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Number of New Cases and Deaths per 100,000: The number of new cases of acute myeloid leukemia was 4.1
per 100,000 men and women per year. The number of deaths was 2.8 per 100,000 men and women per year.
These rates are age-adjusted and based on 2009-2013 cases and deaths.

Lifetime Risk of Developing Cancer: Approximately 0.5 percent of men and women will be diagnosed with acute
myeloid leukemia at some point during their lifetime, based on 2011-2013 data.
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A Clonal evolution and clonal heterogeneity of AML
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Hastalig1 degil, klon(lar)u mu hedeflemeliyiz?



Risk group

Cytogenetic/molecular genetic abnormality

Favorable

Intermediate

Adverse

1(15;17)(q22;q21)/PML-RARA

1(8;21)(q22;q22)/ RUNXT-RUNX1T1

inv(16)(p13q22)/(16;16)(p13;q22)/CBFB-MYH11

NPM1 mutation (in absence of FLT3-ITD or DNMT3A mutation)

Biallelic CEBPA mutation

Cytogenetic/molecular genetic abnormalities not classified as
favorable or adverse

In the absence of favorable risk cytogenetic/molecular genetic
abnormalities:

abn(3q) [excluding t(3;5)(q21~25;931~35)/NPM1-MLFT1],

inv(3)(g21926)/t(3;3)(q21;926)/ GATA2/EVI1

add(5q)/del(5q), —5

(5;11)(q35;p15.5)/NUP38-NSD1

1(6;8)(p23;q34)/DEK-NUFP214

add(7q)/del(7q), —7

1(11923) [excluding 1(9;11)(p21~22;923) and t(11;19)(q23;p13)]

1(9;22)(q34;q11)/BCR-ABL

—17/abn(17p)/ TP53 mutation

Complex karyotype (=4 unrelated abnormalities)

ASXL1 mutation

DNMTS3A mutation

FLT3ITD

MLL-PTD

ARUNX1 mutation

Lrisk Group**  AML Risk assessment, including

response fo induction-|

Risk of relapse
following consolidation by

Chemo/auto  alloHSCT
BSCT

35-40%

Good t(8:21) with WBC <20
imv(16)(16:16)
Mutated CEBPA (double mutated)
Mutated NP1 without FLT3-ITD

Early first complete remission
and no MRD

t(&21) with WBC >20
Cytogenetically normal
(or with loss of Xand Y chromosomes),
WBC count <100 and early first complete remission
(after first cycle of chemotherapy)

15-20% N(s))  NA(<)  104%

Intermediate 30-55% 0-15% sl s? <U-05%

Poor Otherwise good or intermediate, T0-80% 30-40% <34 s 3
but no complete remission after first
cycle of chemotherapy
(Cytogenetically normal and WBC >100
Cytogenetically abnormal
Monosomal karyotype
abn(3q26)

High EVI] expression

<30%

Very poor >30% <40%

Hepsine 7+3 mi??7??



743 Gelisimi

* |lk calisma 1973’te Yates ve arkadaslari tarafindan yayinlanmis
* Yeni tani 8 hastanin 5'inde Tam Remisyon

* Sonrasinda direnci kirabilmek amaci ile pek ¢ok calisma, ne yazik ki hayal
kirikhgi:
* Daha yuksek doz sitarabin ve/veya antrasiklin
e Sitarabinin gunldnu artirmak (3+10)
* 3. bir ajan eklemek (etoposid, tiyoguanin, kladribin..)
e Bluyume faktorlerinin eklenmesi

* Halen 743 en yaygin kullanilan indtksiyon rejimi

Yates et.al. Cancer Chemother Rep 1973;57(4):485-488
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Destek tedavilerdeki gelismeler ile sagkalimda belirgin iyilesme, ancak yeterli mi?
Diger hastalari kazanmak icin ne yapmali

Burnett et al. JCO 2011;29(5):487-494



Ne Yapmali?

* Doz yogun tedavileri baslangicta kullanmak?
* Ozellikle Antrasiklin dozunu optimize etmek?
* Molekiler hedefe yonelik tedaviler?

