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O MEES DAY U UMMBXHON| w2 EF e
Meel A2 TR 24 24N WHY(-AML) E£E 250
HelE SUsts A 244 WHH(AML-MRC)” & 3 60
£2 +Foz AIDE.

— NCCN &A= X[ (ver3. 2024)0f w=2H, HE RIS
delolMe x|z 2 od Z5d WEH(t-AML) £ =
H

HoLE Sttste =24 254 Ed9 (AML-MRC) 2tAI & 60AM| O] 2tof|
M MHEEO| category 122 M HIE[0{(preferred), 60AM| O|ZH|A]

1 o] -&tol| A
Holl XMeret

National & 4 3 T 2
comprehensive NCCN Guidelines Version 3.2024 L e e
feleily Cancer Acute Myeloid Leukemia (Age 218 years) ~ Discussion
Network
INTENSIVE POOR/ADVERSE- TREATMENT INDUCTIONEf G
INDUCTION RISK GROUPS Principles of Venetoclax, see AML-K
ELIGIELE (AML-A) e
referred:
* Therapy-related AML » CPX-351/dual-drug liposomal cytarabine and daunorubicin®
other than CBF-AML (category 1, preferred for age 260 y) )
* Antecedent - Standard 7 + 3 (daunorubicin or idarubiciny¥!™ (preferred for age
MDS/chronic <60 y)
myelomonocytic Other Recommended:
leukemia (CMML) *+ CPX-351/dual-drug liposomal cytarabine and daunorubicin® (for age
* Cytogenetic changes <60 y) :
consistent with * Standard 7 + 3 (daunorubicin or it:l:irubic:in}l-i‘-]'rrl (for age 260 y)
MDS (AML with * Decitabine (days 1-5) + venetoclax?
myelodysplasia- + Azacitidine + venetoclax¥Z
related changes + LDAC + venetoclax¥ (category 2B) Follow-U
/ [AML-MRC]) Useful in Certain Circumstances: and Re- P
+» Low-intensity therapy (azacitidine or decitabine)? (category 2B) Induction After
:ngensti_ve — |Cytarabine-
nduction Based
Eligible®P Preferred: induction
'| * No regimens are considered preferred, clinical trial is recommended AML-3)

Other Recommended: .

» Standard 7 + 3 (daunorubicin or idarubicin)ik.hm

+ CPX-351/dual-drug liposomal cytarabine and daunorubicin®
(category 2B)

Poor-risk AML without * FLAG-IDA%"S (category 2B) (use with caution in patients >60 y)

TP53 mutation or del17p + Decitabine (days 1-5) + venetoclaxy
abnormality « Azacitidine + venetoclax
\ + LDAC + venetoclax! (category 2B)
Useful in Certain Circumstances:
« 7+3 (mitoxantrone)-kLM (for age 260 y) (category 2B)
« Cytarabine!"33 + daunorubicin or idarubicini™ + etoposide
(category 2B for patients >45 y) (use with caution in patients >60 y)

+ Low-intensity therapy (azacitidine or decitabine) (category 2B)
| |Poor-risk AML with
¥/ TP53 mutation or del17p Clinical trial¥

abnormality¥

Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

3) DeVita, Hellman, and Rosenberg's Cancer. 12e. 2022. Chapter 70: Management of Acute Leukemias
4) Harrison's Principles of Internal Medicine. 21e. 2022. Chapter 104: Acute Myeloid Leukemia
5) Williams Hematology, 10e. 2021. Chapter 87: Acute Myelogenous Leukemia

6) NCCN Clinical Practice Guidelines in Oncology: Acute Myeloid Leukemia (ver3. 2024)

Footnotes on AML-2A

7) M Heuser, et al. Acute myeloid leukaemia in adult patients: ESMO Clinical Practice Guidelines for diagnosis, treatment and

follow—up. Ann Oncol. 2020 Jun;31(6):697-712.
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I nvo clinical frial is available

tAML or
NERC-AML
260 years

Recommended T+3 Il A]

Optional:
Ireatment 743460 [, €]

1-2 % induction
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et

Consolidation 1
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.u—\/—u,

Consolidation 2

ot
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mol. progression/
mad, relapse

mal. progression/ maol. progression’ mal. progression/
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\p— ¥ v

MBD+ salvage
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Figure 1. Treatment algorithm for first-ine treatment in newly diagnosed AML patients eligible for standard induction and consolidation treatment.

