3916

Clinical Benefit of Glasdegib in Combination With Azacitidine or Low-Dose Cytarabine
in Patients With Acute Myeloid Leukemia

Amer M Zeidan', Michael Schuster?, Jiirgen Krauter?, Johan Maertens*, Emmanuel Gyan>, Magalie Joris®, Tobias Menne’, Paresh Vyas®, Weidong Wendy Ma’,
Ashleigh O’'Connell?, Mirjana Zeremski®, Arthur Kudla®, Geoffrey Chan?, Mikkael A Sekeres'®

"Yale University School of Medicine and Yale Cancer Center, New Haven, CT, USA; 2Stony Brook Medicine, Stony Brook, NY, USA; *Medizinische Klinikum Braunschweig GmbH, Braunschweig, Germany; *UZ Leuven, Leuven, Belgium;
>CHU de Tours — Hopital Bretonneau, Tours Cedex, France; ®CHU Amiens-Picardie, Amiens, France; “Freeman Hospital, Newcastle, UK; 8MRC Molecular Haematology Unit, Oxford Centre for Haematology, University of Oxford and
Oxford University Hospitals NHS Trust, Oxford, UK; ?Pfizer Oncology, New York, NY, USA; "°Leukemia Program, Cleveland Clinic, Cleveland, OH, USA

, . .. Cell Lineage Recover Transfusions
RESU LTS Figure 1: OS in Patients Receiving Glas + AZA 9 y , o ‘ , o
BA‘ KG Ro U N D « Bone marrow recovery of ANC, hemoglobin, and platelet counts at « Transfusion independence was achieved by >25% of patients receiving

