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AML - Kompleks Patofizyolojik Temel
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AML — Degisen Tedavi Paradigmasi

Midostaurin (Rydapt) Nisan 2017
CPX-351 (Vyxeos) Agustos 2017
Enasidenib (Idhifa) Agustos 2017
Gemtuzumab Ozogamicin

(Mylotarg) Eylul 2017
lvosidenib (Tibsovo) Temmuz 2018
Gilteritinib (Xospata) Kasim 2018
Glasdegib (Daurismo) Kasim 2018
Venetoclax (Venclyxto) Kasim 2018




AMLde Degisen Tedavi Paradigmasi

?

7+3, 7+3+GO, Allo KHN, HIDAC/IDAC,
CPX351, 7+3+Mido,  daha énce baslanmis

7+3+Sora, AZA, Dec, HMA devami, daha
HMA+Venetoclax, once baslanmis hedefe
Glasdegib+scARA-C,  ydnelik tedavinin
Ena+AZA, Ivo+AZA devami

Tumor Yuku ‘ ‘II}
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|deal Idame
Tedavisi

Muimkdin olan en az ek toksisite ile yanit
surduardlebilirligini saglamali hatta
derinlestirebilmeli, ntiksi 6nleyebilmeli

Kolay uygulanmali, uygulama semasi agir ek
mali/yatis/vizit yiki getirmemeli

Sadece PFS, RFS, EFS degil OS’yi de
uzatabilmeli

Yasam kalitesini kot yonde etkilememeli

Bltln bu sartlari destekleyen en az bir
randomize kontrolll faz 3 verisi olmali



AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

yblood

Leading the way in experimental and clinical research in hematology

Azacitidine maintenance after intensive chemotherapy improves DFS in older AML patients

Gerwin Huls, Dana A. Chitu, Violaine Havelange, Mojca Jongen-Lavrencic, Arjan A. van de Loosdrecht, Bart J. Biemond, Harm Sinnige, Beata Hodossy, Carlos Graux,
Rien van Marwijk Kooy, Okke de Weerdt, Dimitri Breems, Saskia Klein, Jirgen Kuball, Dries Deeren, Wim Terpstra, Marie-Christiane Vekemans,
Gert J. Ossenkoppele, Edo Vellenga, and Bob Lowenberg

Blood 2019 :blood-2018-10-879866; doi: https://doi.org/10.1182/blood-2018-10-879866




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

Observation arm (N=60) Azacitidine arm (N=56)
Patients with Gender: male/female 33 /27 (55% / 45%) 35/21 (63% / 37%)
AML except FAB M_3 or {(15:17), or Age: median/range 69 / 60-79 69 / 64-81
RAEB or RAEB-t with IPSS == 1.5,
age >=60yrs WHO performance
<5% bone marrow blasts after 2 cycles of WHO 0 23 (38%) 29 (52%)
chemotherapy WHO 1 34 (57%) 17 (30%)
WHO 2 - 5 (9%)
Unknown 3 (5%) 5 (9%)
Unfavourable risk cytogenetic 14 (23%) 9 (16%)
abnormalities at diagnosis *
Arm A Arm B CR(i) obtained after:
Induction cycle 1 45 (75%) 35 (63%)
Induction cycle 2 15 (25%) 21 (37%)
— Platelet count = 100x10°/L 45 (75%) 38 (68%)
Azacitidine
maintenance Neutrophils (x10°/L)
x 5 ¥ median 4.1 33
No maintenance 50 mg/m?, day 1-5 q4 wks range 1.5.38 0.6-13.7
until relapse for a
maximum of 12 cycles CR 45 (75%) 37 (66%)
MDS-RAEB 6 (10%) 6 (11%)

*-7,-7q, -5, -5q, abn 3q, complex 2 3 abnormalities




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

Observation arm (N=60)

Azacitidine arm (N=56)

Transfusion requirements

RBC (median / mean) (units) |0/1 0/1
# patients receiving no RBC | 55 (92%) 48 (86%)
Platelets (median / mean) 0/1 0/1
# patients receiving no 56 (93%) 48 (86%)
platelets
Nights in hospital
(median / mean) 0/1 0/2
# patients without nights in 55 (92%) 48 (86%)
hospital
Adverse events (AE)
Median 1 2
# AE 2 2 grade (total) 449 510
Patients with serious adverse
events (SAE)
0 SAE 56 (93%) 42 (75%)
1SAE 4 (7%) 11 (20%)
2 SAE 2 (3%)
3 SAE 1(2%)