T+3, 7 days of standard-dose cytarabine and 3 days of daunorubicing 7+ 3460, 7 days of standard-dose cytarabine, 3 days of daunorubicin and 1—3 days of gem
tuzumab czogamicin; alloHCT, allogeneic haematopeietic cell transplantation; AML, acute myeloid leukaemia; autoHCT, autologous haematopoietic cell transplantation;
CBF, core binding factor; ChT, chemotherapy; CPX-351, liposomal daunorubicin and cytarabine; CR, complete remission; ELN1, 2, 3, European LeukaemiaMet favourable,
intermediate and adverse risk, respectively; GO, gemtuzumab ozogamicin; IDAC, intermediate-dose cytarabine; D, internal tandem duplication; MACE, amsacrine,
cytarabine, etoposide; MIDAC, mitoxantrone, Intermediate dose cytarabine; mol., molecular; MRC-AML, acute myeloid leukaemia with myelodysplasia-related cyto-
genetic changes, MRD+, measurable residual disease-positive; tAML, therapy-related acute myeloid leukaemia; TKD, tyrosine kinase domain.
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O [Study 301189 xZeX| 22, 60M~75M I2le 24 M iy
(acute myeloid leukaemia, AML) =X} 309¥HE OiAte AlE
cytarabine ¥ daunorubicin EES522H(7+3)2 H|uw s FEUY, Cf
712 371, dald, FEMH S 34 AlEde =z

= o ] ]
- (& 23 5 Algol| 282 AML SHIFE2 X2 &H 24 254 4
HH(t-AML), 24 234 did#Hoz MEET| M ZFolgdMdEESL
(myelodysplastic syndrome, MDS)0O obe  Sectef4Ad gy

|+
(chronic myelomonocytic leukemia, CMMoL =3
CMMoL AML, S0l M8 T2l §Ml iy #Hsrt s &M (de novo)
AMLZ (2008 WHO &7/ 7|0 wg).

- (M) B Alge 2oz FAE0, (1e) BRI} Al 2F7]e RER
(2THH) RERYW == 21

H R 2FV|e SAHE e XR7[e S
H 2T FOHLZFE 302 Fo AIXEO FALHE AH22FE Z[

SANIX|] X|&HE= FM2ET|Y.

= X " RERYH 3 Mol sl 2k™ ks (Complete
Response, CR) &= 3/=0| =e2tdst 2B sl (Complete Response
with incomplete recovery, CRi)oll 2} ZA™ =0, CR == CRi= =%
Hotz =elst

— (CHat 2tX}) 2tXpe| RAFRHIE 2 1112 O|FO{A 20, 153He[ 2HALIE

MEET0l, 156He| 2Kt 7+3X| 2 (CH =)ol ”“OIHHJHEI
« FEUY E= stXtel HA™@el SUaL2 68AM|(60-75M H)U 20,
Aol 61%¥U1L, 88%= ECOG Ms2teEf(Performance Status, PS)7t
0-10|AS.
- HO|AIRIOIA] 20%= t-AML, 54%= HOSIE 0o|Ab o|Zof LA
AMLO|A2T{, 25%= =FMo|atnt #HE MEZFHEEA olao| =
=

HEEl P2 AMLOIRAZ. EBt 34%+= MDSO| MOoEzt ZIHZE X2
o,

ure ABlo| U2, 54%E ol o|Ao] ULUS.

