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B Kronik Lenfositik Losemi - insidans

» Genellikle orta yasta veya sonrasinda
gorulen, kemik iliginin genellikle yavas
seyirli bir neoplastik hastaligidir.

« KLL insidansi: yilda 4-5/100.000,
median yas: 72, erkek/kadin: 2/1.12

« KLL insidansi yasla birlikte artarak >80
yasinda yilda >30/100.000 dizeyine
ctkmaktadir.1:2
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MRD: http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2016/02/WC500201945.pdf;
2.SEER cancer statistics: http://seer.cancer.gov/statfacts/html/clyl.htm|



¥ Kronik Lenfositik Losemi - Yasa G6re Dagilim
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Shanafelt TD, et al. Cancer. 2010;116:4777-4787.



" CD20 antijeni ve anti CD20 antikorlari

« CD20, pre-B ve B-lenfositlerinde bulunan bir yizey antijenidir. Birgok
B-hucreli I6semi (KLL dahil) ve lenfomada normalden daha fazla
miktarda bulunur. Bir tumor marker ve tedavi hedefi olma 6zelligine
sahiptir.

« Anti-CD20 mAb'lar, hucre ylzeyine baglanmalarina ve fonksiyonel
aktivitelerine gore siniflandiriimaktadir. Hepsinin ortak 6zelligi CD20
antijenini hedef almalaridir:

¢ Rituksimab, obinutuzumab ve ofatumumab
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¥ Tip | Antikor: Rituksimab

Kanser tedavisinde guvenli ve etkin oldugu
kanitlanmis ilk monoklonal antikordur.

Rituksimab genetik olarak tasarlanmis,
kimerik bir monoklonal antikordur. Hucre
yuzeyinde tip 1 epitopa baglanir. —

Golay J. et. al. Blood. 2013;122:3482-3491. Alduaij W et. al. Blood. 2011;117:4519-4529. Mossner E. et. al. Blood. 2010;115:4393-4402. MabThera KUB Bilgisi



 Rituksimab, B hicreli NHL'de malign hucrelerin yaklasik %95’inde,
insan pre-B ve B hucrelerine spesifik olan CD20 antijenine baglanir.

 Rituksimab antibody-dependent cellular cytotoxicity (ADCC) ve
complement-dependent cytotoxicity (CDC) ozelliklerine sahiptir.

* Bunlarin yaninda direk sinyal iletme mekanizmasini da icerir.
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WY Tip Il Antikor: Obinutuzumab

* Obinutuzumumab (GAZYVA), glikomuhendislik ile T A———
uretilen ilk Tip ll, hiimanize anti-CD20 mAb'dir.3-> ba?gesisf

— Gliko muhendislik ile Fc bolgesindeki sekerler
uzaklastirilarak immun efektor hucrelerin baglanma
afinitesi ve aktivasyonu arttiriilmakta ve boylece ADCC3
ve ADCP'de artis saglanmaktadir.®

* Klinik 6ncesi calismalarda obinutuzumumab, rituksimab ile
karsilastiriimistir:
— Direkt hicre 6limu indiksiyonunu arttirir,3°
— ADCC?3 ve ADCP® artisi saglar; CDC etkinligi ¢cok
dusuktar.3

Tip Il anti-CD20
monoklonal antikor34

'BEERS SA, ET \L SEMIN HEMATOL 20104 7;110-114; 2CRAGG MS, GLENNIE MJ. BLOOD 2004;103:2738-2743; 3MOSSNER E, ET AL BLOOD 2010;115:4393-4402;
FELLNER G, ET AL BLOOD 20IL118358-367; *ALDUAIJ W, ET AL BLOOD 20I1L117:4519-4529; °GOLAY J, ET AL BLOOD 2013;122:3482-3491



" Tip Il Antikor: Obinutuzumab

Gliko-iglenmis Fc
bolgesis*

Tip Il baglanmasi nedeniyle Obinutuzumab, tip |
baglanma gerceklestiren mAb’lara kiyasla daha
yuksek oranda direkt hiucre olumunu indukler.

