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- Phase 2 is a RP2D-expansion phase investigating the safety and tolerability, as well Antitumor Activity Table 2: Summary of Best Overall Response in Patients with High-Grade Ovarian Cancer
INTROD TION as antitumor activity, of oral pamiparib in adult (aged =18 years) patients with | |
U HGOC (Cohort 1) or TNBC (Cohort 2) J e As of 25 Sep 2017, 13 of the 15 patients were evaluable per RECIST v1.1 and five 20mg BID 40 mg BID 60 mgBID  Total

CONCLUSIONS

patients remained on treatment (Figure 2) n=2 n=2 n=4 n=38 L . .
e Poly (ADP-ribose) polymerase (PARP) proteins are involved in DNA repair, genome = Cohort 1 will enroll patients with platinum-sensitive/platinum-resistant HGOC A 1 oat dian durat f ) ) 0968 54 (n=2) (n=2) (n=4) (n=8) ° Pamlparlb_at 20, 40, and 60 mg PO BID was generally tolerated well in Chinese
stability, and programmed cell death’ with known or suspected deleterious germline BRCA1/2 mutation as identified by — Across all patients, median duration of treatment was 2.5 months (range: 0.26-8.54) Complete response (CR) 0 O 0 0 patients with advanced HGOC or TNBC
i — i =1: =1) di ' ' ' Partial PR 1 (50 1 (50 0 2 (25 — Asthenia and nausea were the most commonly reported treatment-related AEs
e The primary function of PARP proteins is to detect single-strand breaks (SSBs) in DNA central testing Twot _pbatler:_ts (HGOC, n=1; TNBC, n=1) discontinued treatment prior to first artia re.sponse( ) | (50) | (50) (25) ther a) y rep | |
and target the breaks for repair’ = Cohort 2 will enroll patients with TNBC with either known or suspected deleterious PoOst-baseline scan Stable disease (SD) (50) (50)  4(100)  6(79) * Pamiparib, orally administered at 60 mg BID, was confirmed as the RP2D in
 Inhibition of PARP proteins allows for accumulation of unrepaired SSBs, which germline BRCA1/2 mutation identified by central testing e Two of the nine HGOC patients achieved a confirmed partial response (BRCAm, n=1) Obijective response (CR+PR) 1 (50) 1 (50) 0 2 (25) Chinese patients
’ . i ' i ' =4 ' - - . e After a single dose, pamiparib was rapidly absorbed and showed near dose-
are converted to double-strand breaks (DSBs) during cell division and can lead to Study Assessments and Analysis and six HGOC patients achieved stable disease (BRCAM, n=4; Table 2 and Figures 3-4) Disease control rate (CR+PR+3SD) 224 weeks (90) 2 (100) 0 3 (38) Sroport on%l e aszs in%xp sure PIGLY
apoptosis/ce | death3 " - - : - - - AllHGOC patients achieved partial response or stable disease, including one patient Data presented as n (%). Only patients who had at least one post-baseline tumor assessment were included.
|  cells. DSB o by h | bination (HR); h e * Safety and tolerability were evaluated in all patients who received 21 dose of pamiparib who was platinum refractory and seven who were platinum resistant Abbreviation: BID, twice daily. * Pamiparib continues to demonstrate antitumor activity, notably in patients with
® |n normal cells, S are repaired by homologous recombination ; however, In the e Safetv and tolerability assessments were based on monitoring of treatment-emergent | | | | | epithelial ovarian cancer
absence of HR COmpOnentS (eg, BRCA1, BRCAZ) repair IS COmprOmised3 advel};e events (AES)y as well as on vital Signs eleCtrOcardiOg?amS phySicaI J * All evaluable patlents with TNBC (n=5) experlenced disease progression Figure 4: Percentage Change From Baseline in Target Lesions With RespeCt to — Confirmed and durable clinical responses were observed in patients with HGOGC
* PARP inhibitors (PARPI) represent a new class of therapeutic agents for the treatment of examinations, and clinical laboratory results - Z_Our of these evgluat:jle TNBtg patients Welre:[ .BRCAE) W”dthI;])e a”?ha” experienced Numb;r of Days From Baseline by RECIST Criteria — Antitumor response was observed even among patients with BRCA wild type
