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Akute lymphatische Leukamie

YV VYV VY

Blinatumumab in friiheren Therapielinien einschlielich Erstlinientherapie
Erstlinientherapie bei Erwachsenen mit Ph+ ALL, chemotherapiefrei Dasatinib + Blinatumumab (Brown et al.)

Kindliche ALL im 1. Rezidiv, Blinatumumab der Chemotherapie Giberlegen (Chiaretti et al.)

Neue Substanzen: Venetoclax und Navitoclax

Venetoclax (Ven): hoch-selektiver BCL-2 Inhibitor

Navitoclax (Nav): BCL-2/BCL-XL/BCL-W-Inhibitor

Ven+Nav zeigte bei 32 ALL-Patienten gute Toleranz, keine unerwartete Toxizitat und vielversprechende, vorlaufige
Wirksamkeit (EHA 2019. Abstr #PS940)

Vorstellung der Ergebnisse von Ven+Nav plus Chemotherapie bei 36 Patienten mit ALL oder LLy
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M16-106 Studiendesign

Cycle 1 Cycle 2 _
Venetoclax 200 mg - Ongoing venetoclax
: Pediatric{ 25mg : : | Upto9
Navitoclax 50 mg Ongoing navitoclax months
Adult < LT
Chemotherapy
(Vincristine, dexamethasone, and PEG-asparaginase)

Disease evaluation

ALL @ @
LL & 7/ Pt
7/ 7/
Day S 1 2 3 8 9 15 22 29 36 43 50 57 85
Endpoints

Primary: Incidence of dose-limiting toxicities (DLTs), safety, and pharmacokinetics of venetoclax + navitoclax with chemotherapy
Secondary: Antitumor activity, patients proceeding to stem cell transplantation or CAR-T cell therapy
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(N=45) » Many patients had failed prior cellular

Ven+Nav in Kombination mit Chemotherapie
gut toleriert

Vorlaufige Wirksamkeit von Ven+Nav in
dieser stark vorbehandelten
Patientengruppe vielversprechend

Median age, y (range) 29 (6-72) therapies or immunotherapies
Diagnosis, n (%) - Of patients with B-ALL:

B-ALL 24 (53 . .

(53) * 50% had prior blinatumomab

T-ALL 18 (40)

LL 3(7)e * 29% had prior inotuzumab
ECOG performance status 0-2, n (%) 27° (100) * 29% had prior CAR-T
Median baseline BM blasts, % (range) 31 (0-99) — 1 patient with T-ALL had received
Median prior therapies, n (range) 4 (1-10) prior daratumumab
?;I::ézr; time since [ast therapy, mo 2(01-21) - 30% of all patients had received prior
Median time on study, mo (95% CI) 8 (6-12) stem cell transplant

Response

CR/CRI/CRp, n (%)2 13 (54) 7 (39) 2 (67) 22 (49)
CR 6 (25) 2 (1) 2 (67) 10 (22)
CRi 3 (13) 3(17) 0 (0) 6 (13)
CRp 4 (17) 2 (11) 0 (0) 6 (13)

PR, n (%)? 3 (13) 0 (0) 1(33) 4 (9)

MRD-negative CR/CRI/CRp in ALL, n (%)P 8 (33) 4 (22) N/AP 12 (29)°

Median time to first response, mo (range) 1.1 (0.3-3.4) 1.1 (0.2-3.5) 1.2 (0.7-1.2) 1.2 (0.2-3.5)

Median DOR, mo (95% ClI)c 9.1 (1.5-14.6) 4.2 (1.9-12.3) NR (1.1-NE) 9.1 (1.9-11.5)

Median OS, mo (95% ClI) 9.7 (4.0-15.7) 6.6 (3.3-12.5) NR (2.1-NE) 9.7 (4.3-10.3)

Proceeded to SCT or CAR-T, n (%) 6 (25) 3(17) 2 (67) 11 (24)




Akute myeloische Leukamie und Myelodysplastisches Syndrom

LBA-4: Integrated Transcriptomic and Genomic Sequencing Identifies Prognostic Constellations
of Driver Mutations in Acute Myeloid Leukemia and Myelodysplastic Syndromes.
Ilaria lacobucci et al.

