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[ Abstract ] Background and purpose: For patients with human epidermal growth factor receptor 2 (HER2)-positive metastatic
breast cancer, trastuzumab treatment can prolong the overall survival and significantly improve the prognosis of patients. However,
the reference original research trastuzumab (Herceptin®) is more expensive. Biosimilars have comparable efficacy and safety
profiles while increasing patient access to treatment. This clinical trial aimed to evaluate the efficacy, pharmacokinetics, safety and
immunogenicity of the trastuzumab biosimilar AK-HER2 compared to trastuzumab (Herceptin®) in patients with HER2-positive
metastatic breast cancer. Methods: This multi-center, randomised, double-blind phase Il clinical trial was conducted in 43 subcenters
in China. This study complied with the research protocol, the ethical principles stated in the Declaration of Helsinki and the
quality management standards for drug clinical trials. It was approved by the hospital's medical ethics committee. The clinical trial
registration agency is the State Food and Drug Administration (clinical trial approval number: 2015L.04224; clinical trial registration
number: CTR20170516). Written informed consent was obtained from subjects before enrollment. Enrolled patients were randomly
assigned to the AK-HER2 group and the control group, respectively receiving AK-HER2 or trastuzumab (initial loading dose
8 mg/kg, maintenance dose 6 mg/kg, every 3 weeks as a treatment cycle, total treatment time is 16 cycles) in combination with
docetaxel (75 mg/m’, treatment duration is at least 9 cycles). The primary endpoint of this clinical trial was the objective response
rate (ORRY) between the AK-HER2 group and the control group in the 9th cycle. Secondary efficacy endpoints included ORR16,
disease control rate (DCR), clinical benefit rate (CBR), progression-free survival (PFS) and 1-year survival rate. In this study,
100 subjects (AK-HER2 group to control group=1:1) were randomly selected for blood sample collection after the 6th cycle of
medication, The collection time points were 45 minutes after infusion (the end of administration), 4, 8, 24, 72, 120, 168, 336, and 504
hours after the end of administration. After collection, blood samples were analyzed by PK parameter set (PKPS). Other evaluation
parameters included safety and immunogenicity assessment. Results: A total of 550 patients with HER2-positive metastatic breast
cancer were enrolled in this clinical trial between Sep. 2017 and Mar. 2021. In the AK-HER2 group (n=237), 129 subjects in the
experimental group achieved complete response (CR) or partial response (PR), and the ORR9 was 54.4%. There were 134 subjects
in the control group (n=241) who achieved CR or PR, and the ORR9 was 55.6%. The ORRO ratio between the AK-HER2 group and
the control group was 97.9% [ 90% confidence interval (CI): 85.4%-112.2%, P=0.784 ] , which was not statistically significant. In
all secondary efficacy endpoints, no statistically significant differences were observed between the two groups. We conducted a mean
ratio analysis of pharmacokinetics (PK) parameters between the AK-HER2 group and the control group, and the results suggested that
the pharmacokinetic characteristics of the two drugs are similar. The incidence of treatment emergent adverse event (TEAE) leading
to drug reduction or suspension during trastuzumab treatment was 3.6% (10 cases) in the AK-HER2 group and 8.1% (22 cases) in the
control group. There was statistically significant difference between the two groups (P=0.027). The incidence rate was significantly
lower in the AK-HER2 group than in the control group, and there was no statistically significant difference among the other groups.
The differences in the positive rates of anti-drug antibodies (ADA) and neutralizing antibodies (NAB) between groups were of no
statistical significance (P=0.385 and P=0.752). Conclusion: In patients with HER2-positive metastatic breast cancer, AK-HER2 was
comparable to the trastuzumab (Herceptin®) in terms of drug efficacy, pharmacokinetics, safety and immunogenicity.