- - - - - isease progression during the previous platinum-based chemotherapy _ . var i i i i i
mallgna.nclles aésomated W'th.B F?C.AH 2. rbutatlons ) e Antitumor activity was assessed in all evaluable patients based on Response Evaluation ° o S :1C')riSrea:e/;aeil’c(i)vzat?re(;:;cf;ncer graqci;il:;r?tﬁgg]o?ﬁézr;; with HGOG who were resistant or refractory to
— PARPI bind directly to, and inhibit activity of, PARP enzymes Criteria In Solid Tumors (RECIST) v1.1 Figure 2: Duration of Treatment and Response by Tumor Type Using RECIST Criteria 2 60- As of 25 Sep 2017. a total of fi tiant - treat ol 1 fi
: - T ® Aso e , a total of five patients remain on treatment and enroliment is
— Although the exact mechanism of action of PARPI in cell death has not yet been fully and Germline BRCA Mutation Status 3 40- ongoing in tﬁe expansion phase "
elucidated, prevention of DNA repair and PARP trapping have been proposed as the RESU LTS 20 mg —- 1 2
main mechanisms of action® S
L , , , L 40 mg —# p Table 4: Treatment-Emergent Adverse Events (Regardless of Causality) Occurring in
* Pamiparib (previously known as BGB-290) is a selective PARP1/2 inhibitor that Patient Demographics and Baseline Disease Characteristics RSN N\\\\\\\\\\\\\\\\\\o\\WW\\Y, S >25% of All Patients
penetrates the blood-brain barrier, has shown PARP trapping, and has demonstrated §
antitumor activity in preclinical models * Fifteen female patients (HGOC: n=9; TNBC: n=6) were enrolled in the dose-escalation 50 Mg AMRRRRRRRRIIIIIIIIHIIITHIIITIMUMBRiRRNRNN 4 = 20mgBID 40mgBID 60 mg BID Total
hase of the study (Table 1 AAMMAEIIITHIIRIIRIIRIRIRIRIRRIRRRRRRRRE 5 = = = =
¢ In a first-in-human study (NCT02361723), pamiparib was generally well tolerated and P 4 | ) | | o0 mg " a (n=4) (n=4) (n=7) (n=15)
showed preliminary antitumor activity, notably in patients with high-grade non-mucinous * As of 25 Sep 2017, 10 patients have discontinued SRR NN WBRCA WT £ 60 Al  Grade Al Grade Al Grade All Grade
® ovarian cancer (HGOC) — Patients discontinued due to disease progression (n=5), adverse events (n=2), lost to 20 mg [ # C.)i:r?;\lr?esponse £ -80- Grades =23 Grades =23 Grades =23 Grades =23 ¢
- This study has established the recommended Phase 2 dose (RP2D) and maximum follow-up (n=2), and protocol deviation (n=1) 20 mg [ A Stable disease O 100 R o | o P @ R R — | Asthenia 3(75 0 4000 O 5(71) 0 12(80) O
tolerated dose as 60 mg orally (PO) twice daily (BID) and 80 mg PO BID, respectively o The majority of pqtients (60%) were heavily pretreate.d \(vith at least fqur orior lines of therapy 40 my I 22:33@3:::;':'?0?;?&2:”0& 0 20 40 60 80 100Day S12Fcr)om E;;lge”newo 180 20 220 240 260 Nausea 4(1000 O 3 (795) 0 5(71) 1(14) 12(80) 1(7)
* Data presented here are the results from the dose-escalation phase of an OngOing ar}d a.ltl HG(OC patlen.:jS(;Ne_re F?SIS'FtaI’Tt (Ec)rogqe)SJcSIng V.\t”thl_n 6 lrnt(?nths S;]nCe I?I‘?t dose, n=8) or 20 mg > Ml Triple-negative breast cancer Only patients who had measurable disease at baseline and at least one post-baseline tumor assessment were included. Decreased appetite 3 (75) 0 3 (75) 0 3 (43) 0 9 (60) 0
. . . . . . | retrac Ory progresse urlng reatment, N= O SyS emic piatinum chemao erapy mong the 13 evaluable patients, one patient had no post-baseline target lesion assessment but had a new lesion. :
Pha}se 1/2 study in Chlnege pfltlents_ with advanced ovarian, fallopian, and primary | | | 40 my Among th 1_3 uable patients, one patient had no post-baseline target. t but had | Decreased white blood cell count 2 (50) 0 2 (50) 0 5(71) 2(29) 9(60) 2(13)
peritoneal, or advanced triple-negative breast cancer (NCT0333391 5) e A total of 7 patients had a confirmed BRCA1/2 mutation (HGOC n=5- TNBC n=2). Abbreviation: RECIST, Response Evaluation Criteria In Solid Tumors.