R 1.0 n/N (%) mOS (95%_C|), mo . . . .
Patients and Treatments ] Ghsraza 1630633 92 6.0.N8) E;:erﬁ;Zoclizmzs(siegeunrizlI?(’)v;l)ng glasdegib treatment, regardless of glasdegib (Figure 6).
* Azgahdmg (AZA) is an RO treatment‘optlon for older « Baseline characteristics and duration of treatment for patients enrolled in both 2> 08+ pauggApil bl | Censored ' . . . ) . . .
patients with newly diagnosed acute myeloid leukemia (AML). studies are shown in Table 1 = o7- — Recovery occurred as early as Cycle 1 in a meaningful proportion of Figure 6: Transfusion |ndependence During the Studies
. m . . . .
— In a phase 3 trial, the median overall survival (OS) for AZA 3 ] (955 O 23138 (24 409 patients, and generally continued to improve during subsequent cycles T
o . n‘: 0.54 ’ N the remaini ng patl entS at rISk. Transfusion Independence
was 10.4 months and the rate of complete remission (CR) = o0 (Either PRBC or Platelets)
. S e i
e .34 Flgure 3: ANC Recovery Glas + LDAC 212 (56-1054) days
=] LDAC alone 144 (141-147) days
— Attempts to improve efficacy with combination therapy has B ©» 027 = 7 - R
resulted in Cycle 2 dose delays due to cytopenic complications. BRIGHT 101 BRIGHT 1003 2;_ A. Prolonged recovery at any time on study z 00
0- Achmuo/ylm e sz c 60 H
« The Hedgehog (Hh) signaling pathway is aberrantly activated in Patients Glas + AZA Glas + LDAC LDAC Alone O 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 ] e g
. 42.7
AML, promoting leukemic stem cell maintenance.? Randomized N=30 N=78 N=38 Time (Months) g 0 w0 “
o . . . No.atrisk 30 27 24 23 21 19 19 17 1 14 10 8 5 3 2 1 1 1 0 © 293
« Inhibition of Hh signaling has been shown to reduce leukemic Male, n (%) 18 (60.0) 59 (75.6) 23 (60.5) o _ _ , _ . . <
stem cell growth and increase sensitivity to Chemo’cherapy,3 Age, median 4 565y S a9 6 (5553 ézsizz\alzar;:“ui?\i\;/jl=conf|dence interval; Glas=glasdegib; mOS=median OS; NE=not evaluable; i B | 1 i ” . . o
. Glasdegib is a once-daily, oral, small-molecule inhibitor of (range), yr (56-87) (64-92) (58-83) B Rm?;:::;z;: ’ : ht;z t ;;t ) . T T LIl s __ -
. . o . Recovery In eac reatment cycie
the Hh signaling pathway. Race. 04 2y 033 e 042 51000 Figure 2: OS in Patients Receiving Glas + LDAC or LDAC Alone wEm L E 3 S - A
« In the United States, glasdegib in combination with low-dose e (73.3) (96.2) ( -0) NGO mOS 589l me . e T e e e wo Transfusion independent on study treatment = no red blood cell or platelet transfusion in any 56-day period
cytarabine (LDAC) is approved for the treatment of patients with Black 1(3.3) 1(1.3) 0 1.0 — GlasrlDAC  @78E85) 837122 post first study treatment. ‘ ‘
PP P ; #20 (957 : "y ol 90 00 g AZA=azacitidine; Glas=glasdegib; LDAC=low-dose cytarabine; PRBC=packed red blood cells
AML ineligible for intensive chemotherapy.* Asian 13.3) 2(2.6) 0 - Stratifi HR O.51 (95% C1, 0.34-0.78), P=0.0008" i ’ ' ’
o . her/unknown 20. £ 0% . .
- In a phase 2 trial with AML and myelodysplastic syndromes D_Ot © /L;], © 6(20.0 0 0 3 _ + Censored 0 Dose Delavs
. . 1-year survival probability (95% Cl), Treatment cycle 7 z 3 s 5 & Treatmentcycle 1 2 3 7 H 3
(MDS), glasdegib + LDAC demonstrated superior |i/ease Istory, -§ 0.6 39/4% (28.3-50.3) ve 8.45% (2.2-20.1) NI R E LS R A S D BME OBSW OB BT BRI 4 . y ‘
oS, higher rates of CR, and a manageable safety proﬁle n (%) a | Prolonged recovery required threshold measurement at 2. consecutive visits. For treatment cycle analysis, o Few patients (<10%) had CyC|e 2 dose de|ay5 due to adverse events (AEs) in
5 De novo 19 (633) 38 (487) 18 (474) g 0.4 2-year survival probability (95% Cl), 1 threshold measurement was required; all patients were included regardless of BL levels but each cycle Cy(;|e 1 (Table 3)
VS LDAC a|one. . 19.0% (11.0-28.7) vs 2.8% (0.2-12.4) K .. . L.
2 only included remaining patients at risk in that cycle.
Seconda 11 (36.7) 40 (51.3) 20 (52.6) 5
e Asthe Hh signaling pathway is not essential for normal adult ELN risk iy : : : o 0.24 ANC=absolute neutrophil count; AZA=azacitidine; BL=baseline; Glas=glasdegib; LDAC=low-dose cytarabine
.. . . . r
helrlnatiﬁmless, treatment with gljsdeglb may tarth leukemic stem categlcfry* n (%) . — - Table 3: Cycle 2 Dose Delays
cells while limiting cytopenias and cytopenic complications.*>¢ ' ] T AR s 20 s 20 35 20 15 % )
Favorable 2 (6.7) 5 (6.4) 3(7.9) Figure 4: Platelet Recovery
Intermediate 9 (30.0) 48 (61.5) 19 (50.0) Time (Months) BRIGHT 1012 BRIGHT 1003
Ad 1 8 (60 O) 25 (32 1) 16 (42 1) e : ) ‘ o o ) o ) ) A. Prolonged recovery at any time on study
Verse . . . e 383223211914 12 9 8 6 6 3 3 2 2 2 2 2 2 2 2 1 11 1 11 11 0 — et 250000
Unk 1(3.3) 0 0 Full analysis set. * 1-sided P value. HR and P value were calculated using analysis stratified by cytogenetic risk B L I Glas + AZA Glas + LDAC LDAC Alone
nknown . factor (good/intermediate vs poor). ol B o]+t N=75 N=36
Median Cl=confidence interval; Glas=glasdegib; HR=hazard ratio; LDAC=low-dose cytarabine; mOS=median OS; g w gol By L, - -
O BJ ECTIVE follow-up time,  11.5(9.9-12.5)  43.4(39.7-49.1)  42.0 (NE-NE) OS=overall survival = B . Patients starting 23 (76.7) 60 (80.0) 24 (66.7)
mo (95% Cl) : . - Cycle 2