Tip Il anti-CD20
monoklonal antikor34

1Beers SA, et al. Semin Hematol 2010;47;110-114; 2Cragg MS, Glennie MJ. Blood 2004;103:2738-2743; 3Mdssner E, et al. Blood 2010;115:4393-4402;
“Niederfellner G, et al. Blood 2011;118:358-367;°Alduaij W, et al. Blood 2011;117:4519-4529; Golay J, et al. Blood 2013;122:3482-3491



WY Tip Il Antikor: Obinutuzumab

Tip |l Gliko-iglenmis

anti-CD20 mAb-2 Fc bolgesi?

. Artmis antikor bagimli
Artmig direkt ® hiicresel Jg

hiicre 6liimii * A sitotoksisite(ADCC) ve

fagositoz (ADCP)?3
Reseptor afinitesi X10
Etki X100

1. Niederfellner G, et al. Blood 2011; 118:358-367;
2. Mossner E, et al. Blood 2010; 115:4393-4402 3. Herter S, et al. Blood 2010; 116:Abstract 3925.



W Ofatumumab

« Ofatumumab tamamen CDC etkinligi rituksimabtan Ustun olacak sekilde
dizayn edilmis bir monoklonal antikordur.

« ADCC aktivitesi de vardir.




* Obinutuzumab efektor hucrelerle birlikte calisir

» Bu durumda ozellikle efektor hucrelerin intakt oldugu yeni tani konmus
hastalarda daha iyi ¢calisacagi dusunulebilir.

- Ote yandan yogun tedavi almis hastalarda efektdr hiicreler azalir ve bu
durumda etkinlik komplemana baglidir; yogun tedavi almis rezistan KLL
hastalarinda kompleman, efektor hucrelere gore daha korunmus
durumdadir. Boyle bir durumda ofatumumab daha gec¢ evrelerde tercinh
edilebilir.
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B KLL alaninda yapilan referans ¢alismalar

Deneysel

Calisma kol
Rai ve ark., 20001 F 63 20 64

Flinn ve ark., 20072 FC 74 23 61
Catovsky ve ark., 20073 FC 94 38 65
Eichhorst ve ark., 20064 FC 95 24 58
Byrd ve ark., 2003° R-F 90 47 63
Keating ve ark., 20056 R-FC 95 70 57
Hallek ve ark., 2010’ R-FC 90 44 61

Rai K, etal. N Engl J Med 2000;342:1750-1757; 2Flinn |, et al. J Clin Oncol 2007;25:793-798; Catovsky D, et al. Lancet 2007;370:230-239;
4Eichhorst B, et al. Blood 2006;107:885-891; Byrd J, et al. Blood 2003;101:6—14; ®Keating M, et al. J Clin Oncol 2005;23:4079-4088;
"Hallek M, et al. Lancet 2010;376:1164-1174



B CLL11 Calismast

Daha 6nce tedavi almamis, komorbiditeleri olan kronik lenfositik /6semi (KLL)

hastalarinda GAZYYA®(ebinutazub) + klorambusil (G-KIb), MabThera®(rituksimab)
+ klorambusil (R-KIb) ya da tek basina uygulanan klorambusilin (Klb) sagladigi

etkililik ve guvenliligin karsilastirildigr acik etiketli, cok merkezli, ¢ kollu, randomize
Faz lll calisma




" ORI HAL ARTICLE |I

Obinutuzumab plus Chiorambucil in
Patients with CLL and Coexisting Conditions

Wabsstin Gossclle, bl 11 Kiewios [Turitse, W0, By Bk, M 5,
Horfs [rpllon, b 01, Marhaen Cicbdvant, MU, Clervmes M, Wesdine, M [3,
Tathara Chagporoea, M, Javier da s Sema, M0, bks Sarak Dillarply, M0,
Vs IBvses, M 1, Stmpbuss s, M1, Carsdp | Ches, M1,

CHipgs Spmmarglirin, WD, Wiaell Arvbi) Wimer, M IE, Stoghiaii Silipeslusse, ML,
Flartivail [vabwias, bl [ Aitaii W, Lasgmiak, %00, Maiblas Hligen, M I,
Michasl Kivalu, M I |l Asibasiin, M S, Kathrps Humpleey, 150,
bl Wiasmgs, il 13, sosmal Wbl | bl bl 13

