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Astim-Yeni biyolojik tedaviler

_JOmalizumab (Anti-IgE) >
Mepolizumab (Anti-IL5) Astim
JReslizumab (Anti-IL5) =
ABenralizumab (Anti-IL5Ra)
1Dupilumab (Anti-IL4Ra)
1Tezepelumab (Anti-TSLP)

tedavisinde
FDA onayl




GINA 2018 Astim tedavi

V' Tani
v' Semptom kontrolii & risk faktérleri (akciger
fonksiyonlari dahil) Omalizumab
v" inhalasyon teknigi & uyum Mepolizumab
Semptomlar v Hastanin tercihi Reslizumab
étaklar. Benralizumab
an etkiler

Astim ilaglari

Non farmakolojik tedaviler
Degisebilen risk faktorlerinin
tedavisi

Hasta memnuniyeti
Akciger fonksiyonu

A VNI N NN

v
v
v

3. BASAMAK
1. BASAMAK : 2. BASAMAK
TERCIHEDILEN |} H_ff_' Orta Astim
KONTROL afi
SEGENEKLERI
Disuk doz
Duislik doz IKS IKS/LABA*
‘ . Diisiik doz IKS : LTRA i Orta/yiksek doz IKS
Diger kontrol - s o
ontr d i . o Diistik doz IKS+LTRA
tedavileri s Dtk doz teofilin (ya da+ teofilin*)
KURTARICI ILAC Gerektiginde SABA i Gerektiginde SABA ya da disiik doz
: ICS/formoterol**

*6-11 yaslarindaki ¢ocuklarda teofilin dnerilmemektedir ve 3. basamak tedavisi olarak orta doz iKS tercih edilmektedir.; **Diisiik doz iKS/formoterol, diisiik doz
budezonid/formoterol ya da diisiik doz beklometazon/formoterol idame ve kurtarici ilag regetelenen hastalar igin kurtarici ilagtir.
#Atak 6ykusi olan hastalarda ekleme tedavisi olarak sof-mist inhaler ile tiotropium; <12 yas i¢in endike degildir.
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Tip 2 ve Tip 2 olmayan inflamasyon

features leading to sewvere asthma

N EnglJ Med.2017;377(10):965-976.



AGIR ASTIM- TANIM

DSO agir astim siniflamasi

Agir astim

UYiksek doz inhaler steroid ile birlikte ikinci bir kontrol edici ilag (Uzun
etkili beta-agonist, I6kotrien reseptor antagonisti veya teofilin) ve/veya
onceki yila gore > %50'den fazla kullanilan oral steroide ragmen kontrol
edilemeyen astim olarak tanimlanir

U1-Sorunlu astim:

“»*Yanlis tani,

*»Hasta uyumsuzlugu,

+»Tedavi edilmemis komorbiditeler,

**En az li¢ ay bir astim uzmani tarafinda tedavi ve takip edilmemis

olmasi.

2- Tedaviye direngli astim:
*»Yuksek doz standart tedaviye ragmen, kontrol altina alinamamis

veya, ancak ylksek doz tedavi ile kontrolii devam ettirilebilen.

Eur Respir J 2014,43(2):343-73

1-Tedavi edilmemis agir astim

%+ Astim tanisininin konulamamasi

X/

«» Astim ilaglarina ulasilamamasi

2-Tedavisi glic agir astim

X/

%  Yetersiz ve yanlis kullanim
% ilag uyumu

% Cevresel tetikleyiciler

% Komorbid hastaliklar

3-Tedaviye direncli agir astim

X/

*» Yiksek doz standart tedaviye ragmen,
kontrol altina alinamamis veya, ancak
yuksek doz tedavi ile kontrolii devam
ettirilebilen

J Allergy Clin Immunol 2010; 126:926-938
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Letter to Editor

Confusing Terminology: Difficult Asthma, Difficult-to-
Treat Asthma, Difficult-to-Control Asthma, Therapy-
Resistant Asthma, Severe Asthma, and Refractory Asthma.
Which One is Truly Severe Asthma?