[ N=1,304 adult cases (MLL, Germany) l__| 3 >7,000 variants in 839 genes (33% potential driver genes)
MDS = 706 AML = 598 579 (97%) De novo « Median of 5 mutations/case (range, 1-18 mutations) —
| | 19 (3%) Secondary e MDS AML Fisher's exact test
i - : e e e e ey
Median age: 73.2 (23.3 - 93.1) Median age: 68.0 (17.8 - 93.1) Baa TR — - a S
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5 AML & MDS —




Akute myeloische Leukamie und Myelodysplastisches Syndrom

LBA-4: Integrated Transcriptomic and Genomic Sequencing Identifies Prognostic Constellations
of Driver Mutations in Acute Myeloid Leukemia and Myelodysplastic Syndromes.
llaria lacobucci et al.

AML (= 20% blasts)
MDS (< 20 blasts)

Recurrent genetic alterations
RUNX1-RUNX1T1 TP53 wild-type TP53 WL-IYPB TP53 wild-
CBEB-MYH11 NPM1 RUNXf TP53 RUNX1 wild-type ~ RUNX1 wild-type RUNX1 Wiltft:pe
KMT2A-r S SV, [splicing mutated | SPlicingwild-type - gpjicing wild-type
DEK-NUP214 : i DNMT3A/TET2 | DNA meth wild-type
ggﬁ?g;ﬂf 1 } mutations Epigenetic modifiers

i i mutations

NUP98 fusions MN1 ngh expreSSIOn Neg Neg
NPM1-MLF1 .
AML with BCR-ABL1 @ e encat eg
5q loss repair

Transcription / Other

Aneuploidies

il
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Fortschritte in der AML-Therapie

Therapiealgorithmus AML (vor 2017)

Young, fit Older, less fit
patients patients

Intensive induction and
consolidation
treatment

Lower intensity
treatment: HMA, LDAC

August 3@ 2017 November 21" 2018
Liposome-encapsulated Glasdegib
daunorubicin + cytarabine Hedgehog inhibitor
B
April 28™ 2017 July 20™ 2018 May 2™ 2019
Midostaurin Ivosidenib Newly dingnosed AML Ilvosidenib
FLT3 inhibitor i, el IDH1 inhibitor e e e  IDH1 inhibitor
Use az smgle-agent Usa with | DAC
FUTE o ML DN oo AML Patients rlgtis for
Use with 7+3 and HDAC Use as single-agent :J"‘;";;V:I":;:ﬂ;::l'ﬂbv

2017 2019

Relapsed/Refractory AML Newly diagnoced AML
IDHZ2 mutation Patients inaligitle for
Use as single-agent intanaive chamotherapy
Nawly dia AML or Usze with LDAC or HMA
Fela AML
CD33-positive
August 1% 2017 Use .npt.:::nm-rmmn with chemotherapy November 21™ 2018
Enasidenib or a0 single-agent v S
Mutant-1DH2 inhibitor i
BCL2 inhibitor
Seplember 15 2017 hp o it
Gemtuzumab ozogamicin AISE-DS SO g
anti-CD33 ADC November 28" 2018
Gilteritinib

FLT3 inhibitor

7/ AML Richard-Carpentier et al. ASH Educational Book 2019



Assessment of patient characteristics
(age, comorbidities, performance status, prior exposure to chemotherapy or radiotherapy) Genetische Di agnostik

Comprehensive profiling of AML - Rollig et al.
(morphology, immunophenotype, Cytogenetics, molecular analysis) - Coleman Lindsley et al

Patient ELIGIBLE for intensive chemotherapy Patient INELIGIBLE for intensive chemotherapy

CBF-AML FLT3 mutation Others t-AML or AML-MRC  FLT3 mutation Others IDH1/2 mutation

Intensive chemo ntensive chemo ntensive chemo HMA + venetoclax or i Kombinationen
gemtuzumab +FL13 hibitor 743 LDAC + venetoclax or _ .
s s e LDAC + glasdegib Wei et al.

