


Sunum akisi

EAACI/GALEN/EDF/WAO Urtiker Kilavuzu

Amerikan Allerji Immunoloji Akademisi Urtiker
Kilavuzu

Kilavuzlarda yer almayan tedaviler
Biz ne yapiyoruz?
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Temel yaklasim

Nedenin ya da tetikleyicinin uzaklastiriimasi

Tedavinin amaci mumkun oldugunca az yan
etki ile tam semptom kontroll saglanmasidir

Tolerans gelistirilmesi



Allergy. 2014 Jul§9(7):863-87. doi: 10.1111/al.12313. Epub 2014 Apr 30.

The EAACI/GA(2) LEN/JEDF/WAOQ Guideline for the definition, classification, diagnosis, and management of
urticaria: the 2013 revision and update.

Zuberbier T', Aberer W, Asero R, Bindslev-Jensen C, Brzoza 7, Canonica GW, Church MK, Ensina LF, Giménez-Arnau A, Godse K, Goncalo M, Grattan C,

Hebert J Hide M, Kaplan & Kapp A Abdul Latiff AH, Mathelier-Fusade P, Metz W, Mast & Saini 85, Sdnchez-Borges K, Schmid-Grendelmeier P, Simans FE,
Staubach P, Sussman G, Toubi E, Yena GA Wedi B, Zhu XJ. Maurer M.

Nedenin ya da tetikleyicinin uzaklastirilmasi

llaclar
Fiziksel uyaranlar

Infeksiydz ajanlarin eradikasyonu
/Iinflamatuar durumlarin tedavisi

Fonksiyonel otoantikorlarin azaltiimasi

Diyete yonelik yaklasimlar
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Diyete yonelik yaklasimlar

Besinlere karsi psddoallerjik reaksiyonlar
* Yalnizca glinlik semptomu olanlarda disunulmelidir
e Urtikerin nedeni ya da tetikleyicisi olabilir
e Basari oranlari %28-93 arasinda degismektedir
* Etkili olabilmesi icin en az 3 haftalik diyet gerekir
* Eliminasyon sonrasi diizelme psodoallerjenlerde 2 haftada ortaya cikar

http://www.ecarf.org/fileadmin/documents/psoedoallerjenden_fakir_diyet.pdf
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Semptomatik farmakolojik tedavi

e Antihistaminik ilaclar
 Antihistaminik ilaclara direncli hastalarda tedauvi

secenekleri
* Omalizumab
* Siklosporin
 Montelukast
 H2-blokerler
* Dapson
 Metotreksat
e Sulfasalazin
e IVIG
* Fototerapi
* TNF-a
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Antihistaminik ilaclar

e [kinci kusak H1-antihistaminikler ilk basamak tedavi
e Hastalarin yaklasik %50’si standart dozlara yanit vermez
* Dozun 4 kata kadar artirilmasi onerilir
* Setirizin, desloratadin, feksofenadin, rupatadin, bilastine
* Lizum halinde degil surekli kullanim énerilir

* Degisik antihistaminik kombinasyonundan ziyade doz

artirimi onerilir
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Antihistaminik ilaclara direncli hastalarda tedavi

Lokotrien antagonistleri

e Etkinlikleri tartismali
* Montelukastla ilgili veri daha ¢ok

J Allergy Clin Immunol. 2002 Sep;11003).484-8.

The leukotriene receptor antagonist montelukast in the treatment of chronic idiopathic urticaria: a single-blini
placebo-controlled, crossover clinical study.

Erbaqgci £.
= Author information

Department of Dermatology, Gaziantep University Medical Faculty, Turkey.
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Antihistaminik ilaclara direncli hastalarda tedavi

Siklosporin

* T lenfositleri X

e Bazofil ve mast hiicrelerinden histamin salinimini X
* %60-80 yanit oranlari

* Bir hafta icerisinde baslayan etki

* Yiksek doz (3-5 mg/kg) ile 3-6 ay

e Disuk doz (1-2,5 mg/kg) ile 2 yil

* Yiksek dozile YE 1, dusilik doz ile etkinlik gec

* %50 =9 ay remisyon

* Hipertansiyon, renal toksisite, malignite
 Cocuklar +
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Antihistaminik ilaclara direncli hastalarda tedavi

Omalizumab

e Serbest IgE’ye baglanan humanize monoklonal antikor

e Mart 2014’te Avrupa, ABD ve Turkiye dahil 10 diger
ulkede >12 yas hastalarda H1-antihistaminiklere direncli
KSU tedavisinde endikasyon onayi

