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MEETING SNAPSHOT

w &

DATE: COVERAGE OF EHA INSIGHTS REPORT
EPl CS June 25, 2021 2021 CONGRESS - including postmeeting
FOCUS ON LEUKEMIA analyses and actionable
AND MDS by key experts recommendations
VIRTUAL D)
CLOSED-DOOR fvlvivd
ROUNDTABLE |
PANEL: Key experts in MDS- and LEUKEMIA-SPECIFIC
MDS and leukemia DISCUSSIONS on current and future
> 5 from US treatment landscape and how newly
> 5 from Europe presented data from EHA may impact

treatment paradigms
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PANEL CONSISTING OF 5 US AND 5 EUROPEAN
LEUKEMIA EXPERTS

Eunice Wang, MD
Roswell Park Comprehensive
Cancer Center

Gert Ossenkoppele, MD, PhD
Amsterdam University Medical
Center

Daniel DeAngelo, MD, PhD
Dana-Farber Cancer Institute

Charles Craddock, CBE,
FRCP (UK), FRCPath, DPhil
Queen Elizabeth Hospital

Jae Park, MD
Memorial Sloan Kettering
Cancer Center

Nicola Gokbuget
Goethe University Hospital

Philippe Rousselot,MD, PhD
University of Versailles Saint-
Quentin-en-Yvelines

CHAIR:
Elias Jabbour, MD
MD Anderson Cancer Center

Valeria Santini, MD
University of Florence

Guillermo Garcia-Manero, MD
MD Anderson Cancer Center

5 APTITUDE reaur



Time (CEST)
16.00 — 16.05
16.05 — 16.15
16.15 - 16.40
16.40 — 16.50
16.50 — 17.15
17.15 - 17.25
17.25 - 17.45
17.45 — 17.55
17.55 - 18.15
18.15 — 18.25
18.25 — 18.45
18.45 — 18.55
18.55 — 19.25
19.25 - 19.30

MEETING AGENDA

Topic
Welcome and Introductions
Updates on MDS

Discussion and Key Takeaways

Newly Diagnosed AML Patients

Discussion and Key Takeaways

IDH1/2 and FLT3 Mutations in Newly Diagnosed AML Patients
Discussion and Key Takeaways

FLT3 Mutations in Relapsed/Refractory AML Patients
Discussion and Key Takeaways

IDH1/2 Mutations in Relapsed/Refractory AML Patients

Discussion and Key Takeaways

Updates in ALL

Discussion and Key Takeaways

Summary and Closing Remarks
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Elias Jabbour, MD
Valeria Santini, MD

All
Moderator: Elias Jabbour, MD

Gert Ossenkoppele, MD, PhD

All
Moderator: Elias Jabbour, MD

Eunice Wang, MD

All
Moderator: Elias Jabbour, MD

Daniel DeAngelo, MD, PhD

All
Moderator: Elias Jabbour, MD

Guillermo Garcia-Manero, MD

All
Moderator: Elias Jabbour, MD

Nicola Gokbuget, MD

All
Moderator: Elias Jabbour, MD

Elias Jabbour, MD
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BENEFIT OF CONTINUING LUSPATERCEPT THERAPY IN PATIENTS WITH LOWER-RISK  Fa=lles
MYELODYSPLASTIC SYNDROMES WHO DID NOT ACHIEVERED BLOOD CELL
TRANSFUSION INDEPENDENCE BY WEEK 25 IN THE MEDALIST STUDY

GERMING, ETAL. 2021, EHA #EP915
MEAN CHANGE FROM BASELINE IN HB LEVELS,
STUDY POPULATION WEEKS 2548

> MEDALIST study: MDS patients with 215% ring sideroblasts or=5% 15
with SF3B1 mutation, <5% blasts in bone marrow, non-del(5q) MDS, =
refractory/intolerant to ESAS, or naive; average RBC transfusion
burden 22 U/8 weeks; no prior treatment with disease-modifying agents
(eg, IMiDs, HMAS); randomized to luspatercept(n = 153) or placebo (n
= 76). This subanalysis: 68/153 patients who did not achieve RBC
transfusion independence (Tl)for 28 weeks by week 25 but continued
treatment through week 48

1.0 1.0 1.0
0.9 0.9

0.3

an change from baseline {g/dL)
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Week 25 Extension Extension Extension Extension Extension Extension Extension Extension

in=15) cycle1 «cycleZ cyclel cycled4 cycle5 cycleé cycle7 cycle@
OUTCOME n=18) N=27) (n=34) (=29 Nn=27) (=25 (n=27) (n=22)
e 5

Humber of evakabe PACHCE varies SNCE NOT Swery PATGIT LSENaN H JBEEMENT SaCh wosk.

> 16% (n = 11/68) of patients achieved RBC Tl for 28 weeks RESPONSE INDICATORS ACROSS ANALYSIS PERIODS
- Of these, 3 patients achieved RBC TI for 216 weeks
- Median time to achieving RBC Tl for 28 weeks was 5 months 1001

Weeks 25-48
Weeks 1-48
M Entire treatment period

EXPERT CONCLUSIONS 3

Continuing luspatercepttreatment beyond week 25 provides clinical benefit
in late responders and decreasesthe transfusion load in patients

501 47 49

Patients (%)

254 n

o n=11 n=11 n=13 =31 n=41 n=41 n=7 n=31 n=13
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LUSPATERCEPT REDUCES RED BLOOD CELL TRANSFUSIONS IN PATIENTS WITH EPICS
LOWER-RISK MDS REGARDLESS OF BASELINE TRANSFUSION BURDEN IN THE

MEDALIST STUDY
GARCIA-MANERO, ETAL. 2021, EHA #EP920
STUDY POPULATION MEAN CUMULATIVE RBC TRANSFUSION UNITS THROUGH
24 WEEKS
> _Patients in MEDALIST had lower-risk MDS, were re_fractory, Luspatercept | Luspatercept | Luspatercept N
intolerant, or unlikely to respond to ESASs, and required regular (N = 153y "(';P“;:m non-;es:;o;rders N = 76
RBC transfusions (=2 units/8 weeks) in the 16 weeks prior to 3 : 5
randomization. Of the 153 patients randomized to receive e | SRR, [Pt | SRE| FE R
Iuspatercept, 87 (57%) were CIaSSIerd as h&VIng. lOW base_“ne High baseline RBC TB | 17.2 (15.1-19.6) | 3.7 (1.8-7.4) | 18.9 (16.9-21.1) | 24,2 (21.3-27.4)
RBC transfusion burden (TB) and 66 (43%) as high baseline RBC (2 6 units/8 weeks) n= 47 n=6 n = 41 n = 30
TB ‘Nurrher of patients in the irtention to treat population
OUTCOME MEAN CUMULATIVE RBC TRANSFUSION VISITS THROUGH
: . 24 WEEKS
> At week 25, patients receiving luspatercept had fewer mean -
cumulative RBC transfuspn units and RBCtransfusmn visits than Luspatercept | Luspatercept | Luspatercept | o
placebo across both baseline RBC TB categories (N = 153)" responders |non-responders| "o,
. .. . (N = 58)* (N = 95)*
> Patients receiving luspatercepthad a lower cumulative number of
RBC transfusion units and a lower cumulative number of RBC B i AN | A | FO GRS | IRl
tran_SfUSIOn VISits thl.'OUgh 144 W?eks Compared Wlth p|aceb0, High baseline RBCTB | 9.4 (8.3-10.7) 2.0(1.0-4.0) 10.3 (9.2-11.5) [12.5 (11.0-14.2)
particularly those with low baseline RBC TB (2 6 units/8 weeks) n =47 n=6 n = 41° n = 30°
EXPERT CONCL USIO NS Nurber of rdt-:-n':; with FS(-UJ-I*\LI'.'.‘):! rf;la up w 14 weeks

Expected cumulative number of transfusions was lower in patients with high and low transfusion burden treated with luspaterce pt. This resulted
in lower numbers of hospital visits. The response is maintained through 144 weeks; these results are very positive
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EFFICACY OF IMETELSTAT ISINDEPENDENT OF MOLECULAR SUBTYPESIN HEAVILY  Fa=lles
TRANSFUSED NON-DEL(5Q) LOWER RISK MDS (LR-MDS) RELAPSED/REFRACTORY

(R/R) TOERYTHROPOIESIS STIMULATING AGENTS (ESA)
PLATZBECKER, ET AL. 2021, EHA #EP910

STUDY POPULATION RESPONSE
> Patients with lower-risk MDS, RBC transfusion dependent, non-del(5q), and Figure 6. HL.E response was seen in patients with different SF3B1 hot spot mutations,
ESAR/R fromthe IMerge phase Il/lll study. Patients were screenedto durable Tl was observed in patients with all SF381 hot spot mutations except KG66R
determine their karyotype, and correlation analyses between molecular profiles S —

and clinical efficacy and hematologic improvement-erythroid response were el e mm s wm o oax m e
performed % o, o o ol ™
E [-e R R i - i b
L Dl (0 H|I|
> Of 31/38 patients with baseline mutation data, 28 (90.3%) patients had at least - e phi 4 ropane
1 mutation, among which 15 (53.6%), 8 (28.6%), and 5 (17.9%) patients had 1,

[EEED, Ned  [IERSCHL Med [EHSEXD, Ned [RBSER, Nl [EEKMOL Ne1l EETOL Kel

2, and =23 mutations, respectively N ber of Motations vt Rocoomee
> Durable Tl was observed in patients with 0—3 mutations, exceptK666R P
> Patients with >3 mutations showed lower response 100% o3
CONCLUSIONS 8 o | 60%
: I
; - . . 5 4 aT%
Imetelstat demonstrated clinical efficacy across different molecularly defined § oox |5 S -
subgroups including in patients with poor prognosis in heavily transfused LR-MDS o | 20% 20
ESAR/R, who have limited treatment options I N I N I
> Longerfollow-up is need to understand whether the responding patients will e — pyesrTl  HLE response
respond to treatment for the long term Nomn  pimneds  m2mens  moesmt s
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IMETELSTAT DEMONSTRATES AN ACCEPTABLE SAFETY PROFILE IN
MYELOID MALIGNANCIES

MASCERENHAS, ET AL. 2021, EHA #EP1106

STUDY POPULATION SAFETY PROFILE OF IMETELSTAT
> Patients with myelofibrosis from IMbark/MYF201 trial and patients Table 1: Characteristics of Cytopenias
with lower-risk MDS from IMerge trial MYF2001 MDS53001 Part 1
5.4 mglkg q 3 weeks 7.5 mglkg q 4 weeks
{r=355} ir=38]
OUTCOM E G334 Thrombo- G3fa 534 Thrombo- (==L
cytopenia | Meutropenia |  cytopenia Neutropenia
> Forty-one percentof patients with myelofibrosis had grade =3 Median durstion |5 gweeks | L3weeks | Liweeks 17 weeks
(G=3) thrombocytopeniaand 32% had G=3 neutropenia. Sixty- el Iietenetll il e P
one percentof patients with lower-risk MDS had G=3 Reversible within 8| 43/65 cvents | 4776 cverts | 88/95cvents | 68/78 events
thrombocytopeniaand 55% had G=3 neutropenia, respectively e —— = ke e
> One patient on each study experienced imetelstat-related G3 AST Jouwestment | gm0 | s | sAEusew | u3@ew
increase that recovered with dose reduction. HEC reviews found edion e ] 108 weeke (oyce 3

no significant imetelstat-related liver injury ooy, cheal comeeaeeo of eramem e rage 23 P

events or febrile neutropenia occurred in <11% of pts (Table 2).

