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ABSTRACT Objective; To evaluate pharmacokinetics ( PK), efficacy, and safety of atezolizumab
(anti-PD-L1) in high interest cancers in China, including esophageal cancer ( EC), gastric cancer
(GC) , hepatocellular carcinoma ( HCC) , nasopharyngeal cancer (NPC) , and non-small cell lung can-
cer (NSCLC). Methods: This phase I, open-label study was conducted at 6 Chinese sites from August
4, 2016 to April 15, 2019. The patients were =18 years old with a histologically documented incurable
or metastatic solid tumor that was advanced or recurrent and had progressed since the last anti-tumor the-
rapy. The PK phase characterized PK and safety of atezolizumab following multiple-dose administration
when atezolizumab was administered as a single agent. The extension phase studied safety and efficacy of
atezolizumab , as monotherapy (EC, GC, HCC, NPC) and with chemotherapy (NSCLC). Results: This
study enrolled 120 patients ( PK phase: n =20; extension phase: n =20/cohort). Fourty-two patients
(42.0% ) were PD-L1 positive in atezolizumab monotherapy group (100 patients), of the 9 patients
(9.0% ) with microsatellite instability-high ( MSI-H) tumors. Atezolizumab clearance was 0.219 L/d,
and steady state was reached after 6 to 9 weeks (2 —3 cycles) of repeated dosing. Objective response
rates (ORRs) in EC, GC, HCC, NPC, and NSCLC were 10. 0%, 15. 0%, 10.0% , 5. 0% , and
40.0% , respectively. In the patients with PD-L1 positive tumors, ORR was 11.9% with atezolizumab and
46.2% with atezolizumab plus gemcitabine and cisplatin. Two GC patients achieved durable response after
pseudo-progression. The most common treatment-related adverse events in the atezolizumab monotherapy
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group were fatigue, anemia, fever, and decreased white blood cell count. The most common treatment-
related adverse events in the combination group were anemia, decreased white blood cell count, and de-
creased appetite. No new safety signals were identified. Conclusion; Atezolizumab’s PK, efficacy, and
safety were similar in Chinese patients vs. global patients in previous studies.

KEY WORDS Atezolizumab; Pharmacokinetics; China; Neoplasms

B/ N (non-small cell lung cancer,NSCLC) .
985 ( gastric cancer, GC) | IT 40 }g 5% ( hepatocellular
carcinoma, HCC) & % J&# ( esophageal cancer, EC) I
BT} ( nasopharyngeal cancer, NPC) Jg& v [E A B¥ )
BRI, B TE AR Y R X S
()RR 35 AT RE 23 MR % Al M B T B -1 (pro-
grammed cell death protein-1,PD-1) FIFE P 1 240 U 5E
TPt /A& 1( programmed death-ligand 1,PD-L1 ) f1Ji ]3]
PG ST i 3k 45 . PD-1 i) 57 72 EC. GCHCC FI
NPC B I RS C A EESE 7 o 534, PD-
1 F1 PD-L1 #50] & 2 e —2abyr 597
e T I ) s A2 1 NSCLC g™ .

BT 1) Bk BT ( atezolizumab ) o — il B Iy PD-
LI W NIFAC B e BT , © 200k 36 [ 1 ot R 24 it 1
B 453 7 (US Food and Drug Administration , FDA ) 3t
HEHITIRIT ZFRIE B4 0 2016 4F 10 1, Bk
ARG T TR P S ARk T R B s e
LIRS PE NSCLC %" 2019 4R IR %
DA FDA St B2 A 2R BTk 5 AP ARy — 2k
IR PR BRR NSCLCT ™ 2020 4R, 404 56
FEILE N 2 [ SR T B2 R B S 5 DL ARk
PO A Ve —Za A aT VIR HCC ™ X AP 4
fEE HCC (35 b o i B I IR 2 S 25
SRR Al R 2 T ORE e R AT B B AR AR e R
PG RIS, A48 — IR 1 13 , Yk 5L
FIBR AP AT |32 IR RIS E