- DiNardo et al.

Intermed:ate-nsk cytogenetics IDI-I1:‘2 mutat:on FLT3 inhibitor IDH1/2 inhibitor
- ’ +- HMA . And/Or? . +- HMA

. HMA or
Immuntherapie IDH1F2 A DR
. oiasﬂemb° s Neue Substanzen

- Ochsenbein et al.

- Sallmanet et al. - Sallmann et al.
- Subklewe et al.
- Kayser et al.

Quazar AML-001
- Wieetal.

Richard-Carpentier et al. ASH Educational Book 2019




Ist das Warten auf genetische Befunde bei Erstdiagnose sicher?

Over 2,200 patients treated with 7+3 based therapy through German SAL Registry

= 0-5days = 5-10days = 11-15days > 15days

104

All ages
& 074

Survival probability
[=]
&2 F
i
i
Survival probability
Survival probability

Rollig et al.
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Genetische Charakteristika und Ansprechen auf CPX-351?

Events/No.  Median survival

100 - Total enrolled

of patients  (95% Cl), months N=309
80 - CPX-361 104/153  9.56 (6.60 to 11.86)
9 743 132/156  5.95 (4.99 t0 7.75) ‘
"_‘; HR, 0.69
% 60 - One-sided P =.003 Pre-treatment
3 blood or bone marrow sample available?
= 40-
o
>
o
20 - \
No Yes
N=125 N=184
0 3 6 9 12 15 18 21 24 27 30 33 36 |
Time Since Random Assignment (months)
) CPX-351 7+3
Lancet, et al. J Clin Oncol, 2018
N=93 N=91
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Genetische Charakteristika und Ansprechen auf CPX-351?

DNMT3A
TP53 Secondary-type NPM1
33% 57% % P53 Median — os0, ci)
. O > Ly S;rglzal (To:qﬂ}
TET2- - a
es3 | IR RO RR AR RUNX1- 74 (53-10.1)
sasrz [ll| T DNMT3A- 64 (23109
1 I srrz 74 woss)
T | i 1004
ZRSR2 |
asxufl | T T {1 T — T 80
scon | | | 0T T O O O T T, 2
sace] | [| 111 T 60
EZH2 1DH2- E 4 O |
avct [l | N0 L W0 T T Wnm 10 =B S
rere] || Ml Ll N O e A SFaB1- & 20|
owrsa || 11 Wl 11 Wi er W 0 0T Wi DDX41-
vewr | LR CER . 0 — T
an | | 0 LT il b 0 12 24 36
o || I I | O | NPMI- Months
o | | LI | |1l i
msparwey [l Il | SO OO e N e oyl o
orerll 11111 1 NS N 111 —

4 B8 5 o9 a8 mutated mutated
Number of patients CPX-35] =—i=- —_—
.

73 ==

e TP53 Mutation unabhanig vom
behandlungsarm mit schlechter Prognose

e OS fur Patienten mit DNMT3A oder TET2
Mut. Etwas besser im CPX-351 Arm
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Kombinationstherapien mit FLT3-Inhibitoren

Newly Diagnosed- Fit Newly Diagnosed- Unfit Relapsed/Refractory - Unfit Relapsed/Refractory - Fit
Quizartinib + AZA/LoDAC
(FLT3-ITD/WT; MDS, CMML)
Li-1
e

LEGEND
High
- intensity

u Intensity
- Targeted

Therapy
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Kombination IDH2-Inhibition und
Hypomethylierende Substanzen (HMA)

643: Enasidenib Plus Azacitidine Significantly Improves Complete Remission and Overall
Response Compared with Azacitidine Alone in Patients with Newly Diagnosed Acute Myeloid
Leukemia (AML) with Isocitrate Dehydrogenase 2 (IDH2) Mutations: Interim Phase Il Results
from an Ongoing, Randomized Study

Courtney D. DiNardo et al., Houston, USA.

