OMIT: npuwino Bpems Ans
HOBOIO NPOTOKONAa?



OCHOBHbIEe BOMPOCHI

* Hy>kHa Nu BbICOKO40O3HaA KOHconMaauusa B
npuHUune (3a NCKNYeHnem cny4aeB C
GrnaronpuATHLIM NPOrHO30M), KakoBa [103a
LLITO3apa, CKOJTbKO KypCcOB?

 MoXHo nu obontuch 6e3
noaaepXuBarLlen Tepannm?

* AyTOnorn4yHas TpaHcnnaHtaumna???



[TpoTtokon «Kz.AML.2010»
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* IIpH 61ar oIpHATHOM IIPOTHO3¢€ (BBIABICHHE IPH CTaHIapTHOM LIHTOr €HeTHYECKOM HeellenoBaHHH 1(8:21)(g22:q22). inv(16)/1(16:16) w/HIH
redoB CBFB/MYH11, AML1/ETO npH MOIeKVIAPHO-TeHETHYECKOM HCCIeI0BaHHH ) [P OBOIHTCA BEICOKOJ03HAA KOHCOTHIALHA: OJHH
Kypc HAM. TpHKypca BEICOKHX 103 IIHTO3apa (3 /M2 2 pasaB aeHs 1. 3, 5. 7 ZHH Kypca)




Ann Hematol (2012) 91:825-835
DOI 10.1007/s00277-012-1436-z

ORIGINAL ARTICLE

Intensive consolidation therapy compared with standard
consolidation and maintenance therapy for adults with acute
myeloid leukaemia aged between 46 and 60 years: final
results of the randomized phase 11l study (AML 8B)

of the European Organization for Research and Treatment
of Cancer (EORTC) and the Gruppo Italiano Malattie
Ematologiche Maligne dell’Adulto (GIMEMA) Leukemia
Cooperative Groups

Marysia Hengeveld « Stefan Suciu « Matthias Karrasch -
Giorgina Specchia - Jean-Pierre Marie - Petra Muus -
Maria C. Petti - Bruno Rotoli - Sergio Amadori -
Guiseppe Fioritoni - Pietro Leoni - Enrica Morra -
Joseph Thaler - Luigi Resegotti - Paola Fazi -

Marco Vignetti - Franco Mandelli - Robert Zittoun -
Theo de Witte

Received: 12 November 2011 /Accepted: 19 February 2012 /Published online: 31 March 2012
© The Author(s) 2012. This article is published with open access at Springerlink.com



[1n3anH nccnenoBaHUS

NHOyKum

KoHconuaauunsa
STANDART

7+1 Ne1l
Ara-C 200 mr/m2 CI
DNR 45 Mmr/m2 bolus

7+3 Nei(unwm 2)
Ara-C 200 mr/m2 Cl
DNR 45 mr/m2 bolus

NHaykum
S

MNopoepxnsatoLas
Tepanus

5+1 N26
Ara-C 100 mMr/m2 x2
S.C.
DNR 45 mr/m2 bolus

6+3Amsa Neil
Ara-C 500 mr/m2 X2
Amsa 120 Mr/m2

4+3 Ne1
Ara-C 2000 Mr/m2 X2
DNR 45 Mmr/m2

KoHconunpaumsa Nel
IC

KoHconunpaumsa Ne2
IC




bespeunanBHaA BbIXKMBAEMOCTb

Logrank: p=0.49

% patients alive without relapse
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O N Number of patients at risk :
126 157 42 31 22 11 = Standard
125 158 48 35 25 14 — IC12

Fig. 2 Kaplan—-Meier plot of relapse-free survival according to the
randomized arm. N number of patients, O observed number of events
(relapse or death in first complete remission), Standard standard con-
solidation and maintenance therapy, /C/2 intensive consolidation
therapy



KymynatmBHasa MHLUEOEHTHOCTb
CMEPTU B NepBOU NMNONMHON PEMUCCUN
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Gray test: p < 0.0001
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5 157 42 31 22 11 Standard
34 158 48 35 25 4. — ICi12

Fig. 4 Cumulative incidence of death in first complete remission
according to randomized arm. N number of patients; O observed
number of events (death in first complete remission), considening
relapse as a competing risk; Standard standard consolidation and
maintenance therapy; /C/2 intensive consolidation therapy
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Fig. 3 Cumulative incidence of relapse according to randomized am.
N number of patients; O observed number of events (relapse), consid-
ering death in first complete remission as a competing risk; Standard
standard consolidation and maintenance therapy; /C/2 intensive con-
solidation therapy
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Fig. 5 Kaplan—Meier plot of survival according to the randomized
arm. N number of patients, O observed number of deaths, Standard
standard consolidation and maintenance therapy, /C/2 intensive con-
solidation therapy

an BbICOKOAO3HOW KOHCONMaauuu B nepBylo ovyepeab
BepPOATHOCTb CMEepPTU Bbille y naulmeHToOB C BbICOKOM
BEepPOATHOCTbLIO peunanBa



Acute Myeloid Leukemia in Adults:
Is Postconsolidation Maintenance Therapy Necessary?