S BT AR BB R R B IRTT AR
{HIX SR oY F 2R R ERAE TP E AR P TR . AR
PRI, B A Iy X EGs L i 22 55, h R e
ARGl DX P I8 S8 R A A 709 27 I R AR 1 5
WA AERRR 2250 Rk, FAT T T 7 ik s R
B, AR BT 1) 2 B 7 v ] W66 40 9 0 J8 v
B251% 3l 7 2% ( pharmaeokineties, PK ) | J7 % Fll %2 4>
o

1 #REHZE

AW R RZE R T I RS, T 2016 4F
8 H4 HZE 201944 15 HAEPER 6 Mot
DT, WG PK B BARE T P& FIZR PR
Y7 RIS G 40 Bl 2 % M S MR SR ) PR A

(R AR AR H 22017 4F 11 H 19 H) ;87 R
Britb— PR R 1 AE P R R SRR B, B2h
ST R A AT 028 AR AT R0 Il AR 25l Ak H
11:2019 4£ 4 7 15 H) . X 28 645 IV I Y
NSCLC, /e ek 5484 EC .GC . HCC FI NPC,

1£ PK EC .GC HCC F1 NPC A%, Bl 1 £k
FAPUERZRT B B 1 200 mg, # bk (intra-
venous,1V) , & 3 R q3w; (21 £2) d]EE, IF &
Je AR B R A Bk AT B2 1 1 e R B 5 v, AE
1 ~20 mg/kg(q3w) 7)1 F N, R 5 2 d K 32 71
I PEFE I E ) B 1 200 mg(q3w) B3R TT I S [
MR T AT A B 15 mg/kg (Bw)
TEMRA AT HIBAS , e T3 P At S 1565 T4 XL 24 4k
JRRBRIR NSCLC —ZRIAYT (1 ME#E 07 21 R, 44
A NSCLC BASRY S FH e T LU RIRYT - Bl 2k A
HL 1200 mg(IV, 55 1K) P9 fli5E 1 250 mg/m’
(IV,55 1 K 8 K) i4H 75 mg/m* (1IV, 5 1
K, q3wo FPEEFIBREGTRIG T — AL 2 T R
Peai PR IERE [ TER UG AL PG LR J5 , T 7E =4
Sl i SR P T i i SRS T R BR T 1.1 (Re-
sponse Evaluation Criteria in Solid Tumors, RECIST
LoD WA i 5 | | AN n] 42252 i s L A B
B A e IR T AL T . ARYE RECIST 1. 1,4 6
JAC£3 dy KZEE 2 AR PRSI i 22101
Olo TR RS E AR, T DATE SR 2 s 4k 23R
I7 o TSNS FIBEDT I, B 3 A A XA i AT
A RETS o
L1 B AQIAHER bR

AAbnE: BRI =18 & iy Sl 8141
SERYTCEER A A M SO BEAE BT R IR T R
R CRAYIER) 80 &, EAAAAE S IA R AR ETR
PEIRYT I R EHE bR R JT (b, NSCLC BASIA
4T BEAE AR Z AT IV NSCLC J3%) | B fE7E
HAE N RSEFN 9 o [ A, AR RECIST 1.1 25K
A AL ARk, AR AR PE 2H ( Eastern Coopera-
tive Oncology Group, ECOG) JRZSTES M 0/1, A 15 /R
LR E A e Y R AR A I HR B R HEBR
PR s BETEALLIRYT THIR BT R R 45 25 (AR 2
FEHER L T Im R WT TS B B 25 4)) B9 B < 5
A2, [ I AAAE 15 20 P A BOR 23R 7 1 Hh A A
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LR GRS A B SRR 13 s BUXURS