CONCLUSIONS Table 3: Non hematologic AE occurring in >20% of patients with either MF or MDS
MYF2001 MD53001 part 1
Imetelstat-related cytopenias are on-target effects that are based on 9-4r-m;tu 81 ?-ndu '-"—'"-E-‘['tl i) -;mh
f[he. s.glectlve reduction of mahgnqnt cells thrpugh telomerage_ To— 20 (33 %) 3| %)
inhibition. They are of short duration, reversible, and have limited Diarrhes 16 (30.5%) 7 (18.8%]
clinical consequenceswhen managed with the dose-modification Abdominal pain 14 [23.7%) 3 (7.9%)
S . . . . Fatigue 16 (27.1%) 6 {15.8%)
gu_ldellnes in the protocols. Pat_lents_ in these 2 studies had no —— IR S
evidence of imetelstat-related liver injury Pyresia 13 22 0%) 5(311%]
Dyspnes 15 {25.4%) 410.5%]
e 0 Back pain 7 [11.9%) 923,
IS APTITUDE HeattH Infusion related reactions 16 [27.1%) 5(13.%




PHASE Il STUDY OF THE IDH2-INHIBITOR ENASIDENIB IN PATIENTS WITH gai[«s
HIGH-RISK IDH2-MUTATED MYELODYSPLASTIC SYNDROMES (MDS)

VENUGOPAL, ET AL. 2021, EHA #5167

STUDY DESIGN SURVIVAL
> Patients with IDH2-mutated higher-risk MDS randomized to azacitidine | Survival — Arm A (AZA + ENA) — Untreated patients
(AZA) + enasidenib (ENA; Arm A, n = 25) or ENA monotherapy (Arm L e
B; n = 21). Median age Arm A and Arm B: 73 years Overall survival vent. roe sursival
OUTCOME T
£
g 50 E 504
8 2 £ =

Response Arm A (Untreated) | Arm B (HMA-failure)
7 - g Median EFS 1- year EFS
Evaluable AZA + ENA ENA L m‘i"“"g:"os 1-::5 —— AZASENA I22m  5T%
(N = 46) N =25 N =21 e § 12 1 o W W o & 12 B M W %
I te (O Time since treatment start (months) Time since treatment start (months)
Overall response rate (ORR), n (%)

30 (68) 21 (84) 9 (43)

I Survival: Arm B (ENA) - R/R MDS post HMA Failure

Complete remission (CR) 11 (24) 6 (24) 5 (24)
Partial remission (PR) 3 (7) 2 (8) 1 (5) Median duration of follow up -18.4 months
Marrow CR (mCR) 12 (26) 11 (44) 1(5) . Overall survival o Event- free survival
Hematological improvement (HI) only 4(9) 2(8) 2 (10)
O response 16 (35) 4 (16) 12 (57) g - g h-
Stable disease (SD) 14 (30) 4(16) 10 (48) g = g *
8 el 't Median EFS 1.1 EFS
Progressive disease (PD) 2 (4) 0(0) 2(10) — ENA 213m 6% R o
' 0 ; |Iz |I| ;4 3‘0 3'. ' 0 ; 1I2 1Il zla sln
EXPERT CONCLUSIONS LRI s

> The preliminary data are very interesting and the value of ORR in patients with HMA failure (43%) is considered very high
> The 21.3-month median OS in R/R patients treated with ENA after HMA failure is very good for these patients, who are known to have very

poor survival of ~4—5 months
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LOWER RESIDUAL MUTATION LOAD FOLLOWING TREATMENT WITH EPICS

PEVONEDISTAT+AZACITIDINE VERSUS AZACITIDINE ALONE: COMPARATIVE ANALYSIS

OF STUDY ARMS IN P-2001, ARANDOMIZED PHASE 2 TRIAL
FRIEDLANDER, ET AL. 2021, EHA #5166

STUDY POPULATION CLONAL EXPANSION OF TREATMENT-ENERGENT MUTATIONS
- P_atlents_ with hlgher—rlsk MDS or Pevonedistat + azacitidine was associated with significantly Pevonedistat controlled clonal expansion in patients who
higher-risk CMML or low-blast AML less expansion of treatment-emergent mutations than did and did not achieve CR, mCR or CRi
who had no previous HMAs and azacitidine alone? o ——————1p=0.04 50,0055
. .. . £ - ' L
were ineligible for allogeneic SCT; L 601 | p=0.002 R >9-6
. . [T
randomized to pevonedistat + AZA g v 50 -° EES w. i  p=0.08
or AZAmonotherapy 32 | E83 08
25 . 29.3 £ £ -F:G %0 294 293
OUTCOME S E ®E o
C L = 0O
g gﬂ 20 - E ;.g 20
80 - ORR 79% E; 10 °ea T 10
h £ 6 £ T
S 3 oA 2 285 o
70 7 Azacitidine Pevonedistat + c 8T Azacitidine,  Azacitidine, Pevonedistat Pevonedistat
60 - azacitidine u% E © non-CR CR + azacitidine, + azacitidine,
— Azacitidine Pevonedistat + azacitidine non-CR CR
-B_E- 50 Expanding,n_ = =L Trend p-value=0.0008
8 oot net o) 54 55
£ 40 P=0.002 049 0293
E 30
o EXPERT CONCLUSIONS
10 + 24% > Although the number of patients is small, the data from this subanalysis of P-2001 trial are
0 = = considered very promising

':e:;:ﬂ';?: Azacitidine > The ORR values in patients treated with pevonedistat+ AZAare higher than those reported in
previous studies
Jl > |tis very interesting to see that patients who did not achieve CR had a lower number of
< APTITUDE HeautH emergent mutations if treated with pevonedistat+ AZA

A



UPDATED SAFETY AND EFFICACY OF VENETOCLAXIN COMBINATIONWITH
AZACITIDINEFOR THE TREATMENT OF PATIENTS WITH TREATMENT-NAIVE HIGHER-

EPICS

RISK MYELODYSPLASTIC SYNDROMES: PHASE 1B RESULTS
WEI, ET AL. 2021, EHA #EP917

STUDY POPULATION

STUDY DESIGN

> Patients (=218 years) with International Prognostic Scoring System

intermediate-2 or high-risk MDS, bone marrow blasts <20% at
baseline, and ECOG <2. Median age: 70 years

OUTCOME
100 -
90 - n (% of N=78)
80 - Overall Response Rate 82 (80%)
70 4 CR 31 (40%)
= 60 - mCR 31 (40%)
;g 50 4 mCR + hematologic improvement® niN (%) 13131 (42%)
% 40 - Transfusion Independence Rate= n/N (%) 20043 (46 5%)
30 4 [95% CI) [31.2 62.3]
20 - Months [35% CI]
10 4 Median time on study 23169, 24.5)
0 - Overall Survival, median 282 [17.7, NE]
ORR?® Overall Survival for R, median® 28 6 275, NE]
DS, median [ﬁ“ m}, months Duration of Response for CR, median 13889, NE]
—CR 286 (27.5,NR) Median time to CR, months (range) 26(1.2-198)
—mCR 177 {-:11-3, N R}I Median time fo mCR, months (range) 0.9(0.74.6)
— Other 93(1.7,212)
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Treatment cohorts (28-day cycles); Aza 75 mg/m? D1-7

4 N ™ N
Randomization phase -b([)ose-escalatlon phase Safety expansion 1 Safety expansion 22
(28-day Ven) (14-day Ven) (14-day Ven) (14-day Ven)

e b
Ven 400 mg D1-28 (n=5) Ven 100 mg D1-14 (n=8) Ven 400 mg D1-14 (n=22) Ven 400 mg D1-14 (n=21)
Aza+ Aza + Key inclusion criteria
Von 030 mg D=38 ) = “Adults 518 years * tMDS, CMML, u-MDS/MPN

= No prior MDS = Patients planned to undergo
(n=2) Ven 400 mg D1-14 (n=8) = |PSS 21.5° allo-HSCT®

S

Key exclusion criteria

= ;Ioﬂ.ﬂ:’h%:lm +  MTD not reached = Bone marrow blasts = CYP3A inducers within
*  2deaths in Cycle +  WBC was limited to <1 0 i
combination cohor) " o mmm <20% at screening 7 days
= Protocol amendment to explore VA = ECOG score of <2
\__14-dayVen
*Safety expansion 3 cohort is cumently recruiting patients; *Study protocol has been amended to allow patients with higher-risk IPSS-Revised (intermediate, high, and very high) results and patients
planning to undergo allo-HSCT
allo-HSCT, stem cell Aza,

CMML, chronic myelomonocytic leukemia; D, Day; DLT, dose-limiting toxicity;
IPSS, International Prognostic Scoring System; MDS, my : MPN, P i MTD,
RP2D, recommended phase 2 dose; Ven, venelockax, WBC, white blood call

tolerated dose; PK, pharmacokinetics; NCTO2842290

EXPERT CONCLUSIONS

The combination of venetoclax (VEN) + AZA was associated with
rapid and durable responses in patients with disease mutation with
poor prognosis (eg, p53, ASXL1,and U2AF1),and promising
efficacyincluding remissionrates and OS. The safety profile of this
combinationtherapy is acceptable for patients with higher-risk MDS

