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Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del Ministero della Salute, &

richiesta la trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo
sanitario.

Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
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Partecipazione ad Advisory Board (Amgen, Celgene, Daiichi-Sankyo, Janssen, Novartis, Pfizer)
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Clinical trials

e Risk-adapted/MRD-directed therapy in adult AML (GIMEMA AML-1310)

Novel targeted agents to watch....

e Venetoclax + LDAC in older unfit patients with ND-AML (update)
e Venetoclax + HMA:s in older patients with ND-AML (update)

e Enasidenib in mut-IDH2 R/R AML (update)

e Nivolumab + AZA in R/R AML (update)




Risk-adapted, MRD-directed therapy for young
adults with newly diagnosed AML: Results of the
AML-1310 trial od the GIMEMA group

Venditti A et al, abstract S111



AML-1310 study design
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AML1310: Patient characteristics (n=500; 01/12-05/15)
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AML1310: results (n=500) G2 fandazigrs GINME =
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AML1310: results

342 post
consolidation

81 not in CR post
induction
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16 (70%)
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AML1310: results

(median follow-up: 27.8 months)
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survival probability (%)

AML1310: intermediate-risk
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AML1310: Conclusions

* A risk-stratified therapeutic approach integrating upfront genetics and

post-consolidation MRD status is feasible in a multicenter setting
— centralized genetic and MRD studies

* AutoSCT might still have a role in the post-remission treatment of
patients with AML (fav-risk + interm-riskMRPneg)

* Using all the available sources of stem cells, alloSCT was delivered to
67% of patients (adv-risk + interm-riskMRPpos)



Updated safety and efficacy of a phase 1/2 study of
Venetoclax + LDAC in treatment-naive patients with
AML 265 years and unfit for standard induction
therapy

Wei AH et al, abstract S473

Safety and efficacy of Venetoclax in combination with
Decitabine or Azacitidine in treatment-naive, elderly
patients 265 years with AML

Pratz K et al, abstract S472



VEN: mechanism of action

BCL-2 overexpression allows cancer cells to evade
apoptosis by sequestering pro-apoptotic proteins

BCL-X, MCLA1 )
Venetoclax binds to BCL-2,
freeing pro-apoptotic proteins
BCL-2 @ BCL-2 BAX that initiate ﬂpﬂptOSiS

Venetoclax

ﬁ"‘
-)

Cytochrome ¢
Apoptosis

Souers A et al, Nat Med 2013; Konopleva M et al, Cancer Discov 2016

Bcl-2: a promising therapeutic target in AML

e Overexpression enhances survival of AML blasts
¢ Associates with chemoresistance and poor survival

Venetoclax: selective, oral Bcl-2 inhibitor

e Activein AML cell lines and primary patient samples

Venetoclax monotherapyin AML

¢ Phase 2 studyin R/R AML: CR/CRirate 19%



VEN + LDAC trial

Phase 1 (3+3) RP2D Phase 2
VEN 600 mg, days 1-28

(600-800 mg) 600 mg/day (28-day cycles) LDAC 20 mg/m2 sc, days 1-10

Patients treated at

Inclusion criteria Objectives RP2D (600 mg/day)
¢ Adults 265y with * Primary: safety and ¢ Patients: n=61
untreated AML, ineligible efficacy at the RP2D » phasel: n=8
for standard induction . Secondary: response ° phase 2, n=53
therapy, ECOG PS 0-2 rates, DOR and OS

Wei AH et al, EHA 2017



Percentage (%)

Outcomes (N=61)

Median time to response: 1 month (<1-9 months)
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VEN + HMAs trial

* Phase 1b, open-label, multicenter study with dose-escalation and expansion stages
— VEN + DEC (20 mg/m2 iv, D1-5, 28D cycles) or VEN + AZA (75 mg/m2 iv/sc, D1-7, 28D cycles)
— Dose escalation stage: CR/CRi rate 60% (Pollyea D et al, ASCO 2016)

VEN 400 mg

28/28 D . epeops S

- < / mm Eligibility criteria

VEN 800 mg e Patients 265y with untreated AML; Int/Adv CG; ECOG
28- 21/28 D <2; ineligible for standard induction therapy
VEN 400 mg == Objectives

28/28 D

» Primary: efficacy and safety

VEN 800 mg * Secondary: CR, CRi, DOR, OS

Expansion

stage
(4 cohorts)

28- 21/28 D

Pratz K et al, EHA 2017
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Enasidenib (AG-221) in mutant-IDH2 relapsed or
refractory AML: results of a phase 1 dose-escalation
and expansion study

Stein EM et al, abstract S471



Enasidenib: mechanism of action

* IDH2 is an enzyme of the
citric acid cycle

« Mutant IDH2 (mIDH2) occurs in ~12%
of patients with AML"

* mIDH2 produces 2-HG, which alters
DNA methylation and leads to a block
in cellular differentiation

* Enasidenib (AG-221) is a selective,
oral, potent inhibitor of mIDH2
enzyme

* Enasidenib induces differentiation of
leukemic cells

1DiNardo CD et al, Am J Hematol 2015
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Phase 1/2 study design

Dose-escalation Phase 1 Expansion Phase 2 Expansion
n=113 n=126 n=106
Enasidenib 50-650 mg/day Enasidenib 100 mg QD Enasidenib 100 mg QD

R/R AML, age 260, or any age if

« Advanced heme relapsed post-BMT

maligr_lancies with IDH2 RIR AML, age <60, excluding pts Enasidenib

mutation relapsed post-BMT 100 mg QD
« Continuous 28 day cycles Untreated AML, age 260, declined R/R AML
« Cumulative daily doses of standard of care