[ Key words ] Breast cancer; Trastuzumab; AK-HER2; Efficacy; Pharmacokinetics; Safety
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Tab.1 Patient demographics and baseline characteristics (FAS)

ENLERL,

AOZHRRELIFEIHT (FAS)

Item AK-HER2 Trastuzumab Item AK-HER2 Trastuzumab
(n=275) (n=272) (n=275) (n=272)

Agelyear ECOG status

Median 53.0 52.0 0 130 (47.3) 117 (43.2)

18-65 246 (89.5) 251(92.3) 1 145 (52.7) 154 (56.8)

>65 29 (10.5) 21(7.7) Target lesions
Height/cm Yes 267 (97.1) 265 (97.4)

Median 158.00 158.00 No 8(2.9) 7(2.6)
Weight/kg Target lesion diameter/mm

Median 60.00 60.00 Median 57.90 61.00
L e ety

Han 257 (93.5) 257 (94.5) Yes 185 (67.3) 172 (63.2)

Others 18 (6.5) 15(5.5) No 90 (32.7) 100 (36.8)
Osseous metastasis History of endocrine therapy for

tumors

Yes 123 (45.1) 118 (43.4) No 179 (65.1) 189 (69.5)

No 150 (54.9) 154 (56.6) Yes 96 (34.9) 83 (30.5)
ER/PgR History of other malignant tumors

ER'/PgR’ 94 (35.7) 80(29.9) No 273 (99.3) 271 (99.6)

ER/PgR’ 108 (41.1) 126 (47.0) Yes 2(0.7) 1(0.4)

ER/PgR" 11 (4.2) 14 (5.2) History of tumor radiotherapy

ER'/PgR’ 49 (18.6) 47 (17.5) Yes 79 (28.8) 79 (29.0)

Unknown’ 1(0.4) 1(0.4) No 195 (71.2) 193 (71.0)
HER?2 positive

Yes 255 (97.0) 257 (97.7)

No 8(3.0) 6(2.3)

*: Unclear of HR satus; 1 patient with ER (-)/PgR (+/-) and 1 patient with ER (+/-)/PgR (-).

114 BH 7%

SIS 1R, B HZ AK-HER2
s Z Bk PR 1, R LR N8 mg/kg,
90 min“EhL, A3, EHEH 164 JEH WY
SER . ZVEMb TR R TS mg/m®, EE 14 )E

MRS 2 R B KR G T, TR R 60 min,
J5 2R YT ¥4 5 AK-HER 255 J5 A il 2 2R A hi e &
M2y, Freezm /oM, HEBRE BRI
JRE BN T T 32 B 25 AR DG B S N o 5 T L
K1,
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Assessed for eligibility Excluded(n=178)
(n=728) ® Non-HER2-positive and hormone (ER/PgR) receptor status(n=44)
® Declined to participate or ECOG (PS)>1 (n=35)
® No measurable lesions(n=27)
>| @ Inadequate organ function(n=23)
® Brain metastases present or suspected(n=21)
v ® Clinically significant active infection requiring treatment(n=_8)
Randomized (1=550) ® The investigator considers the patient unfit to participate in the trial(n=6)
® [ ocally recurrent or metastatic disease that cannot be cured by radical
surgery, and there are indications for the use of taxane-containing treatment
regimens(n=>5)
Y ® Have received chemotherapy or stopped taking targeted drugs for less than
Double blind (n=547) 12 months(n=3)
® Have a history of other malignant tumors within the past 5 years(n=1)
® Underlying diseases that increase the risk of taking study drugs or
uncontrolled severe systemic diseases(n=1)
® Breast cancer without histological or cytological confirmation(n=1)
® Previous trial of endocrine therapy for metastatic disease is not allowed
Reasons for withdrawing and this therapy has been discontinued 2 weeks before randomization
from the trial (n=41) (rescreening)(n=1)
® Patient withdraws ® Have a history of other malignant tumors within the past 5 years(n=1)
informed consent Y y ® LVEF is within the abnormal allowable range within 42 days before
(n=16) AK-HER2 Trastuzumab randomization(n=1)
® Adverse event (n=06) group group
® Researchers believe (n=275) (n=272)
it is not appropriate Reasons for withdrawing from the trial (n=28)
to continue treatment | _| @ Patient withdraws informed consent (n=11)
(n=3) h "] ® Adverse event (n=3)
® Lost to follow-up Y Y ® Researchers believe it is not appropriate to continue treatment (17=3)
(n=1) Finish Finish ® [ ost to follow-up (n=4)
® Other (n=15) (n=234) (n=244) ® Other (n=7)