A
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ACHIEVING RBC Tl IN PATIENTS WITH LOW-RISK MDS

Effective reduction in RBC transfusions and number of hospital visits by continuing luspatercept treatment

The effects of luspatercept on lowering RBC transfusion numbers in low-risk MDS patients, including the late-responding patients treated after
week 24, are considered very positive by the experts
> Many patients with low-risk MDS are expected to benefitfrom luspatercepttreatmentin the future
> Because of its recent approval, some experts are not yet certain how to best use luspaterceptin their clinical practice. The majority will very
likely use it in patients relapsing after ESA treatment and possibly in combination with lenalidomide or other ESAs, with the aim of increasing
and prolonging responses
> At MD Anderson Cancer Center, patients with low-risk MDS are treated with low-dose HMA; it would be of interest to see whether early
intervention with combination HMA + luspatercept prevents the transition from low- to high-risk MDS
— One expert would not treat their indolent low-risk MDS patients unless they manifestdisease progression; when an agent able to delay
disease progression becomesavailable, the expert will definitely treat their patients with it
> |twas discussed how long clinicians should wait to see a response from luspatercept before concluding that the therapy is not beneficial
— The clinical approach of one expertis to wait at least 5 months before declaring therapy failure. In some circumstances, this expert may
decide to increase the dose of luspaterceptand wait a few more months before finally concluding that there is no response
> Forsome experts, the costof luspaterceptis still high and the agent may not yet be available in daily clinical practice

Clinical efficacy of imetelstat in low-risk MDS patients carrying different mutations

Imetelstatis able to modify MDS disease by decreasing the mutational burden. Recent subanalysis of a previous clinical trial showed that
patients carrying 0—3 mutations continued to respond to imetelstat. Patients with >3 mutations had shorter response

> The experts consider the results of this subanalysis very promising despite the small number of analyzed patients.

> Itwill beimportant to see the OS data from a longer follow-up of this subanalysis to confirm the benefits of imetelstat

> The myelosuppressive effect of imetelstat showed in this safety analysis can be interpreted as evidence of disease modification

S APTITUDE Heaurw 7



MOVING FROM MONOTHERAPY HMA TO COMBINATION
THERAPY FOR PATIENTS WITH HIGH-RISK MDS

Addition of ENA to HMA for patients with high-risk, IDH2-mutated MDS

> The phase Il study’s preliminary data showing 43% ORR in patients with HMA failure are perceived as very positive and promising for the
future

> The 21.3-monthmedian OS in R/R patients treated with ENA after HMA failure is seen as highly positive, as these patients are known to have
very poor survival of about 4—-5 months

> Both ENA and VEN have shown efficacy on MDS with IDH2 mutation. The experts may considertreating their patients with one of the agents
first, and with the other at disease relapse. However, there was no clarity on which would be used first

Adding pevonedistat (PEVO) to AZA resulted in lower clonal expansion both in patients who achieved and patients
who did not achieve CR

>  Treatmentwith PEVO + AZAresulted in significantly less expansion of treatment-emergent mutations in patients with high-risk MDS

> Even patients who did not reach CR showed lower clonal expansion rates when treated with PEVO + AZAvs AZAalone

> The preliminary results on the benefits of PEVO + AZA are considered very promising, as this combination therapy may greatly increase the
survival of high-risk MDS patients with disease relapse after ESAtreatment

> Additional data are needed to understand whether there is benefitand which specific subgroup of patients experience the most benefitfrom
PEVO + AZA combination

S APTITUDE Heaurw 7




A FUTURE FOR CHEMO-FREE REGIMEN AS BRIDGE TO
TRANSPLANT FOR PATIENTS WITH HIGH-RISK MDS?

VEN in combination with AZA demonstrated very good efficacy in newly diagnosed high-risk MDS patients even when
they harbored poor-prognostic mutations

VEN addedto AZAresulted in 80% ORR of newly diagnhosed high-risk MDS patients (updated results from a phase Ib study)

> Although the patients recruited in the study were not eligible for transplant, after treatment with VEN + AZA, about a quarter of them
underwent transplant, proving the efficacy of this treatment

> The experts agreed that VEN + AZA represents aless toxic treatment that can be used as bridge to transplant for patients who have >10%
blasts. For the future, the experts hope to use a chemo-free treatment for these patients before they undergo transplant, and VEN is
considereda very promising agent that could be used instead of chemotherapy, as it is expected to decrease the number of blasts faster than
AZAalone and with less myelotoxicity

> Importantly, VEN + AZAwas effective also in patients with p53-mutated MDS, who are considered poor responders. However, the experts
clarified that not all p53 mutations are the same and some clones may respond to VEN + AZADbetter than others

> VEN is expectedto be a game-changerin the treatment of MDS, and the experts look forward to additional data on the benefits of this
treatment

S APTITUDE reaun
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MEASURABLE RESIDUAL DISEASE RESPONSE IN ACUTE MYELOID
LEUKEMIA TREATED WITH VENETOCLAX AND AZACITIDINE

PRATZ, ET AL. 2021, EHA #S137

STUDY POPULATION

RESPONSE

EPICS

> Patients 218 years and unfit forintensive chemotherapy from the
VIALE-Astudyto evaluate the prognostic impactof MRD <10-3on

outcomes

OUTCOME

In patients with AML who achieved CRc with lower-intensity VEN +

AZA

> MRD <10-3response resulted in longer DOR, EFS, and OS than
patients who had MRD 210-3
> MRD responsewas a significant predictor of OS
— OS benefitwas similar in patients who achieved an MRD
response atany time on treatment
— Median OS in patients without an MRD response was 18.7
months, longer than median OS for the overall population

EXPERT CONCLUSIONS

Duration of remission

0.0

0 3 6 9 12 15 18 21 24 27 30

Months
Pationts at Risk

CR+CRi*MRD<10* 67 63 58 52 650 44 30 14 3 1 0

12-month, 18-month Median D«

Duration of remission # of events % (95% C1) % (95% C1) months (951

CR+CRI+MRD<10 22 81.2(69.3,88.9) 69.6 (55.9, 79.8) NR (19.3

Overall survival

Probability of survival
e @ p: B -
- LJ o« o

~N
N X

0.0+

0 3 6 9 12 15 18 21 24 27 30 33

Patients at Risk

Months

CR+CRi+MRD<10° 67 66 65 62 62 58 52 30 13 2 1 0

CR+CRI+*MRD210" 97 92 886

RRRRRRRRRRRRRR

4 64

12-month,
% (95% C1)

94.0 (84.7,97

7

49 42 1 10 3 2 0

18-month Median 05,
% (95% C1) months (95% C1)

84.6(73.3,91.49) NR (24.4 - NR)

MRD responsein patients treated with VEN and AZA is valuable and warrants further investigation to establishits role in clinical management
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SEQUENTIAL NCRI AML TRIALS SHOW CONSISTENT BENEFIT FOR RIC

EPICS

TRANSPLANT IN CR1 FOR OLDER PATIENTS >60YEARS THAT IS
INDEPENDENT OF MRD STATUS AFTER FIRST INDUCTION

RUSSELL, ET AL. 2021, EHA #5130
STUDY POPULATION

EXPERT CONCLUSIONS

> InAML16, 932 patients in CR1 aged 60—70 (inclusive; median 65 years) were
studied, with reduced-intensity conditioning (RIC) transplant given to 144 (15%);
median follow-up for survival from CR = 60 months

> InAML18, 648 patients in CR1 aged 60—74 (median 65 years) were studied,
with RIC transplant given to 201 (31%); median follow-up of survival from CR =
45 months

OUTCOME

AML18: Overall Survival from CR1
Mantel-Byar analysis RIC v Chemotherapy

AML16. Overall Survival from CR1
Mantel-Byar analysis RIC v Chemotherapy

Survival from remission by transplant status

AML16: Age 60-70: Overall survival comparing RIC transplant or not in CR1 g
o -

=1

No. No. events

\ No. No. Events
\W Patients Obs. Exp
Notransplant 932 619 58463 e
Transplant 144 84 11837 ~
< (=]

No SCT

SCT

T T
4 36 48
Time since remission (months)

No SCT 648 302 146 44

At risk
Allograft = No 932 495 328 235 154 105 SCT 0 147 61 20 0
Allograft =Yes 0 109 76 60 55 34

M [aAY

>

Two consecutive trials in >1500 older AML patients
>60 years demonstrated consistent benefitfor RIC
transplant in first remission

This benefitis independent of their post-course 1
MRD status

For post-course 1 MRD-positive patients, the
benefit of transplant appeared greater in those who
converted to MRD-negative remission post-course
2, although benefitfor those remaining MRD-
positive patients cannot be excluded

The overall improvementin outcome in MRD-
positive patients seenin AML18 compared with
AML16 may reflectthe increased uptake of RIC
transplant and the use of post-remission treatment
intensification




Survival probability

SURVIVAL OUTCOMES FROM THE QUAZAR AML-001 TRIAL WITHORAL AZAFOR EPICS
PATIENTSWITHACUTEMYELOID LEUKEMIAIN REMISSIONBY DISEASE SUBTYPE,

CYTOGENETICRISK,AND NPM1 MUTATION STATUSAT DIAGNOSIS
DOHNER, ET AL. 2021, EHA #S131

STUDY POPULATION CONCLUSIONS
> Patients age 255 years, with de novo or secondary AML, ECOG PS <3, intermediate- > NPM1 mutational status at AML diagnosis was
or poor-riskcytogenetics, and not candidates for HSCT prognostic, and predictive of a survival benefit
> Patients had attained first CR/CRIi after induction + consolidation<4 months before for patients in remissiontreated with oral AZA
randomization - Median OS in patients with NPM1-
> Overall, 137 patients had NPM1 mutation, and 66 patients had FLT3-ITD and/or FLT 3- mutated AML treated with oral AZAwas
TKD mutations at AML diagnosis 47.2mo vs 15.9 mo in the placebo arm
> FLT3-ITD/TKD mutations at diagnosis
OUTCOME appeared to have a negative prognostic
influence in the placebo arm
OS by NPM1 mutation status at diaghosis OS by FLT3 status at diagnosis > Treatment benefitwith oral AZAvs placebo