8) Lancet JE, et al. CPX-351 (cytarabine and daunorubicin) Liposome for Injection Versus Conventional Cytarabine Plus
Daunorubicin in Older Patients With Newly Diagnosed Secondary Acute Myeloid Leukemia. J Clin Oncol. 2018 Sep
10;36(26):2684-2692.

9) Lancet JE, et al. CPX-351 versus 7+3 cytarabine and daunorubicin chemotherapy in older adults with newly diagnosed
high-risk or secondary acute myeloid leukaemia: H5-year results of a randomised, open-label, multicentre, phase 3 trial.
Lancet Haematol. 2021 Jul;8(7):e481-e491.
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ZHE
= Q3.

100~ Median overall survival Hazard ratio
{95% 1) {95% CI)
Bo- — {P¥-351group 9-33 (6-37-11-86) 2 =
= 743 gmug " S 54-994?5'. e
_Tg 604
2 ! !
g " a |
B 21% (15-28)  18% (12-25)
iq%t5-14.1 L] iiai}d,-m
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Number at risk
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Figure 2: Overall survival
3-year and 5-year Kaplan-Meier-estimated survival rates are shownwith 95% Cl. 7+3=cytarabine and daunorubicin.

(CR+CRi) ™A zsiee AHEZ 48% (73/153H), =+ 33%
(52/156H)2 2 1= (two—sided P=0.016).

(HSCT) =E€ZM = o|AlS g2 HIE22 MEET 35% (53/153H), EH
T 25% (39/156H)0|0, =AM Z o|AlEt2 stXjojA oAl =z
Eo| M MZEIZ|ZF SUZS MHEEZEZOAM ofF EESIX| %9}1(95%
Cl 16.23-NE), ti==2 10.257H&(6.21-16.69)2 =A{=(HR 0.51,
95% Cl 0.28-0.90).

J

1004 Median overall survival Hazard ratio
{95% CI) {95% 1)
Bo~ — CPX-351group  Not reached (16-23-HE) , .
= 0-51 {0-28-0.90)
£ — 7+ group 1075 (6.71-16.63) S
= i
= B0+ !
g L A I I mil
= T | 56% (42-68)
E b |
T s I
S L H 11l
201 | 23% (11-37)
1
a T T T T T i T T T T T 1
V] [ 12 18 24 30 36 42 48 54 60 66 72
Time from HSCT {months)
Mumber at risk
(number censored)
CFX-351group 53 42 35 32 31 28 28 Erd 24 21 6 o a
o @ 1 1) 2 2 @3 @ @ (27 @8 28
T+3group 39 pr 18 12 1z 9 g 9 g g 0 0 0
(0 {0) () (0} (0 {0} {0 (D) {h (1) (9 )] (9)

Figure 4: Overall survival from date of HSCT

3year Kaplan-Meier-estimated survival rates are show n with 95% Cl. 5-year estimates were not available as the
follow-up time from the date of HSCT is less than 5 years. 7+3=cytarabine and davnorubidn.
H5CT=haematopoietic stem-cell transplantation. NE=not estimable.
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THAES(68.0% vs. 70.9%), HEH(19.6% vs. 14.6%), ML4ES

0
1% vs. 15.2%)2 Z&E .

Febrile neutropenia |

Fatigue I | N
Pneurmnonia | ]
Hypoxia = M
Hypertension ER ==
Bacteremia |
Sepsis | |

Respiratory failure
. Grades 1 and 2

Ejection fraction Wil Grades 3to &
decreas&dllu.l.”._”,,,,,,....,.....
75 50 25 0 25 L0 75
Patients (%)
CPX-351 T+3

Fig 4. Mostfrequently reported adverse events. The percentage of patients with
grade 1 and 2 and grade 3 1o b events are shown for all adverse events that
ocourred in > 5% of patients In either treatment group as grade 3 o Devents. 7 +3,
standard-of-care cytarabine plus daunomuebicin chemotherapy; CPX-351, dual-drug
liposomal ancapsulaton of cytarabine and daunansbicin.
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