Bl BEMEREE
Fig.1 Patient flow diagram

115 BHAZRERRFHIFNIFE

A B 2T RO S AR IR 9T RO A o
( response evaluation criteria in solid tumors,
RECIST) 1.1 fi 7 A7 B A HAIAAE o X0
TN 32 BT R A BRSSO SR T 45 R
HBE R MZEHE (objective response rate, ORR )
RIORRY, ffE5E4Z¢f#% (complete response
rate, CR) FIFB4T2%f#% ( partial response rate,
PR) o WKEJT LS 164 8 WING 7 45
B}, FFEORRI16. BRI ( disease control
rate, DCR) . Ifi/R3k 45 % (clinical benefit
rate, CBR) . Joi#FEA A1 (progression-free
survival, PFS) FIAEATERR,
1.2 BEFRE

AR ZIRE FE TR i R rh 2 4 B HiR

FIFAEMLE 234 ( computed tomography, CT )

oy i AR % ( magnetic resonance imaging,

MRI) Kifr. HBEIRIT RSO AL RS S48 7
BOFM R e, 456 H S LIE (blinded
independent central review, BICR ) frifE, 7EH
W6, 12, 18, 27, 36, 45J JiAyr 4
I S 7SN R I [R] g Y AT — PO 0P Al . T
i A WA ), 32003 38 i CTERMR I 3
FHEGEAL N, s ERER A O WM
S CELEEIF . RS RS ) CTEIMRIFIH;

@ IEIREERIHE IR 2 R SE ( central nervous
system, CNS) ¥Hmf, Mk mimn (=) HHe
CTE(MRIFTH ; @ WA E s kb 0 I J it 30
BB, TR TXE A @ i
ZARAE IR A R (BT ) fakt, s i
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CT/MRIGEFAR AR A AT WD o I3 2o 88 7 0
gl (echocardiogram, ECHO ) 2| &K L
B (multigated radionuclide angiography,
MUGA ) XU S REZFA 7T -

1.3 AREMHEME

A58 PE ARG 9T A B A B

(treatment emergent adverse event, TEAE ) .
JEH AN R34 (serious adverse event, SAE ) Hl
PR CIERA R F4F (adverse event of special
interest, AESI) Y& RAERE, HiTAK-
HER2 HsUAF il 2 Bk BT 1 22 A PRI A2 4
FIAA AN B S W A8 T Bl B2 4 ] (medical
dictionary for regulatory activities, MedDRA ) %
i, A R S0 5 B 98 i A R R TR 15
FRUESE4.030 ( National Cancer Institute Common
Terminology Criteria for Adverse Events v4.03,
NCI-CTCAE v4.03) #475r%%.

1.4 Rz HFEIF

ABFFEAESEL, 3. 4. 5. 6, 10, 13, 161

JEIIE o A 25 T A AOR I DT (end of
treatment, EOT ) B}, SREEMAEHTT 25180 N
¢ ( pharmacokinetics, PK) 4#1. ARBFFEAESR
6 R 25 )5, BEPLIERE 1004132 30# ( AK-
HER24] : XFHEZH =1 : 1) T IMEERE, RE
B 8] A5, 50 31 R i 1245 minb) ( BPZA 258530 ) |
UEEE T4, 8. 24, 72, 120, 168, 336,
504 h, REFIMAEHITPKESEL ( PK parameter
set, PKPS) 7347, PKSE >k FIPKPS /3 Hr
Tk, ARG E AT A& Z I E s )
LA, G YRR (steady-state
maximum concentration, Cmax,ss) N TR A
( volume of distribution, V,) . AKumiHERE =M
(elimination half life, T,) . #lkZA2iFazsiEh
R ( steady-state clearance, CLss) F14524[0IB% AN
Il 25 B2 -k a4 T T AR (area under the plasma
concentration-time curve from time 0 to last time
quantifiable concentration, AUC,.) %, KM%k
PERIRIHEAT AN [ 25478 S B R B 4B o 1 2 TR B
(c) -Ifal (o) Blisrbrk 254080 17k e 4R

( pharmacokinetics concentration set, PKCS) .