100 1% 100 ¢

was observed in patients in remission with

—— NPM1“‘“t, Oral-AZA (N =66) = -] — _ 5 . - R
P=0.038 P<0.001 I FLT3-ITD/FLT3-TKD, Oral-AZA (n = 30) - - i
“ - ﬁzﬂm,oplfﬁo{ (n ;?;1}) :I 80 | L gg\—ultTEgH[?;K(D, P;c;bo (n=236) JP=0.114 PP 0;;:1 FLT3-ITD/TKD mutations
- ", Oral-AZA (n = Sp-o0023  |P=0.032 > - , Oral-AZA (n = = =0. . . .
NPMI, Placebo (n=162) =/~ 0023 £ L\ FIT3 Placebo (n ~197) P = 0:013 > Multivariate analyses confirmed the
T 50 - o . .
60 1 I independent prognostic influence of NPM1 and
wl T goq FLT3 mutations, and oral AZA showed
2 ol s —r o WO improvementin OS independent of these
20 - mutations
0 T T T T T T T 1
0 : : : : : : : , 0 12 24 3 48 60 72 B84 9%
0 12 24 36 48 60 72 84 96 Months from randomization
Months from randomization Median OS, months
Median OS5, months FLT3-ITD/TKD, Oral-AZA  28.2 FLT3““L, Oral-AZA 24.7
NPMJ_'"“E Oral-AZA 47.2 NPMIW':, Oral-AZA 19.6 FLT.?—'TD;’TKD, Placebo 9.7 FLT.S'M, Placebo 15.2
NPMI™, Placebo 15.9 NPM1%t Placebo 14.6
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PRELIMINARY RESULTS OF V-FAST. A PHASE 1B MASTER TRIAL TO
INVESTIGATE CPX-351 COMBINED WITH TARGETED AGENTS IN NEWLY
DIAGNOSED AML

PULLARKAT, ET AL. 2021, EHA #EP442
STUDY POPULATION STUDY DESIGN

> Patients aged 18-75 years, newly diagnosed AML, ability to

tolerate intensive chemotherapy; ECOG 0-2 .
Py V-FAST study design.
O UT C O ME Eligible patients with previoushy untreated AML who are fit for intensive chemotherapy
Cytogenetic and/or molecular studies
> InArmA (CPX-351 + VEN) the recommended phase Il dose was T
. SRR E RN Amm B FLT3 TOVTRD mutation Arm C: IDH2 mutation Additional arms may be
determinedto be dose level 1 " CPX-351 -+ venetodlax CPK-351 -+ midostaurin CPX-351 + enasidenib

> One of 6 patients in the dose-exploration phase experienced DLTs Dose-xporation phase (ne12)  Dose-exploraion phase (n<12) s loration phess (12
of grade 4 neutropenia and thrombocytopeniathat extended Bpansion phase (=20~ Expansion phase (1-20) | Exansion phese (n<20)
beyond day 49; no dose adjustments were required

Figure 3. Remission rates.
EXPERT CONCLUSIONS

100+
F 804 Preliminary data of CR in high-risk patients treated with CPX-351 +
E B0- 5% (n=110) . VEN are considered very positive
40+ LA
0 Arm A
CPX-351 + venetoclax [
(N=20)

S APTITUDE reaun




PROGNOSTIC IMPACT OF MINIMAL RESIDUAL DISEASEASSESSMENT IN ELDERLY
PATIENTS WITH SECONDARY ACUTEMYELOID LEUKEMIA.A COMPARISON BETWEEN
CPX-351AND INTENSIFIED FLUDARABINE-BASED REGIMENS

GUOLO, ET AL. 2021, EHA #EP459

STUDY POPULATION CR RATE AND MRD STATUS AFTER INDUCTION THERAPY

> 136 elderly patients (>60 years; median 67 years), treatment-
naive s-AML or t-AML Figure 1: CR Rate and MFC MRD status after induction therapy for CPX-351 and FLAI 3. p<0.05

> CPX-351:35 patients
> Fludarabine—high-dose ara-C = gemtuzumab ozogamicin (FLAI 3):
72 patients 100%

CONCLUSIONS

> MRD showed significant prognostic value in terms of OS in alll
treatment groups

CPX-351 FLAI 3

Multiflow cytometry MRD-negativity rate of 16/28
(57%) and 25/55 (45%) in CR patients who received
CPX-351 or FLAI, respectively (P <.05)
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MRD IS CONSIDERED A PROGNOSTIC FACTOR IN AML AND
FUTURE CLINICAL TRIALS MAY HAVE MRD NEGATIVITY AS

STUDY ENDPOIN"

AML patients achieving MRD negativity have a better prognosis

According to the experts, the data presented at EHA 2021 confirm the prognostic value of MRD

>

>

>

5< APTITUDE rear

Both early and late responderstreated with VEN + AZA in the VIALE-Astudy showed increased OS, DOR, and EFS when their MRD levels
were <103

The percentage of elderly patients with secondary AML achieving MRD negativity was higher when treated with CPX-351 compared with
those treated with FLAI 3 (57% vs 47%). This resulted in longer OS for CPX-351—treated patients

Clinical trials have shown that patients who are MRD negative before transplant have better outcomes

The experts speculated that future clinical studies will likely adopt MRD negativity as a primary study endpoint, although it will be necessaryto
first obtain approval from regulatory authorities

Some experts believe that in the future, patients with low-risk AML who achieve MRD negativity may avoid transplant. However, more data
are needed to conclude that this is a sound clinical approach

Importantly, achievement of MRD negativity does not overcome the poor-prognostic factor of high-risk AML




MAINTENANCE THERAPY IS NOT THE STANDARD OF CARE
IN AML

Maintenance therapy can be used in patients with targetable mutations (eg, FLT3), but is not the current standard in
AML treatment

Although the QUAZAR study showed the benefits of maintenance therapy with oral AZAin patients who underwent induction and short

consolidation, the experts agreed that maintenance therapy is not the current standard in AML

> Some experts noted that patients in the QUAZAR study were not eligible for transplant and could not be cured. Therefore, the treatment with
oral AZA cannot be considered amaintenance therapy, but rather an alternative treatment for patients not eligible for any other treatment
option

FLT3inhibitors are used by some experts as maintenance therapy for patients with FLT3-mutated AML

> |twas noted that patients treated with FLT3 inhibitors may relapse due to emergence of new clones that are resistant to this targeted therapy.

However, as not enough data are available, it is difficultto predictwhich patients will relapse and which will not
> There was consensus among the experts on not using HMA as maintenance therapy for AML patients who do not have targetable disease

(eg, FLT3 or IDH mutations). Their clinical experience has shown that HMAs are not well tolerated by patients and therefore are not good
options to prolong treatment after transplant as maintenance therapy. Very oftenthe patients are not able to continue the treatment, as

confirmed by clinical trials that show very high dropoutrates for these patients
— Only 1 expert, from MD Anderson Cancer Center, reported the off-label use of HMA for maintenance treatment of their patients
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UPDATED PHARMACODYNAMIC AND SURVIVAL OUTCOMES FROMTHEAG221-AML - EPICS
005 TRIAL OF ENASIDENIB (ENA) PLUS AZACITIDINE (AZA) IN PATIENTS WITH MUTANT

IDH2 NEWLY DIAGNOSED ACUTE MYELOID LEUKEMIA (ND-AML)
DINARDO, ET AL. 2021, EHA #EP465

STUDY POPULATION EFS AND OS

> Patients 218 years with IDH2-mutant AML and

. .. . . Figure 7. Event-free survival (Aug 2020 cutoff)
ineligible forintensive chemotherapy, : :

Figure 8. Overall survival (Aug 2020 cutoff)

. EFS, ENA + AZA vs. AZA-Only: 0S, ENA + AZA vs. AZA-Only:
1.0 4 1.0 1 ’
randomized to EMA + AZAvs AZAonly 0o | e HR 0.59 [95% C1, 0.31-1.12]; P = 0.104 ol HR 0.78 [95% CI, 0.46-1.33]; P = 0.361
E g: 4 o eCensored E 081 T e Censored
MAXIMUM REDUCTIONS FROM 207, i z o o
o , _~~"15.7 months § 7 Lo 22.0 months
BASELINE IN 2-HG AND IDH2 VAF g 05 b £ 05 .
T 0.4 / ' ENA + AZA B o4 ENA + AZA
T 03 AZAONly: | £ 03] AZA-Only: T -
Figure 3. Maximum reductions from baseline !-'igure 5. M_axirnum reductions from baseline a 0.2 11.9 months : 3 02 18.6 months [
in 2-HG concentrations on-study in IDH2 variant allele frequency on-study 0'1 ______ 1 AZA-Only 0'1 ] AZA-Only
25 58,5 P = 0.0005 0.0 . . . ‘ . . . . . 0.0 . ‘ . . . . . . . . .
E E 2.5 P < 0.0001 E " —_— 0 4 8 12 16 20 24 28 32 16 0 4 8 12 16 20 24 piil 37 36 40 44
‘é = 2.0 § g 2.0 . Months from randomization Pts at risk: Months from randomization
=] E 1.5 g8 ENA+ AZA 68 45 7 3 0 17 12 8 3 0 ElA+AZA 68 57 51 4% ? k7] 7 18 12 8 1 0
g c g @ 1.0 AZA-Only 33 18 13 [ 2 1 1 1 1 0 AZA-Only 33 7 24 20 14 12 10 8 5 4 0
E é 1.0 = g 0'5 AZA, arsctidine; (1, confidence interval; ENA, enasidenil; EFS, eventfree survival; HR, hamd ratio. AZA, macitidies; Cl, confldence interval; EMA, enasidenily HR, hazard rathy; OS, overall survivel.
Ew 0.5 = 0.0
Ei 0.0 5 ENA+AZA  AZA-Only
EMA + AZA  AZA-Only Troatment Arm
s ko e EXPERT CONCLUSIONS
| Median | 0.0228 | 0.457 | 358 I D.Dﬂ.l. 0.430 0.55{) 0.550
e T i — e p——————— > OS s promising
- > ENA + AZAreduced 2-hydroxyglutarate (2-HG) and IDH2 variant allele frequenc
detrydrogense-

