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e 13 yas, Erkek
e >4 yas vizing ataklar
e > 6 yasinda Alerjik Rinit semptomlari

e > 11 yas: Agir Astim
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* Deri Prik Testi: Cok sayida aeroallerjene duyarli

(Ev tozu akarlari, kopek tlyl, cayir /yabani ot karisimi)
e Total IgE: 948 IU/mL

e Periferik Eozinofil sayisi: %4 (# 420/ml)

e BMI: 23 kg/m?2
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Tedavi

Flutikazon dipropiyonat / Salmeterol (1000/100 pg/gilin)

4

Montelukast (5 mg/giin)
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* Son yilda:

Ayda 1 atak

Ataklarda hastaneye yatis ve sistemik

steroid kullanimi (+)

e Gece semptomu: 2 kez/ay;
e GUnduz : > 2 kez/hafta

e Egzersiz kisithhg (+)
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e Tedavi uyumu iyi
e ilac kullanim teknigi dogru

e Komorbid hastalik:
e GOR: Aile ek tetkik yaptirmak istemedi.
e Omeprazol (2ay) tedavisi ile yakinmalarda diizelme yok
e Rinosinuzit: Nazal KS ile kontrol altinda

e Alerjenlerden korunma énlemleri uygulaniyor

e Sigara maruziyeti yok
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| . 3} Viieut afirhi (kg)
Baslangg
| IgE’si (IUfml) >20- 25 >25-30 _ >30-40  >40-F0__ >50-60 >60-70 >70-80 >80-90  >90-125 >125-150 >150-200

2 30-100 4 HAFTADA BiR L"fcm_ram icin 225
> 100-200 BKZ. Tablo 2 375
= 200-300 375 525
> 300-400 450 515
> 400-500 375 375 525 600
= S00-600 375
= 600-700 225 375 450
= 700-800 225 225 300 35 450 450
> R00-900 225 225 300 s as0 525

= 000-1000 225 300 3?5} 515 600

> 1000-1100 225 300 375 450 600 UYGULAMAYINIZ

> 1100-1200 300 300 450 535 &00 doz dnerisi igin veri meveut degildir.

= 1200-1300 300 375 450 525

> 1300-1500 300 375 525 600

Omalizumab : 4 hafta ara ile 450 mg sc
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e Semptomlarda ve QoL skorunda iyilesme (3.9—26.5)
* Hastane yatis @

e Sistemik steroid @

e AKT: KontrollU

e IKS dozu azaltildi ve montelukast kesildi /17ay
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FVC (beklenen%)

FEV1 (beklenen%)

Post BD AFEV1 (%)
FEV1/FVC (%)

FEF25-75 (beklenen%)
Post BD AFEF25-75 (%)
AKT

Giincel tedavi

95 97
74 85
7

69 73
41 55
8

22 25

Flutikazon 100pug/giin + salmeterol + omalizumab
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* |gG1 yapisinda rekombinant, humanize monoklonal antikor
e 2003:FDA 2>12vyas

e 2005: EMA

e 2009: Avrupa’da 6-12 yas icin onay

e 2016: FDA 6-12 yas icin onay
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Anti-Igk

Etki mekanizmasi

e Serbest IgE dlizeylerinde
azalma

e Total IgE duzeyinde artis
(serbest/bagl), elim. hizi
disuk

* FcERI ve FcERII
ekspresyonunda azalma

e Alerjik kaskadin kesilmesi

e Periferal/bronsiyal dokuda
eozinofil, IL-2,4,5, 13, GM-
CSF azalma

e Periferik bazofil sayisinda
azalma

Anti-IgE decreases
free-IgE and reduces

FceRI expression
T A i
endritic /O
cell (DC) \ O
=" g —'% Mast cell/basophil

Eosinophil
Anti-lgE reduces
eosinophil influx

x Clinical
: effects

x Clinical

effects
Anti-IgE reduces
DC FceRI expression
and could decrease

presentation of

Tissue
allergen to T cells

infiltration

Holgate S, Allergy 2009;64:1728
Hill DA et all, Allergy 2014,69:674



WS Anti-Igk

e |gE duzeyi
baslangicta artar,
sonra azalir
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e |gE Gretiminde
azalma:IgE Gretimine
paralel azalir (54/yil),
5.yilda sbt duzeye
erisir
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e Tedavi kesimiyle
yavasca yukselir

Production rate (g day™")

(Bazal degere ulasma =215 yil)

Lowe PJ, et al Br J Clin Pharmacol 2009;68
Lowe PJ, et al BrJ Clin Pharmacol 2011;72
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Reduced lung function

. (FEV <B0% predicted)® -

Frequent night awakenings and or
daytime symptoms despite allergen
avoidance and optimal
management

*Mot applicable in children less than 12 vears

Anti-IgkE endikasyonlari

Apge = 6 vears

Skin Prick Test or specific
IgE positive to perennial
aeroallergens

scrum Igk
_ 30-1.500 1UimL

Indications for
_ omalizumab

Multple severe asthma
exacerbations, with need for:
= gystemic steroids andfor
- hospitalization and'or
- [CU stay

