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FALUCA Study Design

> SE '”B/'_V TESEIENRNS NEGHE Fruquintinib 5mg + BSC Continuous
- Failed 2 prior chemotherapy regimens 3-weeks-on / 1-week-off (N=354) treatment until

« EGFR mutation or ALK translocation were PD, intolerable

permitted if treated with EGFR/ALK-TKIs Placebo + BSC toxicity,

» Patients screened n=730 3-weeks-on / 1-week-off (N=173) or withdrawal
« Randomized N=527

STRATIFICATION FACTORS: [Tumor assessment: 4 wks, 8 wks, and every 8 WKS}
* EGFR status: mutant vs. wild type (EGFR+ must have failed EGFR TKIl)

 Prior VEGF inhibitor therapy: yes vs. no

» Multicenter, randomized, double-blind, placebo-
controlled, phase lll trial (NCT02691299)

e Fruquintinib: a highly selective, potent, oral VEGFR TKI1,

Antit et in NSCLE PoC studies both " 2 * Recruitment: Dec 2015 to Feb 2018
o Antitumor effect in oC studies both monotherapy . e
and in combost®l, and in mMCRC Phase Il monotherapy. Data cut-off: 21 Sep 2018_

* PRIMARY ENDPOINTS: Overall Survival (OS)

e Other VEGF/VEGFR TKIls known to be hampered by safety

. : : « SECONDARY ENDPOINTS: PFS, ORR and DCR
issues, as monotherapy or particularly in combosl.

Shun Lu Shanghai Chest Hospital China 1. Sun et al, Cancer Biol Ther. 2014;15(12):1635-45; 2. Lu et al, J Clin Oncol. 2018 Apr 20;36(12):1207-1217; 3. Lu et al, #10907 WCLC 2017; 4. Li et al, JAMA 2018 Jun
) )

26;319(24):2486-2496; 5. Seto et al, Lancet Oncol. 2014;15(11):1236-44.
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Primary (OS) &
Secondary (PFS, ORR & DCR) Endpoints — ITT Set

OVERALL SURVIVAL BY TREATMENT GROUP - PROGRESSION FREE SURVIVAL BY TREATMENT GROUP
Intention-to-Treat Set — Intention-to-Treat Set

Fruqg. 5mg Placebo = ; Frug. 5mg Placebo
W g . .
T 0.8 - n/N 244/354 111/173 Fos-| n/N 284/354 146/173
g " :
S . o i .
307~ Median 8.94 mo 10.38 mo ro7q 1 Median 3.68 mo 0.99 mo
I s .
o 06— 0 0.6 - ;
g p-value 0.841 g E p-value <0.001
= 0.5 0.5 L
S0 Stratified HR 1.02 £ Stratified 0.34
z (95% CI) (0.816,1.283) | 2™ % HR (95% CI) (0.279, 0.425)
E 1 2 5;
o2+ TR 3
________________ g
0.1 - o
00 _I ! 1 ] I ] I ] I ] I ] I ] I ] I ! 0-0 a 1 -------- !
o 2 4 6 8 10 12 14 16 1% 20 22 24 26 18 30 iz 34 1; ;_I; ; :5 ; 1'0 1I2 1I4 1I5 llg zlu 2I2 2I4
NUMBER OF SUBJECTS AT RISK Time (months) NUMBER OF SUBJECTS AT RISK Time (months)
Frug.3s4 322 264 219 166 126 102 74 58 46 35 23 15 10 B 2 2 0 Fruqg. 354 232 138 5 41 22 14 & 4 3 2 2 0
Pbo 173 143 123 99 S0 71 51 ] 28 21 18 14 11 5 2 1 1 1] Pbo 173 45 14 10 1 o

TUMOR ASSESSMENT  Fruquintinib, n (%) Placebo, n (%)

M Fruquintinib failed to meet the primary efficacy

Objective Response Rate 49 (13.8) 1(0.6) .

(ORR) 5<0.001 endpoint of OS.