Cumulative percentage

Disease free survival from CR/CRIi

100
75
50
____________ I“l.__armB
mDFS: 10,3 ay
25
N F armA
armA 60 49
armB 56 44
Cox LR P =0.04
0 T T T T 1
0 6 12 18 24 time 30
At risk:
armA 60 35 25 13 10 7
armB 56 46 36 23 23 17




AMLde Hipometile Edici Ajanlar ile
|dame Tedavisi

100+ Overall survival 100- Overall survival (censored at date transplant) Yavas hasta alim hizi (7,5 y||)
! Nakile gore sansurli
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Kurtarma tedavilerinin kontrol
grubunda daha erken ve fazla
kullanilmasi
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N F N F
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Cox LR P =069 CoxLR P =0.21
0 I | | I | 0 I I T I |
0 6 12 18 24 months 30 0 6 12 18 24 months 30
At risk: Al risk:
amA 60 54 41 30 7 18 amA 60 50 7 25 20 1
armB 56 49 46 34 25 20 amB 56 43 45 33 24 18




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

Biol Blood Marrow Transplant. 2018 Oct;24(10):2017-2024. doi: 10.1016/j.bbmt.2018.06.016. Epub 2018 Jun 20.

CC-486 Maintenance after Stem Cell Transplantation in Patients with Acute Myeloid Leukemia or
Myelodysplastic Syndromes.

de Lima M?, Oran B2, Champlin RE2, Papadopoulos EB3, Giralt SA3, Scott BL?, William BM®, Hetzer J®, Laille E®, Hubbell B®, Skikne BS®, Craddock C”.

Allo nakile ilerlenmis morfolojik tam remisyondaki yliksek riskli MDS ve AML hastalari,

7 hasta CC486’yi1 gtinde bir kez 200-300 mg po 7 gun sureyle, 23 hasta ise 150-200 mg po dozda 14 giin slireyle her
28 glinde bir hastalik ilerlemesi, niiks veya tolere edilemez toksisiteye dek kullanmis.




edavisi

AMLde Hipometile Edici Ajanlar ile Idame

Age/ AML/MDS Conditioning Source/ Treatment Cycle Reason for CC-486 Figure 2.
Gender Classification Regimen  Donor 0123 456 7 8 9101112 piscontinuation
b g @ 75M  MDS-Int2 MAC BM/Unrelated Completed Study
IS8 65F  AMLNOS  RIC PB/Sibling : : | Withdrew Consent 1.0 1 _
O&'% 65M AML-NOS  RIC PB/Unrelated : | Withdrew Consent Median OS was not reached (NR; 95%Cl 15.1 months, NR)
© o 28M AMLNOS  MAC BM/Unrelated | Relapse 0.9 -
# £ _E 43/M  AML-RGA MAC PB/Unrelated* I Relapse N
39 § ~ 72M AML-NOS  RIC PB/Unrelated Other! 0.8 - :
48/M  AML-NOS RIC PB/Sibling* | Relapse |
3 71M T-AML MAC PB/Sibling I Completed Study 0.7 4 :
# EZ 50M AML-NOS MAC PB/Sibling I Completed Study > |
Q@I 62M AMLNOS  MAC PB/Sibling I Adverse Event = 06 4 | . L .
* 64/M AML-MRC RIC BM/Unrelated I Adverse Event % I o b h
59/M AML-MRC MAC PB/Sibling I Completed Study 'S 05 1 :
80/M  AML-NOS RIC BM/Unrelated NN Completed Study & ' !
53/F MDS-HIGH MAC PB/Unrelated I Completed Study g :
67/M  AML-NOS MAC PB/Sibling I Completed Study = 0.4 :
68/M AML-NOS  MAC BM/Unrelated GG Completed Study @ |
70M  AMLNOS  RIC PB/Sibling I Completed Study 0.3 1 !
32/IM  AML-RGA MAC PB/Sibling I Completed Study I
31/M AML-RGA  RIC PB/Sibling I Completed Study 0.2 - |
g2 £ 69M AML-NOS  RIC PB/Unrelated I Completed Study : +Censored
g g 3 66/M  MDS-INT1 RIC PB/Unrelated I Completed Study 0.1 1 \
ONT 53M AML-RGA MAC BM/Unrelated  — Adverse Event :
71/M  AML-NOS RIC PB/Unrelated* _ I Relapse 0.0 r } , . . . .
58/F MDS-INT2  MAC PB/Unrelated I Adverse Event 0 6 12 18 24 30 42 48
71MM  AML-RGA MAC PB/Unrelated I Withdrew Consent
67M AML-NOS  RIC PB/Unrelated i Death# _ Months
68/M  AML-RGA MAC BM/Unrelated | Relapse m
58/M  AML-RGA MAC BM/Unrelated | Withdrew Consent 30 25 23 19 12 5 1
53/M  AML-RGA MAC PB/Unrelated \ Withdrew Consent
62/M  AML-MRC MAC PB/Unrelated | Relapse