Abbreviations: IgE, mmmunoglobulin E; FEV , forced expiratory volume in | second; ICU, intensive care unit,

Mirra V, BMC Pediatr 2018



Anti-IgE: SUT Ek 4/F
(Ayakta tedavide saglik raporu)

R
NN
\\4

e >12 yas
e Agir persistan alerjik astimi ve VA: 20-150 kg olan
e Yiksek doz IKS + LABA ve/veya LTRA yanit alinmayan

e En az perennial aeroallerjene duyarli (ev tozu akari, kedi kopek
tuyud, hamambaocegi, kuf gibi)- Spesifik IgE veya SPT

e Total Ig E: 30-1500 IU/ml

e Alerji / Gogus hastaliklari / Klinik immunoloji uzman hekimlerinden
en az 2’sinin yer aldigi rapor ile 16 hafta

e 16 haftanin sonunda tedaviden cevap alinmasi halinde 1 yil sireli
yeni saglk kurulu raporu
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> Tedavi izlemi icin 6neriler

Omalizumab Joint Task Force Report of AAAAI/ACAAI
(2007/2011)

e Hastadan onam alinmali
e Anafilaksi egitimi verilmeli
e Epinefrin otoenjektor recete edilmeli (1/2 adet)

Otoenjektoru enj once ve 24 sa sonrasina kadar yaninda
tasimali

e Enj. oncesi fizik inceleme (vital bulgular ) ve SFT yapilmali
Ilk 3 dozda 2 sa, diger dozlarda 30 dak gdzlem
16.hafta tedavi kesimi / devami karari

Holgate S, Allergy 2009;64:1728
Hill DA et all, Allergy 2014;69:674
Cox L, JACI 2011:128:210
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Anti-IgE / Yan etkiler

‘e Yan etkiler placebo grubuna benzer (nazofarenijit, bag
agrisi, USYE; sinlizit), 6-75 yas RCT

e Urtiker: kontrol grubuyla benzer siklikta

e Anafilaksi (% 0.2)

* Trombositopeni (omalizumab: %3.4/ kontrol: %2.3)
e Malinite: Risk artisi bulunmamis

e Tromboemboli: CV/CVE olay icin risk artmis bulunmus.
Agir astim grubuna bagli olabilir fakat risk artis
dislanamaz

e Gebelik: Risk artisi gortulmemis

| -

CorrenJ et al CEA 2009; 39 Long A, JACI 2014;134:560
Iribaren C, JACI 2017; 139:1489 Namazy J, JACI 2015;132:407
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Anafilaksi % 0.09 (%0.1/0.2)
Gec baslangicli/uzun seyirli
Hizli/yavas seyir gosterebiliyor
%40: ilk dozda
1/3: 3.dozdan sonra
Baslangic: <30 dk-4 glin

1/3: ilk 30 dak

1/3: 30dk-6sa

1/3:>6sa
Epi yanith, bazen >1doz
Reaksiyon zamani reaksiyon
siddetiyle orantili degil
Sebep? (Kanda peak diizey: 7-8
gin /Liyofilize toz)

Anti-IgE

TABLE lll. Summary of reaction timing in comparison with
omalizumab (Xolair) dose and recommended wait period

Reactions Reactions
Total occurring occurring
with within the beyond the
known recommended recommended Timing

Dose Patients* timing wait period{t wait periodi unknown
1-3 44 40 33 (B2%:) 7 (18%) 4
4 and 33 29 20 (68%) 9 (32%) 4

subsequent
Total 77 69 16 (23%) 8

Cox L, JACI 2011;128:210
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Etkinlik

Orta/agir alerjik astimli ¢ocuk, adolesan ve eriskinde

e Atak #, sonbaharda atak#
e Semptomlar

e Hastane yatisi

e Acil basvurusu

e Okul kaybt

e KEBA ihtiyaci

e |KS dozu

|

SFT duzelir
QoL yukselir

Federico MJ, et al Adv Pediatr 2016:63

Teach SJ et all JACI 2015;136




Annualized rate

B Omalizumab (n = 2511)

P <001
| Control (n= 1797)
0.7 5
0.623
0.6 - P < 001
0.5+
0.443
0.4 4
0.332
Lt 0.252
P =041
P=013
0.2 4
0.1 0.062 0.066
0.030 0.026
0 _— , .
Total emergency Hospital admissions Emergency room Unscheduled doctor
V1Sits VISIts VISits

7 randomize kontrollt calisma (n=4308)

Bousquet J, Allergy 2005;60:302
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Etkinlik
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Yorgancioglu A, Int Arch Allergy immunol 2018



RT of Anti-IgE for Asthma in inner City Children

Placebo
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Widih of the bands represenis the 95% confidence interval.

e n=41, 6-20 yas, persistan AA, DBPC 60 hafta anti-IgE,
e Atak gecirenler: %30.3 vs %48.8 (p<0.001)

e Mevsimsel artislar ortadan kalkmis
e Anti-IgE grubunda IKS (p<0.001) ve LABA (p=0.03) dozu diismus