KR ZE A28 (ligand binding assays,
LBA ) Y & 43 B J i 13 v il 22 2k 5
YUY E . SRR IMEEIE THLZAPiR (anti-
drug antibody, ADA) . AL (neutralizing
antibody, NAB ) Fl#Hr = Mg B 50 928 W B 5

( bridging-ELISA ) #7104l 22 10 1L i o0
Y SRR
1.5 SitEahiE

RS B ST SCHRARE A ORRALHE 1
B PIALIRY T 61 H (1) F 2T RUFEFRORRIIAR Ak
THER60%, MR il Z 2k b2 2 R
AR R (AESREILAG ) ) (CDE,2020)
i FHAK-HER2 5 Ji Af il 22 R Bt Lb 28 10 S5 2%
BREE [0.8,1.25 1, SRAXUa] S ek 35, B0
a=0.05, =020, AK-HER24] 5%} MRZH#%1 : 11k
I BCR G, KHIPASS 14.0318, % 1&13.0%H)
WiE R, ARSI A 540651373875 .

F KB A 4L E ORRY (95% CI) , ¥
AT 6 2% (per protocol set, PPS) A4
e (full analysis set, FAS) Z3H7r. K74
B s Fisherf5 i 5475 LA ORR16 . CBRFIDCR
Am225], KHKaplan-Meierfit) 7 %54 PFS,
3B R A A A BORIN R 2, A ] L
Bk Hlog-rank K 56 o FE YR BT 30HE n U 59
Brer, PFSRH Cox L A5 KBS [] I 455 Y Ak 1124 [i]
XU LE IR FE95% CI (Waldik ) o 7EPFS 54
#1 (overall survival, OS) ZdE4 #1435 5% H
)2 log-rank & B 11 PE, 43 )2 COX B H 54
HR, 43ZHZE R FIWRSHILZR Z AR K
KA Elog-rank# 8 M HPE, A5 /ZCox|al
I HR,

2 4 R

21 HYRE

AK-HER2 4] F1 % B8 20 1) B 15 457 28 15 ] 2
J748JE . AK-HER2FI Al 2 2R 5 by 7 15 2
FIIT R I N 197.6F1198.2 d, 227481
RS (P=0.950) 5 2549 734 2 8 5 5 4l
J93 850.49F13 863.07 mg, ZRLGI¥E XL
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(P=0.945) . AK-HER2ZHFIXS BEZHh, £t
FTOP I RERIRIT KRBT IN167.0M1159.5d, 25
TG (P=0.369) ; 244 V25 &
391 063.081F111 023.048 mg, ZRFILGT#
B (P=0.410) .
2.2 TS

K A7 PFH 22 514 (Independent Review
Committee, IRC ) FrifEiFALE i, PPS/#T
W4k B4R, AK-HER24] (n=275) 5%f
B4l (n=241) AYORRILLH97.9% (54.4% vs

55.6%, 90% CI: 85.4%~112.2%, P=0.784;
#2) ; FASHMAK-HER24 5 B4 1Y
ORRO . 495.4% (49.1% vs 51.5%, 90% CI:
82.9%~109.7%, P=0.631; #2) ., W5 &IF
i, PPSHHrifsx 4 KW, AK-HER24H 5%}
IR AYORRIEL 4198.6% (54.4% vs 55.2%, 90%
CI: 86.0%~113.1%, P=0.843) ; FAS/H14h
#H, AK-HER2415X] FRZHAYORRIH 496.1%
(50.5% vs 52.6%, 90% CI: 83.9%~110.2%,
P=0.664; #2) .

2 AK-HER2AFN i Z Tk B AT ROTFS
Tab. 2 Evaluation of efficacy in AK-HER2 group and trastuzumab group

[n(%)]

AK-HER2 (n=275) Trastuzumab (n=272) Ratio (%) P value
Primary endpoint (PPS)
CR 10 (4.2) 7(2.9)
PR 119 (50.2) 127 (52.7)
SD 95 (40.1) 90 (37.3)
PD 11 (4.6) 14 (5.8)
NE 2(0.8) 3(1.2)
ORRY " 129 (54.4) 134 (55.6) 97.9 0.784
90%Cl1/% 48.9-59.9 50.1-61.0 85.4-112.2
Secondary endpoint (FAS)
ORR16 142 (51.6) 142 (52.2) 0.894
DCR 248 (90.2) 241 (88.6) 0.549
CBR 159 (57.8) 164 (60.3) 0.556
PFS
Censored 161 (58.5) 175 (64.3)
Number of events 114 (41.5) 97 (35.7)
Kaplan-Meier #/months
25% (95% CI) 6.1 (4.2-6.3) 6.2 (5.4-7.7)
50% (95% CI) 10.3 (8.6-11.2) 11.7 (10.3-NE)
75% (95% CI) NE (NE-NE) NE (NE-NE)
PFS stratified analysis*
Statistics 1.980 0.159
HR (95% CI) 1.21 (0.92-1.59)
PFS stratified analysis®
Statistics 1.405 0.236