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

Leukemia. 2017 January ; 31(1): 34—-39. do1:10.1038/leu.2016.252.

Maintenance therapy with decitabine in younger adults with
acute myeloid leukemia in first remission: a phase 2 Cancer and
Leukemia Group B study (CALGB 10503)

William Blum', Ben L. Sanford?, Rebecca Klisovic!, Daniel J. DeAngelo3, Geoffrey Uy~
Bayard L. Powell®, Wendy Stock®, Maria R. Baer’, Jonathan E. Kolitz8, Eunice S. Wang®,
Eva Hoke2, Krzysztof Mrézek', Jessica Kohlschmidt!:2, Clara D. Bloomfield!, Susan
Geyer'%, Guido Marcucci'!, Richard M. Stone?3, and Richard A. Larson® for the Alliance for

Clinical Trials in Oncology




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

TY1'de nakile ilerlenmemis genc

Treatment course No. % of CR patients
hastalar
Achieved CR, received maintenance 134 32
Desitabin 20 mg/mz iv 4-5 gun her 6 Achieved CR, no maintenance 280 68
haftada bir toplam 8 siklus Reasons for no maintenance
Early relapse 29 7
Gegm|§ CALGB ga||§ma gruplarmdaki Withdrew for non-protocol therapy (alloHCT in CR1) | 96 (86) 232D
hastalarin verileri ile kiyaslama yapilmis Patient refused 4 1
. o . o Unresolved toxicity after consolidation 33 8
Sitogenetik riske gore de alt grup analizi
Ineligible due to low counts (post autoHCT) 38 9
uygulanmis
Death during consolidation 6 1
Insurance denial 4 <1
Other 30 7




DFS by CBF status

Adverse Event? Grade3 | Grade 4?

No. | % | No. | %

Neutropenia 16 12 | 103 | 79

. 1 Thrombocytopenia 43 33 52 | 40

§ Anemia 15 11 0 0

A IVI I_’d g ‘”:-"""'"""“l----h.,k_, Febrile neutropenia 13 | 10 1 1
e § ] e i Infection with <Grade 3 ANC 3 2 0

0
. . . . 1 Infection with =Grade 3 ANC 9 7 0 0
| Ipoetlle EdICI 1 Fatigue? 9 7 0

Paind 7 (s | oo

INERIEIAIE I -

time (months)
i d T d » " Favorable. 46 number at risk . ) ) Dyspnea* 4 3 0 0
Characteristic CALGB 10503 | CALGB 19808 P-value’
ELN Genetic Gmup.i no. (%) 07
Favorable 85(63) 94 (44)
Intermediate-I 13 (10) 28 (13)
Intermediate-I1 16 (12) 36(17)
Adverse 10 (7) 10 (5)
Unknown 10 (7) 46 (21)
3-year OS, % 68 61/68
3-year DFS, % 54 45/56




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

Leukemia. 2012 November ; 26(11): 2428-2431. do1:10.1038/leu.2012.153.

A Randomized Study of Decitabine Versus Conventional Care
for Maintenance Therapy in Patients with Acute Myeloid
Leukemia in Complete Remission

Yanis Boumber'!, Hagop Kantarjian?, Jeffrey Jorgensen3, Sijin Wen#, Stefan Faderl?, Ryan
Castoro?, Jane Autry?, Guillermo Garcia-Manero?, Gautam Borthakur?, Elias Jabbour?,
Zeev Estrov?, Jorge Cortes?, Jean-Pierre Issa?®, and Farhad Ravandi?