« To evaluate the safety profile of glasdegib in combination with AZA Patients - m—— SrTE— pe No delay 2191.3) 56 (93.3) 21 (87.5)
or LDAC in patients with newly diagnosed AML, with a focus on Hh receiving >1 N=30 N=75 N=36 Table 2: Cytopenias, Infections, and Hh Pathway Inhibitor Class  ecouon i oach tremtment crcle With delay 2(8.7) 4(6.7) 3(12.5)
pathway inhibitor class effects, cytopenias, infections, and dose delays. study dose Effects Durina the First 90 Davs and After 90 Davs ' Y Y Adverse event 2(8.7) 4(6.7) 1(4.2)

d i’ / Oth 0 0 2 (8.3)
Median er -
treatment 5 (1-15) 3 (1-44) 2 (1-9) BRIGHT 1012 BRIGHT 1003 . : w Wl [ . : o W w Wl (1 Delay = 21 week. * Percentage of patients starting Cycle 2 for patients with or without delays.

M ETH o DS duration’ Cydes w0 500 500 00 500 AZA=azacitidine; Glas=glasdegib; LDAC=low-dose cytarabine

(range) Select TEAEs of Glas + AZA Glas + LDAC LDAC Alone .

Study Design, Patients, and Treatments ANC <500/pL? 10 (33.3) 39 (52.0) 12 (33.3) any Grade, n (%) N=30 N=36 e ——

. . . . . . t - - p/hpno»h s  ———/—/—/—— e BoEE RS maLowate ke

* The study pOPU|at|on for this analysis consisted of patients with AML ANC <1000/uL 14 (46.7) 50 (66.7) 21(58.3) During the first 90 days Prolonged recovery required threshold measurement at 2 consecutive visits. For treatment cycle analysis,
who were ine|igib|e for intensive Chemotherapy enrolled in 2 clinical Bone marrow Alopecia 1 (33) 3 (40) 0 1 threshold measurement was required; all patients were included regardless of BL levels but each cycle ‘ 0 N ‘ L U S I O N S

iole- 9 . ly included ini tients at risk in that cycle.
trials: BRIGHT MDS & AML 1012 (NCT02367456) and BRIGHT AML blasts,' % Anemia 6 (20.0) 33 (44.0) 15 (41.7) Z;Z!;Z:cigdirrweerh;:_nzlzispealir:?(55IZSZZIa::de;ib?yl_CDeAC:low—dose —
1003 (NCT01546038). Median (ﬁange) 32.0 (9.0-90.0) 41.0(16.0-99.0)  46.0(13.0-95.0) Diarrhea 12 (40.0) 13 (17.3) 9 (25.0) o In the context of the response and survival benefit of adding glasdegib

« BRIGHT MDS & AML 1012 (BRIGHT 1012) is an ongoing open-label, E;m%{'?b'” 19 (63.3) 47 (62.7) 18 (50.0) Dysgeusia 7 (23.3) 15 (20.0) 1(2.8) tAVLtherl 'A'ZbA| Ofr LDAtC in the ;reatr:hent of palt'egts Y{;”Q, nevsly d'ag.noied
multicenter, phase 1b study. 9 Febrile Figure 5: Hemoglobin Recovery During Cycles 1-6 neligioie forintensive chemotherapy, glasaegib-based combinations

Platelets : 7(23.3) 23 (30.7) 8(22.2) demonstrated:
— Patients (aged >18 years) with newly diagnosed AML, higher risk 50 000/ult 16 (53.3) 43 (57.3) 27(75.0) neutropenia .
. . ) ' <o, H Hemorrhage* 7 (23.3) 9 (12.0) 10 (27.8) A. Prolonged recovery at any time on study — Similar rates of Hh pathway inhibitor—related AEs, which may or may
MDS, and chronic mye|0m0n00ytlc leukemia who elected AZA * Based on ELN AML genetic risk stratification (2010 for 1003 and 2017 for 1012). T For baseline blood M | 8 (26 7) 11 (1 4 7) 2 (5 6) Wegesnzoga L e o_“ o not worsen over time but remain <30%
treatment received g|asdegib + AZA. counts, all patients with baseline measurements are included. Reported as the proportion of all treated uscle spasms : ) : acaons Ao o
) ) o _ patientsf n (%). Al\/lL=acute myeloid leukemia; AVNC=abso|ute neutrovphil count; AZA=azacitidine.; Nausea 18 (600) 22 (293) 4 (1 1 1) . . » — Limited cytopenias (3_44%) in <90 days, reducing to 0-30% in >90 days,