JIT Ay SR AEDT SO IR AT s R 2. B
SERL =1 A JE 4 17 BT A R BT AAR OC PKOSRAE 1Y
B Ak TR A P RS, WA T DL SE
1.2 WS LN

PK AT 5% 1 P25 60, 4 e KM 7 ¥ ¥ ( maximum
serum concentration,C__ ) . %/ Il 75 ¥ & ( minimum
serum concentration, C . ) T H KRB L E MRS
e P 1) & B (accumulation ratio, AR ) | % & -5} [A]
M4k T 1 2 (area under the concentration-time curve,
AUC) Vi 5 (systemic clearance, CL) a4 F
1534 25 F (volume of distribution under steady-state
conditions, V_ ) 12 = ] (half-life, t,,,) . ZARHFFE K
FH C 0TI Y G922 DN 7 125 A 10 e 5 A B BRIV
VREE . PKOCRFEINTA] S50« 56 1 ) 01 45 245 7, B 2 )
RBP4 5 30 min( £ 10 min) ,24 h( =6
h), 72 h( £12 h) , 58 K( +1 K),5 15 K ( +2
K), %2.3.4.8.12.16 J&H], LU 8 RMIZ 5
8 NJEHAMISS 1 K28 24 7, B ) Bk B0 i 45
HJ5 30 min( £ 10 min) , A58 5¢ MR AT 1R 150
it

FEIPEA FIERYE RECIST 1. 1 P58 & ¥
fhiHa E 19 & W 2% it & (objective response rate,
ORR) , Hf 2 AL =4 Jl A7 82 P, DL AT &L
BT R AL+ B RECIST 1.1 PPAG 1 22 fif 47
2} ] ( duration of response , DOR ) Fl1JG i & A= 17 1
( progression-free survival, PFS) | i A= 77 8 (overall
survival,08) LM 6 A~ H Fl/88 1 AR 1) B A7, %
MR AL HE AR I 52 1] [ S R E W ST A 2 ae
JAARIEHRAE ( National Cancer Institute Common Termi-
nology Criteria for Adverse Events, NCI CTCAE) %f 4
RPN R FiF (adverse events, AE ) i & A FEH
JEE AR | A AT ARAE DL R PR 55 55 % 45 SR X
TR AT . 75 5h, AR E R WA T 4 1) O
TERY AE DL BT B ) B BT £ 4R R0 1) B T A 1 XL
B o ARIRIRIA ST T G 3250 % DL PR WA VA i
T LbRA BT e 20 2UbR A LA TR 4 1) e 21
ZURNMIFEA
1.3 geitsortr

I T 058 AT AT Ge T2 B 1 2R
%, FETZRIRMME, A T 5 R8T
PRAE—2, B BRI Y REA 58 20 ], T 5 B
R HEAT IR oA . X PK AT TEAS ARE , (245 A i
A PK BB 4532 1 AT A0 57 f Bl 0 2k B ) S o
HEAT T AR B BB A3 KRR PKOAFAE 4 Bl )

BREAHT PK SHCH Al TH (A R A I AT I B, Al
FHER 1 KA B LB R () 22 S A2 AR R

AR 5 W Clopper-Pearson J5 5 3 il 5 ORR
HKS B 95% B (= X [d] ( confidence intervals, CI)
Kaplan-Meier 75 ¥ f] T4 DOR ,PFS,0S #i1 6 4 J]
/8% 1 4F B A 3, Brookmeyer-Crowley J5 % T+
¥ygE iz DOR . PFS Fi1 0OS 15 95%CI .
1.4 F5E0 2 B e 8 UK

AW 5E AT G E PR U A2 i R R 2
B2 B6 I PRI MTE b /R o 565 5 ) e N
SRR ESRPRE 47 S W I K S ae e SN ] (e P AR 2
Ko ZWFEILAT G FEBREME A28 S BORESR E2A
A (Il R 2 A 5 A 3L sk i 25 1) s SCRIAR T )
I FDA LR EER
2 FR
2.1 MBS