Busse WW, N Eng J Med 2011:364




AW, Preseasonal Treatment anti-IgE vs ICS boost to

N prevent fall asthma exacerbations
o N— 478 A Treatment Steps 210 5 Trealment Step 2 1o 4
n= ol M:048(025,092) R SRR | 4
* 6-17 yas &
3 40
e >1 atak/19 ay icinde % % | I ’
24 =3 m
¢ 4-6 hf -3 ay i | T %
9 i . 3
=] n=11 n=26 n=27 &
 |CS boost: x2/maks | @7 [%2 —T —
1000 mcg FP : - g
& §
= 3 40
e 4-6 hf 6nce g 10 %11.3 ;
T
baslanan tdv 3 . &
: ) ] T
sonbahar ataklarint | ¢ .
- n=89 n=259 ne32 35 o103 |
azaltma kta Etklll. Placebo Omalizumab Placebo  Umalizumab IG5 Boost

Teach SJ, JACI 2015;136:1476
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Tedavi yanitini 6ngoéren faktorler
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e 16. haftada degerlendirme (%61 ongori)*

e Agir astim olmasi
e FEV1 <%65
e Acil basvurusu
e Yiiksek doz IKS gereksinimi

e Tip-2 inflamasyon gostergelerinin yuksekligi
* FeNO
e Eozinofili (>260 hiicre/uL)
* Periostin

Bousquet J, Chest 2004;125:1378
Bousquet J, Respir Med 2007;101:1483
Hannania NA; AM J Crit Care Med, 2013;187:804
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12-75 yas
RDBPC

48 hafta
Primer P: Atak#

Anti-Igk

Tedavi yanitini 6ngoéren faktorler

FaNO Eosinophils Pariostin
409 <195ppb  =19.5ppb <260/l 2260/pL <50 ng/mL 250 ng/mL
. )
e 20 4 n=394 n=797 n=534
B ® . ;
|
—= @
Qo
e | | ; ———
se -32 by
5%
.E = —20 -
& o
'§ _ﬁ =53
@ =40 4
LR
- %
% V]
o g -60-
& £
2 n =193 n =201 n =383 n=d14 n =279 n = 255
-80<  p_o4s  P-0.001° P=054" P =0005 P=094" P=007T"
Exacerbation rates
Low High Low High
Low FeNQ  High FeNO eosinophils  eosinophils periostin periostin
at baseline  at baseline at baseline  at baseline at baseline  at baseline
Omalizumab 0.60 0.50 0.65 0.70 0.73 0.66
Placebo 0.71 1.07 0.72 1.03 0.72 0.93

Hannania NA; AM J Crit Care Med, 2013;187:804
Israel E, JACI in Practice 2018;6:782
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Tedavi siresi

e Onerilen tedavi suiresi>1 il

e Astim kontroli bozulmus:
e <1 yil: %69.2
e 1-2 yil: %59.1
o >2vil: %46.1

e Tedavi yaniti iyi olanlar
e Yasi daha buyuk olanlar

* n=61, yas: 40.7 (Tdv slresi: ort: 22.7+13.1 ay, 2.5-59.5ay)

e Astim kontroli daha gec bozulan grup

e >3.5yil: ilk 6 ay kontrol kaybi gortlmemis

Molimard M, Respir Med 2014;108:571
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e 5 yil anti-IgE tdv 2>
e 4hf ara/52 hf izlem

* Plasebo (74)/ Omali (78)

1-> ik agir atak
2> Agir ataga kdr gecen siire

e Atak gecirmeyenler:

om=59 (%67) vs pl=42(%47.7)
(Cl: %95 5.0-33.6%)

e ACT/ACQ

Anti-Igk
Tedavi suresi

T 2 6 M 44 48 52
Time From Enrollmem {Weeks)
L] 1] i (& B (5] [ [T [ 5! il [t ]
7 [ i) K o4 53 52 &4 & 45 41 3

FIG 2. Time to first protocol-defined asthma exacerbation.

ALY Scong

Ledford D ,JACI 2017;140:162
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U Tedavi sliresi
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Figure 1 Number of asthmatics (%)
who remained controlled over the 4-year
follow-up.

Vennera MD, Thorax 2017
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Trends in Omalizumab Utilization for Asthma:
Evidence of Suboptimal Patient Selection

Molly M. Jeffery, PhD>", Nilay D. Shah, PhD*", Pinar Karaca-Mandic, PhD®, Joseph S. Ross, MD, MHS"*, and
Matthew A. Rank, MD"? Rochester and Minneapolis, Minn; New Haven, Conn; and Scottsdale, Ariz

3.5

3

2.5

Number of unique users of omalizumab per 1000 people
with asthma

341234123412341234123412341234123412341234/12341234

2003 2004 | 2005 2006 | 2007 | 2008 2009 @ 2010 | 2011 2012 2013 | 2014 2015

e OM (n=7675 / 3399)

e OM kullanimi dustk (%5-10: Kontrolsiiz)
* %75.5: Ad. disuk; %48.6: Ad cok disuk
e Hasta secimi daha dikkatli yapilmali!

Jeffery MM, JACI in Pract,Basimda
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