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi

. . Characteristics Decitabine (n=20) Conventional Care (n=25) p-value
45 haStal TYl Veya TY2 sonrasi DeCItabIne 20 Age, median [range], years 62, [24-79] 53 [31-72] 0.10
mg/m2 5 giin her 4-8 haftada bir 12 siklus <60 9(45) 18(72) 0.12
> 60 11(55) 7 (28)
Karsilastirma kolu konvansiyonel takip veya tedavi CRI 1470 [ICRp] 21 (83) [1CRp] 026
v CR2 6 (30) [1CRp] 3(12)
(sc ARA-C, yogun KT) uygulanan 27 hasta o . ’ L
. . . Induction regimen 0.20
Medyan 4,5 siklus Dec uygulanabilmis (1-12) SDAC + Anthracycline (47) 7 G35) 1)
HiDAC + Anthracycline 11 (55) 18 (72)
Medyan ta k|p SU FESI 44’9 ay Single agent (e.g. Clofarabine) 2 (10) 4(16)
No. of consolidation cycles 0.19
=1 8 (40) 5(20)
>1 12 (60) 20 (80)
Cytogenetics 0.99
Intermediate 15(75) 19 (76)
Unfavorable 5(25) 5(20)
Favorable (relapsed) 0 1 (4)




AMLde Hipometile Edici Ajanlar ile
|[dame Tedavisi
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AMLde Gemtuzumab Ozogamisin ile
|[dame Tedavisi

€ blood

Leading the way in experimental and clinical research in hematology

ERICAY,

A phase 3 study of gemtuzumab ozogamicin during induction and
postconsolidation therapy in younger patients with acute

myeloid leukemia

Stephen H. Petersdorf,’ Kenneth J. Kopecky,'? Marilyn Slovak,® Cheryl Willman,* Thomas Nevill,> Joseph Brandwein,®

Richard A. Larson,” Harry P. Erba,® Patrick J. Stiff,” Robert K. Stuart,’® Roland B. Walter, Martin S. Tallman,'" Leif Stenke,'?
and Frederick R. Appelbaum’




AMLde Gemtuzumab Ozogamisin ile
|[dame Tedavisi

GO’nin standart induksiyon tedavisine eklenmesinin ve sonrasinda  Disease - Free Survival from Maintenance Randomization
da idame tedavisi olarak kullanilmasinin etkinligini irdeleyen bir All Patients

faz 3 randomize ¢alisma 100% -
Median

N Events in Months
80% —_— GO X3 85 55 14
— — — Observation 84 41 NR
Hastalar 6ncelikle 7+3 ve 7+3+GO induksiyon tedavisi gruplarina e -
randomize edilmis. Sonrasinda 3 kir HIDAC ile konsolidasyon | R T TR T
tedavisi uygulanmig ve bir sonraki asamada da TY’1 koruyan a0

hastalar ek olarak 3 siklus siiren 5mg/m2 dozunda 28 giinde bir

uygulanan GO ve izlem gruplarina randomize edilmis. -

0% ' 1 ! 1 ' I ! 1

Toplam 147 hasta konsolidasyon sonrasi GO idame veya izlem . S S - .
ears after Randomization

gruplarina randomize edilmis




AMLde FLT Inhibitorleri ile [dame
Tedavisi — SORMAIN calismasi

Nakilden sonraki 60-100. glin
kontrollerinde Tam Hematolojik Yaniti olan
FLT3ITD mutasyonu pozitif hastalar,
ECOG PS 0/1, 2-4.derece GvHD’si olmayan
(N =83%)

Takip

* Baslangic dozu 2*200 mg 14 giin icerisinde tolere edilir ise 2*400 mg

Birincil Sonlanim Noktasi: Relapssiz Sagkalim, ikincil Sonlanim Noktasi: Genel Sagkalim




