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Preliminary Antitumor Activity
I NTRO D U CTI 0 N e Atotal of 27 patients were evaluable; 25 had measurable disease and at least 1 evaluable CO N C LU S I O N S

e Hepatocellular carcinoma (HCC) is a leading cause of death due to malignancy, post-baseline tumor assessment; 2 died prior to the 1st scheduled date of tumor assessment
and sorafenib is the only approved first-line treatment, with modest efficacy and e Antitumor activity of BGB-A317 is presented in Figures 37 e Treatment with BGB-A317 was generally well tolerated in pretreated
considerable toxicity’ patients with advanced HCC
e Monoclonal antibodies against the immune checkpoint inhibitory receptor, Figure 3: Maximum Tumor Reduction by Hepatitis Infection Status* _ _ ,
programmed cell death-1 (PD-1), have demonstrated antitumor activity across ~ | | — As of April 28, 2017, in this early report more than half of
multiple malignancies?, including HCC? % 128- A; of t{\pr;l 28,h2_017;ja;;>ss (’;h: 27t.evTIuabrlfT H:(; E|c)>atuents: patients remain on study (n=24/40); median treatment duration
. . . . . . . ] ° n n : 5
e BGB-A317 is a uniquely engineered humanized IgG4 monoclonal antibody with high £ 1404  onfitmad PR was reportad T CNEYe is 64 days (range: 1-471 days)
TaY indi ific i - 24 -1PRw nfirmed the day after data cut-off . . .
affinity and binding specificity against PD-1 o o 1204 "1 PR was unconfitmed and the patient remains on therapy — Rate of treatment discontinuation due to a treatment-related AE
- BGB-A317 was specifically engineered to minimize FcyR binding on macrophages = 1007 - DCR (PR+SD)=44% was low (n=1/40)
to abrogate antibody-dependent phagocytosis, a potential mechanism of T-cell T 28:
clearance (Figure 1) 8 404 . e Adverse events reported in this cohort were consistent with the
(73] . 5
e Previous reports from an ongoing phase 1A/1B study (NCT02407990) of BGB-A317 S 204 B overall safety profile observed in the study and were generally of low
in patients with advanced solid tumors suggested that BGB-A317 is tolerable; in ° 28 BV etes T+ ¢ e -. severity, manageable, and reversible
addition, its toxicity profile demonstrates that adverse events (AEs) are generally of S 20 W HBveY s > _ L . e
low severity, manageable, and reversible* S 601 B HOV infectod + ot e Most patients had underlying viral infection (HBV+, n=28;
<) —A —_
e Here, we present the preliminary results as of April 28, 2017, of the pooled subset of > -80+ W Uninfected | + HCV+/HBV+, n=6; HCV+, n=2)
patients with refractory/relapsed HCC enrolled in this phase 1A/1B study §-100- O Immediate sorafenib pretreatment e Tumor reductions meeting the definition of “partial response” were
- Data presented here are ea”y and immature + Indicates patient still on treatment; *Includes 24 of 25 evaluable patients; 1 patient, who progressed due to a new Observed in 3 patients (Figure 3), a|| were HBV+ Wh|Ch iS aSSOCiated
lesion, had no post-baseline target lesion measurement; 'Evaluable is defined as a patient who had at least 1 tumor Wlth poor prognosis
. . . . . assessment after enrollment on study or had progressed or died prior to the initial tumor assessment.
Flgure 1: #ag:| Ioéll:e(;YrEnBclgdlng Prevents Macrophage-Medlated Abbreviations: DCR, disease control rate; PR, partial response; SD, stable disease. Ni - hi 3 el c fwh | had
= ¢ NIne patients acnievea stable disease, some of wnom ailso ha
Immune Suppression ~ PD-1mAb_ ~ BGB-A317 significant reductions in AFP (Figure 7)
j with FcyR binding - without FcyR binding Figure 4: Duration of Treatment and Response . . . .
. | e The preliminary safety profile and antitumor activity support
o ,1)“‘\\‘/ e el continued development of BGB-A317 in patients with advanced HCC
oLt cell ® ‘/
4 EINS
PD-1 il N\
\\ il - e n ° ~ Table 2: Treatment-Related Adverse Events
erezé:&"or MHES fimor @ Tumor |
T cell Cell : : T cell Cell HCC Population (N=40)
& N H HBV infected
| Activating FoyR Sy, Crosslink ® > B HBV+HCV coinfected S
Mensagngie — L — ‘_E B HGV infectod All grades Grade 23
ForR —S + (FCBF?EL-Jﬁil)?) N % M Uninfected - e 21 1
efectorce effaotor cel Y FoyR '_[l>> [> Ongoing patients ny treatment-relate
W | el o3 N ol g 3 ® Time of response
. " 3 Y Time of progression Rash 8 0
Crosslinking may bridge No bridging FcyR* cells and . . . . . . . . . . . . . . . .
suppressive cells and . no activating PD-1 pathway 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 Pruritus ) 0
. CDA+/CD8+ T cells to constrain | Weeks on Treatment _
_ their antitumor ability ; AST increased 3 0
Adapted from Dahan et al, Cancer Cell. 2015;28:285-295. Each line represents an individual patient.
Fatigue 2 0

