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KLL

® Tiim eriskin I6semilerinin 1/3’linii olusturur

* [nsidans1 4-5/100 000
® Yas ortalamasi 72, K/E 1/2

® Kilinik tablo, hastalik evrimi ve tedavi acisindan hetorojendir.

Bagacean c. Apoptotic resistance in chronic lymphocytic leukemia and therapeutic perspectives Crit Rev Clin Lab Sci. 2019



Apopitozis

®* Extrinsic yol, FaSL, TNF gibi plazma membranindaki o6liim ligantlar Ile
gerceklesir. “T-lenfositler bu yolu kullanir”.

® Intrinsic yol, mitokondriyi icerir ve hiicresel stres, radyasyon, ilaclar,
sitokinler ve biliyiime faktorlerinden etkilenir. Bunlar mitokondri yiizeyindeki
pro/anti-apopitotik dengeyi bozar. Mitokondri dis membran permeabilizasyonu
bozulmasi ile apoptotik siire¢ baslar “B-lenfositler bu yolu kullanir”.

Intrinsic pathway Extrinsic pathway

BH3-only proteins
Cellular strgss Anti- Ligand
DNA a\.te_ratlon Apoptotic (FasL, TNF, TRAIL)
Radiation oroteins Death receptor
optotic

N growth factors

Fas, TNF-R, TRAIL-R _ — ~
' ' ~) (Y \ Y N
ORS00~

AR SCOOEHH A A~
e e S e 7 oo
P ) 0
- (s A Adaptor Xri/j(‘

A, A QPADD,TRADD C @/&J
e p (*] ) o W.ON
O Q ’cq’\b { #.0]
J Pro-caspase8 & A
5 & o %

( ]

Pro-ap
effectors

MOMP (mitochondrial
outer membrane

permeabilization)

- @)

% Caspase 8 C&tC CQL{Z’ZJ

D

jO= Pro-caspase 9 )

@ (3 Caspase3 ¢mmm Caspase9 ~ )
1 2
Apafl _ @ [ Intrinsic pathway ] 0 o\

Caspase 3, 7 ‘
Caspase 9 Apoptosis Apaptosis

Apoptosome

Bagacean c. Apoptotic resistance in chronic lymphocytic leukemia and therapeutic perspectives Crit Rev Clin Lab Sci. 2019



Apopitotik Aktorler

®* Temel olarak, mitokondri zarinda anti-apoptotic B cell lymphoma 2
(Bcl-2) ailesi proteinleri, Bax (Bcl-2-associated X protein), Bak-1
(Bcl-2 antagonist killer 1) ve MOMP (mitochondrial outer membrane
permeabilization) i¢in gerekli olan oligomerlesmeleri Onler.

® Bax ve Bak-1, her ikiside Bcl-2,
Bcl-XL (B-cell lymphoma-extra-
large), Mcl-1 (myeloid leukemia
1), Bcl-W (Bcl-2-like protein 2) ve
Bfl-1 (Bcl-2-related protein Al)’1
iceren anti apopitotik Bcl-2 allesi
tiyeleri 1le etkilesime giren BH

Indolent disease Aggressive diseases

(Bcl-2 homologu) alanina sahiptir. s
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Apopitotik Aktorler

* Anti-apoptotik Bcl-2 iiyeleri 1le Bax ve Bak etkilesimi geri
doniisimliidiir ancak BH3-only antagonist proteinleri varliginda
bozulabilir (Bid [BH3-Interactive domain death agonist], Puma [Bcl-2-
binding component 3. , BBC3], Bad [Bcl-2-assoclated death promoter],
Noxa [phorbol-12-myristate-13-acetate-induced protein 1])

® Son olarak, Bcl-2 ailesl,
mitokondriyal fizyolojinin
diizenlenmesi, katlanmamais
protein  tepkisl, nikleer
1slemler, tim hiicre
metabolizmasi (glikoz ve lipit)
ve otofaji dahil olmak iizere