(VAF) more than AZA alone
> Changes in IDH2 VAF were greater in responding patients
> Half of all patients are alive at 2 years
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EFFICACY AND SAFETY OF ENASIDENIB AND AZACITIDINE
COMBINATION IN PATIENTS WITH IDH2 MUTATED ACUTE MYELOID
LEUKEMIA NOT ELIGIBLE FOR INTENSIVE CHEMOTHERAPY

VENUGOPAL, ET AL. 2021, EHA #EP471
STUDY POPULATION AND TREATMENT

SURVIVAL OUTCOME

> |DH2-mutant patients (newly diagnosed and R/R AML)

> Prior ENA and HMA therapy allowed

> Treatment: ENA 100 mg gqd + AZA75 mg/m? x 7 days + VEN or
FLT3 inhibitor therapy

> Endpoints: ORR, safety, and OS

OUTCOME

Seven IDH2-mutant R/R AML Table: 2 Response rates

patients received ENA + AZA + - -

VEN triplet therapy (no prior VEN) N-7 N-19

> CR/CRi=86% (33% MRD eoral resporesrate (GRRLw | 21100 i
negative by flow) o itreatn | aoy | omin

>  6-month OS = 70% cRi 208 662)

> One patient to alloSCT e - 2:2’_”

o 0 response

> Median follow-up 11.2 mo - e s e 30 e

mOS not reached Timfﬂ?ﬂi’st[::;;m» 1.6(1.04.2)  18(0.8-5.4)

Figure:1 Survival outcomes in pts Figure:2 Survival outcomes in pts
with ND AML with first relapse vs = 2 relapses
100 = Median 0S 17 0S

=d= Salvage 1- NR 7%
== Salvage+-52m 1%

75+

50

Overall survival (%)
Owerall survival (%)
on
=
1

25=

g ! ! ! ! 0 6 12 18 24
0 6 12 18 24

Time (months)

CONCLUSIONS

Time (months)
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> ENA + AZAis an effective therapy for IDH2-mutant AML, with
100% CR/CRiin ND AML patients and 58% in RR AML

> Patients treated in first relapse had significantly superior OS than
=2 relapses

> ENA+AZA+ VEN may be an effective combinationin RR AML
evenin patients with prior HMA or ENA therapy /ﬂ\



QUIZARTINIB WITH DECITABINE AND VENETOCLAX (TRIPLET) IS

HIGHLY ACTIVE IN PATIENTS WITH FLT3-ITD MUTATED ACUTE MYELOID

LEUKEMIA
YILMAZ, ET AL. 2021, EHA #EP430

EPICS

STUDY POPULATION OUTCOME

> Patients with newly diagnosed AML ineligible for intensive chemo T T FT—
and patients with R/R AML who received <5 prior treatments CRe 12 (70) 2(100)

> ECOG <=2, QTcF <450 msec prior to therapy CR 3(18) 2 (50)

> All patients underwent day 14 bone marrow, and VEN (400 oot 962) 1(23)
mg/day) was put on hold in patients with bone marrow (BM) blasts Flow Cytometry (-) 5/12 (42) 3/4(75)
<5% (or marrow aplasia). Patients with day 14 BM blasts >5% Df:i:g:ﬂlglasts o 5;81?4(75}0} 4;4*4( ﬂ,ﬁ?’
continued VEN for 21 days during cycle 1 30-day mortality 0(0) 0(0)

Treatment 60-day mortality 1(6) 0 (0)

> Decitabine (DEC) 20 mg/m? IV x 10 days (cycle 2 onward x 5 e e oy A S G = T o e 00 e 5 A 55 —
dayS) With a median follow-up of 7.2 months, the median OS was not reached in the frontline

> Quizartinib (QUIZ) 30 or 40 mg qd
> VEN 400 mg qd

EXPERT CONCLUSIONS

Despite the small number of patients (only 4 in frontline setting), the
triple combination of QUIZ + DEC + VEN was very active in newly
diagnosed and heavily pretreated AML with FLT3 mutations

5 APTITUDE wearr

cohort and was 7.1 months in R/R cohort (figure 2).

Patients N=21  Median 0S
B m— Newly diagnosed 4 notreached
s - = Relapsed/Refratory 17 7.m
©
E o
& I
Figure 2 - Month

All frontline patients were alive at the last follow-up; 3 in CR and 1 relapsed disease on salvage
therapy. Of 12 CRc pts in the R/R cohort, 7 are alive ( 5 CR, 2 relapse), and 5 died (4 from
relapse, 1 death in CR from sepsis) (figure 3).
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A PHASE 1 STUDY OF GILTERITINIB IN COMBINATION WITH INDUCTION  ga[es

AND CONSOLIDATION CHEMOTHERAPY IN PATIENTS WITH NEWLY
DIAGNOSED AML: FINAL RESULTS UPDATE

PRATZ, ET AL. 2021, EHA #EP437

STUDY POPULATION OS AND FLT3-ITD CLEARANCE
> 80 patients enrolled (median age 59 years); 44 patients had FLT3-
mutant AML 4 Figure 2. Overall Survival Probability in Patients With FLT3™* AML Who Received )
> Median follow-up 35.8 months Gilteritinib 120 mg/day (N=38)
OUTCOME ﬁ_‘ﬁ—\__L,
Efficacy Safety 3 o e
> CRcrate 89.5% (CR 71.1%, > Grade 23 AEs:ALT (13.9%), 3
CRh 18.4%) pneumonia (13.9%), sepsis .
> 1-yr survival 85.9% (11%), bacteremia (11%) .
> 2-yrsurvival 72.3%
> 60-day mortality 0% wl 0
> Mutational clearance 84.6% P BB ey T
Number of subjects at risk
EXPERT CONCLUSIONS S
o J/
> Gilteritinib + intensive chemo was well tolerated
> Antileukemic activity seen in FLT3-mutant AML Table 5. FLT3 ITD Clearance® by Ultra-Sensitive NGS Assay
> Anthracycline choice or gilteritinib schedule: no impact on efficacy e i o
> High mutational clearance with gilteritinib 120 mg in patients who Cleared’ 4633) 3(75) 11(846)
aCh|eved CRC Not cleared® 8 (66.7) 5(62.5) 2(15.4)
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MIDOSTAURIN PLUS INTENSIVE CHEMOTHERAPY VERSUS INTENSIVE
CHEMOTHERAPY IN FLT3MUTATED ACUTE MYELOID LEUKEMIA. A RWE
STUDY

DE LAFUENTE, ET AL. 2021, EHA #EP447
STUDY POPULATION

EPICS

oS

> 385 previously untreated FLT3-mutant AML patients
(PETHEMA AML registry); age 218 years

> Treatment: midostaurin + intensive chemotherapy (IC; n i Missii w] v Missinsin
=54)vs IC (n=331) by ,

> Patients who died within 7 days were excluded T h

i Ty

o
] L

OUTCOME MR
B

1# Line im FLT3 Mutated AML
Midos Plus Intensive Chemo versus Intensive Chema

Total 285 patient

€ o Sy beal
= g

[y

ols

A M4 4000 A0 ADD0 DD Hm 2
as os
Total 285 p

Midos+IC (54) IC (331)

|[.‘-Hﬂ[miﬂ'1u'llnthdiun5} | a6% | iy |

EXPERT CONCLUSIONS

> OS significantly longerin midostaurin + IC vs IC only (not reached vs 19 mo; P =.022)
> Survival at 24 months was longer in the midostaurin + IC arm: 79.2%vs IC only 54.2% (P = .026)
> A higher number of patients in the midostaurin + IC arm were consolidated in CR1 with alloSCT, with significantly longer OS
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IDH INHIBITOR TREATMENT COMBINATIONS FOR AML WITH  gagles
IDH MUTATIONS

Patients with IDH2-mutated AML can be treated with IDH2 inhibitor ENA, with VEN, or with a combination of these 2
agents and with AZA as backbone

Different combination therapies can be used to treat patients with IDH2-mutated AML

> ENA + AZAdecreasedthe level of IDH2 biomarkers in treated patients (AG221-AML-005 trial) and may improve their EFS and OS

> Clinical trials have demonstrated the efficacy of VEN + AZA in IDH-mutated AML patients

> The triple combination of ENA + AZA + VEN was used to treat patients with IDH2-mutated AML not eligible for intensive chemotherapy. This
triplet was shown to be highly effective in both newly diagnosed and R/R patients who achieved MRD negativity

The experts discussed the most optimal use of these agents — should they be used in combinations or sequentially?

> One expert considers the 2 treatments equally effective and may make their choice on the basis of patient fithess. Patients with intermediate
risk and able to tolerate possible myelosuppressive effects are treated with AZA + VEN. ENA is then used as maintenance therapy after 1 or 2
cycles of VEN + AZA, especially when patients are frail and elderly and not able/not willing to continue treatment with AZAthat oftenrequires
hospital visits

> ENA + AZAis the preferredtreatment for outpatients because of its convenient administration

> The triple combination ENA + AZA+ VEN may be used fora greater response in patients who can tolerate this treatment

Treatment with IDH inhibitors induces a decrease in IDH-mutated clones; does the change in IDH clone levels provide information on patient

prognosis?