Insu ¥Yilmaz

Department of Chest Diseases, Division of Immunology and Allergy. Erciyes University School of Medicine, Kayseri, Turkey

DIFFUCULT ASTHMA

— dDrug compliance
JComorbidities JInhaler use technique
3 Allergic rhinitis O Trigger factors
3 Chronic rhinosinusitis/nasal polyp O Allergens
4 Gastroesophageal reflux 1 3 Smoking
4 Obesity 3 Occupational allergen and / or
J OSAS irritant
J ACE inhibitors
O Nonspecific beta blockers
Diseases accompanied by asthma
3 fER% II;Q 2 The diagnosis may not be asthma
3 CEP J Diseases that mimic asthma
3 HES 2 Congestive heart failure ) .
3 E r?nchiect]_sis | p ¢ 3 EI] Iég:?:% :awogil‘:ememofcdlagen tissue diseases
2 Pulmonary involvement = - .
connective tissue diseases :]I S\g‘cnaz]tggrtém, ;%?'c g;;ack
3 Heart failure 0 COPD patholog!
QPE < The diagnosis of asthma must be confirmed

v
SEVERE ASTHMA




Omalizumab (Anti-IgE)

4. basmak tedaviye ragmen semptomlari kontrol altinda olmayan agir allerjik astim
6 yas ve uzeri

Perennial allerjisi bulunan

Total IgE diizeyi 30 IU/ml ile 1500 IU/ml arasinda olan alerjik astimli hastalarda
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Turk Thorac ] 2018; 19(4): 187-92

Original Article

DOI: 10.5152/TurkThorac).2018.17109

Omalizumab Treatment for Atopic Severe Persistant
Asthma: A Single-Center, Long-Term, Real-Life Experience

with 38 Patients

Murat Turk! 2, Sakine Nazik Bahcecioglu', Nuri Tutar?

, Fatma Sema Oymak?®, Inci Glulmez? &2, Insu Yilmaz'

'Division of Aller%': and Clinical Immunology, Department of Chest Diseases, Ercives University School of Medicine, Kayseri, Turkey

Department of C

Table 3. Comparison of the baseline and last symptom scores, exacerbation rates, FEV, values, and eosinophil counts

Baseline Last
Symptom scores (GINA) 36+0.5 0.5:07
Complete contral, n (%) 0 26/(68)
Partial control, n (%) 0 12(32)
Uncontrolled, n (%) 38(100) 0
The number of exacerbations that required SCS 94484 1.8£1.5
for at least 3 days within the last T year+5D (n=32)
FEV,, % predicted:3D 774189 86.9:21.2
FEV, ccx3D 20754729 2321800
Serum eosinophil count, cellsmLSD 5038£5248  370.8£3145

3C5: systemic corticosteroid; FEV. - forced expiratory volume in 1 second; SD: standard deviation

Mean change from haseline

-B87%

-76%

15%
14%
-13%

p
<0.001

<0.001

0.001
0.001
0.134

est Diseases, Erciyes University School of Medicine, Kayseri, Turkey

Table 2. All baseline and last controller medications

Baseline  Last P
ICS dose*, mcg+5D 1063£397 958+439 0.084

Other controller
medications, n (%)

LABA 38(100)  37(97) =0.05
Montelukast 34(90)  30(79)
Theophylline 8 (21) 3 (8)
LAMA 9 (24) 7(18)

Total dose of long-term 57(n=7) 8in=2) -

SCSs, mg/day™



Mepolizumab (Anti-IL5)

J Asagidaki kriterlerin timinu karsilayan “Hipereozinofilik Persistan Astim”
tanili hastalarda;

*» 12 yas ve Uzerinde,

** Kan eozinofil sayiminin 2300 hiicre/pl olmasi (uzun siredir dizenli sistemik
steroid kullanan hastalarda ise tedavi altinda 2150 hiicre/ul olmasi),

** En az 6 aydir diizenli sistemik steroid altinda kontrollii veya kontrolsiiz astimi
olmasi ve/veya yiksek doz inhaler kortikosteroid (>800 mcg/glin budesonid
veya esdegeri) ve inhaler uzun etkili beta iki agonist kombinasyonu ile birlikte
3 Unci bir kontrol edici ilaci en az 1 (bir) yildir kullanmakta olmasina ragmen
kontrolstiz astimi olmasi (en az 3 giin sistemik kortikosteroid kullanimini
gerektiren yilda en az 2 atagi olmasi).