* Transplantta yeni yaklasimlar?

* Hepsi?



Comorbid Medical Conditions s —————
Age:
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Intensive Induction “7+3"

HMA/LDAC

Supportive Care

Molekller Hedefe Yonelik Tedaviler Entegre Edilebilir Mi??



 Mutatif Hedefler:

C-KIT (8,21)

FLT3 ITD+TKD

IDH2 — Ekzon 4 R140-172
IDH1 - Ekzon 4 R132

RAS nRAS, kRAS

Mutatif Olmayan Hedefler

DOT1L1

BCL2

BET

Dalak Tirozin Kinaz inhibitorleri
MET inhibitoru

MUC1 inhibitoru

PIM Kinaz inhibitoru
NEDDS inhibitoru
Polo-like Kinaz inhibitoru
MDM?2 antagonistleri
WEE1 Kinaz inhibitori
LSD1 inhibitori
Hedgehog inhibitori



FLT3 Inhibitorler:

* FIt3 ITD sitogenetik olarak normal
AMUL lerin %30’unda saptaniyor

* FlIt3 reseptoriniin siregen
aktivasyonu

* Oldukca kotlu prognoz

e Hedeflenmesi onemli
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PKC-412

FLT3 Inhibtorleri
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AC220 (Quizartinib)

* Rel/Ref FLT3 + AML Faz 2; Genc ve yasli iki kohort, 200 mg/giin oral
e Kimulatif Tam Yanit: 60 yas alti hastalarda %44, 60 yas Ustl %54
 Medyan yanit sureleri, 11,3-12,7 hafta

* %50 ilk Gc ayda nuks

* Az oranda gercek tam yanit, 6zellikle hedef disi KIT inh. lle
miyelosupresyon, TKD D835 ile diren¢ gelisimi en 6nemli problem



Crenolanib

* Rel/Ref FLT3 +/- AML Faz 2, 3*200 mg oral, FLT3 inh naiv ve maruz kalmis iki
kohort, TKD D835’e etkin

e Tam Yanit (Cri) FLT3i naiv %23, FLT3i maruz %5
 Medyan OS FLT3i naiv 55 hafta, FLT3i maruz 15 hafta
* Ana toksisite gastrointestinal yan etkiler bulanti, karin agrisi

* Indiiksiyona eklemlendirme calismalari siriyor



ASP2215 (Gilteritinib)

* Rel/Ref AML, Faz %, 300 mg/giin oral, 166 hasta, FLT3 WT ve mut iki kohort

e FLT3 WT vs FLT3mut Tam Yanit (CRc) %8-43, Parsiyel Yanit %3-15
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Sorafenib

 Multikinaz inhibitoru

* AML calisma grubunun yasli hastalarda indtksiyon ile kombine
uyguladiklari calismalarinda FLT3m populasyonda EFS ve OS acisindan
fark yok

* Yine ayni grubun genc hastalarda 7+3’e eklenmis Sorafenib ile
calismalarinda EFS’de fark olmasa da RFS ve OS’de Sorafenib lehine bir
egilim gbze carpmakta



Midostaurin

FLT3, c-KIT, PDGFRBI, VEGFR-2 ve protein kinaz C inhibitdrudur.

Faz1B induksiyona eklenmis calismasinda 50 mg 2x1 dozunda
(kemoterapi ile birlikte ve kemoterapiyi takiben)
uygulandiginda; FLT3-ITD ve FLT3-TKD olanlarda CR orani %92,

FLT3-WT olanlarda CR orani %72 bulunmus.

Olumlu sonuclar RATIFY calismasinin yapilmasini saglamistir.



