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OVERVIEW

Main focus on patients fit for intensive treatment

Biological and Clinical Heterogeneity of Acute Myeloid Leukaemia (AML)
Importance of heterogeneity to risk stratification and treatment approach
Established treatments for AML and the evidence base for these

Recent additions to established treaters drugs regulatory approved in the
past 12 months

Emerging therapies for AML coming to the clinic soon?



DISEASE HETEROGENBITY
IMPORTANCE OF CYTOGENETICS
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DISEASE HETEROGENBITY
IMPORTANCE OF CYTOGENETICS

Risk Group Proportion of patients Refined MRC
Favourable 23% t(15;17) APL
t(8;21)
In16) or t(16;16)
Intermediate 67% Normal karyotype or other non
complex
Adverse 10% Iny3) or t(3;3)

Add(5q), del(5q)-or
Add(7q), del(7qg)-or
t(11923) excluding t(9;11) and
t(11;19)
t(9;22)

-17 orabr(17p)
Compl ex (& unr e

Grimwade Bf al.Blood 2010;116(3)-365.



DISEASE HETEROGENBITY
IMPORTANCE OF MOLECULAR DATA
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Copyright © 2013 Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society.




DISEASE HETEROGENBITY

IMPORTANCE OF MOLECULAR DATA

From NEngld Med 201B6hneH, et al. Acute Myeloictukemig373:1136152. Copyright ©2015 Massachusetts Medical Society. Reprinted with permim
Massachusetts Medical Society.
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IMPORTANCE OF MOLECULAR DATA
P

DISEASE HETEROGENBITY

From NEngl) MedPapaemmanekilet al. Genomic Classification and Prognosis in Acuteddyelmid?016;374:22Q2221. Copyright © 2016 Massachusetts

Medical Society. Reprinted with permission from Massachusetts Medical Society.



DISEASE HETEROGENBITY
COMBINING DATA
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DISEASE HETEROGENBITY
IMPORTANCE OF COMBINED DATA

Combined prognostic sc@keN 2017

Favourable 1(8:21)(g22;922); RURXINX1T1
iNnW16)(p13.1922)or t(16;16)(p13.1;922}MYBHAR
Mutated NPM1 without FLD3or with FLTBOPW
Biallelicnutated CEBPA

Intermediate Mutated NPM1 and FITIC3i9h
Wildtype NPM1 and without #LD3or with FLTBDPW(without adverse risk cytogenetic
t(9:11) (p22;923); MLLKNBT2A
Cytogenetic abnormalities not classified as favourable or adverse

Adverse t(6;9) (p23;934); DEKIP214
t(v:11) (v;923); KMT2A rearranged
1(9:22)(q43.1:911.2); BER 1
InV3)(g21926.2) or t(3;3)(g21;926.2); GIETCAM (EVI1)
-5 or del(5aj7;-178br{17p)
Complekarytoypenonosomahryotype
Wildtype NPM1 and FUTBy9h
Mutated RUNX1
Mutated ASXL1
Mutated TP53

2

DohneH, et al.Blood 2017;129(4) 424 .
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WHY IS THIS RELEVANT TO
DISCUSSIONS ABOUT THERAPEUTIC

e Risk stratificatibsonsolidation chemotherapy
e Subgroup analysis in clinical trials
. Rational use of targeted therapies

¢ groups that should be targeted on biology
e groups in which treatments are particularly effective/ineffective



WHAT ARE THE CURREN
RECOMMENDATIONS FOR
INDUCTION THERAPY AND
EVIDENCE BASE FOR THIS?



RANDOMISED TRIALS OF
DAUNORUBICINOSE IN AML
NDUCTION THERAPY

Study Group Age Range (y) No. of patients Doses compared Conclusions

ECOG 1760 657 90 mg/Ad13  Higher RR
VS. Longer OS
45 mg/Ad13  Similar toxicity
HOVOMSAKK >60 813 90 mg/Ad1-3  Higher RR
AMLSG VS Similar OS
45 mg/ad1l-3  Similar toxicity
Korean Group 1560 383 90 mg/Ad1-3  Higher RR
VS Improved EFS/ OS
45 mg/Ad1l-3  Similar toxicity
AML17 (NCRI) 1672 1206 90 mg/Ad1/3/5 Similar RR
S Similar EFS/OS
60 mg/Ad1/3/5 Higher early death rate (60d mortality).

Fernandez H&t, al.N Engl J Med 2009;361 (1331239, Luskin M& al.Blood 2014;123(21):373,; m
Léwenburg Bt al.N Engl J Med 2009;361(13):1285; Lee JHt al.,Blood 2011;118(14):38321;
Burnett Aket al.Blood 2015;125(25):38385.