Disease Control Rate 236 (66.7) 43 (24.9) B Fruquintinib met all secondary efficacy endpoints.
(DCR) p<0.001
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Overall Survival:

Post-hoc sensitivity analysis of subsequent AT Ts*

OVERALL SURVIVAL BY TREATMENT Patients without subsequent Anti-tumor Treatment (ATT?*):
GROUP - Intention-to-Treat Set SIGNIFICANT OS BENEFIT IN FRUQUINTINIB GROUP
Frug. 5mg  Placebo 05 ] - Frug. 5mg Placebo
- n/N | 244/354  111/173 . :j i~ 146/207 A3/65
£ Median 894mo 1038mo | 3 g |g"] Median  7.00mo  5.06 mo
T 06 p-value 0.841 Z 0O 5. value 0.010
g" S, Stratified HR 1.02 >0 2] | : :
ED.S— L‘h.,_ (95% Cl) (0816, 1283) - I_I Egj_ """""""" Stratified HR (95% Cl) 0.64 (0453, 0903)
S 04- - ¢ -< I §02_
g 92 2
EM (7) O §0_1— _______________
goa4 AR () | goo- B —
01 0 2 4 6 8 10 12 14 16 15 20 22 24 26 28 30
o4 Patients with subsequent Anti-tumor Treatment (ATT?):
0 ] 4 [ & W 12 uw 1 1 w n W ¥ W W 17 M EXTENDED OS BENEFIT IN BOTH GROUPS
NUMBER OF SUBJECTS AT RISK Time (months) o
Fruq.s 4 4 i
PO e 10 % W N B M m A B W E 4 1 —> ey Pleeeho
" Sos ' n/N 98/147 68/108
ATTS (ANTI-TUMOR TREATMENTS), 201 vedin  1087mo 1245 mo
Q ' Sos- \ p-value 0.767
* Chemotherapy: 29.7% vs. 53.8% g0 Stratified HR (95% CI)  1.05 (0.765, 1.437)
« Targeted therapies (Anti-VEGF/VEGFR, and/or E;E:
anti-EGFR): 20.9% vs. 31.2% £o1
« AZD9291 and anlotinib approved in Chinain 2017 M_ﬂ S
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Treatment-Emergent
Adverse Events (Safety Set)

Fruquintinib

(N=353)
n (%)

Placebo

(N=170)
n (%)

2 Grade 3 TEAEsS
(incidence 21%):
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Fruquintinib

(N=353)
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Placebo
(N=170)

Any Grade

347 (98.3%)

149 (87.6%)

Grade 3 or above

216 (61.2%)

47 (27.6%)

n (%)

n (%)

SAEs 104 (29.5%) 32 (18.8%)
Leading to:

Dose interruption 61 (17.3%) 7 (4.1%)

Dose reduction 85 (24.1%) 2 (1.2%)

Dose interruption or reduction 133 (37.7%) 8 (4.7%)

Treatment discontinuation 37 (10.5%) 9 (5.3%)

Shun Lu, Shanghai Chest Hospital, China

Hypertension 74 (21.0%) 5 (2.9%)
Hand-foot syndrome (HFS) 39 (11.0%) 0
Hyponatremia 14 (4.0%) 3 (1.8%)
Decreased appetite 12 (3.4%) 2 (1.2%)
Weight decreased 6 (1.7%) 0
Proteinuria 5 (1.4%) 0
Stomatitis 4 (1.1%) 0
Nausea 0 2 (1.2%)
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Key Points

B Fruquintinib failed to meet primary efficacy endpoint of OS due to subsequent anti-tumor
treatments after disease progression.

* Anti-tumor therapies after disease progression greatly reduced OS benefits in the ITT population:
» Higher percentage of patients in placebo group received subsequent treatments.
» Subsequent treatments provided substantial OS benefit to patients in both groups.

B Fruquintinib met all secondary efficacy endpoints (all p<0.001).
< PFS (3.68 vs. 0.99 months, HR=0.34) ORR (13.8% vs. 0.6%) DCR (66.7% vs. 24.9%)

B Fruquintinib demonstrated a good safety profile consistent with expectations.

% Most Grade 3 or above TEAEs were target-related and clinically manageable, such as hypertension and HFS.
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