KEY ELIGIBILITY . -
CRITERIA Randomized Phase |l (N=101)

+ ND-AML
« Age 218 years

ENA 100 mg QD + AZA
(n=68)
* Ineligible for intensive
chemotherapy

+ Patients with
zptecdedent”hemitologlc DoseJfinding®
R adehe ENA100 mgQD +AZA(n=3) —»
* Prior HMA excluded ENA 200 mg QD + AZA (n=3)

Follow-up
v
Randomization (2:1)
Follow-up

SC AZA 75mg/m?/day x 7 days/ 28-day cycle (all study phases)

Primary Endpoint: ORR
Key Secondary Endpoints: CR rate, safety, overall
survival (OS), event-free survival (EFS)

I
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Kombination IDH2-Inhibition und
Hypomethylierende Substanzen (HMA)

Event-free survival
104 ——ENA +AZA
g 091 ™. AZA Only
5 0.8 -
%)
g 0T ENA + AZA:
:‘,‘ 0.6 A 17.2 months
g 05 - s
Y 04 - : L
S AZA Only:  t---s .
2 03 - 10.8 months :
o | ——
2 02 - ;
0 D o o o o o o o -0
© 0.1 -
o oCensored
0-0 L I 1 L] L] L] L I I Ll 1
0 3 6 9 12 15 18 21 24 27 30 33
Time (months)
Pts at risk:
ENA +AZA 68 49 38 34 26 17 11 9 6 1 1
AZA Only 33 21 12 10 5 3 1 1 1 0

DiNardo et al.
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568: A Phase 1b Study Evaluating the Safety and Efficacy of Venetoclax in Combination with

Azacitidine in Treatment-Naive Patients with Higher-Risk Myelodysplastic Syndrome.
Andrew H. Wei et al., Melbourne, Australien.

Preliminary
RP2D :
determined Safety expansion
3. 400 mg (N=8) o — = = > cohort 1
j%ﬁf To evaluate RPTD
2. 200 mg (N=9) B o e .- (N=22)
1.100 mg (N=8) R
1 cycle Safety expansion
Venetoclax dose-level cohorts cohort 2
Dasing duration 14 out of 28 days +

Azacitidine (75 mgim?)
Dasing duration 1-7 days

(N=20)



Kombination BCL2-Inhibition und
Hypomethylierende Substanzen (HMA)

-

(range)

Median time to response for CR, months

12-mo estimate of DoR after ORR, % (95% Cl)

HI+mCR (HI-E+HI-P+HI-N), n/N%

All VEN+AZA Patients

(N=5T7)
22(1.2-11.1)

69.8(47.4,84.0)

10/22 (45.5)

Patients (%)
02885883838

Objective Response Rates

B Complete Remission [ Marrow Complete Remission [ Stable Disease

@ Progressive Disease [ Non Evaluable

e VEN (400mg)+AZA gut vertraglich

e Vielversprechende erste
Wirksamkeitsdaten

° Vz

16

1.0" 1

Survival estimates® % (95% C

CR mCR

6-mo 100 (100, 100)

859(624,952)
12-mo 938(632,991) 859(624,852)

Other
46.7(16.8,72.2)
31.1(8.0,61.7)

0.8

= 0.6+
= 0.4
0.2

£ 004

CR 22 20 20 11 9 5 2
mCR 22 21 16 B 5 1 1
Other 13 6 4 3 2 1 0

AML & MDS

Months
1 1 0 0
1 1 1 0
0 0 0 0
Wei et al.
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Neue Substanzen: APR-264, Apoptoseinduktor bei p53 Mutation

676: Phase 2 Results of APR-246 and Azacitidine (AZA) in Patients with TP53 mutant
Myelodysplastic Syndromes (MDS) and Oligoblastic Acute Myeloid Leukemia (AML)
David A Sallman et al., Tampa, USA.