¢ 4 haftada bir SC 100 mg

SOSYAL GUVENLIK KURUMU SAGLIK UYGULAMA TEBLIGi (4 Subat 2018)



Mepolizumab -Klinik deneyimimiz

JIMepolizumab tedavisi baslanan 16 hasta

JKronik rinosintzit/nazal polipli eozinofilik agir astim fenotipi

INon-atopik eozinofilik agir astim fenotipi

3. ayini tamamlayan 7 hasta



MEPOLIZUMAB ONCESi

EOS %
11,4
7,5

2

5,8

8

2,4

4,1

EOSN
1070
750
190
510
780
230
490

AKT
16
10
12
10
22
22
24

MEPOLIZUMAB SONRASI
EOS % EOS N

1,6 100

2,8 190
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MEPOLIZUMAB ONCESI

U Fromoterol/Beklometazon 6/100 3X2, montelukast, azitromisin, fluokortolon 20 mg
OFromoterol/Beklometazon 6/100 3x2, levosetrizin/montelukast, azitromisin, 1x1, prednizolon 10mg
OFormoterol/Beklometazon 6/100 3x2, montelukast, metilprednizolon 4mg

OFormoterol/Beklometazon 6/100 2X2 , teofilin 300 1X1, siklosonid 2X2, montelukast 1X1, metilprednizolon 4mg
O Formoterol/Beklometazon 6/100 3X2, montelukast 1X1, metilprednizolon 8mg

U Formoterol/Beklometazon 6/100 3X2, tiotropium 1X1, montelukast 1X1, metilprednizolon 8mg

U Formoterol/Beklometazon 6/100 3x2,montelukast, metilprednizolon 4mg

MEPOLIZUMAB SONRASI

UFromoterol/Beklometazon 6/100 2X2, montelukast, deltakortil 5 mg

U Fromoterol/Beklometazon 6/100 2x2, levosetrizin/montelukast

U Formoterol/Beklometazon 6/100 2x2, montelukast, metilprednizolon 2mg

U Formoterol/Beklometazon 6/100 2X2, siklosonid 1X2, montelukast 1X1, metilprednizolon 3mg
U Formoterol/Beklometazon 6/100 2X2, metilprednizolon 2mg

U Formoterol/Beklometazon 6/100 2X2, tiotropium 1X1, montelukast 1X1, metilprednizolon 4mg

OFormoterol/Beklometazon 6/100 2x2, montelukast, metilprednizolon 2mg



Reslizumab (Anti-IL5)

JAgIr eozinofilik astimda FDA onayli
118 yas Ustl
JEozinofilik astim fenotipi ( Eoz 2400 hiicre/ul )

dYuksek doz IKS+ikinci kontrol ediciye ragmen astim atagi yasayan
hastalar (Son 1 yilda =1 atak)

J3mg/kg IV 4 haftada bir

https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/7610330rig1s000SumR.pdf
Castro M, et al. Lancet Repir Med. 2015



Benralizumab (Anti-IL5Ra)

J Agir eozinofilik astimda FDA onayli
112 yas Ustd
J Eozinofilik astim fenotipi ( Eoz 2400 hiicre/ul )

J Orta-yuksek doz IKS+LABA ragmen astim atagi yasayan
hastalar (Son 1 yilda >2 atak)

dilk 3 doz 4 haftada bir 30 mg SC, idame dozu 8 haftada
bir 30 mg SC)

SRICCO 2016
CALIMA 2016
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/7610330rig1s000SumR.pdf



Dupilumab (Anti-IL4Ra)

1Orta-agir atopik dermatit FDA onayl

JAllerjik rinitin eslik ettigi atopik astim
JAtopik dermatitin eslik ettigi astim

JINazal polip eslik ettigi astim fenotiplerinde etkinligini gbsteren
calismalar

JAstim icin FDA onayl?



Tezepelumab (Anti-TSLP)

A Subpopulation Analysis

M Placebo [ Low-dose tezepelumab Medium-dose tezepelurmab  # High-dose tezepelumab
(70 mg every 4 wk) (210 mg every 4 wk) (280 mg every 2 wk)
P=0.03 P=0.001 P<0.001 P=0.008 P=0.005
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Baseline 4 8 12 20 28 40 52
Weeks
No. at Risk
Placebo 146 119 119 121 118 114 116 113
Low-dose tezepelurmab 144 111 107 114 106 118 106 109
Medium-dose tezepelumab T4 LIzl ioEL L 102 94 102 101
High-dose tezepelumab 141 110 108 112 92 104 103 103

N Engl J Med. 2017 Sep 7;377(10):936-946



Pro/Con Review

Anti-IlgE or Anti-IL5: That Is the Question

Elliot Israel, MD", and Reynold A. Panettieri, Jr, MD® Boston, Mass; and New Brunswick, NJ