20 BB E 2T PK By Be i pE oY, 100 4] 78 &

ST YRS (& 1), EC,GC HCC NPC Al
NSCLC BAFI# AL 1 20 fij i85

| Pharmacokinetic phase |

Solid tumors (n=20)

| Extension phase |

[ EC cohort (n=20)
| GC cohort (n=20) I
| HCC cohort (n=20) l

Atezolizumab

1 200 mg q3w

Atezolizumab
1 200 mg q3w

[ NPC cohort (=20)

Atezolizumab 1 200 mg Day 1
[NSCLC cohort (n=20) |- Gemecitabine 1 250 mg/m? Days 1 and 8
Cisplatin 75 mg/m? Day 1

q3w

EC, esophageal cancer; GC, gastric cancer; HCC, hepatocellular carci-
noma; NPC, nasopharyngeal cancer; NSCLC, non-small cell lung can-
cer; q3w, every 3 weeks.

B 1 WrsemeE
Figure 1 Study schema

B A BR B BT 25 2 (n = 100 ) BB E F 28
F1H(80.0% ), h 4RI 55.0 £ (K 1), ZHUE
F (81.0% ) 4B /NTF 65 2, 42 ] (42.0% ) BB &
y PD-L1 B, Horbr 34 511 (34. 0% ) Sy g2 4 i PD-
L1 B, 16 5] (16. 0% ) Ay Jif 6 20 fitg. PD-L1 FH 4,
£ 9 H1(9.0% ) 1 & i A Fa 2 1 ( microsatellite
instability-high , MSI-H ) (4 i 2% 7h 5 4411 (5. 0% )
GG,

T BT ) Bk BT B 5 7 Pl 95 AR 26 ( BP
NSCLC BA %1, n = 20) Hh, 2 0 = 2 2 5
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(90.0% ), i 4FHE 9 60.0 2 (£ 1), ZHBH  MEET,9 #1(45.0% ) A% dii PD-L1 FH1E,6
(70.0% ) 4F- s /NF 65 % o 13 i (65.0% )PD-LL I i (30.0% ) /a3 4 PD-L1 FHE

R OAHBH I — L RHE

Table 1 Demographic and baseline characteristics

ltems Atezolizumab (7 =100) Atezolizumab + gemeitabine + cisplatin (7 =20)

Age/years, median ( range) 55.0 (19.0 =77.0) 60.0 (38.0 -77.0)
Age <65 years, n(%) 81 (81.0) 14 (70.0)
Male, n(% ) 80 (80.0) 18 (90.0)
Weight/kg, Median ( Range) 60.0 (33.0-96.0) 64.5 (47.0-94.0)
Study cohort

EC (PD-L1 +/PD-L1-), n 20 (10/10) NA

GC (PD-L1 +/PD-L1 - /EBV +/MSI-H) , n 20 (6/14/10/5) NA

HCC (PD-L1+/PD-L1-), n 20 (8/12) NA

NPC (PD-L1+/PD-L1-), n 20 (15/5) NA

NSCLC (PD-L1 +/PD-L1 =), n NA 20 (13/7)

PK (NSCLC/CRC/GC/UC/EC/HCC/BTC/NET) , n 20 (7/4/4/1/1/1/1/1) NA

ECOG performance score, n( % )

0 21 (21.0) 0
1 79 (79.0) 20 (100.0)
PD-L1+*, n(%) 42 (42.0) 13 (65.0)

PD-L1 IC score”, n(% )

1C0 63 (63.0) 10 (50.0)
IC1 26 (26.0) 6 (30.0)
(o7) 3(3.0) 2 (10.0)
1C3 5(5.0) 1(5.0)
Unknown 3 (3.0) 1(5.0)

PD-LI TC score, n(% )

TCO 81 (81.0) 13 (65.0)
TC1 5(5.0) 1(5.0)
TC2 10 (10.0) 1(5.0)
TC3 1(1.0) 4 (20.0)
Unknown 3 (3.0) 1 (5.0)

Tobacco use, n( % )

Current 6 (6.0) 0
Previous 40 (40.0) 14 (70.0)
Never 54 (54.0) 6 (30.0)