@ —

APR-246 MQ
W
: —*— i
‘ . S Cell Cycle Arrest + Apoptosis
Mutant / Inactive p53 Reactivated p53

Phase 1b Phase 2
Dose escalation (n=12) _ Dose expansion (n=43)
Enroliment complete 55 patients Enrollment complete

TP53 mutant myeloid neoplasms TP53 mutant myeloid neoplasms

APR-246 i.v. infusion days 1-4 APR-246 i.v. infusion days 1-4

+ —’ +
AZA (s.c. or i.v.) days 4-10 or 4-5 and 8-12 AZA (s.c. ori.v.) days 4-10 or 4-5 and 8-12
28-day cycles 28-day cycles

Doses: 50, 75, 100 mg/kg/d lean body mass Dose: 4500 mg/d fixed dose (=100 mg/kg )

I
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Neue Substanzen: APR-264, Apoptoseinduktor bei

p53 Mutation

Treatment Duration (months) I MDS
o] 1 2 3 4 5 6 T 8 9 10 1 12 13 14 15 16 17 18 I AML
) — : : : : ' ' ' - ' . I CMML/MDS-MPN
' vl m CR
. N [ mCR + HI
1 [ — A Il mCR/MLFS
———— aaan D= H
1 ° D SD
: : S —— [ NR/NE
! = —_— —» Ongoing
1 s EEESSESES—S—S—S— —_———"—"""." - * Discontinued: Transplant
' : * O Discontinued: AE
: I - = ¢ ¢ Discontinued: Withdrawal / Refusal
=—— 3 + Dscontinued: Other
[ T ¢ A Progressive Disease
: l‘—__‘t o Death
L} T 1 A
E : — ;' : MDS-MPN +
— Overall MDS AML CMML
79 Evaluable patients, n 45 33 8 4
) S — Ry
! —— Overall responserate, n (%) 39 (87) 29 (88) 7 (88) 3(75)
: ' ‘ : CR rate, n (%) 24 (53) 20 (61) 4 (50) 0(0)
[ —
e Duration of CR, months (median) [95% CI] 7.3[5.8—-N.E.] 7.3[5.8—N.E.] 7.0[3.3-—N.E.] N.E.
" = Discontinued for transplant, n (%) 22 (49) 17 (52) 4 (50) 1(25)
L I —— O}
: E—— '
Median duration of follow-up = 10.8 months e HOhe AnsprECh raten
* Vielversprechende Remissionsdauer
mit molekularen Remissionen
e Phase Il Studie lduft (NCT03745716)
Sallmann et al. = —
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Immuntherapeutische Ansatze

234: Targeting CD70 with Cusatuzumab Eliminates Acute Myeloid Leukemia Stem Cells in
Humans
Adrian F Ochsenbein et al., Bern, Schweiz

Self-renewal
Leukemic
C. m— blast cells
LSC

1. Blocking CD70-

Rationale for CD27 signaling, stfector
targeting CD70: which leads to cell
myeloid differentiation Cusatuzumab

e CD34* AML cells
(progenitors and LSCs)
consistently express CD70,
and its receptor CD27’

and stops proliferation

of LSCs et : 2. Killing cells via

= Fc-dependent,
complement dependent
cytotoxicity and
enhanced antibody-
dependent cellular
cytotoxicity (ADCC)

« Blocking release
* CD70 is not expressed of soluble CD27,
on HSCs, and is therefore which is generated
a good target in AMLS by CD70-CD27
ligation

Leukemia
cell

¢ Increased levels of
CD70 expression
correlates with resistance
to chemotherapy and
poor survival®10

= ADCC enhanced antibody
(using POTELLIGENT® for defucosylation)
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Casatuzumab (Monoklonaler CD70 Antikorper)

20

Open label, non-controlled, non-randomized

Dosing paradigm

Phase 1 — Dose escalation Cusa Cusa Cusa Cusa Cusa
20 mg/kg ] | | | |
s [EOe e o N=3 D -14 c1D3 c1D17 c2D3 c2 D17
10 mg/kg | ! ! I r 1 1 |2
N=3 Phase 2 Azacitidine
10 mg/kg Cusatuzumab Cycle 1 (28 days) Cycle 2 (28 days)
3 mg/kg expansion monotherapy Cusatuzumab biweekly [V Cusatuzumab biweekly IV
N=3 (ongoing) (14 days) Azacitidine 75mg/m2 SC Azacitidine 75mg/m? SC
1 mglkg t t
N=3 Translational
assays
!Iﬂa;:r L':ICIl:i?'E:o: :2;92:':'_ Primary endpoint: Main secondary endpoints:
ewly clagnose : + Safety and tolerability + Efficacy
* Not eligible for intensive «  Pharmacokinetics
chemotherapy » Effecton LSCs
* No prior chemotherapy
Ochsenbein et al.
AML & MDS