HR (95% CI) 1.18 (0.90-1.54)
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gR2 AK-HER2ZBFN ph ZER AR T B

AK-HER2 (n=275) Trastuzumab (n=272) Ratio (%) P value
(N
Censored/% 273 (99.3) 269 (98.9)
Number of events/% 2(0.7) 3(1.1)
Kaplan-Meier (months)
25% (95% CI) NE (NE-NE) NE (NE-NE)
50% (95% CI) NE (NE-NE) NE (NE-NE)
75% (95% CI) NE (NE-NE) NE (NE-NE)
OS stratified analysis”
Statistics 0.208 0.648
HR (95% CI) 0.66 (0.11-3.98)
OS stratified analysis’
Statistics 0.214 0.643
HR (95% CI) 0.66 (0.11-3.93)

Month 12 99.3(97.1-99.8)

98.9 (96.6-99.6)

": ORR included CR/PR. * Stratified log-rank test was used to calculate P value, stratified Cox regression was used to calculate HR, and the
stratification factor was hormone receptor derived from IWRS. ": The unstratified log-rank test was used to calculate the P value, and the unstratified
Cox regression was used to calculate the HR. ORR: Objective response rate; CR: Complete response; PR: Partial response; SD: Stable disease; PD:
Progressive disease; NE: Not evaluable; CBR: Clinical benefit rate; DCR: Disease control rate; PFS: Progression-free survival; OS: Overall survival;

FAS: Full analysis set; PPS: Per-protocol set; HR: Hazard ratio; 95% CI: 95% confidence interval; 90% CI: 90% confidence interval.

BT R 550, AK-HER24] 32 i E
ORR16451.6% (95% CI: 45.6%~57.7%) ,
¥ HMAORRI6GHNS2.2% (95% CI:
46.1%~58.3% ) , MR ZERTLEITFE L.
AK-HER2# ", AZi{#iECR. PRECE TR E
('stable disease, SD) £A248f, ZiX&HEDCRN
90.2% (95% CI: 86.0%~93.4% ) . XIHRZH,
ZIAHIACR, PRILSDA 24101, Zi{HDCRHA
88.6% (95% CI: 84.2%~92.1% ) , W4llA] L
B, dmERILRITFEL (P=0.549) . AK-
HER241i5CR., PREFF4ESD (SD=24JH ) 5%
KA IL159%1), ZiLECBRAS57.8% (95% CI:
51.7%~63.7% ) . XFHRZH 164437 IACR ., PR
i FF2ESD (SD=24J# ) , Zi{#HCBRK60.3%
(95% CI: 54.2%~66.2%) , PHZLIEILEE, 410
ZERIGIHFE L (P=0.556) . AK-HER2#4H+H
fIPFSH10.34H, XTREAH{7PFS 1171 H .
AT 4 B4R 78, AK-HER2ZH 1 4R AR AN
99.3% (95% CI: 97.1%~99.8% ) , XIHAZH EF7
}798.9% (95% CI: 96.6%~99.6%, K2, #2) .

%n 100 ®=ea == AK-HER2
= == Trastuzumab
é o Censor
= 80

©

=

= 60F

2

% 401

8

“: 20F

g

A o 1 2 3 4 5 6 7 8 9 10 11 12

t/month

AK-HER2

Trastuzumab

275 260 226 196 192 163 158 127 123 95 90 69 1
272 253 222 195 188 165 158 126 122 101 94 73 1