ARRTEALT

Bar
Tt B iead S TIAD Snitalp S, piisend wan Mﬂll'lll:ll\#
B [ Bt o ik oveaal] warvinal in rlcally (i s wih pie-
b unt | Chiv i et 2L et iy i Wt o i
vl W0 g 1 ) B ] w1, AT Mg e vl il e
vl (1 known a8 4SRN a8 companmd weih s 1 sl o h ool
il Chkramiard, i sk Wik vy e (11, lﬂml.lln“fm
s e
Wt raredamy i Wik nt i 11, el 4 o
|un|u|h::qﬂmmmmuu¢t=:1 mtm'-r;mwmw
Il Biing Wi mwﬂ'hﬂmmmrﬂ‘lﬂ ul I||“ ml Hl'
Mlrald 85 EOA Chiarmmbecl, Ll g il o [hl
mr"-"”d L L ] L L

nwmlmnmm-n-.mnm”mnwpq ar,

R i o B @ Dasebion, st winh olssusamale chimmbal or
I'IIIIII'-'II Chlramingd, g oompansl wab chiramsal I'I'II;IIIIHH'. i Il
BEk G drd P [ R LT LT R TR L T R L
::Fﬂ'll. Y “hn'ﬂlhmm ChloramlnI Ve 119 Bl Wil Ehor
el akovey bisan] Pl b 000 [coprosatn) oF i, (LIRS Do e sk (),
080 1 M P00 ] i, 0 Tkt ol Pl Chiramlierd v, 100 Bkl
W il e Ay b i, DA, RO, 0 R B Tt
Wl i A T L a1
AT v (laaand raa far dia,
IRaye Wb s matiah Pl W b Pl d rhﬂ”.‘l.
SNl i POkt (8 P peresa e (e R vival (hsasd Faks, 9 LT
A0 10 A Pl (R18) ead bk TR oF Dol erpove (X0 L SR dead
BT kit PR i 17 PRl ] e YT WETYY DR DOAT
Wk wrimae Al e il chas wah nnanimal chiranacl, B e sk
o kA W O T,

Fhlaraml
i R L Lm0 P Ih 'I'I'I'T;I

Vpamitaning dn AreUTAD sstitaal) wak CRTMERTAPY (BTN e e

'L'.'...""‘.:'.'.".'.' o e 8

el (s f‘m
b, ek

- i =n\"’"ﬂ.ﬁﬂn

lhl-'l

_.ﬂ.-;:-g“

o ddwa, _
P Emhl Neshram | s Bate,

'--_WH-:::M
[ e uﬂlﬂq
i

nl i

.l.'

Ui 1L e iy sl [n ihis [-nl [sipuatim, ey I;:',.:‘:;.HI .".-"'
L o FuEiEal Whon oarh wad cominmd wah Whapaked by | u-g,uu-,
4 L0 Borkey Ol TS pre nsinise, MUTIIEEG) ) ”t

lm--

WL M e B R AR,




=" CLL11 Calismasinin Gerekcesi

- Komorbiditelerden dolayi yogun kemoimmunoterapi rejimlerini tolere edemeyen
pek cok KLL hastasi icin karsilanmamis bir medikal gereksinim s6z konusudur!-2

* Bu hasta populasyonunda, mevcut olan tedavilerin Klb monoterapisinden Ustun
oldugunu gosteren kesin kanitlar mevcut degildir3

* Tip Il anti-CD20 mAb obinutuzumab ile kemoimmunoterapiyi destekleyen®7 tmit
verici Faz | ve Il verileri mevcuttur

Howlader N, et al. SEER Cancer Statistics Review, 1975-2010; 2Thurmes P, et al. Leuk Lymphoma 2008;49:49-56; 2Eichhorst B, et al. Blood 2009;114:3382-3391;
4Hillmen P, et al. Blood 2010;116:697; 5Foa R, et al. Blood 2011;118:294; ®Morschhauser F, et al. Blood 2009;14:884; "Goede V, et al. Leukemia 2012;27:1172-1174




m—>"_CLL11 Calismasinin Amaclan

* Klorambusil tedavisine anti-CD20 mAb eklenmesinin klorambusil
monoterapisine ustun olup olmadiginin gosteriimesi (Asama )