Induction* Consolidation Maintenance

Stratified by (1-2 cycles) (up to 4 cycles) (12 cycles)
ITD/TKD; DEIUI'I;DI‘Ubi-I‘.:iI"I Cytarabine
- 60 mg/m? IVP D1-3 + I -
randomized gytarablne E Q-""""D'J:'EE";T_ q12h Midostaurin
-~ 2 1.7 ) -
l 200 ma-"ir;ﬂshl:i:r:ilnl:l1 I e T 20 mg PEJ 151:5 D1-28
18-60 yrs of so e e 50 mg PO BID D8-21 (n =120)
age with B = 360 (n=231)
FLT3-mutated '5 )
(non-APL) Daunorubicin .
AML 2 D A 2 Cytarabine
60 mg/m- IVP D1-3 + A _
(N=717) Cytarabine CR = g.-m~Dq;;§r532 q12n Placebo
200 mg/m2/d IVC| D1-7 + Supmmd = D1-28

Placebo
D8-21
(n=210)

Placebo
D8-21

(n = 85)

(n = 357)

*Hydroxyurea allowed for = 5 days prior to induction therapy.
= Double-blind, placebo-controlled, randomized phase lll study

— Prnmary endpoint: OS (not censored for SCT)
— Secondary endpoint: EFS




RATIFY: Baseline Characteristics

Midostaurin +
Characteristic Chemo

(n = 360)
Median age, yrs (range) 47.1(19.0-59.8) 48.6 (18.0-60.9)
Female, n (%) 187 (52) 212 (59)

Placebo + Chemo
(n = 357)

FLT3 stratification groups, n (%)

» FLT3TKD (no ITD) 81 (23) 81 (23)
* |TD allelic ratio < 0.7 + FLT3 TKD 171 (48) 170 (48)
« |TD allelic ratio = 0.7 + FLT3 TKD 108 (30) 106 (30)




RATIFY: Efficacy *HR: 0.77. THR: 0.75.

tEvent: no CR within 60 days, relapse, or death.

Midostaurin +
Characteristic Chemo

(n = 360)
Median OS, mos (range) 74.7 (31.7-NE) 25.6 (18.6-42.9)

4-yr OS, % (95% CI)
= Uncensored* 51.4 (46.0-57.0) 44.2 (39.0-50.0)
= Censored for SCTt 63.8 (56.0-71.0) 55.7 (47.0-63.0)

SCT, n (%)
= Any time 212 (59) 196 (55)
= CR1only 100 (28) 79 (22)
CR, n (%)
= By Day 60 212 (59) 191 (53)
= |n induction/consolidation 239 (66) 211 (59)

Median EFST, mos (range)

= Overall 8.0 (5.1-10.6) 3.0 (1.9-5.9)
= CR in induction/consolidation 11.3 (8.4-15.1) 6.1(4.7-7.3)

DFS, mos (range) 25.9 (19.4-NE) 14.4 (11.0-22.2)




RATIFY: Safety

Midostaurin Placebo
Grade 3/4 Nonhematologic AEs (2 10% Pts), % + Chemo + Chemo P Value

(n = 360) (n = 357)
Febrile neutropenia
Infection
Diarrhea
Hypokalemia
Pain
Rash/desquamation
ALT/SGPT

Fatigue (asthenia, lethargy, malaise)

= Deaths: 5% (18/360) in midostaurin arm vs 5.3% (19/357) in placebo; leading
causes: infection (4 midostaurin, 7 placebo), pneumonitis (3 midostaurin, O
placebo), hemorrhage, CNS (1 midostaurin, 2 placebo)



RATIFY: Conclusions

= Midostaurin added to standard chemo in pts with newly
diagnosed FL I 3-mutated AML

— Improved OS and EFS, regardless of ITD/TKD stratification
group and despite high SCT rate (57%), vs placebo

— Reduced risk of death by 23% vs placebo
= Safety/tolerability similar iIn midostaurin and placebo arms

= Study investigators suggest midostaurin addition to current
standard chemo with 1-yr subsequent maintenance as a
new standard of care for these pts



Bir Diger Hedef IDH
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IDH Sitrik Asit dongusinde kritik bir enzim

IDH1 sitoplazmada, IDH2 ise mitekondride
bulunuyor

|zositratin alfa ketoglutarata donisimunu
katalize ediyor

Kanser iliskili IDHm 2 hidroksiglutarat
uretimi ile normal hcre farklilagsmasini
bloke ediyor (miyeloid farklilasmada rol
alan genlerin hipermetilasyonu ile