E2 Kaplan-Meierf&iit® ( IRCIEf, FAS ) B RAK-HER2A K
X BB 4R TT I HER2PA MR 1 ZLBRIE B HE HIPFS
Fig.2 Kaplan-Meier estimate plot (IRC assessment, FAS)
showing PFS of patients with HER2-positive metastatic breast

cancer treated in the AK-HER2 group and the trastuzumab group
2.3 HWRINZEHER

K HPKCS/3 i AK-HER2 41 1% 08 £ ()
AUC,. L& N97.87% (20 911.74 vs 21 366.27,
90% CI: 91.13%~105.12% ) , CustbRH
95.76% (90% CI: 90.25%~101.59% ) , T,k
Z}98.75% (90% CI: 91.05%~107.11%) ,
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CLsskHEH102.21% (90% CI:
94.80%~110.20% ) , V, L% 5100.94% (90%
Cl: 93.27%~109.23% ) , &5 EH, AK-HER2
ZH RN B PK S E Y J LA 34 L 28 Je90% C13Y

TEAE X ] 80.00% ~ 125.00% P4, 4 (6] 2% R o458
e L, W 45 AR AP 259 1 25108 1124
FRAEARML (3, K3) .

R3 HRINZSHENBENLEN (1-20) EFXERE (PKPS)

Tab. 3

(1-20) confidence interval test of pharmacokinetic parameters after logarithmic transformation (PKPS)

AK-HER2/trastuzumab

Parameter Group N GMLS mean 95% CI
Ratio/% 90% CI

Cranss (Hg/mL) AK-HER2 54 141.43 134.59-148.61 95.76 90.25-101.59
Trastuzumab 52 147.70 140.43-155.34

AUC,., (h*pg/mL) AK-HER2 49 20911.74 19 699.20-221 98.91 97.87 91.13-105.12
Trastuzumab 47 21366.27 20 102.08-22 709.96

Ty, (h) AK-HER2 49 164.58 153.78-176.15 98.75 91.05-107.11
Trastuzumab 47 166.66 155.50-178.63

CLss (mL/h) AK-HER2 49 17.20 16.15-18.32 102.21 94.80-110.20
Trastuzumab 47 16.83 15.78-17.95

V, (L) AK-HER2 49 4.08 3.82-4.36 100.94 93.27-109.23
Trastuzumab 47 4.05 3.78-4.33

1000 [ ~5- AK-HER2 1501 -~ AK-HER2

=#= Trastuzumab

—_

(=3

(=]
T

Plasma concentraion/(ug-mL™)

0 72 144 216 288 360 432 504
t/'h

=#— Trastuzumab

1251

100

W
(=
T

Plasma concentraion/(ug-mL™)
N
w

o)
(%
T

0 72 144 216 288 360 432 504
t/h

E3 ZitEE6eEIAEkEIT6 mo/kyik b Zh+ % A E 6 ma/kgXt BR 24+ % P i 2 Y TF 19 M 253K FE— Bt ] Bl (Mean+SD) (PKCS)

Fig.3 Average plasma concentration-time chart of subjects receiving intravenous infusion of 6 mg/kg AK-HER2 + docetaxel or 6 mg/kg

trastuzumab + docetaxel in the 6th cycle (Mean+SD)(PKCS)

24 HEFEHER

AWFgEd, AK-HER241114] (4.1% )
ADABHME, XFIRAAHTH (2.7% ) HFEADAF
Moo SRR I T 4L 5 ADA IR 5
RN, ZRIEGIHFEEL (P=0.385)
AK-HER2ZHA 645 (2.2% ) HENABBHIE, IR
HAAH) (1.6% ) BENABFHM: . K FHFisherki %

SHTAINABIHME R 2257, R, ZRTE5R
H#EE L (P=0.752, $#4) .
25 REMHER

TEAK-HER2LFIXT IR, S TEAER A
He A 10096.4%F199.3%, 4 F TEAER AL
ROKigs, ZRAGIFEL (P=0.021) . B
A2 IRHA SAEM K AR 51015.6%H113.6%,
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MAESIHY % 3857 51 58.2%F159.2% . 5 %F
AL, AK-HER24{54.TEAEMSAEX 4=
KA, P2 H Y o — B & 4 S AEST,
AK-HER2H X1 (0.4% ) KA IEETEAE
(49 ) , XA 3E (1.1% ) KAEBIEMH
TEAE (5% ) , Hy 14 (0.4% ) S5hZEk¥bt