AMLde FLT Inhibitorleri ile Idame
Tedavisi — SORMAIN calismasi

Characteristic Sorafenib (n =43) Placebo (n = 40)
Median age, yrs (range) 54.17 (23.6-74.6) 53.59 (18.6-75.6)
Female, n (%) 25 (58.1) 17 (42.5)
ECOG PS 0/1, n (%) 13 (30.2)/29 (67.4)* 18 (45)/22 (55)
Median white cell count, 103/mL (range) 4.62 (1.88-12.75) 5.60 (1.98-11.22)
Median platelet count, 103/mL (range) 143 (70-408) 141 (56-353.0)
CFLT3-ITD detectable, n (%)
= Positive 4 (9.3) 3(7.5)
= Negative 35 (81.4) 33 (82.5)
L = Missing 4 (9.3) 4 (10.0)
NPM1 detectable, n (%) NPM1 mutated: n =29 NPM1 mutated: n =23
= Positive 8 (27.6) 7 (30.4)
= Negative 17 (58.6) 14 (60.9)
= Missing 4 (13.8) 2 (8.7)




AMUde FLT Ir
Tedavisi — SO

hibitorler

le [dame
RMAIN calismasl

Characteristic, n (%)

Cytogenetic risk
® |ntermediate

Sorafenib (n = 43)

Placebo (n = 40)

40 (93) 36 (90)
= High 1(2.3) 3(7.5)
= Unknown 2(4.7) 1(2.5)
No. of intensive CT cycles before alloSCT
=1 6 (14) 6 (15)
"2 21 (48.8) 24 (60)
"3 11 (25.6) 3(7.5)
= >3 5(11.6) 7(17.5)
[ Transplant in CHR1 32 (74.4) 27 (67.5) ]
Transplant outside CHR1 11 (25.6) 13 (32.5)

Aemission status at transplant
= CHR/no CHR
® Molecular CR

Conditioning therapy intensity: full/reduced

Donor: Matched unrelated donor*/family

Qonor lymphocyte infusion

27 (62.8)/7 (16.3)
9(20.9)

18 (41.9)/25 (58.1)
35 (81.4)/8 (18.6)
6 (14)

~

19 (47.5)/9 (22.5)
12 (30)

19 (47.5)/21 (52.5)
28 (70)/12 (30)

6 (15) /




AMLde FLT Inhibitorleri ile Idame
Tedavisi — SORMAIN calismasi

Sorafenib Placebo .
RFS Rate, % Difference HR
(n=43) (n=40)
0.39 (95% Cl: 0.183-0.848);
At 2 yrs 85.0 53.3 31.7 ( P= 013 )
on treatment EC.)T EOS off treatment
100 + e e e e e
Sorafenib ———-—- i . Sorafenib ————-

- Placebo -~ b o o o Placebo
£ 80 - £ 80 1 "
§ g D on treatment
% o E A [ ] off treatment
o 2-year RFS 4 40 -
g 40 - _ =
. Sorafenib 85.0% (95% Cl 69.5-93.0) e
2 Placebo 53.3% (95% C| 36.5-67.5) & 20 A
3 20 1 Median follow up:  41.8 months (IQR 24.1 - 42.5) &
14

0 4 HR= 0.39 (95% ClI: 0.183, 0.848); p=0.013 &

T T N T ' 0 10 20 24 30 40 50
0 10 20 30 40 50 ts at risk (n) time (months)




AMLde FLT Inhibitorleri ile Idame
Tedavisi — SORMAIN calismasi

on treatment EOS off treatment

---------------------------

relapse mortality non-relapse mortality 100 - 30 months - OS (end of study) ,
HR=0.447 (95% CI: 0.20, 0.97), p=0.03 Sorafenib —---

1001 100 1 80 - e Placebo ——
% Sorafenib ———- 3 Sorafenib —--- £ et et oot D on treatment
E 801 Placebo —— Tg 80 { Placebo —— T 60 )
: \ g 2 D off treatment
4o IR & g
g 60 p=0.011 g 60 p=0.981* 2 40 -
s, i 5
5 g & 21 \
g o F § " 55.4 months (median follow up)

" J y
0 v'[:"I : T J T T ! ' 0 T I 1 T - - T — _1 — T T T T T T 1
0 0 2 0 40 50 0 10 2 30 40 50 0 20 40 60 80 100
time (months) time (months) it risk (n) time (months)




AMLde FLT Inhibitorleri ile Idame
Tedavisi — SORMAIN calismasi

Sorafenib (n = 42) Placebo (n = 39)
Grade 3/4 AEs, n (%)
All Drug Related All Drug Related

GvHD 32 (76.8) -- 23 (59.8)

= Acute GvHD (grade = 2) 10 (23.8) 7 (18.2)