* Obinutuzumab+Klorambusil tedavisinin Rituksimab+Klorambusil
tedavisine ustun olup olmadiginin gosterilmesi (Asama Il)

e



B CLL11 Calisma Tasarimi

Asamall 192 hasta Asamalll
daha G-KIb/R-Klb tedavisine
randomize edilmistir

Daha 6nce tedavi almamis,
komorbiditelerin
bulundugu KLL hastalar

CIRS skoru >6 velveya
CrCl <70 mL/dk

n=781

ZO0<0W>P»N—Z00Z>2

N
I
N

GAZYVA:  1.kurin 1, 8 ve 15. gunleri; 2-6. kurlerin 1. gunu 1.000 mg
MabThera: 1. kiriin 1. giinti 375 mg/m?; 2-6. kurlerin 1. giinti 500 mg/m?
Klb: 1-6. kurlerin 1. ve 15. gunleri; 0,5 mg/kg

Primer sonlanim noktasi: Arastirmaci tarafindan degerlendirilen progresyonsuz sagkalim (PFS)

Sekonder sonlanim noktalari: ORR, CR orani, PR orani, IRC tarafindan degerlendirilen PFS, OS, EFS, bir sonraki
tedaviye kadar gegen sire, MRD, glvenlilik, EORTC anketiyle hasta tarafindan bildirilen sonuglar ve semptom yiku

Mutlak nétrofil sayisi = 1.5x10%/L ve platelet sayisi = 75x10°/L olan hastalar dahil edilmistir.

CrCl <30 mL/dk ya da karaciger fonksiyonu yetersiz olan hastalar ¢alisma disi birakiimigtir

PD saptanan Kilb kolundaki hastalarin G-KIb koluna ¢apraz gecis yapmasina izin verilmigtir

1Goede V, et al. N Engl J Med 2014;370:1101-1110; 2Goede V, et al. Leukemia 2013;27:1172-1174



B CLL11: Hastalarin baslangi¢ 6zellikleri

CLL11 calismasina, tipik KLL hastalarini temsil eden bir hasta popiilasyonu dahil edilmistir’

Hastalar, n (%)

Ozellik2-3 R-Klb (n=330) G-Klb (n=333)
Medyan yas, yil (aralik) 73 (40-90) 74 (39-89)
Medyan vucut agirligi, kg (aralk) 71 (35-130) 73 (40-140)
Erkek (%) 204 (62) 203 (61)
Yas: 2 65 (yil) 257 (78) 269 (81)
Yas: 275 (yil) 139 (42) 153 (46)
CIRS skoru >6 246 (75) 259 (78)
Medyan CIRS skoru 8,0 8,0
Medyan komorbidite sayisi 5 5
Hesaplanan CrCIl <70 mL/dk 212 222
Dolasimdaki lenfosit sayisi = 25 x 10°/L 235 (72) 248 (75)

1Eichhorst B, et al. Ann Oncol 2011;22(Suppl. 6):vi50-vi54; 2Goede V, et al. N Engl J Med 2014;370:1101-1110;

3Goede V, et al. N Engl J Med 2014;370:1101-1110; supplemental appendix



B CLL11: Hastalarin baslangic 6zellikleri ve prognostik faktorler

Hastalar, n (%)

Ozellik!:2 R-Klb (n=330) G-Klb (n=333)
Binet evresi
A 74 (22) 74 (22)
B 135 (41) 142 (43)
C 121 (37) 117 (35)
IgHV unmutated* 182 (61) 188 (62)

Sitogenetik (hiyerarsik model)'?
17p- 20 (7) 22 (7)
11g- 50 (17) 47 (16)
Tril2 47 (16) 46 (16)
13g- 85 (30) 85 (29)
Bir baska anormallik 22 (8) 21 (7)
Normal karyotip 63 (22) 74 (25)

*Test edilen hasta orani (%) olarak ifade edilmistir
(R-KIb, G-KIb): IgHV - 298, 305

Kib, klorambusil; KLL, kronik lenfositik I6semi;

G-Kib, GAZYVA *+ Kib; IgHV, immiinoglobulin agir zincir degisken bélgesi;

R-Klb, MabThera + Klb

1Goede V, et al. N Engl J Med 2014;370:1101-1110; 2Goede V, et al. N Engl J Med 2014;370:1101-1110; supplemental appendix



B CLL11: Hastalarin baslangi¢ 6zellikleri

CLL11 caligsmasina, tipik KLL hastalarini temsil eden bir hasta popiilasyonu dahil edilmistir?

