ozellikle intraselliiler (L.monositogenes )

enfeksiyon riskiT

Dusuk riski, yuksek neonatal morbidite ve mortalite
Onlem; gebelikte gtivenli yiyecek tiketimi hakkinda
bilgilendirilmel



Potansiyel risk |I- Transplasental Gecis

Kullanilan biyolojiklerin cogu antikor yapisindadir ve
bebege gecer

Monoklonal antikor yapisi (INF, ADA, UST)
Plasentadan aktif olarak transfer edilir
3 tm de bebekte yuksek kan seviyelerine ulasir.

YD ve sutte ilk birkag hafta anneninkine esit
Anne tedavi altindayken ve sut vermesine ragmen giderek azalir

FUzyon proteini yapisi (ETA)
Monoklonal antikorlara gore transplasental gecisi daha azdir
Kordon kaninda anne kaninin %4-7 si kadardir
Bu antikor yapisi bebege daha az geciyor ve zaman icinde azaliyor



Potansiyel risk |ll- Gelisen bebek uzerine etki

Rutin cocukluk (DTB ) asilari etkili ve guvenilir (veriler sinirl)
Canli ve attenue asilar icin = 6 ay bekle
Eger seyehat nedeni ile daha acil asilama gerekli ise???

Crohn hastaligi
Gebelik boyunca INF
kullanan anne

3. ayda BCG asisini takiben SHORT REPORT o o

di . faksi Case Report: Fatal case of disseminated BCG infection
|ssem|ne" ?_n eKslyon in an infant born to a mother taking infliximab for
4.5 ayda olum Crohn's Disease

Bu nedenle Can|| a§|lara Kuldeep Cheent ®, Jonathan Nolan *, Sohail Shariq ®, Liina Kiho °,

d|kkat ed||me|| Arabinda Pal®, Jayantha Arnold **

tment of Gastroenterology, Eoling Hospital NHS Trust, Middlesex, LK
artment of Celiular Pathology, The Royal London Hospital, London, UK



Laktasyon

Sute gecis: IgA>>> az miktarda IgG ve M

Sutteki anti-TNF maternal dolasimdan ¢cok dusuk
Bebek anne sutu almasina ragmen bebekteki ilag
seviyeleri de giderek azalir

Her cocuk gun boyunca ne kadar anne sutu aliyor?
Proteinlerin (biyolojik ajan) GIS de ne kadari emiliyor?

Az sayida olguda anti-TNF altinda (ETA ve INF) sut
vermeye devam edince bebekte olumsuz etki bildiriimemis



Biyolojik ajan kullanan babalar

Bildirilen degisiklikler:
Semen anomalisi (INF)
Asthenozoospermi (AS igin INF)
Semen hacminde belirgin artis ve azalmis sperm motilitesi (CH igin INF)
Sperm kalitesi farki yok (SpA icin INF, ETA, ADA)
SpA Ii hastalarda anti-TNF kullanmayanlar sperm motilitesi daha kotu

Bildirilen olgular:
20 erkek, 25 gebelik, 23 U saglikli bebek
1 dusuk
1 terapotik sonlandirma (1 tm hidrosefali, baba konsepsiyon sirasinda MTX aliyor)

Erkek infertilitesi bildiriimemis
Erkeklerde anti TNF kullanimi gebelik ve
yenidogani olumsuz etkilemiyor



Gebelikte anti-TNF ile ilgili deneyimler

Bildirilen malformasyonlar normal populasyondan az
(%3)
Sabit bir patern yok

VACTERL

ETA , ADA 2 olgu (baska olgu yok)
=3 vertebral defekt, anal atrezi, 3 kardiak defekt, trakea-ozefageal

fistul, renal anomali, ve ektremite anomalisi
Erken spontan dusuk oraninda hafif artis (es

zamanl MTX)



Kadinlarin gogu aktif hastaligl oldugu icin ek
tedaviler aliyor
(MTX, leflunamid, ve metronidazol)

Gebelikte bu ilaglara maruz kalma suresi ve zamani
farkli sonuclara yol acabilir

Gebelik oncesi veya suresince biyolojik ajanlara

maruz kalinmasi:
v'"Malformasyon riskini arttirmaz
v'Gebelik Uzerine olumsuz etkisi yok



ilag

Infliximab

Etanercept

Adalimumab

Hasta / stuire

156

%70iilk TM
%5-10 tum gebelik
suresince

199

%70iilk TM

geri kalani ya diger
tm yada gebelik
suresince

105 gebelik
%90 ilk TM de
%10 gebelik
suresince

14

Malformasyon

1 intestinal malrotasyon (+leflunamid)

1 fallot tetralojisi

1 intraserebral ve intrapulmoner hemoraiji
1 6lum (3. gun nedeni ?)

2 respiratuvar distres

2 gelisme geriligi (1hipotiroidizm )

1 VACTERL

1 kongenital megakolon,

1 ASD +PDA+ esotropia veinguinal hernia

1 transvers mide+ epispadias+kong eye defect,
ikizinde de mide dislokasyonu

1 VSD +patent foramen ovale+PDA

1 VSD + pulm stenoz

1 pilor stenozu

1 kistik adenomatoid malformasyon

1 hypospadias with inguinal hernia,

1 volvulus, 1 microcephaly, 1 congenital hypothyroidism and 1
Trssomy 21

1 VACTERL

1 inmemis testis

1 mikrosefali

1 VSD

1 kongenital kalga displazisi+inguinal herni

1 kongenital hipotiroidi

1bikUspid aorta+korpus kallosum agenezi, ikizinde PDA
1 kongenital hidronefroz ikizinde spontan abortus



doi: 10.1111/ajd.12214

Dear Editor,

Pregnancy outcomes of two patients exposed Lo
ustekinumab in the first trimester

Our dermatology unit recently treated two patients, both
with unplanned pregnancies while on ustekinumab for
psoriasis.

ER, a 34-yvear-old woman with a history of recalcitrant
psoriasis received her last dose of ustekinumab at 4 weeks’
geslation; having received a total of four doses. She had an
uneventful pregnancy and delivered a healthy, full-term
female infant with no complications. BF, a 21-year-old
woman who had previously failed conventional therapies as
well as a trial of etanercept was found to be unexpectedly
4 weeks pregnant while receiving ustekinumab. She had
received a total of five doses; the last at 2 weeks’ gestation.
She experienced a significant flare of psoriasis at 34 weeks’
gestation but had an otherwise uncomplicated pregnancy.
The delivery of a healthy, full-term baby ensued with no
complications.




OTIS
(Organization of Teratology Information Specialists)
v GoOzlenen major yapisal defektler genel
populasyonla ayni

v'Preterm dogum ve buyume geriligi ilacli/ilagsiz
hasta grubunda ayni; altta yatan hastaliga bagli

v'VACTERL spektrumunun parcgasi olan bazi
kongenital anomalilerde artis saptanmis

v En sik kardiak anomali bildirilmis, 24 bebek
(59%)



Ozetle....

Konsepsiyon sirasinda anti-TNF kullanimina bagli olumsuz
etki bildiriimemis

Gebeligin ileri doneminde anti TNF almak (Mab) bebekte

yuksek ilag seviyesi olusturur
IgG ab yapisindaki (INF, ADA, UST) gebelik olusur olusmaz, yada
kesilemedigi durumlarda <30 hafta (20-22 hafta) kesilmeli
ETA transplasental gecisi daha az

Biyolojik ajanlara maruz kalan bebeklerde ilk 6 ay canli asi
yaplimamall
Bu maruziyetin uzun donem etkisi bilinmiyor
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