» Chronic GvHD: mild or moderate/severe 14 (33.6)/8 (19.2) -- 12 (31.2)/4 (10.4)
Infections 11 (26.2) 1(2.4) 9 (23.1) 2 (5.1)
Electrolyte alterations 6 (14.3) 3(7.1) 1(2.6) 0
Gl toxicity (vomiting, nausea, diarrhea) 6 (14.3) 2 (4.8) 6 (15.4) 3(7.7)
Skin toxicity 5(11.9) 2 (4.8) 1(2.6) 1(2.6)
Cardiotoxicity and renal insufficiency 4 (9.5) 1(2.4) 1(2.6) 0
Liver toxicity (ALT/AST increased) 2(4.8) 0 2(5.1) 2(5.1)
Thrombocytopenia 2(4.8) 0 1(2.6) 0
Neutropenia 1(2.4) 1(2.4) 1(2.6) 1(2.6)
Other 33 (78.6) 8 (19.1) 22 (56.4) 4 (10.3)




AMLde FLT Inhibitorleri ile Idame
Tedavisi — RADIUS calismasi

Sorafenib (n = 42) Placebo (n = 39)
Grade 3/4 AEs, n (%)
All Drug Related All Drug Related

GvHD 32 (76.8) -- 23 (59.8)

= Acute GvHD (grade = 2) 10 (23.8) 7 (18.2)

» Chronic GvHD: mild or moderate/severe 14 (33.6)/8 (19.2) -- 12 (31.2)/4 (10.4)
Infections 11 (26.2) 1(2.4) 9 (23.1) 2 (5.1)
Electrolyte alterations 6 (14.3) 3(7.1) 1(2.6) 0
Gl toxicity (vomiting, nausea, diarrhea) 6 (14.3) 2 (4.8) 6 (15.4) 3(7.7)
Skin toxicity 5(11.9) 2 (4.8) 1(2.6) 1(2.6)
Cardiotoxicity and renal insufficiency 4 (9.5) 1(2.4) 1(2.6) 0
Liver toxicity (ALT/AST increased) 2(4.8) 0 2(5.1) 2(5.1)
Thrombocytopenia 2(4.8) 0 1(2.6) 0
Neutropenia 1(2.4) 1(2.4) 1(2.6) 1(2.6)
Other 33 (78.6) 8 (19.1) 22 (56.4) 4 (10.3)




RADIUS

RADIUS Study Schema

Randomized, phase 2, open-label study comparing midostaurin + SOC vs SOC after alloHSCT

Treatment Phase Follow-Up End of
(up to 12 cycles) Phase* Study

SOC + midostaurin®
(50 mg twice daily
continuous 28-0ay cycles)

Patients aged 18-70 y with
FLT3-ITD+ AML in CR1

« Recovery after alloHSCT
(MUD/MRD)

 Count recovery by day 422

* Treatment starts 28-60 days
after alloHSCT

Data cutoff:
April 30, 2018

e R |

24 months

Primary endpoint: 18-month RFS after alloHSCT | Post-HSCT
Selected secondary endpoints: safety, OS, 24-month RFS after alloHSCT



RADIUS

CONSORT Diagram

60 patients randomized

SOC + midostaurin arm (n = 30) SOC arm (n = 30)

Not treated Not treated
(n = 1) ‘oo; ooooooooooooooooooooooooooooooooooooooooooooooooooooooooo ?o’ (n - 1)
3 Completed 12 cycles of treatment Completed 12 cycles of treatment :

(n=16) (n =14)

Completed study (24 mo post-HSCT) Completed study (24 mo post-HSCT)

(n=16) (n =14)

, v : .
Reasons for discontinuing (n = 13): Reasons for discontinuing (n = 15):
: * AE (n=8) « AE(n=1) :
“«» + Consent withdrawal (n = 2) * Consent withdrawal (n = 6) et
» Relapse (n = 2) * Relapse (n = 4)
* Administrative problems (n = 1) * Administrative problems (n = 4)




Baseline Patient Characteristics

RADIUS

SOC SOC + Midostaurin

Full Analysis Set (n = 30) (n = 30)

Median age (range), years 56 (20-68) 48 (20-61)
Male 16 (53) 18 (60)

0

8K, A (%) Female 14 (47) 12 (40)
White 27 (90) 27 (90)

bl ol Other 3 (10) 3 (10)
De novo 27 (90) 30 (100)