En az bir komorbiditesi
olan hastalar®

KLL tanisi kondugunda
medyan yas'

CrCl <70 ml/dakika
olan hastalar

1Goede V, et al. N Engl J Med 2014;370:1101-1110
2Eichhorst B, et al. Ann Oncol 2011;22(Suppl. 6):vi50—-vi54



B Genel Sagkalim
5 Yillik Takip Verileri— EHA 2018

G-Klb tedavisi ile R-Klb tedavisine kiyasla Anlamli Genel Sagkalim Faydasi

HR : 0,76
(0.60-0.97)
p=0.0245
0.8—
G-Klb: Medyan OS’ye ulasilamadi
5 06—
@ Olum Riskinde Azalma
= R-Klb: Medyan OS 0,
8 04— 73,1 ay %024
@)
0.2—
0.0 — T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 Medyan takip siresi : 59.4 ay

Risk altindaki hasta sayisi

G-Clb 333 310 299 290 279 270 250 239 220 206 171 108 69 28 2
R-Clb 330 314 303 283 263 248 227 212 197 178 147 96 64 22 O

Goede V, et al. Overall Survival Benefit of Obinutuzumab over Rituximab when Combined with
Chlorambucil in Patients with Chronic Lymphocytic Leukemia and Comorbidities: Final Survival
Analysis of the ClI11 Study . 23rd EHA Congress ; Abstract S151




B Progresyonsuz Sagkalim
5 Yillik Takip Verileri— EHA 2018

G-Klb tedavisi ile R-Klb tedavisine kiyasla ~2 Kat Progresyonsuz Sagkalim

HR : 0,49
(0.41-0.58) Progresyonsuz Sagkalim Avantaji

p<0.0001

08— +13,2 Ay
> ]
= 0° G-Klb: Medyan PFS 28,9 ay o
g Progresyon Riskinde Azalma
D 04— %51
o

R-Klb: Medyan PFS
0.2 — 15,7 ay
0.0 — T T T T T T T T T T T T Medyan takip siiresi : 59.4 ay

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Risk altindaki hasta sayisi

G-Clb 333 302 270 229 185 149 123 106 98 80 54 33 14 4 2
R-Clb 330 310 209 136 89 67 51 41 35 27 20 10 3 0 0
Goede V, et al. Overall Survival Benefit of Obinutuzumab over Rituximab when Combined with
Chlorambucil in Patients with Chronic Lymphocytic Leukemia and Comorbidities: Final Survival
Analysis of the ClI11 Study . 23rd EHA Congress ; Abstract S151




Y Yanit Oranlari

G-Klb tedavisi ile R-Klb tedavisine kiyasla ~3 Kat Tam Yanit

p<0,001

100 - I
ORR %78,4

80 1 ORR %65,1

CR: %20,7
60 - - CR: %7

40

Hastalar (%)

20 A

0

R-Klb G-Klb

R-KIb kolundaki 1 hastada, kesme tarihi itibariyle tedavi sonu yanit degerlendirmesi elde edilememistir

Yanit, iwCLL kriterleri kullanilarak degerlendirilmistir; 2 tedavi sonundaki yanit, tedavinin
tamamlanmasindan >56 gin sonra ilen ilk deg olarak

Kib, klorambusil; KLL, kronik lenfositik Iésemi; CR, tam yanit;

iwCLL, uluslararasi KLL calisma grubu; G-KIb, GAZYVA + Kib; ORR, objektif yanit orani;
PR, kismi yanit; R-KIb, MabThera + Klb; SD, stabil hastalik

1Goede V, et al. N Engl J Med 2014;370:1101-1110; 2Hallek M, et al. Blood 2008;111:5446-5456



B MRD Negatifligi Oranlari

Tedavi sonunda
MRD negatif hastalar (%)

G-Klb tedavisi ile R-Klb tedavisine kiyasla ~10 Kat MRD Negatifligi

1007

757

507

257
R-Clb 3.3%

0"

Kan

G-Clb 35.8%

Clb monoterapi kolunda hem kan hem de Ki'de MRD negatifligi %0 idi.
MRD, baslangicta ve son doz ilagtan 3 ay sonra kan ve/veya Kl érneklerinden real time PCR yoluyla dlgiildii
Hastalar 10,000 hiicrede 1’den az KLL hiicresine sahipseler MRD-negatif kabul edildi (iwCLL guidelines?)