50-650 mg Any hematologic malignancy ineligible
for other arms

I

R/R AML 100 mg/day: n=214

Key Endpoints:
« Safety, tolerability, MTD, DLTs
— MTD not reached at doses up to 650 mg/day

« Responses assessed by local investigator per IWG criteria’
« Assessment of clinical activity, with focus on 100-mg daily dose in patients with R/R AML



Relapsed/Refractory AML

Enasidenib All doses
100 mg/day (n=214) (N=281)
Overall response rate, % [n/N] 37% (79/214) 38% (108/281)
[95% CI] [30.4, 43.8] [32.7, 44 4]
Best response
CR, n (%) 55 (19.6)
[95% CI] 5.1, 24.7]
CRi or CRp, n (%) 22 (7.8)
PR, n (%) 16 (5.7)
MLFS, n (%) 15(56.3)
SD, n (%) 137 (48.8)
PD, n (%) 1) 15(5.3)
NE, n (%) 2(0.9) 3 (1.1)
Time to first respol. ™ _..us), median (range) 1.9 (0.5-11.1) 1.9 (0.5-11.1)
Duration of response (mos), median [95%CI] 5.6 [4.6, 7.4] 5.6 [4.6, 6.5]
Time to CR (mos), median (range) 3.7(0.7-11.2) 3.8 (0.5-11.2)
Duration of response in pts with CR (mos), median [95%CI] 8.8 [5.6, NR] 7.4[6.4,14.7]

L Most common Tx-related G3-4 AEs: hyperbilirub 11%, DS 7%

Differentiation of AML blasts drives clinical efficacy

L™

Phase 3 (ENA vs CCR) in older pts with late-stage AML

Phase 1/2 (ENA + chemo) in ND-AML
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OVERALL SURVIVAL BY BEST RESPONSE

R/R AML Patients (N=281)

Median Overall Survival (95% CI)
—CR 22.9 months (14.2, 25.6)
—Non-CR response 15.1 months (8.8, 18.5)
—No response 5.6 months (4.9, 7.3)
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Phase 1b/2 study of nivolumab in combination with
azacytidine in patients with relapsed AML

Daver N et al, abstract S474



Nivolumab: an anti-PD-1 MoAb

-

The PD-1/PD-L1 pathway plays a major role in

immune evasion and CTL exhaustion in AML PD-1 or PD-L1 Blockade Stimulates

and MDS*? anti-tumor T cell response
e ™
’ CD8+ CTL
HMAs upregulate PD-1 and PD-L1 genes
promoting resistance to epigenetic therapy?3
~
PD-1/PD-L1 blockade may improve response PD'._I/,WH_?: -3 Increased
and abrogate resistance to HMAs antibody drug = TeR killing
PD-L1 :: MHC

N ’_
Nivolumab (OPDIVO) is a fully human MoAb ﬁ Tumor cell
that binds PD-1

— g

1Zhang L et al, Blood 2009; ?Yang H et al, Leukemia 2013; 30Orskov AD et al, Oncotarget 2015



AZA + NIVO (phase 1b/2)

+AML or Biphenotypic or
Bilineage:

*Refractory or
Relapsed

-AML post-MDS/CMML.:

*Progressing after
MDS/CMML therapy

*Regardless prior AML
therapy

Phase | (3+3 design) N=6-12
28 day — Cycles:

«>-Aza: IVISCD1-7
50— 50 —{75 =75 mg/m?

sNivolumab: IV on gl@ D15
0. +—0.3=1=—( 3 mg/kg

Patients at MTD

Phase |
Relapse (N=70)
28 day — Cycles:
*5-Aza: RP2D mg/m? IV/ISC D1-
:
«Nivolumab: RP2D mag/kg IV on
D1 & D15 X4 cycles oruntil CR
then D1 only Once (N=70/70)

Phase |

1ry Objective:

MTD & RP2D

2ry objectives:

+Safety

Phase Il
1ry Objective:
+ORR (CR, CRI, PR, HI
& morphologic LFS)
per IWG 2003 criteria

2ry objectives:
*DOR, DFS & OS




~

Outcomes (N=70)

Best response / Outcome N (%) / Med [Range]
Evaluable 70
ORR 22 (32)
CRICRI 15 (22)
HIl + 50% blast reduction (6mo+) 7(10)
50% reduction in blast 17 (24)
Progression/Stable dis (6 mo+) 26 (37) [21/5]
8-week mortality 5(7)

Median cycles to response 2[1-13]

8.6 mo [2.8 — 21.3]

Median follow-up

™

/
4
Y

G2-4 26% Respond to
immune tox (< 6 wks) steroids

s ™

Plans: 1) AZA+NIVO frontline in AML > 65y;
2) AZA + NIVO + IPI (anti-CTLA-4) )

Survival (Censored for SCT) Probability

1.0

Response Total Died Median

' — CR/ICRI 15 5 153
—HI 7 4 19
— NR 48 36 56
08 p = 0.004
06
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— Historical 49 45 3.9

p < 0.001

Months

24

30

36




Temi per il gruppo di lavoro AML

MRD: nuovo endpoint surrogato (OS, EFS) nella AML?

— Quali tecnologie?; quali time-points?
L'era della chemio intensiva di prima linea (“AML Dogma”) e ormai
prossima alla fine?

— Eccellenti risultati (CR/CRI, tossicita) con nuovi farmaci mirati (Venetoclax in
primis) in combinazione con HMAs o chemio a bassa intensita (LDAC) in
pazienti anziani poor-risk (eta/fitness, biologia)

* Tutti gli anziani?
* Anche nei giovani?
 Chi dovrebbe continuare ad essere trattato con chemio intensiva?