YNAITHG, 14 (0.4% ) 52 Vb IEL YA
ST ARG o M2 BRI HTIR YT 5 B2 W ek i kT A
ITEAER A%, AK-HER24 }3.6% ( 10f] ) ,
XTHEZH M 8.1% (22f1) , ZRAZLITFEEX
(P=0.027) . AK-HER24 % = %55 % HE4H B i
Wb (£4)

®4 REEEBELES

Tab.4 Summary of immunogenicity data

Item AK-HER2 (n=267)  Trastuzumab (n=256) Statistics P value Method
ADA

N (N Miss) 267 (8) 256 (16)

Pre-existing ADA) 17 (6.4) 13(5.1) 0.402 0.526 Chi-square test
Post-baseline ADA” 20 (7.5) 10(3.9) 3.105 0.078 Chi-square test
Negative 239 (89.5) 236 (92.2) 1.121 0.290 Chi-square test
Treatment-induced ADA™ 11 (4.1) 72.7) 0.755 0.385 Chi-square test
NAB

N (NMiss) 267 (8) 256 (16)

Post-baseline NAB' 14 (5.2) 6(2.3) 2.988 0.084 Chi-square test
Treatment-induced NAB™ 6(2.2) 4(1.6) NA 0.752 Fisher

" Regardless of the situation before taking the medicine, any positive result after taking the medicine. ™: It was negative before taking the medicine
and was positive any time after taking the medicine. N Miss meant that the subject only has the immunogenicity test results during the screening

period and did not have the immunogenicity test results at follow-up visits.

ABFFE AT T AK-HER24H 5 %o B 2H S5 8 T,
TEAEM &R, 38 A4l . kg i
WD B N RS AL Bl T = TR A R
AR T %, AK-HER24H 5% IR 20 A [H]
TEAEA LSS5 . AR FEOR A (72.7%
vs 73.5% ) . Frifil (41.5% vs 46.0% ) . I/ MRIE
B (9.5% vs 13.2% ) . R (72.0%
vs 73.2% ) . AR EFEH L= (25.1% vs
25.7% ) FIRA AR D ILFERBE TR (24.0% vs
26.5% ) o WA PER, UL ETEAER A FAK-
HER24 4850 FRZA AR . A2 AN R I vy R
el R, X R A HE B A9 A R A e
N, AK-HER2 W A BN (R5) .
AK-HER24 5%t B4 L%, AK-HER241 % #h
(11.6% vs 16.5% ) . =71 (9.1% vs 12.1% ) #

JETE (10.9% vs 14.3% ) & A 3R A0 IEZL B 5
b, AE R LR E R Y & R AK-HER24]
FEXT B2 IS B (13.1% vs 8.1% ) o
ASHIFFE XF 25 0 0 E B M R G MR TTAL 45

R, AK-HER24]5 %) MR 1 4200 % 5 1 534X
(left ventricular ejection fractions, LVEF ) 3
2L K C4D1H)64.0%, Cl6DI1H i E5r 5] K
64.0%562.0%. {EEOTHf[H] 4, AK-HER241Y5
Xf BEZH B LVEF Hh A 880530 63.0% 5 62.7%., HE
2. C4D1, C7D1. C10D1, C13D1, C16D1Fl
EOTA A [ EL I [A] 55, PRZHLVEF P 4022 55
TgitEE X (£6) o AMREREIR, AK-
HER241 -5 X BEZH 259 1100 E 35 1 22 S G 2%
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Tab.5 Summary of safety data