Indolent disease Aggressive diseases
Aanti-apoptotic proteins A proliferation

apoptotik olmayan islevlerle

iliskilidir.
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T

UmMor suppressor p53 ve pro-apopitotik

aktorler

® DNA hasari, tiimor transformasyonu ve biiylime faktorii ¢cekilmesine hiicresel tepkinin bir
entegratorii olarak hareket eden tiimoér supresor p53, Intrinsic apoptotic yolun, hiicre
biliytimesini durdurmasi ve DNA onarmminin yiiriitiilmesini destekleyebilen ana hiicresel
bir koruyucudur.

® p53, intrinsic apopitotic yol ile apopitozu tesvik eder;

O U >

® Proopoptotik genlerin transkripsiyonu (Puma, Noxa, Bax)

* Apopitotik partner olan Apaf-1’in (Apoptotic protease activating factor 1)
transkripsiyonu;

* MOMP, Bcl-2 ve Bcl-XL ile kompleksler olusturarak dogrudan mitokondri i¢inde
hareket ederek, Bid ve Bim'l dogrudan ve transkripsiyondan bagimsiz bir sekilde
serbest birakarak Bak aktivasyonunu miimkiin kilar.

poptotik olmayan aktivitesi ise, ATM (ataxia telangectasia mutated protein) ve DNA-
K (DNA-dependent protein kinase) ile etkilesime girerek genomik hakaretlerden sonra

NA hasar tepkisi ile ilgilidir.



KLL ve apoptoza direng

® KLL klonal B hiicrelerinde,
Intrinsic  yol genel olarak
genomik (6rnegin, IGHYV,
TP33 ve ATM delesyonlari
veya  mutasyonlar1)  ve
epigenomik (6rnegin mMIRNA
ve  DNA  metilasyonu)
degisikliklerin bir sonucu
olarak diizensizdir.

mIR-345 ﬁ Cell cycle

arrast

Indolent disease Aggressive diseases
Aanti-apoptotic proteins A proliferation

* Ek olarak, lenfoid organlarda e onlyproteins
bulunan cevresel faktorler bu
diizensizlikte 6nemli bir rol

oynamaktadir.



BH3 mimetikler

® Bcl-2 ailesi iiyelerinin yapisal anlayisi, pro-apoptotik BH3-
antagonistlerinin, anti-apoptotik  Bcl-2 ailesi  proteinleri
tizerindeki aktif bolgeye yliksek afinite ile nasil baglandiklarinin
anlasilmasi Ile birlikte BH3-mimetikler gelistirilmistir.

Indolent disease Aggressive diseases
Aanti-apoptotic proteins A proliferation
“NBH3-only proteins



Neden Bcl-2 Inhibitorleri?

® BCL-2 ailesi proteinleri ve bunlarin kompleks etkilesimleri,
Intrinsik apoptozu diizenler.

®* BH3 profili, kanser hiicrelerinde hiicre 6liimii ve anti-apoptotik
dengedeki degisiklikleri belirleyebilir.

® Kanser hiicreleri siklikla onkojenik stres ve tedaviye kars: anti-
apoptotik savunma mekanizmalar1 kazanir.

®* DBP (dynamic BH3 profiling) fonksiyonel testleri gostermistirki
kanser tedavisini giiclendirmek i¢in anti-kanser ajanlarin BH3
mimetikleri ile etkili kombinasyonlar1 kullanilabilir.

Montero J. Why do BCL-2 inhibitors work and where should we use them in the clinic? Cell
Death and Differentiation (2018) 25, 56-64



Acikta kalan sorular

1. Anti-apoptotik adaptasyon cogu kanser tiirtinde ortak bir
savunma mekanizmasi midir?

2. BH3 mimetikleri tek basina veya kombinasyon halinde solid
tiimorler1 tedavi etmek i¢in kullanilabilir mi?

3. Fonksiyonel  analizler BH3  mimetiklerin klinikte
kullaniminasini saglayabilecek mi?



Tedavi hedefi olarak Bcl-2 ailesi

® 1990'larda Bcl-2’yi Inhibe etmeye yonelik 1lk yaklagimlar,
antisens molekiillerine dayanmaktaydi. Bunlardan bazilari,
Oblimersen, PNT2258 ve SPC2996°dir.