Thomas Biichner,** Wolfgang Hiddemann,® Bernhard Wormann,® Helmut Loffler,
Wolf-Dieter Ludwig,® Claudia Schoch.® Torsten Haferlach.” Georg Maschmeyer.°
Peter Staib.,! Carlo Aul.2 Axel Heyll," Andreas Griineisen.' Herbert Rasche)
Hartmut Eimermacher.X Leopold Balleisen,! Hermann-Josef Pielken,™
Hans Edgar Reis," Frank Griesinger,® Albrecht Reichle.P
Maria-Cristina Sauerland 9 Achim [Heinecke?, for the German AMLCG

aDepartment of Hematology/Oncology, University of Miinster, Germany; ® Department of Hematology/Oncology, University of
Munich, Germany; “Department of Internal Medicine, Municipal Hospital Braunschweig, Germany; * Department of
Hematology/Oncology, University of Kiel, Germany; Department of Hematology/Oncology, Robert-Rissle Medical Center,
Humboldt University Berlin, Germany; ‘Department of Hematology/Oncology, University of Cologne, Germany; ¢ Department of
Internal Medicine, St. Johannes-Hospital, Duisburg, Germany; "Department of Hematology/Oncology, University of Diisseldorf,
Germany; 'Department of Hematology/Oncology, Krankenhaus Neukolin Berlin, Germany;Department of Hematology/Oncology,
Zentralkrankenhaus St. Jiirgen-Strasse Bremen, Germany; *Department of Internal Medicine, Katholisches Krankenhaus Hagen,
Germany;'Department of Hematology/Oncology, Evangelisches Krankenhaus Hamm, Germany; ™Department of
Hematology/Oncology, St. Johannes-Hospital Dortmund, Germany; "Department of Internal Medicine, Maria-Hilf-Hospital
Moénchengladbach, Germany; ° Department of Internal Medicine, University of Gottingen, Germany; P Department of
Hematology/Oncology, University of Regensburg, Germany; Department of Biostatistics, University of Miinster, Germany

Received June 1, 2000; accepted June 6, 2000



Percent Relapse-Free Survival

100

A
I
!
75| |

Maintenance
No Maintenance

n=79
n=82

CraHpapTHad
KoHconuaaum
S

2 3 4

T T T 2 T T T T T T T T T

5 6 7 8 9 10 1 12 13 14 15 16 17

Years Since Complete Remission

Figure 1. Relapse-free survival in the 1981 AMLCG study: Patients aged 16 to 78 years received 1 to 2 courses of standard-dose 6-thioguanine-
AraC-daunorubicin (TAD) for remission induction, and patients entering complete remission were randomized to receive 1 course of TAD for con-
solidation and no further treatment or the same consolidation followed by maintenance for 3 years. Maintenance included monthly courses of 5-day
standard-dose cytosine arabinoside combined with a second drug, which rotated among daunorubicin, 5-thioguanine, or cyclophosphamide. Tick
marks indicate patients alive without relapse at the most recent follow-up.

100

Maintenance n =942
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Figure 2. Relapse-free survival in the combined 1986 and 1992 AMLCG studies in patients aged 16 to 83 years. Induction treatment in patients aged
<60 years was doubled with 2 courses of standard-dose TAD or TAD followed by high-dose Ara-C/mitoxantrone (HAM), and in patients aged 260
years, 1 to 2 courses of standard-dose TAD or HAM were used as the second course. All patients entering complete remission received 1 course of
standard-dose TAD for consolidation and randomly received either 3 years of maintenance (see Figure 1) or 1 course of sequential HAM and no fur-
ther treatment. Tick marks indicate patients alive without relapse at the last follow-up.



IPoTupytowiasa cxema!

Maintenance was determined by a study of
Cancer and Leukemia Group B (CALGB) in
which 5-day courses of standard-dose cytosine
arabinoside (Ara-C) were given monthly and
were combined by rotation with a second
agent such as daunorubicin, 6-thioguanine
(TG), or cyclophosphamide



[1Ba nyT C 0oAMHAKOBbLIM
pe3ynsLTaToMm

o]
eCTaHaapTHasi KoHconuaaums + nogaepKuBatoLlas Tepanus

Y
e IHTEHCMBHaA KoHconuaaumsa 6e3 nogaepXxmneatoLLen Tepannm



Poccunckum onbIT

1992 -1995 (OMJ1-92)

— 7+3+VP-16, 3 roga nogaepkmBaroLlen tepanmm (potaums/7+3)
— 743, 3 roga nogaepkmBatoLlen Tepanmm

1995 -1999 (OMIJ1-95)

— 7+3 (45), 3 roga nogaepxuBatoLlemn Tepanun

— 7+3 (45), 1 roga nogaepXnearLLen Tepanmu

— 743 (60), 1 roa nogaepxueatoLlen tepanum

2001 — 2006 (OMJ1-01.01)