Safety data AK;HER2 Trastllzumab Safety data AK;HER2 Trastllzumab
(n=275) (n=272) (n=275) (n=272)
Number of TEAE 4738 5049 AESI related to study drug 79 (28.7) 78 (28.7)
Any TEAE 265(96.4) 270 (99.3) Grade 1 58 (21.1)  58(21.3)
Grade 1 259(94.2) 259 (95.2) Grade 2 32(11.6) 32(11.8)
Grade 2 232 (84.4) 233 (85.7) Grade 3 6(2.2) 3(1.1)
Grade 3 164 (59.6) 173 (63.6) Grade 4 3(L.D) 0(0.0)
Grade 4 100 (36.4) 90 (33.1) Grade 5 0(0.0) 0(0.0)
Grade 5 3(1.1) 5(1.8) Treatment-related AEs occurring in>10% of patients
TEAE related to study drug 173 (62.9) 176 (64.7) Decreased white blood cell count 200 (72.7) 200 (73.5)
TEAE leading to drug withdrawal 6(2.2) 3(1.1) Decreased neutrophil count 198 (72.0) 199 (73.2)
SAE 43 (15.6) 37 (13.6) Increased alanine aminotransferase 69 (25.1) 70 (25.7)
Grade 1 5(1.8) 7(2.6) Increased aspartate aminotransferase 66 (24.0) 72 (26.5)
Grade 2 17 (6.2) 18 (6.6) Weight gain 56(20.4)  49(18.0)
Grade 3 12 (4.4) 15(5.5) Decreased platelet count 26 (9.5) 36 (13.2)
Grade 4 15(5.5) 13 (4.8) Anemia 114 (41.5) 125 (46.0)
Grade 5 2(0.7) 4 (1.5) Alopecia 66 (24.0)  62(22.8)
SAE related to study drug 16 (5.8) 12 (4.4) Pyrexia 32 (11.6) 45 (16.5)
Deaths 1(0.4) 3(1.1) Asthenia 25(9.1) 33 (12.1)
Deaths related to study drug 0(0.0) 1(0.4) Hyperglycemia 43 (15.6) 42 (15.4)
AESI 160 (58.2) 161 (59.2) || Diarrhea 30(10.9)  39(14.3)
Upper respiratory infection 36 (13.1) 22 (8.1)

Unless otherwise stated, data were expressed as n (%) adverse events, and adverse events arising from TEAE treatment were coded using the Medical
Dictionary for Regulatory Activities version 21.1 coding dictionary. The severity of adverse events was assessed using the National Cancer Institute
Common Terminology Criteria for Adverse Events.The TEAE data in the table were all included as soon as they have appeared.

®6 AOEHMSBAZLEINE. TUESH (SS)

Tab.5 Analysis of measured values and change values of LVEF after medication (SS)

Actual value Change value (post-pre)
AK-HER2 Trastuzumab AK-HER2 Trastuzumab

Baseline

N (NMiss)” 275 (0) 271 (1)

Mean=+SD 64.738 £4.872 64.140£5.035

Median 64.000 64.000
C4Dl1

N (NMiss) 229 (46) 222 (50) 229 (46) 222 (50)

Mean+SD 63.8551+4.376 64.1491t4.642 -0.578+4.974 —0.161£5.332

Median 64.000 64.000 0 0
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Actual value Change value (post-pre)
AK-HER2 Trastuzumab AK-HER2 Trastuzumab

C7D1

N (NMiss) 178 (97) 174 (98) 178 (97) 174 (98)

Mean+SD 63.718 £4.085 63.8561£4.564 -0.701 £5.069 —0.446£5.300

Median 63.000 64.000 -1.000 -1.000
C10D1

N (NMiss) 149 (126) 147 (125) 149 (126) 147 (125)

Mean+SD 63.1241£3.942 63.7661+4.270 -1.294+4.989 -0.582+4.930

Median 63.000 63.000 -1.000 -0.800
C13Dl1

N (NMiss) 117 (158) 118 (154) 117 (158) 118 (154)

Mean+SD 63.2861+4.099 63.86914.875 —0.5571£4.884 —-0.415+£5.985

Median 63.000 63.100 0 0
Cl6Dl1

N (NMiss) 89 (186) 93 (179) 89 (186) 93 (179)

Mean+SD 63.431£3.951 63.08014.683 -0.159£5.276 -0.991£5.747

Median 64.000 62.000 1.000 -1.000
EOT

N (NMiss) 245 (30) 237 (35) 245 (30) 237 (35)

Mean+SD 63.503£4.560 62.876£4.564 -1.199£5.107 -1.308 £5.735

Median 63.000 62.700 -1.000 -1.000

"NMISS represented the number of subjects who did not obtain the test results due to various reasons.C, Cycle; D, Day; C4D1, C7D1, C10DI,
C13D1, C16D1 and the last visit respectively represent the measurement of left ventricular ejection fraction on the first day of the 4th, 7th, 10th, 13th

and 16th cycle of treatment and the last follow-up visit.
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