® Spesifik protein-protein inhibitorlerinin  gelisimi, yapisal
biyolojide kaydedilen ilerlemeler ve daha sonra Bcl-2 proteinleri
arasindaki etkilesimle ilgili elde edilen bilgi sayesinde
gelismeler devam etmistir.



Tedavi hedefi olarak Bcl-2 ailesi

®* Tim anti-apoptotik Bcl-2 proteinleri, BH3-alanlar: ile etkilesimi olan ve Bcl-2
allesi icin homo veya hetero-dimerizasyonu saglayan hidrofobik bir ylizey
bulundurur.

® BH3-only proteinleri iizerindeki hidrofobik artiklar, anti-apoptotik Bcl-2
proteinlerinin de hidrofobik olmasi sebebi ile karsilik geldigi baglama bolgesi ile
spesifik olarak etkilesime girer.

® Baglanma bolgeleride Ki ve BH3 alanlart sekanslarinda Ki kiiciik farkliliklar,
Bcl-2 ailesi icindeki etkilesimlerin seciciligini belirler
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apoptotic
| A1155463
BIK | A1331852
— i HRK
ABT-199/
BwF |
. BAD
ABT-737
BIM
- A1210477
MCL1 563845
I
tBID BCL2A1 I
~
e BCLB

BOK




BH3-mimetiklerin listes1 ve ozgullukleri

Publishing Proposed Specificity Development

Name year main targets demonstrated status PMID*
ABT-737 2005 BCL2, BCL-X,, BCLw Yes 5902208
ABT-263/navitoclax 2008 BCL2, BCL-X,, BCLw Yes Clinical Trial 18451170
WEHI-539 2013 BCL-X. Yes 23603658
ABT-199/Venetoclax 2013 BCL2 Yes FDA Approved 23291630
A1331852 and A1155463 2015 BCL-X; Yes 25787766
A1210477 2015 MCL1 Yes 25590800
UMI-77 2014 MCL1 Yes 24019208
S63845 2016 MCL1 Yes 27760111
$55746/BCL201 Not published BCL2 No Clinical Trial

544563 2014 BCL2, BCL-X; No 24454684
ML311/EU-5346 2012 MCLI1, BCL2Al No 23762927
HA14-1 2000 BCL2 No 10860979
2-Methoxy antimycin A3 2001 BCL2, BCL-X; No 11175751
BH3I-2 2001 BCL-X. No 11175750
Gossypol/AT101 2003 pan-BCL2 No Clinical Trial 13678404
Apogossypol 2004 pan-BCL2 No 15123268
GX15-070/obatoclax 2005 pan-BCL2 No Clinical Trial 16304385
TW37 2006 BCL2, BCL-X;, MCL1 No 16951185
S1 2011 pan-BCL2 No 20503275
MIM 2012 MCL1 No 22999885
Maritoclax/marinopyrrole A 2012 MCL1 No 22311987
BXI-61 and BXI-72 2013 BCL-X;. No 23824742
Compound 6 2012 BCL2, MCL1 No 23167494




ABT-737

®* Bad etkisini taklit eden ABT-737, Bcl-2, Bcl-XL ve Bcl-W'yi hedef
alacak sekilde gelistirilmistir.

* ABT-737, hayvan modellerinde ve in-vitro periferik kan KLL hiicre
kiltiri numunelerinde etkiliydi, ancak farmakokinetik 6zellikleri klinik

transfer i¢in yetersiz olarak gézlendi.



GX15-070 (obatoclax)

® Obatoclax, bir poliprol’diir. Sub-mikromolar afinite ile Bcl-XL,
Bcl-w ve Mcl-1’e baglanir ve nispeten zayif bir pan-Bcl-2
inhibitorudiir.