Eriskin AMLde IDH1m %5-10, IDH2m ise
%10-15 saptaniyor ve sikligl yas ile artiyor

AG-221:IDH2 inh
AG-120: IDH1 inh
IDH305: IDH1 inh
AG-881: Dual inhibitor



AG-221

* Faz % calismasi EHA 2015’te sunuldu, IDH2m Rel/Ref AML, MDS ve
tedavi edilmemis AML

* Rel/Ref hastalarda %41,4 genel yanit orani, tedavi edilmemis
AML lerde bu oran %31,8

* Yanit veren hastalarin %76’s1 en az 6 ay tedavi alabilmis

* Ek olarak %44 hastada PR’l karsilamayan fakat klinik stabil hastalik
elde edilmis (Smouldering AML??)



AG-120

* Faz 1, IDH1m R/R AML, R/R MDS, tedavi edilmemis AML

 R/R AMLde %41,4 GYO, tedavi edilmemis AMLde %31,8 GYO, MDS’de
%50 GYO, yine yuksek oranda stabil hastalik



Stable Disease— Clinically Meaningful?

Screening — 30% blasts
Cycle g day 1 — 30% blasts
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Diger Hedefler; DOT1L, BCL2, BET Inhibitorleri

* MLL gen translokasyonu veya parsiyel tandem duplikasyonu olan AML
hastalarinda prognoz oldukca kottu. Alman AML grubunun bir calismasinda
%2,8 hastada 11923 rearanjmani ve bu hastalarda 3 yillik OS %12,5

* Pek cok in-vitro ve in-vivo calisma anahtar medyatorin DOT1L histon
metiltransferazi oldugunu gosterdi

* Preklinik calismalar DOTI1L inhibitord olan EPZ5676’nin etkin olabilecegini
gostermis klinik olarak 34 MLL rearanjmani olan hastanin 2’sinde tam yanit
(1’inde lokemia cutis yaniti ve sitogenetik yanit)



Diger Hedefler; DOT1L, BCL2, BET Inhibitorleri

* BCL2 inh ABT199 32 R/R AML hastasindan 5’inde CR/CRi, 11’inde genel
yanit (3’0 IDHm)

* BET inhibitort OTX-015 36 R/R AML ve ALL (33’G AML) 1 hastada CRi 1
hastada CR, 3 hastada klinik aktivite bulgulari (blast sayisinda azalma,
jinjival hipertrofide iyilesme)

 HDAC inhibitoru Pracinostat ile indiksiyon kemoterapisi icin yeterli fitlikte
olmayan hastalarda AZA ile Faz 2 kombinasyon calismasinda %54 genel
yanit (%42 TY). Genel sagkalim verileri acisindan takip struyor.



Sitotoksik Tedavilerin Yeni Formulasyonlari —
CPX-351

Cytarabin + daunorubicin in 5:1 molar oraninda lipozomal formu
Invitro calismalarda bu oranin yiiksek sinerjik etki, diisiik antagonist etki gdstermekte

Randomize faz Il calismasinda; 60-75 yas arasi 127 AML hastasi CPX-351 veya dauno (60
mg/m2) ve cytarabin (100 mg/m2x7 giin) ile tedavi edilmis. CR orani %66.7 vs %51.2. Fakat
ozellikle SAML hastalarinda daha yuksek CR elde edilmis.

Owverall Survival sAML Patients
100% — ™

e
) T+3:sAML 1
80°% — ¥ CPX-351:sAML 2

60% _L'-:

40% — _I_L‘_‘llﬁ

20%

0% 1 T T T 1 T 1
12 24 36 48

Months from randomization

Figure 1. CPX-351 vs 7+ 3 (¥ days of cytarabine and 3 days of daunorubicin).

OS for patients with secondary AML. NMumbers in parentheses represent confidence
intervals. Reprinted from Ravandi et al’'® with permission.