Glasdeglb 100 mg, once dally, was administered COﬂtIHUOUS|y Cl=confidence interval, ELN=European LeukemiaNet; Glas=glasdegib; LDAC=low-dose cytarabine; Neutropenia 1 (3 3) 5 (6 7) 5 (13 9) e N S 545 and low rates of pneumonia (<20‘7) or sepsis (<6°/)

in combination with AZA (75 mg/m?/day) on Days 1-7 of a NE=not evaluable ) ' ' ' : : = U

28-day cycle. Pneu‘moma 1(3.3) 14(18.7) ?(25.0) ’ ’ — Recovery of ANC (>50% of patients), platelets (>40% of patients), and

. Sepsis 1@3.3) 4(5.3) s(1s9 | A  ————— L, L A, ; T hemoglobin (>30% of patients), with recoveries as early as Cycle 1.

« BRIGHT AML 1003 (BRIGHT 1003) was an open-label, randomized, Safety Thrombocytopenia 1(3.3) 23 (30.7) 9 (25.0) S S A v o .
multicenter, phase 1b study for which methods have been previously T . , Vomiting 12 (40.0) 15 (20.0) 3(8.3) — Packed red blood cells and platelet transfusion independence in
oublished.” * The incidence of select treatment-emergent adverse events (TEAEs) is shown in After 90 days N=19 Nd3 N14 ,, one-third to over half of patients, even in patients with baseline cytopenias.

' Table 2. = = = N - e .
_ . . : : . S . . Alobecia 0 4(93 0 — Limited Cycle 2 dose delays (<10%).
Patll_er_ﬁ’ (afge‘,* 255 }/eari) with Qewly dlagnosec(jj AML v(\j/ho were — TEAEs thought to be linked to the inhibition of the Hh pathway in normal tissue A P . 2105 13 (30 )2 3214 o e B ] ] _ ) o
Ineligiole tor intensive chemotherapy were randomized to receive (muscle spasms, dysgeusia, alopecia) were <30% with glasdegib treatment. nemia (10.5) (30.2) (21.4) : e e ll§ 1. . * By targeting leukemic stem cells while FJpEling| normal hematopo!e5|s, ‘
glasdegib + LDAC or LDAC alone. o . ) . . i ) . Diarrhea 5 (26.3) 14 (32.6) 1(7.1) Pal Taoaowowl o £ glasdegib-based combinations may be effective AML agents for improving
— The incidence of TEAEs associated with cytopenias, bleeding, and infection did D i 1(5.3) 6 (14.0) 0 SR “ survival without substantial marrow suppression and attendant cytopenic
Glasdegib 100 mg was administered once daily, orally, in not appear worse with glasdegib + LDAC or glasdegib + AZA vs LDAC alone. yks)gieu5|a ' ' complications PP ytop
28 cycles on a continuous basis. Effi Febrile _ 3 (15.8) 4(9.3) A . BRI L L L EAE T RN L P :
icac neutropenia e g e e e Bl 8
LDAC 20 mg was administered twice daily for 10 days, every y . . o . o . . H ph o 2 (10.5) 8 (18.6) 0 Prolonged recovery required threshold measurement at 2 consecutive visits. For treatment cycle analysis, * These daJFa warrant further combination studies with glaneglb' Glaneg'b 1S
o For patients receivin lasdegib + AZA, 20% achieved CR; 3.3% achieved CRi. eémorrhage 0 0 1 threshold measurement was required; all patients were included regardless of BL levels but each cycle currently in phase 3 clinical development for newly diagnosed AML thera
’ : : : . only included remaining patients at risk in that cycle. in combination with AZA or 7 + 3 intensive chemotherapy (NCT03416179)
e Median OS was 9.2 (95% Cl, 6.2-not evaluable) months with glasdegib + AZA uscle spasms o B el e o _ : ' Py :

e The data cut-off for BRIGHT AML 1003 was October 1 1,2018. The (Figure 1 ( © ) 9 9 Niewses 2 (10.5) 9 (20.9) 0 AZA=azacitidine; BL=baseline; Glas=glasdegib; LDAC=low-dose cytarabine
data cut-off for BRIGHT AML & MDS 1012 was September 11, 2019. ' Neutropenia 0 9 (20.9 1(7.1

P — This preliminary estimate is based on 16/30 (53.3%) observed events with p P . 0 8 21 8 6; 3 ((21 i) = Please scan this quick response (QR)