® Obatoclax, esas olarak Bax/Bak'dan bagimsiz olarak apoptozu
indiikler ve bu nedenle Bcl-2 protein inhibisyonundan ayri
olarak ilave toksik etkilere sahip olmasi olasidir.

® 2006'da birden fazla malignite icin klinik denemelere girmistir,
ancak 2013'te gelisme durmustur.

Nguyen, (2007) Small molecule obatoclax (GX15-070) antagonizes MCL-1 and overcomes MCL-1-mediated resistance
to apoptosis. Proceedings of the National Academy of Sciences of the United States of America, 104, 19512-19517.



ABT-263 (Navitoclax)

® Dual Bcl-2/Bcl-XL inhibitorudur.

®* Navitoclax, faz | ve R/R-KLL hastalarim1 iceren faz Il klinik
calismalarinda test edildl.

® Bu calismalardan elde edilen sonuclar, Navitoclax’in timor
bliylimesini Inhibe ettigi gosterildi, fakat major trombositopeni
gelismesi onay almasina engel oldu.

® Navitoclax’un trombositlerdeki apoptotik etkisi, bu hiicrelerde
yiiksek oranda eksprese edilen Bcl-XL iizerindeki aktivitesi ile
Ilgllldlr' Roberts AW, et al. Substantial susceptibility of chronic lymphocytic
leukemia to BCL2 inhibition: results of a phase | study of navitoclax in
patients with relapsed or refractory disease. J Clin Oncol. 2012;30(5):488-
496.



Secici Bel-XL inhibitorler

* |1k yayinlanan Bcl-XL selektif inhibitorii WEHI-539°dir

®* WEHI-539 tarafindan indiiklenen apoptoza Bak aracilik eder,
ancak hiicresel potansiyell mikromolar araligindadir, oysa ABT-
737 ve ABT-199 diisiik nanomolar araliginda etki gosterir.

Lessene G, (2013) Structure-guided design of a selective BCL-X(L) inhibitor. Nature Chemical Biology, 9, 390-397.

®* A-1155463 (Tao, 2014) ve A-1331852 (Leverson, 2015) diger
secici ajanlardir Klinik calismalar1 baglamamastir.



Selektif Bcl-2 inhibitorleri

ABT-0199 (Venetoclax)

® Bcl-XL iizerinden trombositlerdeki kacinilmaz toksisiteyi onlemek
icin, ABT-263 sadece Bcl-2'yi baglamak iizere yeniden tasarlandi.

® Sonugta ortaya cikan bilesik Bcl-2’yi spesifik olarak inhibe eden
ABT-199/venetoclax, Navitoclax’a oranla apoptozisi 10 kat daha
diisiik konsantrasyonda gerceklestirirken, trombosit apopitozisini
indiiklemesi icin 200 kat daha yiiksek konsatrasyona gereksinimi
vardir.

® 2014 yilinda, Servier ve Vernalis (S55746) tarafindan ortak olarak
gelistirilen bir baska Bcl-2 secici bilesik, klinik ¢calismalara girmistir

® R/R CLL ve B hiicreli Hodgkin lenfoma (NHL) olan hastalarda Faz I (NCT02920697).

®* AML veya miyelodisplastik sendromlu hastalarda hastalarda Faz | (NCT02920541).



Venetoclax Timeline

January 2016:

FDA breakthrough therapy designation
Publication and First report of Phase | granted for Venetoclax for 3 indications:
clinical trial with Venetoclax (i) R/R CLL with del (17p);

(ii) R/R CLL in combination with rituximab;
(iii) untreated AML ineligible to receive
Phase | clinical trials with standard induction therapy.

Venetoclax in NHL and CLL Phase 3 combination study
with Rituximab compared with

bendamustine/rituximab
In patients with R/R CLL

l

2011 2012 2013 2014 2015
EMA MAA for
Phase Il study commenced Venetoclax for the

in R/R CLL del (17p) treatment of patients

with CLL del (17p) or
TP53 mutation.