Alcohol use, n(% )

Current 5(5.0) 0

Previous 32 (32.0) 11 (55.0)

Never 63 (63.0) 9 (45.0)
Prior radiotherapy, n(% ) 43 (43.0) 4 (20.0)
MSI-H (all cancer types) , n( % ) 9 (9.0) 0
Prior therapy for recurrent/metastatic disease, n(% ) 91 (91.0) 1(5.0)

CRC, colorectal cancer; UC, urothelial cancer; PK, pharmacokinetics; PD-L1, programmed death-ligand 1; EBV, Epstein-Barr virus; MSI-H,
microsatellite instability-high; BTC, biliary tract carcinoma; NET, neuroendocrine tumor; ECOG, Eastern Cooperative Oncology Group; IC, immune
cells; TC, tumor cells; NA, not applicable. Other abbreviations as in Figure 1. a, PD-LI + status is defined as IC or TC=1% ; b, PD-LI IC score at
baseline; IC <1% (1C0), 1% <IC<5% (1C1), 5% <I1C<10% (1C2), IC=10% (IC3); ¢, PD-L1 TC score at baseline: TC <1% (TCO), 1% <
TC <5% (TCl), 5% <TC<50% (TC2), TC=50% (TC3).
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2.2 R PKRRE

ZWRBPEMBREST 3w 45255 C, 150, IF7E
2 ~3 AR RER RS 2) o BT R BT
BRGNS ISR a R 2 P, a5
G, T L 0 C B B R 2R BT Y
AR JUTFEME > 1, 55 1 JT A B A Bk gt i J L]
FHIME AUC, ,, (n=20) 1 AUC,_,, (n=13) 535k
4450 d - (mg/L) [ A8 53 2 %1 ( coefficient of variation,

1 000

800

600

Atezolizumab serum
concentration/(mg/L)
N
S
S

[\
=
S

0 21 42 63 84 105 126 147 168
CV) =17.2% ] F15600 d - (mg/L) (CV =20.7%) . Nominal time from first dose/d
7. £ v 32 —
EFiggj%{ﬁ F’J‘Kij‘j 0.219 L/d< CV=21.2% ) ° EE ¥ Atezolizumab 1 200 mg administered every 3 weeks.
TE 1 I A 21 KA 4 PK 8, v, il REBY B2 WK ALAE PR LR 257
ffE‘E/ﬁ'{T , Jﬂ: , AUC07 . CL ﬂ Vbs—m‘%j(ﬁffﬁ)ﬁ‘{ﬁo Figure 2  Atezolizumab concentrations in PK cohort
%2 FIERBRIL PK ALBH TS | I PK B4 (n =20)
Table 2 Summary statistics for serum atezolizumab PK parameters in cycle 1 in PK cohort (n =20)
Items Can/ (mg/L) Cin/ (mg/L) AUCy_/[d - (mg/L) ]  AUC,_,*/[d+ (mg/L)] CL"/(mL/d)
n 20 20 20 13 13
Mean (CV) 542 (22.3%) 102 (26.0% ) 4510 (16.6% ) 5710 (19.6% ) 219 (21.2%)
SD 121 26.5 749 1120 46.4
Minimum 377 56.1 2970 3780 165
Median 520 105 4530 5970 201
Maximum 887 143 6 100 7 280 317
GM (CV) 530 (20.9% ) 98.7 (28.7% ) 4450 (17.2% ) 5600 (20.7% ) 214 (20.7% )

AUC,_,, , area under the serum concentration-time curve from Day 1 to 21; AUC, _ ,
minimum serum concentration; CL, clearance; CV, coefficient of variation; GM, geometric mean;

infinity; C,,,, maximum serum concentration; C,; ,

area under the serum concentration-time curve from Day 1 to

PK, pharmacokinetics; SD, standard deviation. a, patients with AUC extrapolation (last PK sample to infinity in cycle 1) >30% were excluded from
summary statistics; b, total clearance of drug was calculated by dose/AUC, _, .