Sitotoksik Tedavilerin Yeni Formulasyonlari —
CPX-351

Bir baska calismada 18-65 yas arasi niks AML hastalarinda CPX-351 ile salvage
kemoterapi protokolu alan hastalar karsilastiriimis.

CR orani CPX-351 kolunda daha iyi iken DFS ve OS benzer bulunmus. Fakat
subgrup analizi yapildiginda kotu prognostik hasta grubunda CPX-351 median
OS acisindan 2.4 ay daha basarili iken EFS benzer bulunmus.

Yine bu ilacla ilgili bir faz lll calisma (NCT01696084) 60-75 yas arasi SAML tanili
hastalarda CPX-351 ile dauno (60 mg/m2)+cytarabin karsilastirmayi
planlamaktadir fakat sonuclar hentiz bilinmiyor

Sayet bu faz lll calismada CPX-351 kolunda OS avantaji cikarsa 6zellikle >60 yas
ustl sAML vakalarinda tercih edilen bir tedavi haline gelecektir.



Sitotoksik Tedavilerin Yeni Formulasyonlari —
Vosaroxin

Daunorubicin induksiyon tedavisinin dnemli bir ajanidir

Fakat kardiyak toksisiteye neden olmaktadir 6zellikle de bazalde kalp yetmezligi
olan hastalarda

Vosaroxin kinolon derivesi bir topoizomeraz Il inhibitorudur, fakat diger
topoizomeraz Il inhibitérlerinde gbézlenen ve kardiyotoksisiteye neden olan
serbest oksijen radikallerinin lGretimine neden olmuyor

* Erken olumlu klinik veriler sonucunda VALOR calismasi planlandi



Sitotoksik Tedavilerin Yeni Formulasyonlari —
Vosaroxin

Randomize faz Il calismasinda;

e Cytarabin (1 gram/m2,1-5 giin) + vosaroxin (90 mg/m2 ,1-4 giin) ile cytarabin +
placebo yu primer refrakter / relaps AML hastalarinda karsilastiriimis

CR %30 vs %16

OS benzer 7.5 ay vs 6.1 ay (p=0,06) (Allo nakil ile sansiirleyince 0,02)
Yine 60 yas Ustu hastalarda Medyan OS 7,1 — 5 ay vosaroxin lehine
Vosaroxin grubunda %15 hastada evre 3-4 stomatit

Iki diger Faz 2 LDC ile kombinasyon calismalarinda TY ve OS acisindan fark yok.



100 Patients censored (%) Median (95% Cl)

Vosaroxin plus cytarabine 236 7:5(6-4-8.5)
Placebo plus cytarabine 183 6-1(5-2-7-1)
HR 0-87 (95% C10.73-1-02)
75 p=0-061 (unstratified log-rank)
. A : 3 Vosaroxin plus cytarabine
3 k: p=0-024 (stratified log-rank) S Cinsond
Tg ‘o Placebo plus cytarabine
~ \
§ 50 \ e Censored
g
3
25 -
o 1 | 1 1 ] 1 1 1
0 6 12 18 24 30 36 42 48
Number at risk
Vosaroxin plus 356 206 117 60 35 18 4 1 0
Cytarabine
Placebo plus 355 179 98 56 32 13 2 0 0

cytarabine



Tedavilerin Yeni Formulasyonlari —
Guadecitabine (SGI-110)

Konvansiyonel sitotoksik indiiksiyon tedavisini tolere edemeyecek hastalarda; LDC yanisira
hipometile edici ajanlar tedavi secenegi saglamakta

Hipometile edici ajanlarin kullanildigi randomize klinik calismalarda CR orani %30 dan daha
basarili bulunmamis ve median OS konvansiyonel tedaviler ile benzer

Guadecitabin; decitabinin dintkleotide seklidir ve deaminasyondan koruyarak decitabinin invivo
maruziyetini arttirmakta

Guadecitabinin 60 veya 90 mg/m2 dozunda yeni tani yasli AML hastalarinda kullanildiginda, her
iki kol arasinda CR acisindan farklilik bulunmamis. Her iki kolda da TY %37 oraninda bulunmus.
Tum poptlasyonda 10,5 aylik TY’li hastalarda 18,2 aylik OS

Bu bilgiler esliginde guadecitabin, 5’azacitidin, decitabin ve cytarabin karsilastirildig bir faz Il
calisma baslatiimistir (NCT02348489)

Sayet bu calismada OS avantaji ¢cikarsa konvansiyonel kemoterapi icin fit olmayan hastalarda
tercih edilen bir ajan olacaktir.