April 2016:
FDA Accelerated Approval
R/R CLL del (17p)

¥

2016 2017

1

December 2016:

EMA approval

(i) R/R CLL del (17p);

(ii) R/R CLL following failure
of chemoimmunotherapy
and BCR inhibitor.



Klinik calismalar

Table II. List of clinical trials with Venetoclax in haematological malignancies.

Monotherapy/combination

NCT identifier with Disease site Stage of disease Phase Recruitment status PMID*; published data
1 NCT01328626 Monotherapy CLL Relapsed/refractory 1 Ongoing but not recruiting PMID: 26639348; Roberts
et al (2016)
2 NCT02141282 Monotherapy CLL Relapsed/refractory to prior BCR 2 Ongoing but not recruiting Jones et al (2016)
signalling inhibitors
3 NCTO1889186 Monotherapy CLL Relapsed/refractory with 17p 2 Ongoing but not recruiting PMIDx: 27178240,
deletion Stilgenbauer et al (2016)
L NCT02756611 Monotherapy CLL Relapsed/refractory 3 Recruiting
5 NCT02677324 Monotherapy WM Relapsed/refractory 2 Recruiting
6 NCT01994837 Monotherapy AML Relapsed/refractory or frontline in 2 Completed PMIDx: 27520294; Konopleva
patients unfit for intensive therapy et al (2016)
7 NCT01328626 Monotherapy NHL Relapsed/refractory 1 Completed Davids et al (2014);
Gerecitano et al (2015)
8 NCT01969695 Monotherapy NHL Extension study relapsed/refractory 1 Ongoing but not recruiting
9 NCT01794520 Combination with MM Relapsed/refractory 1 Recruiting
dexamethasone in subjects
with t(11;14)-positive
multiple myeloma
10 NCT02419560 Ibrutinib MCL Relapsed /refractory 1 Recruiting
11 NCT02558816 Obinutuzumab and ibrutinib MCL Relapsed/refractory I/ Recruiting Le Gouill et al (2016)
12 NCT01794507 Bortezomib and MM Relapsed/refractory 1 Ongoing but not recruiting Touzeau et al (2015)
dexamthasone
13 NCT02287233 Cytarabine AML Treatment naive 1 Ongoing but not recruiting Lin et al (2016)
14 NCT02203773 Decitabine or azacitidine AML Treatment naive 1 Recruiting DiNardo et al (2015)
15 NCT01682616 Rituximab CLL Relapsed/refractory Ib Ongoing but not recruiting Ma et al (2014b)
16 NCT02401503 Bendamustine and GA101 CLL All 2 Ongoing but not recruiting
17 NCT01685892 Obinutuzumab CLL All 1 Ongoing but not recruiting Flinn et al (2015)
18 NCT02005471 Venetoclax and rituximab or CLL Relapsed 3 Recruiting Mobasher et al (2014)
bendamustine and
rituximab
19 NCT02427451 Obinutuzumab and ibrutinib CLL All I/ Recruiting
20 NCT01671904 Venetoclax with CLL All 1 Recruiting Salles et al (2015)

bendamustine and
rituximab or bendamustine

and Obinutuzumab




Klinik calismalar

Table II. (Continued)

Monotherapy/combination
NCT identifier with Disease site Stage of disease Phase Recruitment status PMID*; published data