2.3 BEMITRLE R

AHF5EH, EC . GC . HCC \NPC Fll NSCLC BA%1 {1y
ORR 434511 10.0% .15.0% 10.0% 5. 0% F1 40. 0%
(#£3), DOR PFS Fl OS $45 e 34~ BAF 1) v 7 B
Vil a5 32 3, 78 PD-L1 FHPE B %, By F)
BRPABTPAZEA1Y ORR K 11.9% , & 1 rp v PFS Hl
0S 50514 2.8 AN H 1 14.9 4~ H ; Bl A BR B pTie&
T PE At 2 AT 4L ) ORR Sy 46. 2% , 835 B 4
PFS 24 6.9 M~ H , A R ARILF] 50% , Bk T+
i OS(F4) . XFF PD-LI BB, Bl F Bk i
FZG4L ORR Ol 8.9% , & {3z PFS i1 0S 435K
2.7 AR T A 5 Bl e R Bk BRI A3 74 i
JIFEAZH ) ORR 2k 33.3% , [ I PES 5.8 4~
A, EFRRILE] 50% WA b0 0S(£4) .

7t MSI-H g i (n =9) 1 BlEE RN I3 22
fi#e 4.2 A H )G RIS IR, B3 0S iK% 15.0 4>
H(F4), 2 ] GC BE Atk R 5 M k5] T
TR, AR I R AR WL IR R AR BLIR YT o

2.4 HBEMNLEEMER

FEBT R R BR B2 2l v, 98% R E R AE T
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Table 3 Efficacy summary by cohorts
Atezolizumab +
Atezolizumab (n =100) gemcitabine +
Ttems cisplatin (n =20)
EC (n=20) GC (n=20) HCC (n=20) NPC (n=20) PK (n=20) NSCLC (n=20)
10.0 15.0 10.0 5.0 10.0 40.0
ORR (95% CI)/% (1.23-31.70) (3.21 -37.89) (1.23-31.70) (0.13 -24.87) (1.23-31.70) (19.12-63.95)
CR, n(%) 0 0 0 0 0 0
PR, n(%) 2 (10.0) 3 (15.0) 2 (10.0) 1(5.0) 2 (10.0) 8 (40.0)
SD, n(% ) 6 (30.0) 7 (35.0) 10 (50.0) 12 (60.0) 7 (35.0) 10 (50.0)
DCR?, n(% ) 8 (40.0) 10 (50.0) 12 (60.0) 13 (65.0) 9 (45.0) 18 (90.0)
PD, n(%) 7 (35.0) 7 (35.0) 7 (35.0) 7 (35.0) 11 (55.0) 1 (5.0)
NE, n(%) 0 0 0 0 0 0
Missing, n(% ) 5 (25.0) 3 (15.0) 1(5.0) 0 0 1(5.0)
Median DOR (95% CI') /months (s. Oléi;() 8) (11§IE4) (6. 9NFNE) (?\Ié) NA (. 6NFNE)
. - . 1.4 2.7 2.8 3.5 5.8
Median PFS (95% CI) /months (1.4-2.8) (1.4-4.4) (1.4-17.8) (1.4-7.0) NA (5.5-9.6)
. . . . 4.8 9.7 7.8 13.9 NE
Median 0S (95% CI)/months (2.1-10.9)  (3.7-27.6)  (47-NE)  (8.2-21.3) NA (9.6 - NE)
. Y 40 52 61 90 89
6-month OS rate (95% CI) /% (19-61) (29 -75) (39 -84) (77 -100) NA (74 ~100)
. . 25 37 43 57 66
1-year OS rate (95% CI)/% (6—44) (13 -61) (19 -66) (34 -80) NA (27 -100)
. 4.76 7.41 12.16 14.93 15.21 6.95
Duration of follow-up/months, M ( Range) (0.3-29.9) (1.2-29.2) (0.7-29.2) (1.7-26.3) (2.4-27.5) (0.8 -14.6)