AML status at initial diagnosis, Secondary to AHD 1(3) 0

0

) Therapy related 2(7) 0
Induction 30 (100) 30 (100)

:‘:;‘P)"“ of pre-HSCT treatment, . jidation 22 (73) 20 (67)
Maintenance 2(7) 1(3)




RADIUS
Adverse Events (occurring in 2 20% of patients)

The most common any-grade AEs with midostaurin were low-@ad_q gastrointestinal events

4 Any-Grade AEs Grade 3/4 AEs\
Vomiting
Nausea
\_ Diarrhea -
Fatigue 4
Peripheral edema
Headache
Cough
ALT increased
Anemia
AST increased 55 N
Siiitan u SOC + midostaurin (n = 30)

0 80 100 0 20 40 60 80 100



RADIUS
Relapse-Free Survival: 24 Months After HSCT

100 +
% } ++
80 4 t 1 L I 1
X 60-
& Estimated
o 404 Patients, 24-Month RFS HR P
n (95% ClI), %* (95% CI) Value®
76
i R = (54-88) 0.60 o
SOC + 30 85 (0.17-2.14) v
midostaurin (64-94)
0 | L} 1 Ll 5 & ] | ] ) ] L 1 | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26
No. of Patients at Risk Months
SOC 30 29 27 24 22 21 19 18 17 16 16 16 15
SOC+ 30 29 25 25 25 24 24 24 22 22 21 21 20

midostaurin



AMLde FLT Inhibitorleri ile Idame
Tedavisi — RADIUS calismasi

100

60— i) ]

40 —

Patient Surviving, %

et SOC (n - 28)
e SOC + midiostaurin (pFLT3 < 70%) {n = 14y
«=4++ SOC + midostaurin (pFLT3 > 70%) {n = 14y

20 =

| | |
0 12 24 8 48 60
Months

MG PFLT Wit 70% of Dadedrw ancng & paterms 1 the SOC « MoFaue &M PREMNS Ae 9'0uded Dy 10 Godred oF FLTI hitaion. abos® > 70%) or Delow (= T0%) of 1he medun . FLTI ihaon wis Pt n
Paerts wiin pFLTY «TON of bascine




Tum Akut Myeloid |6semi hastalarina konsolidasyon tedavisi sonrasi
idame tedavi onermek elimizdeki veriler isiginda mimkutn degildir.

AMLde idame tedavisi calismalari genellikle oldukga sinirli sayida
hastanin oldukca uzun surelerde dahil edilebildigi, genellikle tek kollu
calismalardir.

Randomize kontrolli calismalar ile idamede rustini ispatlayabilmis
ve hatta genel sagkalima katkida bulunabilmis yegane ajanlar FLT3
inhibitdrleridir. Ozellikle gilteritinib, quizartinib gibi FLT3
inhibitorlerinin idame verilerini mevcut sliregiden faz 2/3 calismalari
Isiginda yakin gelecekte gorebilecegiz.

Oral Azasitidin’in oldukca iyi bir dizayna sahip faz 3 idame
calismasi(Quazar) sirmektedir ve



Newsroom — Published on: September 17, 2019

Celgene Announces Topline Results for
Maintenance Therapy in Acute Myeloid
Leukemia

Mary Caffrey

Acute myeloid leukemia is the most common acute adult cancer diagnosed in the United States; 61,000
Americans are living with this disease and more than 10,000 will die of it this year.

Celgene Corporation has announced achievement of primary and secondary end points in a
phase 3 study of an investigational therapy for maintenance of patients with newly diagnosed
acute myeloid leukemia (AML) who achieve a complete response or a complete response with

incomplete blood count recovery with induction chemotherapy.

The study, QUAZAR AML-001, of the therapy CC-486, showed that the maintenance therapy
resulted in highly statistically significant and clinically meaningful improvement in overall
survival compared with placebo. In addition, the study met the key secondary end point of
relapse-free survival and also showed statistically significant improvement, according to a

statement from the company.




-4 B

T [N uu an

G e
= T Vo J L'?’
T ff S
 AGIZ DISVECENE 2 :
MEDIPOL

L
¥
’

HASTALIKLAR HASTANES| _ MEDIPOL

ONIVERSITES] 1
HASTANES]
Wi i

e =g