21 NCTD2242942 Obinutuzumab and CLL All 3 Ongoing but not recruiting
venetoclax versus

obinutuzumab and

chlorambucil
22 NCT02756897 Ibrutinib CLL Relapsed/refractory 2 Recruiting
23 NCTD1594229 Bendamustine and rituximab NHL Relapsed/refractory 1 Ongoing but not recruiting
24 NCTD2055820 Venetoclax with rituximab NHL Relapsed/refractory and untreated b Recruiting
or obinutuzumab plus
cyclophosphamide,
doxorubicin, vincristine nd
prednisone (CHOP)
25 NCTD2956382 Ibrutinib FL Relapsed/refractory i Recruiting
26 NCTD2187861 Venetoclax with FL Relapsed/refractory 2 Ongoing but not recruiting

bendamustine and
rituximab compared to
venetoclax with ntuximab
and compared to
bendamustine and

rituximab

AML, acute myeloid leukaemia; BCR, B cell receptor; CLL, chronic lymphocytic leukaemia; FL, follicular lymphoma; MCL, mantle cell lymphoma; MM, multiple myeloma; PMID, PubMed reference
number;, NCT, National Cancer Tral; NHL, non-Hodgkin lymphoma; WM, Waldenstrom macroglobulinaemia.
*https:/fwww.ncbi.nlm.nih.gov/pubmed.
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17p Delesyonu olan R/R KLL Hastalar

Lancet Oncol. 2016 Jun;17(6):768-778. doi: 10.1016/S1470-2045(16)30019-5. Epub 2016 May 10.

Venetoclax in relapsed or refractory chronic lymphocytic leukaemia with 17p deletion: a
multicentre, open-label, phase 2 study.
Stilgenbauer S1, Eichhorst B2, Scheteliq_JS, Coutre 84, Seymour JF5, Munir TG, Puvvada SD7, Wendtner CMB, Roberts AWg, Jurczak Wm,

Mulligan SP", Bottcher 812, Mobasher M13, Zhu MM, Desai M14, Chyla BM, Verdugo MM, Enschede SHM, Cerri E14, Humerickhouse RM,
Gordon G'* Hallek M2, Wierda WG'®.
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BTK-1nh Sonrasi

Venetoclax for chronic lymphocytic leukaemia progressing
after ibrutinib: an interim analysis of a multicentre,

open-label, phase 2 trial

leffrey A Jones, Anthony R Mato, William G Wierda, Matthew 5 Davids, Michee Choj, Bruce D Cheson, Richard R Furman, Nicole Lamanng, Pawl M Bar,

Lang £how, Brenda Chylo, Ahmed Hamed Salem, Maria Verdugo, Rod A Hymeridchouse, | alojo Poturi, Steven Coutre, JenniferWoyach,* John C Byrd*
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R/R KLL de Venetoklaks-Rituksimab vs
Bendamustine Rituksimab

Venetoclax Plus Rituximab is Superior to

Bendamustine Plus Rituximab in Patients with

Relapsed/ Refractory Chronic Lymphocytic First prospective data on impact of minimal
Leukemia - Results from Pre-Planned Interim residual disease on long-term clinical outcomes
Analysis of the Randomized Phase 3 after venetoclax plus rituximab versus
MURANO Study bendamustine plus rituximab:

phase Ill MURANO study

Arnon P. Kater,! Peter Hillmen,? Anton W. Langerak,® Barbara Eichhorst *
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Punnoose,® Jue Wang,® Brenda J. Chyla,® Maria Verdugo,® Jenny Wu,? Yanwen Jiang,®
Mehrdad Mobasher,? John F. Seymour'®
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®* Randomize kontrollii, acik etiketli, R/R KLL
* N=194(VR) ve 195(BR)

* del17p (%26), TP53 (%25), IGHV-mut (%32)
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CLL-14

Yash veya komorbiditesi olan 1lk sira KLL hastalarinda VVenetoclax-

obinutuzumab Ile Obinutuzumab Klorambusilin Etkinliklerinin
Karsilastirilmasi

® [zlem siiresi 29.1 ay

ORIGINAL ARTICLE

® Her iki kolda da 12 ay kullanim Vene't%(:léliLanddOginuFu;um?:b iIc‘ll -P.atients
sonrasi tedavisiz 1zlem. Wit and Coexisting Londitions