> Forsome experts, when patients are elderly (eg, 280 years) and treated with IDH inhibitors, there is no requirementto routinely test them for
IDH clones if they are responding to therapy. Knowing the level of IDH clones in responding patients will not translate into a change of
treatment; therefore, retesting is considered unnecessary

> The experts prefer not to treat patients who become transfusionindependentand have acceptable quality of life when treated with IDH
inhibitors, unless they develop disease relapse
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FLT3 INHIBITORS FOR FRONTLINE TREATMENT OF AML WITH Qagles
FLT3 MUTATIONS

Efficacy of FLT3 inhibitors in frontline and use of transplant

> Gilteritinib in combinationwith induction and consolidation chemotherapy demonstrated high mutational clearance of FLT3 mutations in
patients who achieved CRc (phase | study)
> Although the presentedresults of gilteritinib in frontline are considered very promising, the experts will continue to send their FLT3-mutated
AML patients to transplant
- The number of patients recruited in the phase | trial is still very low and more-robustdata are needed before concluding that the frontline
treatment with gilteritinib + chemotherapy will allow patients to avoid transplant
— One expert sends their patients to transplant when they have FLT3-ITD, low-level NPM1-mutated AML. The choice of transplanting
these patients with low allelic ratio is guided by the expert’s clinical experience with patients relapsing if not receiving transplant, and by
the evidence that treatment with FLT3 inhibitors followed by transplant is very effective and can prevent disease relapse
— The majority of experts agreed on sending to transplant patients with low-VAF NPM1-mutated AML, who are treated with chemotherapy
(eg, 7+3 or FLAG-idarubicin) in combinationwith FLT3 inhibitors and achieve MRD negativity. The presented preliminary data are
considered not sufficientto preclude curative therapy as transplant if it can be delivered safely and effectively

> The triple combination of FLT3 inhibitor QUIZ with VEN and decitabine was shown to be very effective for FLT3-mutated AML patients
— The results are considered very positive, although patients who suffer QT prolongation may not tolerate this treatment well
— The promising combinationof VEN + FLT3 inhibitors led the experts to speculate on a possible chemotherapy-free treatment for FLT3-
mutated AML patients who may not tolerate intensive chemotherapy
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EFFICACY AND SAFETY OF VENETOCLAX IN COMBINATION WITH
GILTERITINIB FOR RELAPSED/REFRACTORY FLT3-MUTATED ACUTE
MYELOID LEUKEMIA: UPDATED ANALYSES OF A PHASE 1B STUDY

ALTMAN, ET AL. 2021, EHA #5135
STUDY POPULATION OS IN ALL FLT3-MUTATED PATIENTS
> R/RAML; wild-type or FLT3 mutated (dose escalation) and FLT3

. . . Ri b
mutated (dose expansion); 21 prior line of therapy HSCT subgroups o SoPOnSE S ensscn me
> WBC count <25 x 109%/L at start of study drug 105 (0.6, NE) vos CRe  209(105,NE)
> ECOGPS 0-2 et 14wz 0s | L L ome 2raang
- 0.8+ ’ L | + Censore d
OUTCOME E o L.
:g 04 % L ) 0.4-
EFFICACY g .. o
FLT3+ Patients with All FLT3+ Patients s “
Prior TKI (N=35) (N=555) 0.0, T T T T T T T T T T T 0.0 T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22
mCRe, n (%) 28 (80.0) 42 (76.4) Patients at Risk Time (months) PalentsatRisc - Time(months) o
CR+CRp+CRIi 12 (34.3) 22 (40.0) I;;SCT 14 14 14 12 12 o ‘ 3 2 2 1 Ir;| HTrs L. 1l l lc 55 -15 1 1] 1 1 l E
MLFS 16 (457) 20 (364) Mo HSCT 41 30 20 17 12 1" 6 2 2 1 1 0 OTHER 13 6 2 2 2 1 1 0
Time to mCRc (months), 0.9(0.7,4.2) 0.9(0.7, 4.6) I Median (range) duration of follow-up: 12 months (0.8-20.9) I
median (range) R T
SAEETY CONCLUSIONS
Ven Gilt . e .
n (%) N=56 N=56 > These updated analyses show that VEN + gilteritinib achieved
Any AE leading to discontinuation® 7 (12.5) 6 (10.7) high rates of mCRc in patients with heavily pretreated and prior
Any AE leading to dose molecular clearance rates
interruption 30 (53.6) 28 (50.0) > Cytopenias were prominent but manageable
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FOLLOW-UP OF PATIENTS WITH FLT3-MUTATED RELAPSED OR
REFRACTORY ACUTE MYELOID LEUKEMIA IN THE PHASE 3 ADMIRAL
TRIAL

PERL, ET AL. 2021, EHA #EP438

STUDY POPULATION AND AIM OF THE STUDY OS OUTCOMES
> Patients with FLT3-mutated R/R AML from the ADMIRAL trial Figure 2. Overall Survival in R/R FLT3mut+ AML Patients (ITT Population; N=371)
Aim . it 08
> Follow-up of ADMIRAL to assess long-term survivors, HSCT oo 654 00005 e e atos 0
outcomes, and gilteritinib safety beyond 1 year R o arsored
E o0ed
:
CONCLUSIONS £ o]
> Patients with R/R FLT3-mutated AML continue to benefitfrom
long-term therapy with gilteritinib years after randomization, with N
a high proportion of them living without relapse for 22 years after IO e
receiving HSCT followed by gilteritinib maintenance therapy e A I I R I B A B
> Among a” patlents Who underwent HSCT durlng the trlall pre_ Figure 4. Overall Survival in FLT3™" R/R AML Patients Who Underwent HSCT
HSCT remissionrates and post-HSCT survival were similar A PatientsWho Achieved CRe Before FISCT
aCross arms ’ :m"" i} MB:'EE(;ESL{"E o1
> Post-HSCT gilteritinib maintenance therapy may relate to the low e ase T2

relapse rate in the gilteritinib arm
> The safety profile of gilteritinib was stable at 2 years, with no
new or significant safety signals
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CLINICAL OUTCOMES IN PATIENTS WITH RELAPSED/REFRACTORY
ACUTE MYELOID LEUKEMIA TREATED WITH GILTERITINIB WHO
RECEIVED PRIOR MIDOSTAURIN OR SORAFENIB

PERL, ET AL. 2021, EHA #EP448

STUDY POPULATION OS BY TKI STATUS

> Retrospective analysis of clinical outcomes in patients with R/R e 1 O St by P T st
AML previously treated with TKIs midostaurin or sorafenib, A. CHRYSALIS Trial
before receiving 120 or 200 mg gilteritinib in the CHRYSALIS ] ey ozt Fmmaatr02
trial, or before receiving 120 mg gilteritinib in the ADMIRAL trial 0s] + Carsore

CONCLUSIONS i

> Patients with FLT3-mutated R/R AML who received prior § oo
midostaurin or sorafenib achieved high remission rates with on
gilteritinib

> High response rates with 120 or 200 mg gilteritinib after prior TKI R T S S e S SEr S )
therapy were observedin heavily pretreated patients in the s SR I SRS S S A NS BT S
CHRYSALIS trial B. ADMIRAL Trial

> Higher response rates with gilteritinib than with salvage 10 " ston om0 i eoan .
chemotherapy were observed in prior TKI-treated patients in the ool " Savae chemothrspy it re T “47 morhs (16,91
ADMIRAL trial . o emm—— T e

> Remission after prior TKI therapy was achieved in patients with 23 %
FLT3-ITD, FLT3-TKD, or both FLT3-ITD and -TKD mutations I o4

> Among patients who received prior midostaurin or sorafenib in ’
the ADMIRAL trial, survival was longer in patients treated with ] e
gilteritinib than in those treated with salvage chemotherapy T T T e T VR S e

Patients at risk {n) Time (Months)
a a 2

J l/ ] m'mmn |2unr“n$|m|ﬂn prior Tkl a1 28 17 a 5
“ I b 120 hout prior TKI - 216 180 140 a7 ] 4 28 12
7/§ PTI U DE HEALTH mam%ﬂnﬁmrm 1 a 5 2 1 1 1 1
1 12 1 7 ]

Salvage chemotherapy without prior TKI - 110 75 47 27




OUTCOMES IN GILTERITINIB-TREATED FLT3-MUTATED R/R AML
PATIENTS WHO UNDERWENT TRANSPLANTATION

MAEDA, ET AL. 2021, EHA #EP441

STUDY POPULATION

OS

> Patients with FLT3-mutated R/R AML treated with gilteritinib who
underwent HSCT during the ADMIRAL trial

EXPERT CONCLUSIONS

Among patients with R/R FLT3-mutated AML who received gilteritinib

and underwent HSCT during the ADMIRAL trial, those who resumed

gilteritinib therapy after HSCT had better clinical outcomes than

those who did not

> Patients who resumed gilteritinib had longer OS than those who
did not

> Pretransplant remissionrates were higher in patients who
resumed gilteritinib compared with those who did not

> Because only patients without relapse 60 days after HSCT were
included in this analysis, a potential bias in favor of patients who
resumed gilteritinib after HSCT may exist

> No new safety signals during the post-HSCT period were
identified in patients who resumed gilteritinib therapy

5 APTITUDE reaur

Figure 2. Overall Survival in R/R FLT3™" AML Patients Without Relapse for
60 Days After HSCT
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Abbreviations: AML, acute myeloid leukemia; Cl, confidence interval; HR, hazard ratio; HSCT, hematopoietic stam cell
tramsplantation; mut+, mutated; NE, not estimable; O5, overall survival; R'R. relapsed or refractory.
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GILTERITINIB SINGLE AGENT AND IN COMBINATION WITH
VEN: A GAME-CHANGER IN R/R FELT3-MUTATED AML

Gilteritinib superior to salvage chemotherapy for the treatment of R/R FLT3-mutated AML

The benefits of long-term therapy with gilteritinib were confirmed by the ADMIRAL trial updates

> According to one expert, in relapsed settings, salvage options with good efficacy are rare. The updated data from ADMIRAL are seen as very
positive, as they confirm gilteritinib as a good treatment option in these settings

> Patients with R/R FLT3-mutated AML not eligible fortransplant are usually treated with gilteritinib single agent by the experts

Gilteritinib in combination with VEN is considered a game-changing therapy

Preliminary data from a phase Ib study showed very positive responserates in R/R FLT3-mutated AML patients treated with the combination of

gilteritinib + VEN

> Gilteritinib + VEN combinationis sometimes used as off-labeltreatment in FLT3-mutated, young AML patients eligible for transplant by an
expert fromthe US. This combination is considered better-indicated when the main treatment goal is to double morphologic remissionin the
patient before they go to transplant

> Forthe phase Ib study, it will be important to show data on the MRD status of the patients prior to transplant, and the related outcomes

> All the experts agreed this combination treatment will have a positive impact on future clinical practice for R/R FLT3-mutated AML patients

The experts discussed possible use of triple-combination therapy with gilteritinib + VEN + HMA to treat R/R FLT3-mutated AML patients

> This triple combinationis currently not used outside clinical trials, and only 1 expert has used it to treat a patient who had very severe AML