1007

757

507

257

G-Clb 18.2%

0

R-Clb 2.6% -

Kemik iligi

Ritgen M, et al. EHA 2016 (abstract)



B Bir Sonraki Tedaviye Kadar Gegen Siire (TTNT)
5 Yillik Takip Verileri— EHA 2018

G-KlIb tedavisi ile Tedavisiz ~4 Yil

1.0
HR : 0,58
(0.46-0.73)
p<0.0001
0.8
06— G-Klb: Medyan TTNT 56,4 ay Bir Sonraki Tedaviye Kadar

Gecen Suredeki Artis

R-Klb: Medyan TTNT +21,5 Ay
0.4 — 34,9 ay

0.2 —

TTNT olasiligi

0.0 . .. .
ettt Medyan takip siiresi : 59.4 ay
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Risk altindaki hasta sayisi
G-Clb 333 281 266 237 217 189 167 139 122 102 73 48 20 5 2
R-Clb 330 303 244 207 160 126 109 84 70 58 38 19 10 1 0

Goede V, et al. Overall Survival Benefit of Obinutuzumab over Rituximab when Combined with
Chlorambucil in Patients with Chronic Lymphocytic Leukemia and Comorbidities: Final Survival
Analysis of the ClI11 Study . 23rd EHA Congress ; Abstract S151




B Derece 23 advers olaylar

Hastalar, n (%)

Herhangi bir derece =3

AO 186 (58) 239 (71)

IRHR er . 13 () 67(20) IRR'lere, nétropeniye ya da
NGtropeni 91 (28) 111 33) trombositopeniye bagh oldugu
Enfeksiyonlar 46 (14) 41(12) kabul edilen 6lim meydana
Trombositopeni 10 (3) 35 (10) gelmemistir.

100 - G-Klb n=336

80 - IRR'ler:
60 - Derece 1/2
S 404 4 B Derece 3/4
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e e e i n
By tgpsemnea ver © 60 1 Derece 1/2
AO, advers olay; Kib, Korambusi; KLL, kronik 40 - . Derece 3/4
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B CLL11 Calisma Ozeti

v G+Klb ile R+Klb’ye kiyasla anlamli Genel Sagkalim Avantaji elde edilmistir
v'G+Klb ile R+KlIb’'ye kiyasla ~2 Kat PFS elde edilmistir

v G+Klb ile R+Klb'ye kiyasla Tedavisiz ~4 Y1l elde ediimistir.

v G+Klb ile R+Klb’'ye kiyasla ~3 Kat Tam Yanit elde edilmistir

v G+Klb ile R+Klb’ye kiyasla ~10 Kat MRD Negatifligi elde edilmistir

Goede V, et al. Overall Survival Benefit of Obinutuzumab over Rituximab when Combined with
Chlorambucil in Patients with Chronic Lymphocytic Leukemia and Comorbidities: Final
Survival Analysis of the CII11 Study . 23rd EHA Congress ; Abstract S151

Goede V, et al. Blood 2015;126:abstr:



B Obinutuzumumab - Pozoloji

1. Siklus 1T 2. Siklus T 3. Siklus T 4. Siklus T 5. Siklus T 6. Siklus .
Gun 1) 2 8 15 28 1 15 28 q 15 28 1 15 28 1 15 28 1 15 28
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GAZYVA Kisa Uriin Bilgisi




B Obinutuzumumab - Premedikasyon

Premedikasyon

INFUZYONDAN 60 DAKIKA
ONCESINE KADAR

intravendz kortikosteroid

(100 mg prednizon/prednizolon ya da
20 mg deksametazon ya da 80 mg
metilprednizolon)

INFUZYONDAN 30 DAKIKA
ONCESINE KADAR
Antihistaminik ilag

(50 mg difenhidramin)