Antikor-llac Konjugatlari

 AMLde un-konjuge (ila¢c konjugati olmayan) monoklonal antikorlar ile
yvanit oldukca dusuk

e Konjugasyon antikorun 6zgulligu ile diger konjugatin anti kanser
etkisini basari ile birlestiriyor

* Ayni zamanda sistemik olarak yuksek toksisitesi nedeni ile
uygulanamayacak bir efektoriun boylece 6zgul bir sekilde uygulanimini
mumbkdun kiliyor.



Growth Factors,
Cytokines

Gemtuzumab — Ozogamicin (GO e T
gamicin (GO
| '

-____-_"""—-—__

/ A MDR-1/MRP-1

. . . . GO-Induced ~ @ | GO-Induced
* Himanize 1gG4 anti CD33 monoklonal antikor N’“f Apopios

Death

Internalization/

Processing .
* Efektorh: Kalikeamisin Gama 1 Derivesi ‘\%‘;W ) \ )

Rosen DB, et al. PLoS One. 2013:8:e53518.

Faz | calismada relaps-refrakter AML olgularinda 2 hafta arayla 3 dozda uygulanmis
ve tek ajan olarak kullanildiginda GO ile CR %15 olarak bulunmus, Faz I
calismalarda, niks AML hastalarinda tek ajan olarak kullanildiginda TR %30. Etkililik
ve glivenlik verileri 1siginda 6zellikle 60 yas Ustii R/R AML hastalarinda FDA

tarafindan 2000 yilinda erken onay almis

Ve Faz 3 calismalari planlanmistir



Table 3. Randomized trials of gemtuzumab ozogamicin (GO) associated with intensive chemotherapy

Treatment phase

Study (age range [y]) Patients (N) GO dose and schedule Conclusions
SWOG S0106'° Induction (18-60) 637 GO, 6 mg/m® Similar response rate
d4 cycle 1* Higher early death rate
Similar RFS
Similar OS
NCRI AML15%° Induction (18-60) 1113 GO, 3 mg/m® Similar response rate
d1 cycle 1 Similar RFS and OS
di cycle 3t Longer OS in favorable AML
NCRI AML16" Induction (>60) 1115 GO, 3 mg/m® Similar response rate
d1 cycle 1 Longer RFS, OS from CR, and OS
ALFA-0701%% Induction 278 GO, 3 mg/m® Similar response rate
Consolidation d1/4/7 cycle 1 Longer EFS, RFS, and OS
(50-70) d1 conso 1
di conso 2
GOELAMS 2006*° Induction (18-60) 254 GO, 6 mg/m? Similar response rate
d4 cycle 1 Similar EFS and OS
d4 conso 1 Longer EFS in non-allo-HSCT patients
NCRI AML17%* Induction (0-81) 788 GO, 3 vs 6 mg/m® Similar responses rate
d1 cycle 1 Lower early death rate with 3 mg/m®
Similar RFS and OS
EORTC-GIMEMA Prior to induction (61-75) 472 GO, 6 mg/m® Similar response rate
AML-17°° d1/15 before cycle 1 Higher early death rate
Similar RFS
Similar EFS and OS
HOVON-SAKK-AMLSG® Maintenance (>60) 232 GO, 6 mg/m? Similar relapse incidence
3 monthly cycles Similar RFS and OS
Maintenance (18-60) 174 GO, 5 mg/m? Similar RFS

[swoe S0106'