> The triple combination may theoretically result in 100% of patients responding, assuming patients are able to tolerate the re gimen, compared
with ~80% response in patients treated with gilteritinib + VEN, if the phase |b study data are confirmed in a bigger patient population.
However, the experts will acceptthe slightly lower response rate if this allows them to use a chemo-free regimen (gilteritinio + VEN) to treat
their patients

> Data from randomized trials are needed to confirm the possible benefits of the chemo-free regimen gilteritinib + VEN
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A PHASE 3 STUDY OF ENASIDENIB (ENA) VERSUS CONVENTIONAL CARE REGIMENS

(CCR)IN OLDER PATIENTS WITH LATE-STAGE MUTANT-IDH2 (MIDH?2)
RELAPSED/REFRACTORY ACUTE MYELOID LEUKEMIA (R/R AML)

DINARDO, ET AL. 2021, EHA #EP457
STUDY POPULATION

OS AND EFS

EPICS

> Patients 260 years; mutated IDH2 AML; 2—3 prior AML treatments;

ECOGPS 0-2

Figure 4. Overall survival

OUTCOME

Figure 3. Clinical responses

60%
] = [ ] =
. P < 0.0001 ENA (N=158) mCCR (N =161)
= 50%
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©
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s I 710 M 7 [ == 0.0% [ o T 4 | 54 13 2 17| 62
ORR CR+ CR CRi/CRp PR MLFS Stable Disease Not
CRi/CRp disease  progression evaluable
Best Response
Morphologic responses were defined per IWG 2003 AML response criteria.'3 Response rates were compared between arms by Cochrane-Mantel-Haenszel test.
aIncludes pts who achieved CR, CRi/CRp, PR, or MLFS. PNo post-baseline marrow collected (considered included in i for response
CCR, conventional care regimens; CR, complete remission; CRi/CRp, CR with incomplete blood count/platelet recovery; ENA, idenib; MLFS, ic leukemia-free state; ORR, overall response
rate; PR, partial response.

A ITT Population B Efficacy Evaluable Population?
1.0 1.0 ~
0.9 1% OS, ENA vs. CCR: 0.9 4% OS, ENA vs. CCR:
Z 08! HR 0.86 [95% Cl, 0.67-1.10]; P = 0.229 Z 4 HR0.77 [95% Cl, 0.59-1.00]; P = 0.047
5 074 3
S 064 ENA S ENA
© o5l 2 -~ 6.8 months
a v S
= 0.4 =
; 0.3 ; “xa_‘_ —a
a 02 o Censored 3 5.7 months -e"‘*“‘e-_ bo0—o eCensored
0.1 1 ) 0.1 4 -ooc0---ob .
I e T e SLUIEE S, R
0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48
Pts at risk: Time since randomization (months) Pts at risk: Time since randomization (months)
ENA 158 106 70 52 38 30 19 12 9 3 2 1 0 ENA 147 102 67 49 37 29 18 11 8 0 2 1 0
CCR 161 93 57 34 22 16 12 7 5 3 0 CCR 129 81 48 31 20 15 11 6 4 2 0

0S was estimated using Kaplan-Meier methods and compared between arms with HRs and 95% Cls from Cox proportional hazards regression models and P values from stratified log-rank tests.
aIncluded pts who received > 1 dose of study drug and had a response evaluation on-Tx.
CCR, conventional care regimens; Cl, confidence interval; ENA, enasidenib; HR, hazard ratio; OS, overall survival; pts, patients; Tx, treatment.

Figure 5. Event-free survival

EXPERT CONCLUSIONS

> Single-agent IDH2 inhibition with ENA does not change the
natural history of IDH2-mutated R/R AML
- Dichotomybetween response and OS?
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1.0 5 ITT Population
_ g: 10 EFS, ENA vs. CCR:
g ’ H HR 0.68 [95% Cl, 0.52-0.91]; P = 0.008
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o2 g5 | — 4.9 months
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)
o
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Pts at risk: Time since randomization (months)
ENA 158 79 39 24 16 10 3 1 0
CCR 161 35 15 7 2 2 1 0

EFS was estimated in each arm using Kaplan-Meier methods and compared between arms with HR and 95% Cls from a Cox proportional hazards regression model and P value from stratified
log-rank test.

CCR, conventional care regimens; Cl, confidence interval; EFS, event-free survival; ENA, enasidenib; HR, hazard ratio; ITT, intent-to-treat; pts, patients.




A PHASE IB/Il STUDY OF IVOSIDENIB WITH VENETOCLAX +/-
AZACITIDINE IN IDH1-MUTATED MYELOID MALIGNANCIES

LACHOWIEZ, ET AL. 2021, EHA #5136

STUDY POPULATION TREATMENT CHARACTERISTIC
> Patients with IDH1-mutated, newly diagnosed or R/R AML; MDS [ Treatment characteristics |
or MPN with 210% blasts; ECOG PS <2; adequate renal/hepatic
function Variable* All Dose Level #1 Dose Level #2 Dose Level #3
(N=25) (N=6) (N=6) (N=13)
OUTCOME Time to response 27 (14-78)  29(23-55) 28(14-78) 27(25-58)

Time on treatment 4.4 (3.7-NR) 8.2 (2.2-NR) 5.4(3.9-NR) 4.3 (3-NR)

> Coadministration of IVO + VEN resulted in 53% decrease inmean

Cycles received 5(1-38) 9(2-38) 6 (3-30) 4(1-17)
0 i : +
VEN steady state AUC and 47% decrease in C, ., off treatment ves  aen  s@e sy | DOSE Level#LiVO +VEN 400
Dose Level #2: IVO + VEN 800
ORR by dose level OS by dose level No response 1(4) 1 |
: + +
———————  Overall survival by dose level  }—— Progression 7 (28) 2 3 2 Dose Level #3: VO + VEN 400 + AZA
— S — Group == IVOSVENADD & IVO+VENBOO - IVO+VENADO+AZA Death 1(4) 2
—| verall response rate by dose leve l—
100% - ] Transplant 2(32) - 2 6
. :__l 4_{:'2-—1::\::‘1 085 83% (95% CI: 65-100%)
o - ] : E‘ 75% * ) _j{lz;M_Uft"_?S; 57 (ssj_clsa—wum On study Treatment 8(32) 2(33) 1(17) 5(38)
= = - z |/ 12-Honth OS: 50% (95% CI 23-100%) * Time to response reported in days. Time on treatment reported in months, (95% Cl). All cther
9% g 50% variables reported as N (%) or median (range)
& E 25% !
Z50% !
’ CRE ET% CRE 100% CRe: B5% 0% 1 EXPERT CONCL US I O NS
25% 0 6 12 . H%th 24 30 36
onths
N o Hmoeratisk > Combinations of IDH1 inhibitor IVO and BCL-2 inhibitor VEN +
oLt: OLZ: 10 +VE NBOD DLY: IVO-VEN4D0-AZA + 006 4 3 3 3 3 0 . .
- = NOVEMEOD 6 5 4 4 3 0 0 HMA is effective
B o [ o IVO+VEN400+AZA 13 13 7 0 0 0 0
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USE OF IDH INHIBITORS TO TREAT R/R IDH-MUTATED AML
PATIENTS

IDH inhibitors used in combination treatments for R/R IDH-mutated AML patients are considered more beneficial than
when used as single agents

Treatment of R/R IDH-mutated AML patients with ENA monotherapy did not show a benefitin OS, although the treated patients had better clinical

responses and better EFS when compared with the conventional care regimen

> Forsome experts, IDH inhibitors are less effective when used as single drugs in R/R AML settings

> Experts from EU are not able to combine IDH inhibitors with other drugs (eg, VEN), as combination treatments are not yet approved by
regulatory authorities. Therefore, these experts are currently using ENA monotherapy to treat R/R IDH-mutated AML patients

The combination of IDH1 inhibitor IVO + VEN = AZAwas shown to be highly effective in a phase Ib/Il study

> One expert noted that the overall response appears to be higher in patients receiving doubletVO + VEN 800 mg vs patients re ceiving triplet
IVO + VEN 400 mg + AZA. In addition, there are differences among the patient population of each dose-levelarm. These factors may make it
difficultto selectthe optimal treatment dose fora phase Il trial

> Another expert noted that VEN + AZAtreatment was shown to be effective also in R/R IDH-mutated AML patients. It would be interesting to
compare the results from the dose-level arms of the study with regard to VEN + AZA effects

The benefits of ENA are also currently being studied in MDS patients

> The experts believe there is an unmet need for targeted therapies for MDS patients, and urge pharmaceutical companies to inve st in
additional clinical studies in this disease area
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UPDATED RESULTS OF THE GIMEMA LAL2116, D-ALBA TRIAL, FOR
NEWLY DIAGNOSED ADULTS WITH PH+ ALL

CHIARETTI, ETAL. 2021, EHA #S112

STUDY POPULATION

D-ALBA STUDY DESIGN

> Newly diagnhosed Ph-positive ALL patients; no upper age limit

OUTCOME

D-ALBA: updated molecular responses

Designed for newly diagnosed Ph+ ALL, no upper age limit; sample size: 63

[ steroid pre-treatment |

| Dasatinie +steroids |

—| Response evaluation (d +85) |——

v 2 A4

CHR + CMR [ CHR but NO CMR | No CHR CNS
l prophylaxis

| Blinatumomab 28 pg for 2 cycles (maximum 5 cycles) |

|

I Primary Endpoint | z> I CMR evaluation (rate of molecular response after 2 cycles) l

| Dasatinib 6-months maintenance

EXPERT CONCLUSIONS

No molecular response CMR PNQ Overall molecular response (%)
(%)
Day 85 42/59 (71) 6/59 |10% |11/59/19% 17/59 (29)
After cycle | 20/55 (36) 19/55/34% | 16/55|29% 35/55 (64)
After cycle Il 22/55 (40) 23/55(41% | 10/55|18% 33/55 (60)
After cycle Il 12/40 (30) 20/40|50% | 8/40 |20% 28/40 (70)
After cycle IV 7/36 (19) 17/36|47% | 12/36 (339 29/36 (81)
After cycle V 8/29 (19) 16/29|55% | 5/29 |17% 21/29(72)
0s DFS
71% (Cl: 58%-87%)
F 75% 1 g 75%
% 50% Zg 5%
8 25 E 25%
0% 1 0%
0 12 24 % 48 60 0 12 24 36 48 60
Months Months from d +85