8 patients were BRCA wild type (HGOC, n=4; TNBC, n=4) Pomg Safety and Tolerability Anemia | 1(29) 1(29) 2(0) 1(25) 6(86) 4(7) 9(60) 640)
METHODS _ _ o o 60 mg RSN # T | | | Decreased neutrophil count 125 0 2(50) 0 4(7) 2(29) 747 2(13)
Table 1: Patient Demographics and Baseline Disease Characteristics 60 Mo RN e Pamiparib was generally well tolerated (Table 3) with asthenia and nausea being the |
20 — —— — - most commonly reported treatment-emergent AEs (Table 4) Tachycardia 0 0 2(30) 0 4(57) 0 6 (40) 0
- - - m m m 60 mg # : *
Overall Design and Study Objectives : (n34) (ng7) | | | | | — Asthenia and nausea were also the most commonly reported AEs considered at least Electrocardiogram QT prolonged 2 (50) 0 1(29) 0 2(29) 0 5 (33) 0
e This study consists of a two phases (Figure 1): Ovarian 25 25 4 (57) 6 (40) 0 50 100 150 200 250 possibly related to pamiparib by the investigators \Vomiting 1(29) 0 2 (50) 0 2(29) 1(14) 5((33) 1(7)
vari i . . . N . .
- Phase 1 was a dose-escalation phase that followed a 3+3 design to confirm the - o Fallon or or _y 3 (50 +patient remained on study after PD by study approval #pTlrfatmen.t tDutrai:IO: (Day)f o — Severity of all AEs, considered at least possibly related to treatment, were Grade <3 Bilirubin conjugated increased 125 0 1(5 0 229 0 4@27) O
_ o _ _ _ umor en allo lan* - - atient remained on study after study approval; "platinum resistant; "platinum refractory. _
RP2D of pamiparib in Chinese patients (aged 218 years) with locally advanced or ype, n (%) P (29) (29) (14) 20) Abbreviation: RECIST, Response Evaluation Criteria In Solid Tumors.  No dose-limiting toxicities were reported across the dose range (20-60 mg); RP2D Hypocalcemia 200 0 125 0 104 0 427 0
metastatic HGOC, including falloplan and primary perltonegl cancer, or trlplg—negatlve TNBC 2 (50) 2 (50) 2 (29) 6 (40) confirmed as 60 mg PO BID Hyponatremia 3(75) 0 0 0 1 (14) 0 427) 0
breast cancer (TNBC), who had disease progression following at least one line of _ Figure 3: Best Percentage Change From Baseline in Target Lesions by RECIST Criteria
chemotherapy Median age, years (range) 02.0 (48-62)  4/.0(32-66) 49.0 (46-70)  49.0 (32-70) 00 e Overall three patients experienced a serious AE (grade 2 abdominal infection, n=1; ‘In all five patients, QToF was 450-480 ms (grade 1, n—4: grade 2, n=1) without clinical sequelae.
EBRCAWT ' =1 ' — ' ' ata presented as n (%).
- Patients with germline BRCA1/2 mutation (BRCAm) were retrospectively identified by o0 0 1(25) 1(14) 2 (13) S BRCAM grade 3 pleural effusion, n=1; grade 3 ileus, n=1), none of which were considered related  patapresentedasn (6.
. ECOG score, n (%) 80 - | | to treatment ’ y
central testing 7 4 (1 OO) 3 (75) 6 (86) 13 (87) M Ovarian/fallopian cancer
S 60— M Triple-negative breast cancer — Two of the serious AEs led to treatment withdrawal (abdominal infection, n=1; REFERENCES
Figure 1: Study Design Nfutr;]]ber (_)f p”()[o}';]es = 2 (50) 3 (79) 1(14) 6 (40) g 10- pleural effusion, n=1) 1. Thomas C, Tulin AV. Poly-ADP-ribose polymerase: machinery for nuclear processes. Mol Aspects Med.
of therapies, n (% B 2013;34(6):1124-1137.