RANDOMISED TRIALS OF
DAUNORUBICINOSE IN AML
NDUCTION THERAPY
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RANDOMISED TRIALS OF
DAUNORUBICINOSE IN AML
NDUCTION THERAPY
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RANDOMISED TRIALS OF
CYTARABINBEOSE IN AML

INDUCTION THERAPY

Conclusions

Study Group

Age Range (y) No. of patients

Doses compared

ALSG 1564 723 3000mg/f2h d1/3/5/7 Similar OS
VS Higher early death (not
100mg/ACIV d¥7 significant)
SWOG 1560 301 3000mg/th2h d%6 Similar RR
VS Similar OS
200mg/ACIV d¥/ Higher early death
HOVOMAKK 1860 860 1000mg/th2h dH Similar RR
&S Similar EFS
200mg/ACIV d¥7 Similar OS
EORTASIMEMA 1560 1942 3000mg/fh2h d1/3/5/7 Higher RR
VS Longer RFS and OS in
200mg/ACIV d110 younger patlji
Similar early death

Weick Jket al.Blood 1996;88(8):22851, Bishop J#,al, Blood 1996;87(5):17107
Léwenberg Bt al.N Engl J Med 2011;364(11)128G, Willemzed® al, J Clin Oncol 2014;32(3228




TRIALS OF PURINE ANALOGUES |

COMBINATION WITH INTENSIVE
INDUCTION THERAPY IN PREVIOUSLY

UNTREATED PATIENTS

NCRI trial Age Range (y)

No. of patients

Treatment arms

Conclusions

PALG 1660 652 DAC (Cladribine DAG longer OS
DAF (Fludarabing) DAH same OS
DA
NCRI AML16 >60 806 DAvs Similar OS
Dclo(Clofarabine)
NCRI AML15 0-73 3106 DAvs For FLA®&da
ADE (Etoposide Higher rate of death in CR,
FLAGda Fludarabie Higher CR after course 1.
Longer RFS
Similar OS
Holowiecki ét al.,) Clin Oncol 2012;30(20):2448
Rgsosvéllleﬁlilei aTHaeanatoﬂ)Cgoica 2015;100(s1):514 m

Burnett Aket al.J Clin Oncol 2013;31(27):3368.



FOR PATIENTS ELIGIBLE FOR
INTENSIVE INDUCTION THERAPY

Suggested approach for induction therapy

n 7 + 3days of IV anthracycline + 7 days of continuousyiaftzore
(106200 mg/mn

Daunorubicat least 60 mg/m

Alternatives includarubicifi2 mg/m
(noting caveats of recent studgtladd ClinOncoR017;35:2754763)

Key additional question

Does the addition of targeted agents help?



RANDOMISED TRIALS OF
GEMTUZUMABZOGAMICKEO)

In combination with intensive induction chemotherapy

Study Group Age Range (y) No. of patients GO dosing schedule Conclusions
SWOG 1860 637 6 mg/rh Similar RR
d4 cycle 1 Similar RFS
Similar OS
Higher early death
ALFA 5070 278 3 mg/rh Similar RR
d1/4/7 cycle 1 Improved RFS
dlconsol Improved EFS
dlconso? Improved OS
GOELAMS 1860 254 6 mg/mh Similar RR
d4 cycle 1 Similar EFS
d4consol Similar OS
EORTEIMEMA 6175 472 6 mg/rh Similar RR
D1/15 before cycle 1 Similar RFS
Similar EFS
Similar OS
Higher early death
Petersdorf SEf al, Blood 2013:121(24):485D, Castaignee®al, Lancet 2012;379(9825):1508 m

Delaunay &t al, Blood 2011;118(21):79, Amaeb@lS] Clin Oncol 2013;31(35):4420.



UK-NCRI RANDOMISED TRIALS.OF
GEMTUZUMABZOGAMICKEO)

In combination with intensive induction chemotherapy

NCRI trial Age Range (y) No. of patients GO dosing schedule  Conclusions

AML15 1860 1113 3 mg/rh Similar RR
dl cycle 1 Similar RFS
d1 cycle 3 Similar OS

Improved OS in
favourable risk

AML16 >60 1115 3 mg/mh Similar RR
dl cycle 1 Improved RFS
Improved OS
AML17 081 788 3vs6 mg/rh Similar RR
dl cycle 1 Similar OS

Lower early death
rate with 3 mg/m

Burnett Aket al.,J Clin Oncol 2011;29(4)369 m
Burnett Aket al..J Clin Oncol 2012;30(32)-3924
Burnett Aket al.Blood 2014;124(21):2308.



METAANALYSIS O GEMTUZUMAB

OZOGAMICIN

Revised MRC coding™?

Favourable 30/122
Intermediate 506/911
Adverse 260299
Subtotal 796/1332

Test for heterogeneity between subgroups: ¥'=10-1; p=0-006
Test for trend between subgroups: y'=7.7; p=0-006
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Mo gembuzumab czogamicin 26-2% SD 1-1 4-9% SD1-3 No gemtuwzumab czogamicin 76 7% 5D 48 211% SD 105

ReprinteftomThe Lanc&@ncoR014; 15 (9). Hills RKal.986996. Copyright 20@4thpermissioffomElsevier. Additiorgefntuzumaizogamicio induction M
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CAN WE FURTHER STRATIFY WH
RESPONDS T&EMTUZUMAB

— Low/inr€D33+, contro— Low/inCD33+, GO
— HighCD33+, control — HighCD33+, GO
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Low/irCD33+, contr8iL 13 8 6 0 0 Low/inr€CD33+, contrail 12 8 5 0 0
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HighCD33+, GO 65 37 32 20 9 3 HighCD33+, GO 52 36 32 18 9 2

Olombel @&t al.Blood 2017;127(17):2250.
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Lamba Jket al.,J Clin Oncol 2017;35:28568R. Reprinted with permission. © 2017 American Society of Clinical Oncology. All rights reserved.
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