* Serbest IgE | ve mast hc ve bazofillerdeki IgE
reseptorlerinde down regtilasyon

 Doz: 4 haftada bir 150-300 mg subkutan

* Doz kilo ve total IgE seviyesinden bagimsizdir



Enjeksiyondan sonraki ilk gtinlerden itibaren UAS’ta belirgind,

Etkinlik doza bagli, en etkili doz 300 mg

Tedavi stiresince devam eden etkinlik

Plaseboya benzer minimal YE

En sik gdriilen YE: bulanti, nazoferanijit, sintizit, USYE, artralji,
basagrisi, oOksuruk

Anaflaksi, Churg-Strauss, parazitik enf, serum-sickness,
trombositopeni, kanama bozuklugu @



Contents lists available at Sciencellirect

Journal of Dermatological Science

journal homepage: www.jdsjournal.com

Omalizumab is an effective and rapidly acting therapy in
difficult-to-treat chronic urticaria: A retrospective clinical analysis

Martin Metz, Tatevik Ohanyan, Martin K. Church *, Marcus Maurer
Charité - linfversitdtcnedisin Berfin, Department of Dermatolegy and Aergy. Rerfin, Germany

e Hastalarinin %83’linde tam yanit

* Tedavi yanitinin hastalik siresi, KSU etyolojisi, IgE dlizeyi ile iliskisi @

* Indiklenebilir Urtikerli hastalarda da yanit yiiksek, ancak kolinerjik ve
soguk Urtikerinde digerlerinden az

* Tedavi kesilince ortalama 4-8 haftada rekurrens

e Etki 1 glin icerisinde ortaya cikiyor

* Etkili olup olmadigini anlamak icin tek tedavi yeterli
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Journal of Dermatological Science
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Omalizumab is an effective and rapidly acting therapy in
difficult-to-treat chronic urticaria: A retrospective clinical analysis

Martin Metz, Tatevik Ohanyan, Martin K. Church *, Marcus Maurer
Charite - Unfversitdt: in Berfin, Dey of wy nd ABevyy. Bevfin, Germany

Yanit yoksa
300 mg ver

Yanit yoksa YANITSIZ
150 mg ile basla \FHW:

Tam yanit alindiktan

Yanit varsa sonra dozu azaltarak ya

- da tedavi araliklarini
4 hfda bir devam acarak devam




An algorithm for treating chronic urticaria JALLERGY CLINIMMUNOL
with omalizumab: Dose interval should be VO'UME133 NUMBERS3
individualized

Treatment interval reduced 1 week Treatment interval reduced 1 week

Treatment
paused

Treatment
.“ ld  paused

Stopped

(treatment failure)

Treatment interval reduced 1 week

FIG E1. Flow chart of the algorithm for omalizumab treatment. *Same time interval was tried 2 to 3 times in
case of the UAS being 2 or more before the treatment interval was reduced by 1 week.
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ilk basamak

ikinci basamak

Antihistaminik dozu x4

ir: umal'

monte




Practice parameler

The diagnosis and management of acute and chronic
urticaria: 2014 update

1. Basamak: ikinci kusak AH monoterapi

[
2. Basamak: Asagidakilerden bir veya daha fazlasi:
- AH doz artirinmi
- Baska bir 2.kusak AH ekle
- H2 antagonist ekle
-Lokotrien antagonisti ekle
‘Gece yatarken T.kusak AH ekle]

3. Basamak: Potent bir antihistaminik doz artirnmi (hidroksizin/doksepin)

\ 2

4. basamak: Alternatif bir ajan ekle:
- Omalizumab ya da siklosporin
- bi{;er anti-inflamatuar ajanlar, immunsupresifler veya biyolojikler

J Allergy Clin Immunol 122;5



Diger ilaclar

e Dapson (25-50 mg/giin)

* Hidroksikolorokin (400 mg/glin)
PROIISITHLIV) Prospektif calisma
* Mikofenolat (2 gr/giin)

* |VIG (0.4g/kg/glin) 5 giin ardisik

* Takrolimus

e Ketotifen

* Antikoagulanlar

Fototerapi
Khan D. J Allergy Clin Immunol Pract 2013.



Diger ilaclar

 Sulfasalazin (2gr/giin)
* Metotreksat (10-15 mg/glin)
e TNF inhibitérleri (Eta, Ada, Inflx)
Retrospektif calisma
e Sempatomimetik ilaclar Olgu bildirisi
* Azatiopurin
e Siklofosfamid

 Rituximab

e Anti-IL-1 tedavileri

Khan D. J Allergy Clin Immunol Pract 2013.