Outcomes on|y 11.5 months’ median fo”ow-up, and therefore, the median OS could neu'monla ) ’ REFERENCES 1. Dombret H, etal. Blood 2015;126:291-9. 2. Campbell V, Copland M. Stem Cells Cloning 2015;8:27-38. 3. Fukushima . ABSTRACT PLAIN -1 B code with your smartphone app to

Seps|s 1 (53) 1 (23) 1 (7 1) N, et al. Cancer Sci 2016;107:1422-9. 4. DAURISMO™ (glasdegib) prescr|l;>|r}g information. Pfizer; Nov.2018. 5. Cortes JE, et al. Leukemia LANGUAGE SUMMARY = 4 view an electronlcl version of this

e To minimize bias due to imbalances in duration of treatment in each Change as the OS data matures. Th b ; . 0 10 (23 3) 2 (1 4 3) 2019;33:379-89. 6. Gao J, et al. Cell Stem Cell 2009;4:548-58. 7. Papayannidis C, et al. Poster presentation, 24th EHA Annual Congress; 2019. o thi - o ) pﬁster. If you dtohntha\;ea ;mtin-
rompocytopenia . . . ) . . ) ) ease scan this quick response . - phone, access the poster via the

trial, safety outcomes are reported within the first 90 days and after « For glasdegib + LDAC and LDAC alone, 19.2% and 2.6% of patients achieved Veriine el 2 (10.5) 4(9.3) 0 o e e e o e e o ey Soehnge Ingelnerm, Tovagene. (QR) code with your smartphone o ress-download.pfizer
CR: 5.1% and 2.6% achieved CRi. . - Boehringer Ingelheim, Novartis, Acceleron, Astellas, Daiichi Sankyo, Cardinal Health, Taiho, Seattle Genetics, BeyondSpring, Trovagene, app to view a plain language com/ash_2019_american_society_

90 days. ; — . — , , et .
The <90-day analysis included all treated patients. The >90-day analysis included patients who received Takeda, lonis, Epizyme); travel support (Pfizer, Novartis, Trovagene). MS: research funding (Actinium, Incyte, Karyopharm Therapeutics, Summ?ry of the accepted =1 of_gemgt&lzghyﬁl%_gIasdeg|b_
. . . . B ; _ H MorphoSys, Nordic Nanovector, Pharmacyclics, Rafael, F2G); speakers bureaux (AbbVie, Amgen, Astellas, Celegene, Genentech, Janssen, jienti bstract H b zeidan_ .htm

« Efficacy was also assessed in each trial; the outcomes presented here . I\/Iledc;an '(ES%L([;Z(C:)S vgai SAB C(4.|7—1 2.2) mon‘ghs |an<|3:|.4.3 (1.29—5.7) months with f1A (I:I{%Sreefoefr rsetgldti :jr;Z%V iatfP:eP:eDrr?gr(:ﬁa(seaé zi:ﬁg ;eiS day window for TEAESs). Morphays Nordic Nanov Tatkeda‘ srmacyclics, Rafael, F2G); speakers bursaux (Abbie, Amg Sdenzes’ Pﬁzer);% ne, Genentech, Janssen, scientific abstrac e L A
H el H H H + . : support (Gilead Sciences, Merck, Pfizer, Astellas Pharma, F2G, Cidara, Amplyx). MJ: no disclosures. TM: honoraria, advisory committees, rou code are for
include the ra'te of remISSI()n'(CR. and CR with Incomplete' hemato|oglc glasdeg! an alone, reSpeCtIVG y ( 'gure ) AZA=azacitidine; Glas=glasdegib; Hh=Hedgehog; LDAC=low-dose cytarabine; TEAE=treatment- refeF;r; funding, travel grants (KiIead/GiIetad, Amgen). PV: research fundirﬁ)gy(Forty Seven, Inc., Celgene, Novartis); speaker}r,s bureaLtth (Celgene, ;herso%ZIQuSe o:lly andfmay not
response [CRI), OS, transfusion independence, and celllneage - Tisestimate s based on very mature OS dat,with pproximately 0% O3 emergent aduere evet o e Gt vy, e i) ikt A0, e, A G rplomer e e WAS s conicss e o
recovery (apsolute neutropnil count , hemoglobin, ana platelets). events observeaq. Solutions, and funded by Pfizer. Copyright © 2019

LSS Presented at the 61st American Society of Hematology (ASH) Annual Meeting & Exposition, December 7-10, 2019, Orlando, Florida