— 7+3+VP-16 N4, 1 rog nogaepkmsatoLLen Tepanmu

— 7+3+VP-16 N2, 1 rog nogaepxxusaroLlen tepanumn

— 7+3+VP-16 N2, HAD N2

2006 — 2009 (OMJ1-06.06)

— 7+3, HAM, HAM/HIiDAC, HiDAC N2

— 743, HAM, HAM/HIDAC, HiDAC N2, nogaepxusatrLias Tepanus




PeasynsraTbl MHOYKUMOHHOIO
ne4yeHusa 6onbHbIX OMJ1 B pasHbIx
nccrnegoBaHUAX

NcecnepgoBaHue

MokasaTenu OMIJ1-92 OMIJ1-95 OMI1-01.01* OMIJ1-06.06

(n=185) (n=251) (n=354) (n=109)

MonHast pemuceus, % 63’4 61 ’O H.O. 78,0
nocne 1 kypca

51,9 48,6 95,4 51,0
PeancTeHTHOCTb, % 15,1 21,9 34 .1 3,0
PaHHsis 21,5 17,1 10,5 19,0
netanbHoCTb, %
CmepTb B pemuceni,% 18,1 15,3 10,0 13,0




HOJHTOCPOMRADBIC PCsYylibldlibl FOCCUWMICRUA
KIMMHUYECKUX nccrnegoBaHMn no fIe4eHuio

WNccnepoBanne
MokasaTeny OM1-92 OM/1-95 OMI-01.01 OMI1-06.06
3-neTHAsA obas / 27 / 30/ 38/ 38 /
be3peunagmBHad
BbKMBAEMOCTb, % 38 46 45 20
5-netHas obwas/ 25/ 25 / 25,5/ H.o
be3peunagmBHad
BbKMBAEMOCTb, % 35 28 25
7-neTHAA obLuas/ 18 / H.O. 19/ H.o
be3peunagmBHad
BLDKMBAEMOCTb, % 29 5 21




AMepuKaHCKMe pekomeHaauunn:
MHOYKU NS

National

NCCN gf"“?"“h“‘“si"c NCCN Guidelines Version 2.2012
Notwork® Acute Myeloid Leukemia

|

CLASSIFICATION TREATMENT INDUCTION i

Clinical trial (preferred)

or

Standard-dose cytarabine 100-200 mg/m’ continuous infusion x
7 days with idarubicin 12 mg/m® or daunorubicin 60-90 mg/m’ x 3
days K&!! (category 1)

or

High-dose cytarabine (HiDAC)!!m™M 2 g/m* every 12 hours x 6
days " or 3 g/m’ every 12 h x 4 days©®° with idarubicin 12 mg/m®
or daunorubicin 45-60 mg/m’ x 3 days (1 cycle) (category 2B)
AML99:hh or

Matched sibling or alternative donor HSCT PP (category 2B)

Age99<60 y

v

DNR 60-90

aar/nal



AMepuKaHCKMe pekomeHaauunn:
NOCUHAYKUMOHHbIN KypC

AML POST-INDUCTION THERAPY
AFTER STANDARD-DOSE CYTARABINE

<
Age <60y High-dose cytarabine
alone or standard-
A dose cytarabine with Complete
9! idarubicin or response %44
LT:'S(::(?L daunorubicinkk
= Marrow to document
See treatment for 2 aitia
induction i remission status
Follow-up Y T R upon hematologic
bone 5% Significant recovery, including
marrow ) cyto- Standard-dose cytogenetics and
7-10 d after reduction’™  L»|CYtarabine with | Imolecular studies as
induction with low % idarubicin or appropriatett
completed residual blasts daunorubicin X
Induction
failure®
HypoplasiaSS — Await recovery —



Age <60

AMepuKaHCKMe pekomeHaauunn:

RISK STATUS
(See AML-A)

Better-risk
cytogenetics
or molecular
abnormalities

Intermediate-risk
cytogenetics

or molecular
abnormalities

Treatment-related
disease or poor-

risk cytogenetics |
or molecular
abnormalities99:VV

KOHconuaauus

POST-REMISSION THERAPY

High-dose cytarabine 3 g/m’ over 3 h every 12 h on days 1, 3, 5 x 3-4 cycles
(category 1)Ww.xx

or

1 to 2 cycles of high-dose cytarabine-based consolidation followed by
autologous HSCT YY (category 2B)

or

Clinical trial

Matched sibling or unrelated donor HSCT >
or

High-dose cytarabine 1.5-3 g/m’ over 3 h every 12 h on days 1, 3, 5 x 3-4 cycles
or

1 to 2 cycles of high-dose cytarabine-based consolidation followed by
autologous HSCT

or

Clinical trial

Clinical trial®
or

Matched sibling or alternative donor HSCT 232
or

1 to 2 cycles of high-dose cytarabine-based consolidation followed by autologous
HSCT if no allogeneic transplant option is available

A 4