Diger tedaviler

Otohemoterapi

Indian J Dermatol. 2014 Jukfug; 5804): 375382 PMCID: PRMC4103275
doi: 10.4103/001%-5154.13545

Autologous Serum Therapy in Chronic Urticaria: A Promising Complement to
Antihistamines

Panchami Debbarman. Amrita Sil 7 Pivush Kanti Datta 2 Debabrata Bandyopadhyay, and Nilay Kanti Das

Author information » Article notes = Copwright and License information e

J Dermatelog Treat. 2012 Dec,23(6):455-71. doi: 10.310909545534.2011.593485. Epub 2011 Jul 31.

Autologous whole blood and autologous serum injections are equally effective as placebo injections in redu
disease activity in patients with chronic spontaneous urticaria: a placebo controlled, randomized, single-blin
study.

Kocatiirk E', Aktas S, Tlrkodlu £, Kavala M, Zindanci |, Koc M, Can B, Sidodan S.




Diger tedaviler

D vitamini

Beneficial role for supplemental vitamin Dy treatment in chronic

urticana: a randomized study

Andy Rorie, MD *: Whitney 5. Goldner, MD 2 Elizabeth Lyden, MS': and Jill A. Poole, MD"
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Diger tedaviler

Levotiroksin

Clin Exp Dermatol. 2010 Aug;35(6):603-7. doi: 10.1111/].1365-2230.2009.03642 x. Epub 2008 Oct 23,
Effect of levothyroxine treatment on clinical symptoms and serum cytokine levels in euthyroid patients with
chronic idiopathic urticaria and thyroid autoimmunity.

Kivici 8", Gul 00, Baskan EB, Hacioglu S, Budak F, Erturk E, Imamoglu 5.

| # Author information

Abstract
BACKGROUMD: Screening for thyroid autoimmunity in patients with chronic idiopathic urticaria (CIU} is generally recommended. However, there are
not et sufficient data as to whether levothyroxine treatment is beneficial for the clinical symptoms of CIU in patients with thyroid autoimmunity.

AIM: We investigated the effect of levothyroxine treatment on clinical symptoms and serum tumour necrosis factor (TMNF}-alpha, interleukin {IL}-10 and
interferon (IFM)-gamma levels in euthyroid patients with CIU and thyroid autoimmunity.

METHODS: In total, 15 patients with CILU and positive thyroid autoantibodies were randomized to receive either levathyroxine plus 5 mg/day
desloratadine (suppression group, n = @) or & mg/day desloratadine alone {contral group. n = 7) for 12 weeks. Clinical symptoms of CIU, thyroid
hormone levels, thyroid antibodies and serum cytokine levels were assessed at baseline and after the treatment.

RESULTS: There were significant improvements in pruritus score and severity of weals in both groups compared with baseline values, but when the
two groups were compared, there was no significant difference in the patients” clinical symptoms. Thyroid antibody titres were not different according
to intragroup and intergroup analysis. In the suppression group, serum IFMN-gamma and ThF-alpha levels were increased after treatment with
levothyroxine compared with baseline values and there was a borderline statistical significance (P = 0.05 for both).

COMCLUSIONS: These results suggest that levothyroxine treatment is not a reasonable option in euthyroid patients with CIU and thyroid
autoimmunity. Augmentation of cytokine production after levothyroxine treatment seems to be related to the immunomeodulatory effects of TSH-
suppressive treatment.
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- L-tiroksin alanlarda 3-6 ay sonra UAS’ta degisme yok



Diger tedaviler

Antidepresanlar
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Inflammation at
site of writant

Antidepressants in chronic idiopathic urticaria

Doksepin

*H1 + H2 + trisiklik antidepresan
*10-25 mg x3

*Difenhidraminden 800 x * AH etki
*Sedasyon 3-4 glinde gecer

Paroksetin
Fluvoksamin
Sertralin
Mirtazapin

Michelle R. Yasharpour, M.D.," and Inderpal Randhawa, M.D.? A”ergy Asthma Proc 32:419 _424, 2011.




Klinigimizdeki KSU hastalari

M St doz AH %42

B AH komb %28

M Yiksek doz AH %5
m AH+AD %11

M AH+LTA %7

® Oma %3

W CycA %1

m Otohemoterapi %3




Sonuc

Antihistaminiklere direncli KSU icin bircok
alternatif ajan mevcut

Etkinligi kanita dayali tipla kanitlanan
siklosporin ve omalizumab

Omalizumab etkili, guvenli ve bilimsel
dayanagi olan bir ajan

Optimal tedavi dozu, suresi, araligi, etki
mekanizmasi ?
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