Casatuzumab (Monoklonaler CD70 Antikorper)

Ochsenbein et al.
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3928: Interim Results of a First in Man Study with the Fc-Optimized FLT3 Antibody Flysyn for
Treatment of Acute Myeloid Leukemia with Minimal Residual Disease

Kayser et al.

Interim Results of a First in Human Study with the Fc-Optimized FLT3 Antibody FLYSYN

U tgrten O reatmant of Acuts Mysioid Leukemia with Minimal Resicual Dissase dkfz. Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Cohort 6
U Pistzbacher: Metan Mirkins Warin Stanar ?.zc‘:rgmtsla w::r::scm\;am:.:nmgwui ik 45 Holmuth . Saihi Patienten 1-3 4-6 7-9 10-18 19-21 22-31
FLYSYN | Tagl  0,5mg/m?>  0,5mg/m? 0,5mg/m? 0,5mg/m?>  0,5mg/m?> § 0,5mg/m?
: s &:gm';::m:'"rmw Tag2 -- 1,0mg/m? 4,5mg/m? 14,5mg/m?  14,5mg/m?{ 14,5mg/m?
i Tagl5 15mg/m?
s = Tag29 :
_ e
Zeem— e Ty e 21 Patienten behandelt
R - s
, 6 i i e Keine relevante Toxizitat
e R e 33% (7 Pat.) zeigten MRD-Ansprechen, 5 Patienten
wurden MRD negativ

Studienanfragen:
KKE Translationale Immunologie
KKETI@med.uni-tuebingen.de




Magrolimumab (Monoklonaler, Anti-CD47 Antibody)

569: The First-in-Class Anti-CD47 Antibody Magrolimab (5F9) in Combination with Azacitidine Is
Effective in MDS and AML Patients: Ongoing Phase 1b Results

David A Sallmanet et al., Tampa, USA.

Untreated AML Magrolimab + AZA Combo
ineligible for Safety Evaluation (N=6)
induction
chemotherapy or
untreated MDS ——
intermediate to
very high risk by
IPSS-R

Magro: 1, 30 mg/kg*

AZA: 75 mg/m? D1-7

then 30 mg/kg maintenance dosing

23

Primary objectives

Expansion

weekly —>

Magro: 1, 30 mg/kg*
weekly
AZA: 75 mg/m2 D1-7

Secondary objectives

*Dose ramp up from 1 to 30 mg/kg by week 2,

Exploratory objectives

AML & MDS



Magrolimumab (Monoklonaler, Fc-Optimierter FLT3 Antikorper)

Best Overall Magrolimab+AZA

TP53 Mutation Burden on Treatment

Response o 100 5 :
£ 90 | Disease ::_y;ﬂe: 100+ N Patient
LUl 22 (92%) 14 (64%) 3 _ CEe g ] ) o 001
o 2 77 = . 002
12 (50%) 9 (41%) 2 | 3 _ o L
w50+ (3 ]
CRi - 3 (14%) S & . s ’ * oo
Ea s o ® 006"
T 0 o 230 227 — i
c g 10 & = 401 ‘e o 008"
MLFS/ 8 (33%) 2 [ -g E’- ] e .® ® 009"
4 with marrow 1(5%) O = 0 =u o “Two TP53
marrow CR 9 g 1 20
CR + HI 2 < ) 3 ] mutations present
- B2 o y .
emaiosc (NS e SR T———
improvement (Hl) w0 Pre-Treatment On Treatment
2 (8%) 7 (32%) 8 o]
on
> R