K. Fischer, O. Al-Sawaf, ). Bahlo, A.-M. Fink, M. Tandon, M. Dixon, S. Robrecht,
S. Warburton, K. Humphrey, O. Samoylova, A.M. Liberati, J. Pinilla-Ibarz, S. Opat,
L. Sivcheva, K. Le DQ, L.M. F['J}_'Jll:é!'.i{')_ C. U, Niemann, R. Weinkove, 5. Robinson,
° . . . b I.). Kipps, S. Boettcher, E. Tausch, R. Humerickhouse, B. Eichhorst,
HaSta OZCHlklerl enzer- C.-M. Wendtner, A.W. | angeraln, K.-A. Kreuzer, M. Ritgen, V. Goede,
S. Stilgenbauer, M. Mobasher, and M. Hallek

Safety Run-in Phase*
\Venetoclax—
Obinutuzumab

Venetoclax

Venetoclax-
e  Obinutuzumab

v

6 cycles Follow-up Phase

Previously untreated

patients with CLL and Primary endpoint:
coexisting medical T Progression-free survival
conditions o el >
bt ] Key secondary endpoints:
CIRS > 6 and/or CrCl < Response, Minimal
70mL/min : Residual Disease, Overall
Chlorambucil- ‘ Chlorambucil Survival
»  Obinutuzumab [ =
6 cycles ’ 6 cycles

J




KLL-14

Overall response
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Venetoclax-obinutuzumab kolunda hastalarin %76 sinda M.

negatifligi elde edilmuistir.

RD

Venetoclax- Chlorambucil-
Obinutuzumab Obinutuzumab P value

Number of patients, N 216 216
Peripheral blood

Negative (<104) 76 % 35 % < 0.001

Negative (<104) in complete response 42 % 14 % < 0.001
Bone marrow

Negative (<104) 57 % 17 % < 0.001

Negative (<10) in complete response 34 % 11 % < 0.001

By ASO-PCR 3 months after completion of treatment
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Phase 1b study of obinutuzumab, ibrutinib, and venetoclax in relapsed and refractory chronic

lymphocytic leukemia.
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Figure 1. Treatment Responses with Minimal Residual Disease Status

A. MRD Status by Response at B. MRD Status by Response at
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Standard Chemoimmunotherapy (FCR/BR) Versus Rituximab + Venetoclax (RVe) Versus Obinutuzumab (GA101) + Venetoclax
(GVe) Versus Obinutuzumab + Ibrutinib + Venetoclax (GlVe) in Fit Patients With Previously Untreated Chronic Lymphocytic
Leukemia (CLL) Without Del(17p) or TP53 Mutation (GAIA)

ClinicalTrials.gov Identifier: NCT02950051

The safety and scientific validity of this study is the
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potential benefits of clinical studies and talk to your
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health care provider before participating. Read our
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Sorunlar

®* BH3 mimetiklerin son déonemdeki parlamasi 6nemli bir soruyu giindeme getiriyor:
“tedavi icin bunlar: ne zaman daha iy kullanacagimizi nasil belirleyebiliriz?”

®* Bcl-2 protein ailesi, her biri farkli diizenleme modu, translasyon sonrasi
modifikasyon ve protein-protein etkilesimleri sunan bir diizineden fazla iiyeyi
icerir, bu da BH3 mimetiklerinin kanser hiicrelerinde etkisi icin Standart
molekiiler biyoloji tekniklerini kullanarak dogru bir tahmin yapilmasimni
zorlastirr.

® Yani kanser hiicrelerinde anti-apoptotik savunmay1 engellemek i¢cin miikemmel
ajanlara sahip gibi goriiniiyoruz ancak kullanimlarini yonlendirecek etkili
Ongoriicii biyobelirteclerden yoksunuz.

* Simdiye kadar, BH3 mimetikleri ile yapilan Kklinik basarilarin ¢ogunda genom
bazli degerlendirmeden ziyade soy-temelinden yararlanilmistir. Bu nedenle
Klinik etkinligini tahmin etmek icin yeni yontemler icin karsilanmamis bir
ithtiyag¢ vardir.
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