ORR, objective response rate; DOR, duration of response; PFS, progression-free survival; OS, overall survival; CR, complete response; PR, partial response; SD,
stable disease; DCR, disease control rate; PD, progressive disease; CI, confidence interval; NE, not evaluable; NA, not applicable; Other abbreviations as in Figure 1 and
Table 1. a, DCR is calculated by taking the sum of CR, PR, and SD.
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Table 4 Efficacy summary by biomarker status
MSI-H
PD-L1 + (n=55) PD-L1 - (n=62) (n=9)
Ttems Jolizims solizums
Atezolizumah 1;:;"”2111;1[;‘16}’ ++ Atezolizumah Z:nuzllll:ll:::’ ++ Atezolizumah
(n=42) cisplatin (n=13) (n=56) cisplatin (n=6) (n=9)
11.9 46.2 8.9 33.3 11.1
ORR (95% CD)/% (3.98-25.63)  (19.22-74.87)  (2.96-19.62) (4.33-77.72) (0.28 -48.25)
CR, n(%) 0 0 0 0 0
PR, n(%) 5 (11.9) 6 (46.2) 5(8.9) 2(33.3) 1(11.1)
SD, n(%) 16 (38.1) 5 (38.5) 25 (44.6) 4 (66.7) 4 (44.4)
DCR®, n(%) 21 (50.0) 11 (84.6) 30 (53.6) 6 (100.0) 5 (55.6)
PD, n(%) 17 (40.5) 1(7.7) 21 (37.5) 0 4 (44.4)
NE, n(%) 0 0 0 0 0
Missing, n(% ) 4 (9.5) 1(7.7) 5(8.9) 0 0
. 20.8 NE 17.1 NE
Median DOR (95% CI') /months (6.9-20.8) (5.6 - NE) (8.0 ~NE) (NE) NE
. - . . 2.8 6.9 2.7 5.8 4.2
Median PFS (95% CT) /months (1.4-4.4) (5.5 -NE) (1.4-3.8) (3.3 -NE) (1.4-15.0)
. . N X 14.9 NE 9.7 NE 15.0
Median OS (95% CI') /months (6.1-29.9) (9.6 - NE) (6.6-13.2) (3.8 —NE) (9.7 -NE)
. . 67 100 64 67 78
6-month OS rate (95% CI)/% (52-82) (100 - 100) (52 -77) (29 -100) (51 -100)
. . 50 75 39 NE 65
I-year OS rate (95% CD)/% (34-67) (33 -100) (26 -52) (NE) (32-97)
Duration of follow-up/months, M ( Range) NA NA NA NA NA

Abbreviations and explain as in Figure 1, Table 1 and 3. a, DCR is calculated by taking the sum of CR, PR, and SD.
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Table 5 Saftey summary on atezolizumab monotherapy and atezolizumab combined with chemotherapy

Items Atezolizumab® (n =100) Atezolizumab + gemcitabine + cisplatin® (n =20)
Patients with =1 AE, n(% ) 98 (98.0) 20 (100.0)
Serious AEs 41 (41.0) 8 (40.0)
Leading to treatment discontinuation 16 (16.0) 0
Leading to any dose modification/interruption” 12 (12.0) 2 (10.0)
Treatment-related 18 (18.0) 7 (35.0)
AEs leading to treatment discontinuation 17 (17.0) 0
AEs leading to any dose modification/interruption® 28 (28.0) 4 (20.0)
Treatment-related AEs 84 (84.0) 20 (100.0)
Leading to treatment discontinuation 7 (7.0) 0
Leading to any dose modification/interruption” 17 (17.0) 2 (10.0)
Grade 3/4 AEs 51 (51.0) 17 (85.0)
Treatment-related 31 (31.0) 17 (85.0)
Grade 5 AEs 11 (11.0) 1 (5.0)
Treatment-related 1(1.0)¢ 0
AESIs 64 (64.0) 12 (60.0)
AEs, n 913 399
Deaths®, n(% ) 71 (71.0) 3 (15.0)
Withdrawal from study due to an AE, n(% ) 0 0