3 monthly cycles

Artmis TRM }




Antikor — llac
(Vadastuxima

Konjugeleri SGN-CD33A

0 Talirine)

* Pirolobenzodiazepine ve anti CD33 konjugati

e Kiltar hicrelerinde gemtuzumaba gore daha etkin

Anti-CD33 Antibody

Heavy Chain

/\

Light
Chain

Gemtuzumab:
cytotoxic | ;
antibiotic

calicheamicin

linked to antibody

by acyl hydrazine P
linkage

Vadastuximab:
DNA-binding agent
pyrrolobenzodiaze
pine dimer linked
to antibody by
maleimidocaproyl
linker




Trial Pt Population

CD33+ AML with
relapse or
declined
conventional
induction/consolid
ation

Cohort 1[]

Untreated CD33+
AML and declined
Intensive therapy

Cohort 212

93

25

Treatment

Vadastuximab
talirine

Vadastuximab
talirine +
HMASs

27% overall CR/CRI

41% CR/CRIi with 40 ug/kg dose
58% CRJ/CRI in tx-naive pts with
40 ug/kg dose

75% CR/CRI in patients with
NPM1+/FLT3-

Most common AEs: febrile

neutropenia, fatigue,
thrombocytopenia, anemia

65% CR/CRI

Median OS not reached

96% pts had reduction in bone
marrow blasts

Most common AEs: fatigue,
nausea, febrile neutropenia,
thrombocytopenia, anemia




Trial Number

NCT01902329

NCT02326584

NCT02614560

NCT02706899

NCT02785900
(CASCADE)

Phase Pt Population

CD33+ AML

Newly diagnosed
AML

AML

Newly diagnosed
AML

Planned N

Treatment

Vadastuximab talirine
+ an HMA

Vadastuximab talirine
+ SC

Vadastuximab talirine
+ allogeneic
hematopoietic SCT

Vadastuximab talirine
+ azacitidine vs
azacitidine

Vadastuximab talirine
+ azacitidine or
decitabine vs
azacitidine or
decitabine alone

Estimated
Completion

June 2017

September
2017

March 2019

May 2019

September
2019




Diger Cabalar — Doz Modifikasyonlari

Table 1. Randomized studies of anthracycline dose and type for AML induction therapy

Study Age (y) Patients (N) Experimental arm Control arm Key conclusions
ECOG?? 17-60 657 D, 90 mg/m? d1-3 D, 45 mg/m? d1-3 Higher response rate
A, 100 mg/m® CIV d1-7 A, 100 mg/m® CIV d1-7 Similar toxicity
cycle 1* cycle 1* Longer OS
HOVON-SAKK-AMLSG" =60 813 D, 90 mg/m* d1-3 D, 45 mg/m* d1-3 Higher response rate
A, 200 mg/m® CIV d1-7 A, 200 mg/m® CIV d1-7 Similar toxicity
cycle 1 cycle 1 Similar OS5t
Korean Group® 15-60 383 D, 90 mg/m® d1-3 D, 45 mg/m® d1-3 Higher response rate
A, 200 mg/m® CIV d1-7 A, 200 mg/m® CIV d1-7 Similar toxicity
cycle 1F cycle 1F Longer EFS and OS
NCRI AML17°® 16-72 1206 D, 90 mg/m* d1/3/5 D, 60 mg/m® d1/3/5 Similar response rate
A, 100 mg/m312 h d1-10 A, 100 mg/m?/12 h d1-10 Higher early death rate with 90 mg/m®
cycle 1§ cycle 1§ Similar EFS and OS
ALFA-98017 50-70 468 l, 12 mg/m* d1-3 or d1-4 D, 80 mg/m? d1-3 Higher response rate in one course
A, 200 mg/m® CIV d1-7 A, 200 mg/m® CIV d1-7 Similar early death rates
cycle 1 cycle 1 Similar EFS and OS
JALSG AML201° 15-64 1057 D, 50 mg/m® d1-5 I, 12 mg/m® d1-3 Similar response rate
A, 100 mg/m® CIV d1-7 A, 100 mg/m® CIV d1-7 Higher early death rate with control arm
cycle 1ll cycle 1| Similar RFS and OS