CASE 1

We present & 45-yearold man with @ history of childhood
asthma. The patient has been managr:d 0n high«lmt inhaled
corticosteroids (ICS) and hmg-afting bronchodilatos, Despite
thi thtrapr:utit appmafh, he ;mnually L‘:-{ptrir:nr:r:d ) exacerba-
tions requiring oril prtdnimnr: courses, His diagnmtic evaluation
includes Lot 200 [U/mL, blood L*minuphﬂ count 100 e/l 2
positive radiuaﬂtrgumrbtnt test (RAST) to house dust mite, and
1 fractional exhaled nitric oxide level (FeNO) that was 30 ppb.
What monoclonal andbody therapy would you choose/

CASE 2

A 55-year-old obese woman was diagnosed 5 years ago with
asthma that was asociated with sinusiis. The atient was
managed with high-dose ICS and long-acting bronchodilators.
DL‘E[}itL‘ this Lhtmptutit appmach, she ;mnually L‘ll{[JLTiL‘IlELTJ j
exacetbations fequinng oral prtdnisunr: courses, Her diagnmtit
wurkup included lgk 10 [U/mL, blood L'usinuphﬂ count 550
cells/JL, negative RADT and skin prick testing to inhalant
alltrgtns, and an FeNO that was 43 pph. What monoclonal
antibody therapy would you choose!

J Allergy Clin Immunol Pract.2017 Nov 14. pii: $2213-2198



CASE 3

A 3-year-old man was diagnosed vith asthma 18 years ago.
The patent was managed with high-dose 1CS and long-actng
bronchodifators Dtspitt this thtraptutic appmach, he ;mnuaﬂy
L‘KPL‘IiL‘IlEL‘LI 5109 exacerbations requing or prtdni.mnt
courses, His diagnustit wurl{up included lok: 230 [UfmL; blood
cosinophil count 400 celfWL; markedly positve RAST and kin
pricl{ testing 10 gns puﬂtn, house dust mite, cat, Llng, and
several molds: and an FeNO of 4 ppb. What monoclon:l
antbody therapy would you chose!

CASE 4

We present an 8-year-old boy with asthma on high-dose ICY/
LABA. He was 2 full-term baby. He has had 3 exacerbations in
the past year. Tio of these exacesations were in the Fal His
serum IgF s 200 [U/mL and his blood cosinophil count is 330
celfL; e apostive RADT to puﬂtm, house dust mite, and
Alsernaria, His FeNO was not measured

J Allergy Clin Immunol Pract.2017 Nov 14. pii: S2213-2198



Biologic Targeted Therapies for the
Phenotypes of Type-2 High Severe
Asthma

JFenotipin uygun belirlenmesi
JAnti-IL5 Anti IgE’nin alternatifi olmamali

dKomplike vakalar olabilir. Or Atopisi olan nazal polipli
eozinofilik astim

Yilmaz I, Turk M J Allergy Clin Immunol Pract. 2017
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CORRESPONDENCE WILEY Allergy:mmusmes B

Asthma management: A new phenotype-based approach
using presence of eosinophilia and allergy

TABLE 1 Classification of asthma phenotypes and treatment based on phenotypes

Binlogicals for severe
Groups of Phenotype Treatment methods® asthma patients

Afopic, nonecsinophilic Low-dose budesonide/formoterol or low-dose Anti-lgk
beclomethasone/formoterol maintenance and reliever therapy

Immunotherapy
LTRA

Atopic, ecsinophilic Low-dose budesonide/formoterol or low dose Anti-lgk, Anti-IL-4/1L-13
beclomethasone/formoterol maintenance and reliever therapy

Immunotherapy
LTRA

Monatopic, ecsinophilic Fine particles ICSs Anti-1L-5, Anti-1L-13
LTRA

Eosinophilic, comorbid chromic rhinosinusitis Fine particles IC5s Anti-IL-5

with nasal polyposis {atopic or nonatopic) LTRA

Monatopic, nonecsinophilic Tiotropium 7
Theop hylline
Azithromycin

IC5s, inhaled corticosteroids; LTRA, Leukotriene receptor antagonists.

Im our clinic, treatment regimes supgested by GIMA are applied in stepwise approach in order to control symptoms and minimize future risks. Howewver,
some treatment methods might be more effective at patients with appropriate phenotypes and steps.

Yilmaz I, Terl M. Allergy. 2017;72(10):1587-1589.



Uncortrolled GIMA IV or GINA V- treat by phenotypes

, !
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Domingo C. Drugs. 2017;77(16):1769-1787



TESEKKURLER


http://aragec.com/soru+i%C5%9Fareti.html
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