AE, adverse event; AESI, adverse event of special interest. a, percentages are based on n in the column heading. Multiple occurrences of the same
AE in one individual are counted only once except for in the “AEs” row, in which multiple occurrences of the same AE are counted separately; b, dose
modification not allowed with atezolizumab; ¢, due to disease progression, AE, or other causes; d, death.
R 6 TEFIBRAGT A A M A R

Table 6 Adverse events in the atezolizumab monotherapy arm

Ttems Atezolizumab® Ttems Atezolizumab®
(n=100) (n=100)
AEs (=10% ), n(% ) 98 (98.0) AEs leading to treatment discontinuation, n( % ) 17 (17.0)
Aspartate aminotransferase increased 30 (30.0) Hepatic function abnormal 3 (3.0)
Anemia 29 (29.0) Death 2 (2.0)
Pyrexia 28 (28.0) Dyspnea 2 (2.0)
Alanine aminotransferase increased 26 (26.0) Aspartate aminotransferase increased 1(1.0)
Decreased appetite 24 (24.0) Blood creatinine phosphokinase increased 1(1.0)
Fatigue 24 (24.0) Esophagobronchial fistula 1 (1.0)
Blood bilirubin increased 24 (24.0) Fistula 1(1.0)
White blood cell count decreased 22 (22.0) Hyponatremia 1(1.0)
Neutrophil count decreased 16 (16.0) Neoplasm progression 1(1.0)
Bilirubin conjugated increased 15 (15.0) Pneumonia fungal 1(1.0)
Hyponatremia 13 (13.0) Polymyositis 1(1.0)
Weight decreased 13 (13.0) Sudden death 1(1.0)
Proteinuria 13 (13.0) Transaminases increased 1(1.0)
Upper respiratory tract infection 13 (13.0)
Nausea 11 (11.0)
Hypoalbuminemia 10 (10.0)

AE, adverse event. a, percentages are based on n in the column heading. For frequency counts by preferred term, multiple occurrences of the same
AE in an individual are counted only once.
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Table 7 Adverse events in the atezolizumab plus gemcitabine and
cisplatin arm( =10% )

Atezolizumab +
ITtems gemcitabine +
cisplatin® (n =20)

Anemia 15 (75.0)
Decreased appetite 13 (65.0)
White blood cell count decreased 13 (65.0)
Nausea 11 (55.0)
Platelet count decreased 11 (55.0)
Neutrophil count decreased 10 (50.0)
Neutropenia 8 (40.0)
Vomiting 8 (40.0)
Alanine aminotransferase increased 7 (35.0)
Hypoalbuminemia 6 (30.0)
Leukopenia 6 (30.0)
Thrombocytopenia 6 (30.0)
Fatigue 5(25.0)
Pyrexia 5(25.0)
Rash 5(25.0)
Aspartate aminotransferase increased 4 (20.0)
Asthenia 4 (20.0)
Hyponatremia 4 (20.0)
Lymphocyte count decreased 4 (20.0)
Productive cough 4 (20.0)
Blood lactate dehydrogenase increased 3 (15.0)
Bone marrow failure 3 (15.0)
Chest pain 3 (15.0)
Constipation 3 (15.0)
Gamma-glutamyltransferase increased 3 (15.0)
Hemoptysis 3 (15.0)
Hypoproteinemia 3 (15.0)
Weight decreased 3 (15.0)
Abdominal discomfort 2 (10.0)
Amylase increased 2 (10.0)
Bilirubin conjugated increased 2 (10.0)
Blood bilirubin increased 2 (10.0)
Blood creatinine increased 2 (10.0)
Hypochloremia 2 (10.0)
Hypokalemia 2 (10.0)
Hypothyroidism 2 (10.0)

a, percentages are based on n in the column heading. For frequency
counts by preferred term, multiple occurrences of the same AE in an indi-
vidual are counted only once.
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