Median follow-up: 28.81 ms (0.9-45.16)
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>

Favorable results from D-ALBAwere confirmed

Allografthas so far not impacted OS or DFS. Of note, the allograft
population was enriched for MRD-positive cases

Values for the conversionrate per cycle of treatment are missing
in the presented data
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INTERIM RESULTS OF A PHASE Il STUDY OF BLINATUMOMAB PLUS
PONATINIB FOR PHILADELPHIA CHROMOSOME-POSITIVE ACUTE

LYMPHOBLASTIC LEUKEMIA
SHORT, ET AL. 2021, EHA #S113

STUDY POPULATION SURVIVAL OUTCOMES

> Newly diagnosed or R/R Ph-positive ALL patients treated with
chemotherapy-free combination of blinatumomab and ponatinib Ponatinib + Blinatumomab in Ph+ ALL:

OUTCOME Survival Outcomes for Frontline Cohort

Median follow-up: 12 months (range, 1-37)

=
=1
I

Ponatinib + Blinatumomab in Ph+ ALL:
Response Rates

Response, n/N (%) All Frontline Ph+ ALL R/RPh+ ALL CML-LBC
N=35 N=20 N=10 N=5

=]
[
o
m

emt-fres survival

= =
I m
Fraction survival
o =]
S =

Total Evants loyear 0% 2-yaar O3
w1 53K 3%

Fraction ev

Total Events 1-year EFS 2-year EFS
w1 9% 3% 0.24

=
[
i

CR/CRp* 27/28 (96) 14/14 (100) 8/9(89) 5/5(100)

=2
=3

CR 25 (89) 13 (93) 8 (89) 4 (80)
CRp 2(7) 1(7) 0 1(20)
MMR 30/33 (91) 20/20 (100) 7/8(88)  3/5(60)
CMR | 26/33(79)  17/20(85) 7/8(88)  2/5 (40)

Early death 0 ” 0 | 0o 0 > Favorable results, but small cohortand short follow-up
I e L > Molecular response superiorto that in the D-ALBA study, but the
time point of the response rate measurements is missing
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EXPERT CONCLUSIONS

* 6 frontline pts and 1 salvage pt in MRD+ CR at start



PRELIMINARY RESULTS OF THE GIMEMA LAL2317 SEQUENTIAL
CHEMOTHERAPY-BLINATUMOMAB FRONT-LINE TRIAL FOR NEWLY
DIAGNOSED ADULT PH-NEGATIVE B-LINEAGE ALL PATIENTS

BASSAN, ET AL. 2021, EHA #5114
STUDY POPULATION OUTCOME

> Ph-negative ALL patients, 18—65years old; risk-stratified

according to SCT indication (very high risk, high risk, standard )
risk) treated with BLINA (cycle 1: after early consolidation; cycle 2: Outcomes (median f-up 13 mos. [0.55-31.3 mos.])

after late consolidation)

Overall survival by age group Relapse incidence by MRD group
(w14 MRD after blinatumomab 1)
EXPERT SUMMARY AND CONCLUSIONS S Dl
MRD,., 14.2%
> Favorable interim results with short follow-up - ’ il St
> Missing information on whether any of the patients in the study T S , : : — 2 = < b 4 3 " pens
received transplant : — TS —YTES
> Ph-like ALL: good response to BLINA, but overall outcomes _ DiswedmesinhaltyPhilasgrites | oy Phikasignatrs |

unfavorable ; o ; ; 1-year relapse rate

Ph-like 40.1%
No Ph-like 3.2 %
P=0.0005
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A PHASE Il STUDY OF BLINATUMOMAB FOR THE TREATMENT OF
MEASURABLE RESIDUAL DISEASE-POSITIVE B-CELL ACUTE

LYMPHOBLASTIC LEUKEMIA
SHORT, ET AL. 2021, EHA #EP367

STUDY POPULATION AND TREATMENT

oS

> Ph-positive/negative ALL and MRD positive in first-line
treatment or after relapse treated with 1-5 cycles of
BLINAfollowed by allogenic SCT or up to 4
maintenance cycles with BLINA every 3 months

> TKltreatment was added after BLINAtreatment for Ph-
positive ALL patients

OUTCOME

Totral 25 (76%)
After 1 cycle 92%
Ph- ALL (n = 18) 84%
_ 64%
Ph+ALL (n = 13)
(o] (@)
CR1 68%
CR2 100%
SCT after MRD response (n =23) 8 (35%)
L 4 BM; 1BM+CNS
Relapse localisation
1 extramedullary 5

o O
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Overall survival and progression-free survival (entire cohort) Overall survival by MRD response

Fraction survival

i

1.0

Intal Fuents -year J-year
- Owerall Survival M 9 B0% 63%

- Progression Free Survival 25 8 69% 64%

-
=

T

-

Intal Events i-year S J-year 0§

¥
T

Fraction survival

i

0.2=

0. L Responders 25 5 7% A%

- Mon-esponders § 4 63% 3%

p=0.04
o0 0.6 T T T T
- T T T T T
0 12 24 38 48 el 73 0 12 4 36 48 &0 T2
Time {months) Time (months)

EXPERT CONCLUSIONS

>
>
>

Confirmed excellent efficacy of BLINAin MRD-positive disease

First data in Ph-positive ALL

The sensitivity of flow cytometry is not very high and may not be the best
method to measure MRD
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A FUTURE CHEMO-FREE REGIMEN FOR PH-POSITIVE ALL
PATIENTS?

Intensive chemotherapy vs chemo-free regimen

The D-ALBA study updates confirm the benefits of treating newly diagnosed Philadelphia chromosome (Ph)-positive acute lymphoblastic

leukemia (ALL) patients with dasatinib + steroids followed by blinatumomab (BLINA)

> Forsome experts, these data suggestthat in the future, selected ALL patients may be treated with lower-dose chemotherapy or with a
chemo-freeregimen

> For other experts, it is important to be cautious in decreasing or removing chemotherapy, especially for young patients; ongoing trials are
showing that young Ph-positive patients treated with low-dose chemotherapy have a high risk of relapse

> One European expertis already using a dose-reduced inductiontherapy fortheir Ph-positive ALL patients, together with imatinib treatment.
When patients are still MRD positive, the expert switches imatinib with a differenttyrosine kinase inhibitor (TKI)to improve their molecular
response. However, after viewing the presented data from D-ALBA, the expertis considering the use of TKIin combinationwith BLINAto treat

these patients
> The experts agreed that longer follow-up of the D-ALBA study will provide better insight on whether chemo-free regimens will be adopted in

the future
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WILL TRANSPLANT STILL BE NECESSARY FOR PH-POSITIVE gagles
ALL PATIENTS?

Transplant vs maintenance therapy

Results from a phase Il study of BLINA + ponatinib (PONA) followed by maintenance therapy with BLINA show very good responsein treated
patients
> Forone expert from MD Anderson Cancer Center, these data suggestthat patients receiving this treatment may avoid transplant and could
instead be treated with BLINA maintenance therapy. In their institution, results supporting this possible clinical approach were previously
demonstrated in patients treated with hyperfractionated cyclophosphamide, vincristine, doxorubicin, dexamethasone + ponatinib followed by
maintenance therapy. Only very few of the treated patients had disease relapse
> The rest of the experts preferto send their Ph-positive ALL patients to transplant when in complete remission, as for them the presented data
are not sufficientto conclude that transplant can be avoided and patients can remain in disease remission. Conversely, patie nts not receiving
transplant oftenrelapse
— One expert fromthe US commented that although they would like to avoid an intensive chemo regimenand transplant for their patients,
the available clinical data are not sufficientto help identify which patients may benefitfrom a transplant-free approach. Because of this
lack of certainty, the expertis currently still sending their patients to transplant, although they may delay the transplant in elderly patients
who are responding to maintenance treatment with TKI (eg, D-ALBA study)
- Foranother expert, maintenance treatment with the same drug used upfront (eg, BLINA) may generate molecular resistance in treated
patients. Therefore, the expert would preferto send their patients to transplant
> Data from a randomized trial comparing patients receiving maintenance therapy vs patients receiving transplant will be necessaryto better
understand which clinical approach is more effective and which types of patients can benefitfrom it
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CAR T THERAPY FOR ADULT PATIENTS WITH ALL

No consensus on the benefits of chimeric antigen receptor T-cell therapy (CAR T) in adult ALL patients

> The experts agreed there are not yet many data on the use of CAR T in adult ALL patients. Therefore, it is very challenging to conclude
whether these patients benefitfrom CAR T treatment and what the actual place for and advantages of this methodology are

> |twas noted that the available data on CAR T for adult ALL patients are mainly from retrospective studies where differenttypes of CAR T were
used. This makes clear conclusions on the benefits of this therapy difficult

> The experts discussed whether CAR T therapy should be used as bridging therapy to transplant or in relapsed settings after transplant
— One expert fromthe US would preferinotuzumab to CAR T as bridging therapy to transplant. In patients previously treated with
inotuzumab and with disease relapse, the expert would considerusing CAR T or BLINA, depending on the disease burden
- The possible benefits of treating patients with BLINA beforereceiving CAR T therapy are unclear, as the preliminary data currently
available are from pediatric patients. However, one expert from the US will not preclude the use of CAR T in patients who previously
received BLINA
— According to another expert, it is important to highlight that available data show that CAR T therapy is less effective in relapsed settings
> To betterunderstand the benefits of CAR T treatment before transplant, it would be interesting to set up a randomized study comparing BLINA
vs CART in patients who are not in immediate need of transplant. However, according to the experts, it may not be realistically possible to run

this type of study
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A FUTURE ROLE FOR TARGETED THERAPY IN ALL?

Future use of targeted therapy in ALL

The experts speculated on the possible use of targeted therapy for treatment of ALL

> One expertcommentedthat in T-cell ALL, different targeted therapies are currently being investigated in newly diagnosed and relapsed
settings

> Another expert reported that an ongoing clinical trial is investigating the possible benefits of venetoclax in ALL patients

> Although some investigations are ongoing, at present there are no data on any targeted therapy with relevant efficacyin ALL
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