INFUZYONDAN 30 DAKIKA
ONCESINE KADAR
Analjezik/Antipiretik

(1000 mg asetaminofen/parasetamol)

Tum hastalar

Herhangi bir
IRR semptomu
gorilmeyen hastalar

SONRAKI |

Onceki inflizyonla
Grade 1-2 (hafif-orta
siddette) IRR gobrilen
hastalar

Onceki inflizyonla Grade 3
(siddetli) IRR gériilen ya da

yeni tedavi oncesi lenfosit sayisi
bir >25x10/1 olan hastalar

GAZYVA Kisa Uriin Bilgisi




B Obinutuzumumab KLL Endikasyonu

ILk seri tedavide Ikinci seri tedavide

« 70 yas ve Uzeri « 70 yas alti

« CIRS > 6 olan ve/veya + CIRS > 6 ve/veya

« kreatinin klerensi 30-69 ml/dk + kreatinin klerensi 30-69 ml/dk olan ve
olan hastalarda klorambusil ile + fludarabinli veya bendamustinli
kombine olarak kombinasyon tedavisine uygun olmayan

ve onceden rituksimab kullanmig
olan hastalarda

JERE—

I Gazyva“®
Obinutuzumab
I_Gazyva'
1000 mg / 40 ml tizumob
oche
w .‘"We'ullﬂ' for w2
1 vial of 40 ml of —
concentrate f¢ /s \
D ﬁf‘l’ ;lu‘r: 1(2: xéf?.ﬁ?n rohg_,
prospektus

GAZYVA Kisa Uriin Bilgisi




¥ Yeni tani KLL'de tedavi secenegi ne olmali?

» Tedavi endikasyonu koyduktan sonra oncelikle bakilacak parametreler:
genel fiziksel durum (fitness), yas, komorbidite ve TP53 genetik durumu.

* Genel durumu dugkin, kanama veya atrial fibrilasyon riski olan bir
hastada ibrutinib kullanimi tehlikeli olabilir.

« CMV infeksiyonu veya PC pnomonisi olan bir hastada
idelalisib+anti CD20 kombinasyonu kullanmak risklidir.

e



Ibrutinib and Venetoclax for First-Line Treatment of CLL

Nitin Jain, M.D., Michael Keating, M.D., Philip Thompson, M.D., Alessandra Ferrajoli, M.D.,
Jan Burger, M.D., Ph.D., Gautam Borthakur, M.D., Koichi Takahashi, M.D., Zeev Estrov, M.D.,
Mathan Fowler, M.D., Tapan Kadia, M.D., Marina Kenopleva, M.D., Ph.D., Yesid Alvarado, M.D.,
Musa Yilmaz, M.D., Courtney DiNardo, M.D., Prithviraj Bose, M.D., Maroc Ohanian, D.O.,

Maveen Pemmaraju, M.D., Elias Jabbour, M.D., Koji Sasaki, M.D., Rashmi Kanagal-Shamanna, M.D.,
Keyur Patel, M.D., Ph.D., Jeffrey lorgensen, M.D., Ph.D., Maveen Garg, M.D., Xuemei Wang, M.5,,
Katrina Sondermann, BA., Nichole Cruz, R.M., Chongjuan Wei, Ph.D., Ana Ayala, R.N., William Plunkett, Ph.D.,
Hagop Kantarjian, M.D., Varsha Gandhi, Ph.D., and Williarn Wierda, M.D., Ph.D.

ABSTRACT

BACKGROUND
Ibmrinib, an inhibitor of Eruton's tyrosine kinase, and venetoclax, an inhibitor of B-cell
lymphoma 2 protein, have been approved for patients with chronic lymphocytic lenkemia
(CLL). Preclinical investigations have indicated potential synergistic interaction of their
combination.