Table 2. Randomized studies of cytarabine dose for AML induction therapy

Study Age (y) Patients (N) Experimental arm Control arm Conclusions
SWOG™ 15-64 723 A, 2000 mg/m?/12 h d1-6* A, 200 mg/m? CIV d1-7 Similar response rate
D, 45 mg/m* d7-9 D, 45 mg/m® d5-7 Higher early death rate
cycle 11 cycle 11 Longer RFS in patients aged <50 y
Similar OS
ALSG" 15-60 301 A, 3000 mg/m?/12 h d1/3/5/7 A, 100 mg/m? CIV d1-7 Higher response rate in one course
D, 50 mg/m?® d5-7 D, 50 mg/m? d5-7 Non significantly higher early death rate
E, 75 mg/m® d1-7 E, 75 mg/m® d1-7 Longer RFS
cycle 1% cycle 1% Similar OS
HOVON-SAKK'™®  18-60 860 A, 1000 mg/m*12 h di-51, 12 mg/m® A, 200 mg/m® CIV d1-7 I, 12 mg/m®  Similar response rate
d5-7 cycle 1 d5-7 cycle 1
A, 2000 mg/m?/12 h d1/2/4/6 Am, A, 1000 mg/m?/12 h d1-6 Am,  Similar EFS and OS
120 mg/m? d3/5/7 cycle 2§ 120 mg/m? d3/5/7 cycle 2§
EORTC-GIMEMA  15-60 1942 A, 3000 mg/m?/12 h d1/3/5/7 A, 100 mg/m® CIV d1-10 Higher response rate
AML127 D, 50 mg/m® d1/3/5 D, 50 mg/m® d1/3/5 Similar early death rate
E, 50 mg/m® d1-5 E, 50 mg/m® d1-5 Longer RFS and OS in patients aged =45y

cycle 1| cycle 1l




Diger Cabalar — PUrin Analoglarinin Eklenmesi

Table 4. Randomized trials of purine analogs associated to intensive chemotherapy

Treatment phase Patients
Study Analog (age range [y]) (N) Treatment modalities Conclusions
PALG*® Cladribine or fludarabine Induction (16-60) 652 DAC vs DAF vs DA DAC: Higher response rate, similar RFS, longer OS*
cycle 1 DAF: Similar response rate, similar RFS and OS5t
NCRI AML16%°  Clofarabine Induction (>60) 806 DA vs DClo Similar response ratet
cycle 1-2 Similar RFS and OS
NCRI AML15% Fludarabine Induction (0-73) 3106 DA vs ADE vs FLAG-Ida  ADE: similar response rate, RFS and OS
cycle 1-2 FLAG-Ida: Similar response rate§, higher rate of death
in CR, longer RFS, similar OS
ALFA-0702°" Clofarabine Postremission (18-60) 221 CLARA vs HIDAC Longer RFS in non allo-HSCT patients
consolidation cycle 1-3 Similar OS
CLASSIC I*# Clofarabine First salvage (>55) 320 CLARA vs IDAC Higher response rate
up to 3 cycles Higher early death rate
Longer EFS
Similar OS

Alt grup analizlerinde durum biraz degisebiliyor, 6zellikle klofarabin eklenmesi kotl sitogenetik riske sahip
hastalarda ve yine fludarabin eklenmesi (FLAG rejimleri) geng hastalarda daha iyi sonlanimlar ile iliskili



Sonuc

* NE YAZIK KI HENUZ VE HALEN 7+3 en 6nemli ve yaygin kullanilan
induksiyon rejimi (EORTC-GIMEMA AML12 45 yas altinda, SWOG ve
CALGB calismalarinda HIDAC ile genclerde iyi sonlanimlar)

e Gelecek :

* immunotoksinler, bi-spesifik antikorlar, CAR modifiye immiin efektor hiicreler,
antijen spesifik asilar ve radyontklid-isaretli antikorlar (umut vaadeden Faz 1
calismalari mevcut)