L2 3 45 & 7 8 9 1010 12130141516 17 18 192031 32 23 2425 20 27 38 20 30 31 12 33 M 35 36 37 B 0 40 4 £ 45 #

Response assessments per 2006 IWG MDS criteria and 2017 AML ELN . 2 patents ot <how due & iceing values
criteria; Patients with at least one post-treatment response assessment are Patient 5% blasts imputed as 2.6%
shown, all other patients are on therapy and are too early for first response *Bazeline bone marrow blaste =5%

assessment, except for 2 MDS patients not evaluable (withdrawal of consent)
and 3 AML (1 AE, 2 early withdrawal)
“" not applicable

e 46 Patienten behandelt

e Gute Vertraglichkeit

e Hohe ORR und CR Raten

e Hohe Ansprechrate und MRD Negativitat auch in
TP53 mut. Patienten

24 L b Sallmanet et al. =—



MBG453 (Anti-TIM3-Antibody)

570: Phase |b Study of the Anti-TIM-3 Antibody MBG453 in Combination with Decitabine in
Patients with High-Risk Myelodysplastic Syndrome (MDS) and Acute Myeloid Leukemia (AML)
Uma Borate et al., Portland, USA.

—

Activated immunel o ain
. effectoricell /& Patients
- : D1-5 D8 D22
W-Ith HEWIY Decitabine MBG453
diagnosed mmm.
or R/IR AML '
or high- or D15
risk MDS o i MW ! cow
immune QO | |
effector cell - A I 28 day cycle i
response o e
g Promotion ——
of leukemic Study objectives
1 cell death Primary: Safety and tolerability, recommended dose for future study
= Wal Secondary: Preliminary efficacy, PK

I
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MBG453 (Anti-TIM3-Antibody)

IPSS-R Response

H CR J—>
VH| CR
H| CR
VH | ImCR "HI | . | I 2 « Median time to CR/mCR:
I . ]
M 1.9 months
Hispr [ o e Response (range: 1.8-9.6 months)
H - :— D Time to assessment
H| SD I S— O so
T T — — 0 mcR
VH( SD mHn [ Wi .
H I S— LICR * 60% ORR in MDS,
H . Relapse/progression 41% /2 4% in AML
Onset of HI .1 :
: Onssto * Gute Vertraglichkeit
H EOT reason
H T Transplant
H I Patient/physician decision
H
10 15 20 25
Study month

Borate et al.
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AMG 673 (Bispezifischer Anti-CD33/CD3 BiTE®)

833: Preliminary Results from a Phase 1 First-in-Human Study of AMG 673, a Novel Half-Life
Extended (HLE) Anti-CD33/CD3 BIiTE® (Bispecific T-Cell Engager) in Patients with
Relapsed/Refractory (R/R) Acute Myeloid Leukemia (AML)

Marion Subklewe et al., Minchen, Deutschland.
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« Failed one or more treatment course
AML blast - Bone marrow blasts > 5% C1: 0.05 pg (n=1)

alTrials gov |deptifier NCTO3224819
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AMG 673 (Bispezifischer Anti-CD33/CD3 BiTE®)
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Erhaltungstherapie mit oralem Azacitidin

LBA-3: The QUAZAR AML-001 Maintenance Trial: Results of a Phase Il International,
Randomized, Double-Blind, Placebo-Controlled Study of CC-486 (Oral Formulation of
Azacitidine) in Patients with Acute Myeloid Leukemia (AML) in First Remission.

Andrew H. Wie et al.

= —CC 488
Stratified P value: 0.0009 s

Stratified HR 0.69 [95%CI 0.55. 0.88]
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= @r
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; na 14.8 moniha
_4 wa “'m\.,hb
CC-486 300 mg PBO (n=234) i e

" (=4 e & . an [ - . - an = - - - - T -
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wiederholt in 28-Tag-Tx -Zyklen

1 )
*  Primérer Endpunkt: OS CRi 19%

* Sekundarer Endpunkt: (RFS), (HRQol)
« MRD, OS und RFS

(CC-486 vs. PBO) OS 24.7* Monate vs 14.8 Monate

(CC-486 vs. PBO) RFS | 10,2** Monate vs 4,8 Monate
*P=0.0009

**P=0.0001 E—_
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