Figure 5: Baseline and Most Recent CT Assessment in the
M ETHODS Three Patients with Partial Response Hypothyroidism 2 0

Male patient, 48 years old, lesion site liver,

Study Design 77% overall tumor reduction against baseline, partial response Decreased appetite 2 0
Figure 2: Schematic of the Study Design Acute hepatitis*® 1 1
KEY PHASE 1A, PART 1 PHASE 1A, PART 2 PHASE 1A, PART 3 .
OBJECTIVES  Dose Escalations : Schedule Expansion* ' Fixed Dose ALT increased 1 0
? Expansion'*
0.5 mg/kg Q2W, n=3 2 mg/kg Q2W, n=20 Blood creatine increased 1 0
PHASE 1A
2 mg/kg Q2W, n=6 2 mg/kg Q3W, n=21
Safety, — —> 200 mg Q3W Blood creatinine increased 1 0
RP2D, and 5 mg/kg Q2W, n=6 5 mg/kg Q2W, n=20 n=13
preliminary )
efficacy 10 mg/kg Q2W, n=7 5 mg/kg Q3W, n=20 QT prolongation 1 0
Ry g Male patient, 56 years old, lesion site adrenal metastasis, Skin reaction 1 0
o . . . .
Indication Expansion 42% overall tumor reduction against baseline, partial response Chils 1 .
Expansion in ~330 patients with multiple tumor types
PHASE 1B .
ARM 1 ARM 2 ARM 3 ARM 4 Feelmg hot 1 0
Effic?ciy gnd Nlﬁlg-gsrcnaar:lccezfll Ovarian cancer Gastric cancer Hizit:?:oerlgar
Srﬁuelti}éllg n=50 n=20 n=50 n=50 Nausea 1 0
tumor types Heaﬁzr%?—\eck ARM 6 . ARM 7 . ARM 8
p Esophageal Triple-negative Cholangiocarcinoma .
ng:rrgggfnge carcinoma breast cancer Vomltlng 1 O
n=20 n=50 n=20 n=20
- ol ol carci intesti Arthralgi 1 0
Renal cell carcinoma, bladder cancer, melanoma, Merkel cell carcinoma, sarcoma, gastrointestinal stromal tumor, r ra gla
or cutaneous squamous cell carcinoma. Or any other metastatic microsatellite instability-high or mismatch repair
deficient solid tumors, such as CRC or pancreatic cancer
n=50 Proteinuria 1 0
*In select tumors for RP2D determination and preliminary differentiation. Male patient, 71 years old, lesion site lung,
"In select tumors at fixed doses that do not exceed the exposure of MTD. 45% overall tumor reduction against baseline, partial response Cough 1 0
*Conducted in parallel with phase 1B.
Abbreviations: MTD, maximum tolerated dose; RP2D, recommended phase 2 dose. .
Hypertension 1 0

® The study design is detailed in Figure 2

Data presented as n.
Bold font indicates events that are possibly immune related.
*Acute hepatitis was fatal (grade 5).

¢ Treatment-related AEs occurred in 21 of the 40 patients with HCC (Table 2)
— All but one of these events were grade <2

— In phase 1A, 10 mg/kg Q2W was the maximum administered dose; MTD was not reached
— All patients in phase 1B received BGB-A317 as a 5 mg/kg IV infusion Q3W
— Radiographic assessment was every 9 weeks

— Results presented here include patients with advanced HCC treated with 5 mg/kg Q3W
Key Eligibility of the Pooled HCC Population Subset

— The most common events were rash (n=8) and pruritus (n=5)

e Adult patients (aged =18 years) with histologically or cytologically confirmed advanced/ * Two patiegts éji;céontinu.(ejd trzatnI]etntdC![uet to ?ny trtet?tr?hent-emetrge’?t AE, one of which
i i i i, - was a grade considered related to treatmen e investigator

metastgflc.HCC .who r.\ad.n(?t received prior PD-1 (.)r.PD. L1 treatment were enrolled Figure 6: Change in Tumor Burden over Time g . | | y 9 o

— Specific inclusion criteria included Barcelona Clinic Liver Cancer stage C or stage B = 180 — A 49-year-old Asian male with HBV and HCC widely metastatic to brain, liver and
refractory/not amenable to loco-regional therapy, and not amenable to a curative % 160: HBV infected lung, developed evidence of progression (disturbed consciousness, abdominal
treatment approach, and Child—Pugh A without encephalopathy of any grade £ 4404 : ECB;\\;foCVtir;fected pain, and changes on chest x-ray) shortly following the first and only dose of

Q in : : : :

- Eligible patients must have a hepatitis B virus (HBV) viral load <200 1U/mL 2 120- ® Uninfoctod BGB-A317. The patient died approximately 5 weeks after entering the study,
(~1000 cps/mL) and subjects with active HBV infection need to be on anti-HBV '2 100- I> Ongoing patients desplt.e treatment with methylprednisolone and entecavir. Viral ser_ology was
suppression for =3 months throughout treatment and for 6 months after £ 80 +++ Immediate sorafenib pretreatment negative; no autopsy was performed. The cause of death was attributed to acute

- Patients with active hepatitis C virus (HCV) infection who are untreated are not 2 604 "2 hepatitis and confounded by rapid disease progression
allowed on study B o0l A g
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