METHODS
We conducted an investigator-initiated phase 2 sudy of combined thutinib and venero-
clax involving previously untreated high-risk and older patients with CLL. All patients had
at 'east one of the fol'owing features: chromosome 17p deletion, mutated TP53, chromo-
some 11q deletion, unmutated IGHV, or an age of 65 years or older. Patients received
ibrutinib monotherapy @20 mg once daly) for 3 cycles, followed by the addition of
veneroctax (weekly dose escalation to 400 mg once daily). Combined therapy was admin-
istered for 24 cycles. Response assessments were performed according to International
Workshop on Chronic Lymphoeytic Leukemia 2008 criteria. Minimal residnal disease was
assessed by means of multicelor flow cytometry in bone marrow (sensitivicy, 1079,

RESULTS
A total of 80 patients were treated. The median age was 65 years (range, 26 to £3). A total
of 20Fk of the patients were 70 years of age or older. Overall, 92% of the patients had un-
mutated IGHY, TP53 aberration, or chromosome 11g deletion. With combined trearment,
the proportions of patients who had complete remission fwith or without normal blood
count recovery] and remission with undetectable minimal residua’ disease increased over
time Afer 17 relee afF fombined feeatment 2L AF the mariente had comrlete rem icsiomn
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Ibrutinib-Rituximab or Chemoimmunotherapy
for Chronic Lymphocytic Leukemia

T.D. Shanafelt, X.V. Wang, M.E. Kay, C.A. Hanson, 5. O'Brien, |. Barrientos,
D.F. Jelinek, E. Braggio, ).F. Leis, C.C. Zhang, 5.E. Coutre, P.M. Barr, A.F. Cashen,
AR Mato, A.K. Singh, M.P. Mullane, RLF. Little, H. Erba, RLM. Stone, M. Litzow,

and M. Tallman

ABSTRACT

BACKGROUND

[iata regarding the efficacy of creatment with ibmtmib-rinximab, as compared with stan-
dard chemoimmunotherapy with findarabine, oyclophosphamide, and rimximab, n patients
with previousty untreated chronic lymphocytic leukemia (CLL) have been limited.

METHODS

In a phase 2 tial, we randomly assigned (in a 2:1 ratéo) patients 70 years of age or younger
with previously unmreared CLL to receive either ibrutinib and rimximab for six cycles (aftera
smgle cycle of ibrutinib alone), followed by ibrutinib until disease progression, or six cycles
of chemoimmunotherapy with fudarabine, oyc!ophosphamide, and rituximab. The primary
end point was progression-free survival, and overa!! survival was a secondary end point. We
report the results of a planned interim analysis.

RESULTS

A tota of 529 patients underwent randomization (354 patients to the lbrutinib-rimximab
group, and 175 to the chemoimmunotherapy group). At a median follow-up of 32.6 mmths,
the resn'ts of the ana'ysis of progression-free survival favored tbrutinib-—rinredimab over chemo-
immumotherapy (89.4% vs. 72.9% at 3 years; hazard ratio for progression or death, 0.35; 95%
confidence interval [CI], 0.22 to 0.56; P<0.001), and the resu'ts met the protocokdefined
efficacy threshold for the interim analysis. The results of the analysis of overall surviva! also
favored ibrutnib—rinrcimab over chemoimmunotherapy (98.£% vs. 91.5% at 2 years; hazard
ratio for death, 0.17; 95% CI, 0.05 to 0.54; P<0.001). In 2 subgroup analysis mvolving patients
without immunog!obu!in heavy-chain variable region (JGHV) mutation, ibrotinib-rimximab
resulted in better progression-free survival than chemoimmunotherapy (90.7% vs. 61.5% at
3 years; hazard ratio for progression or death, 0.26; 95% CI 0.14 to 0.30). The 3-year pro-
oreeinnefres errrira’ amono natients weirh EHY pontatiom weas 577 in the SRt i P— e e



KLL'de Ilk Basamak Tedavi - Ozet

No TP53 aberration TP53 aberration

Physicallyfit  Fludarabine plus cyclophosphamide plus Ibrutinib or idelalisib plus rituximab or
rituximab (age <66 years); or bendamustine  venetoclax (if ibrutinib therapy is not
plus rituximab (age =65 years) suitable because of comorbidities or

comedication)

Physically unfit  Chiorambucil plus obinutuzumab; or Ibrutinib or idelalisib plus rituximab or
chlorambucil plus ofatumumab; or chlorambudl - venetoclax (if ibrutinib is not suitable
plus rituximab; or ibrutinib monotherapy because of comorbidities or

comedication)
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