Phase 1 Phase 2 >4 2 (50) 1(29) © (86) 9 (60) § Table 3: Overview of Adverse Events by Dose Cohort © | | | | | o
BRCA1 muta-tion O 1 (25) 4 (57) 5 (33) "0_5 20_ COARNNNNNY 2 Coleman RL, S|” MW, Be”_MCGUInn K, e-t al A phase ” eva|uatI0n Of the pOtent, hlghly Selectlve PARP Inhlbltor
g A g A % 20 mg BID 40 mg BID 60 mg BID veliparib in the treatment of persistent or recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer
0 i = 07 in patients who carry a germline BRCA71 or BRCA2 mutation - An NRG Oncology/Gynecologic Oncology Group
20 mg BID HGOG with BRCAT/2 mutation BRCA status, n (%)  BRCA2 mutation 0 0 2 (29) 2 (13) qE; (n=4) (n=4) (n=7) study. Gynecol Oncol. 2015;137(3):386-391.
\ / Planned: 100 patients BRCA12WT 4 (100) 3 (75) 1 (14) 8 (53) g -207 Patients reporting >1 AE 4 (100) 4 (100) 7 (100) 15 (100) 3. Dziadkowiec K, Gasiorowska E, Nowak-Markwitz, et al. PARP inhibitors: review of mechanisms of action and
g . ) Years from initial diagnosis, median (range) 3.7 (1.0-7.6) 2.0 (0.4-3.4) 5.2 (1.4-14.1) 3.4(0.4-14.1) g -40 atients reporting =1 TRAE 4 (100) 4 (100) 7 (100) 15 (100) BROA1/2 mutation targeting. Menopause Rev. 2016; 15(4):215-219.
: : ) 4. Hopkins TA, Shi Y, Rodriguez LE, et al. Mechanistic dissection of PARP1 trapping and the impact on in vivo
40 mg BID moluded in HGOC | 2 60— Patients reporting =1 AE Grade 3 2 (50) 2 (50) 5(71) 9 (60) > . e e
- N nclu ? .m population. o | | | an, - _ ‘ tolerability and efficacy of PARP inhibitors. Mol Cancer Res. 2015;13:1465-1477.
\_ ?Eltér(e;v[ca;;cg)cl)g_sng‘zgj\e E:::;c g:rr:g::;svtﬁ_fzsvﬁl’cébgg/e?ene; ECOG, Eastern Cooperative Oncology Group; HGOC, high-grade ovarian cancer:; a0- atients reportlng >1 Grade 3 TRAE 0 1 (25) 4 (57) 9) (33) 5. Lupo B, Trusolino L. Inhibition of poly(ADP-ribosylation in cancer: old and new paradigms revisited. Biochim
p N TNBC with BRCA7/2 mutation _ _ _ _ Patients reporting =1 AE Grade 4-5 0 0 0 0 Biophys Acta. 2014;1846:201-215.
60 mg BID Planned: 50 patients Pharmacokinetics of Pamiparib -100- Patients reporting =1 serious AE 0 1 (25) 2 (29) 3 (20) ACKNOWLEDGMENTS
\ AN y 8 y e After a single dose, pamiparib was rapidly absorbed (median T, _.=2 h) with a median Patients who experienced =1 DLT 0 0 0 0 The authors wish to acknowledge the investigative center study staff, the study patients and
— _ | o | | t.. of approximatelv 13 h (ranae: 6-20 h : : : : their families. BeiGene Ltd. provided financial support for this presentation including writing and
gggrgvzggrrf%?n%;;v gﬁaizlg ;dilzg{\fﬁéeélsfrﬁ)?gfne;gsaliisvceeE::);!iycgir;ee;rHGOC’ high-grade ovarian cancer; ” PP y ( J ) Only patients who had measurable disease at baseline and at least one post-baseline tumor assessment were included. AES Ieadlng to discontinuation 0 1 (25) 1 (1 4) 2 (1 3) editorial assistance by Regina Switzer, PhD, and Melissa Creasey, MPH (SuccinctChoice Medical
’ , , . ® Pamiparib plasma exposure Increased In a near dose—proportional manner for both Among the 13 evaluable patients, one patient had no post-baseline target lesion assessment but had a new lesion. Data presented as n (%). Communications, Chicago, IL).
Cmax and AUC 0-inf Abbreviations: AE, adverse event; BID, twice daily; DLT, dose-limiting toxicity; TRAE, treatment-related adverse event as assessed by investigators. Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
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