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= EYIHE LI (Biosimilars)
HN4E

BERESE D FEERERTZRMANE
MR L EYREIRE L IR EY SR
BHIREF R HAE > HEE R £ YRR A B RAE
4 ETEY)FE{LZE (Biosimilars) ) iEE B B i5
AER /N FIE &I 2 R 2 (generic drug)
NERETHENCR SRR R £Y1E
LR EHARIEE L ABIR A EBNARD T
EHEER BRAEILERNEMNER (7§
W2 E M ) B2 RN RZN R AR %
BEIRENEESED EECEELEEFEER
FERIERRE2EREZEUNER L8
L% T FE B M%  F It Biosimilars 78 RE R
MR MEYE TR (biobetter) I S BUNE % &
T2 B LIZERERRER » FIUI{E EREERA
HIMIk&ERZ G-CSP TN E B IRITASEEY)
(Monoclonal antibody) 111 & i {11 » #0 7 e 25 2%
#) trastuzumab # bevacizumab % B 2
TR E Y BUEILERE G-CSF TE B Z LB MW &>
AR ERARNE B MK E — R U BB E
HItEREFBREN DT REREYE

IR R B Al trastuzumab BA H{EEY)HE
MEZRIBUNEE R EIES (European Medicines
Agency, EMA) X EB B mE ¥ EE B (Food
and Drug Administration, FDA) 5 A 3% &k %
& HerzumarKanjinti~Ontruzant~Trazimera &

Ogivrie

HREMELUERRE2EREEET
ARENERAR MEEENFRERBY
(Totality-of-the-Evidence) E13Z 45 #8 EAINAETE 1%
D JEERPRET(EPK £ PD 805 iR R 145
AR ER AR BRAE R (R— ) ALLEZAIE
FrEIZ 2N RG] LU EREE EMA 1208 YDAE LIEE
HIEREFRED

1. Al
EYELEN R B S ME R Y TR
B (binding site) KB E M B R EBL L
# (high order structures) F 4B R AEE,
fiTE 1T 2 EJ L )90 trastuzumab biosimilar
(Kanjinti A1 Ontruzant) S BX N & EE 2 £ &
Eb ¥ BEBK B 5E (peptide mapping) —E 2z 4h 40
EEEMER A EEEER (glycoforms) BIEERE
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New biologic drugs Biosimilars

Individual quality assessment, but focus on comprehensive
comparison with the reference product

Quality Individual quality assessment

Preclinical trial Full program
Clinical trial

Phase | v

Phase Il v

Phase llI Allindications

Patient population  Any

Study design Superiority

Endpoints OS, PFS
Extrapolation Not allowed

Abbreviated program, mainly focus on tolerance and PK/

PD

PK/PD study only

X

One representative indication

Sensitive and homogeneous

Equivalence Predefined margins

ORR, pCR

Possible if justified

Abbreviations: PK=pharmacokinetics, PD=pharmacodynamics, OS=overall survival, PFS=progression free survival,
ORR=0bjective response rate, pCR=pathological complete response

x"— . EVEURERESE R EhAT R LR

(glycosylation) &> (Xl 2% BE B (L 2 7R E ZE 30 A
FENEERER B 7 Tl EZEYRLIERNE
HABRR 1% EVRZEEIBIBIRINERR (in vitro)
FESEAY 100 RS I A mE A=l B ERS R
(in vivo) KRR BRI (HEE0ZEE) (PK/PD) &%
EMEMGE) -

2. ®EFEH (Immunogenicity)
RREMZEABRERAHHEFENRE
FH%RB R RIS E Y RE| EEmEE
B2 (anti-drug antibodies. KL T~ & ADAs)> H
FtE#EE (neutralizing antibodies) AIAES| &5k
EENHIFAREENTRRESIZEFTRRER
FENRAREM o EERREYMNESEEER
{& & (post-translational modification)> 40 & &
1k ; 2 EYIRE 3 (administration) AR
[ (duration) Ri2 W AXBERBEEE XK

MBS EMEES BEAIK EMA
ZAERNEMENUEKRS EERBR RS
trastuzumab EHE A B YELIET RETE R
= ADAs RN MEHTASHYZE =0

3. {EFA1%%E (Mode of action)
BEYKREBERBRKRAFEREENMAB &£
VB ZE R RS2 E R A EERKE Wa R
2 RY trastuzumab 2 %5 B 58 BT F RS MR RE 14 AR
Pl 48 /T & %% 1 B (antibody dependent cell-
mediated cytotoxicity, ADCC) #R3EREE > [EFF a]
BHZER7DEAIREAY HER-2(Human epidermal
growth receptor factor-2) il EE QR HiBE R
IRANREE G 4 T U0 ADCC SE M58 55 A AE
FHEEREMNBEECHR RS ERET
(afucosylated) K # ZLEEME (galactosylated) FIFE
EEF 2 FoyRllla BHife D FHRM 1% ADCC 7&



M EREEEMS ADCC RS H It
trastuzumab BYEYEINEFIEITREIHAEE
2 (functional assay) #3555 BE E D I 40 i
E~ADCCRsE U /A B2 E iR LA
RE_Eme

B\ BT L R E YR 25

EPAEYMHEMERYNELER RS
% 2B F & B W &8 B (pre-defined statistical
margin) » 5 i 5 B B9 2% & BCD-022 BN & & 3%
& B 5% E KX B (£20%) i # EMA #1 FDA BX
[B]» [z # trastuzumab biosimilars B =1& % h
EAEBMEENERRAR €8 Amgen B
Kanjinti~Samsung #J Ontruzant # Celltrion
89 Herzuma» EFFX L Kanjinti #9 LILAC study
EME—HITEXE IR (single switch) FY &L B >
WZEIREE AR BIEZ IB/AHEM HER-2(+) ILEETR
N HHRAREERRIZM ST 2 & 4 (pathological
complete response, pCR) > & A 1% 5 I {E &
HARY anthracyclines B2 /E{b&E imE B4
Kanjinti~ ¥ B8 48 F§ Herceptin ® (trastuzumab)
B BREENERRNEES £13% 8
AAHRMAE—XEHRIERANES (single
switch ) ZERHNLZERXXXFEAFTRDE LB EE
BRENKREIERREE MR B L LILAC
BRI R R BN 2 R E # (multiple switch) BY
R 5T o BT AL REE/R Kanjinti EEE ¥ FR4RIE N
7.5% B9 FEZ (pCR: 48.0% in Kanjinti, 40.5%
in Herceptin®) > /& & A Herceptin “# |
Kanjinti B9 At R 52 2 HER PR B 3% (Event
free survival : 96.5% in Herceptin —® Kanjinti,
94.2% in Herceptin® — Herceptin ®)? e 34}

EEB A BB AR HERITAGE &+ & A

& B3 docetaxel = paclitaxel & J& 1t % 2 g
trastuzumab E¥HEMEE (Mly-14010) > 45 R4
FE Mly-14010 EEEGERAFABLUE *

S EYRIUZERY B FEAE S

(Extrapolation)

BREPHEKRIE infliximab MR 1% &
6 A 7£ $8 B 2 1% B8 87 X (rheumatic arthritis,
RAVBEN BBEXIEAEERMBERRK
(inflammatory bowel disease, IBD) Y 1 FE& fif »
BELERARRMMD AR EREEER FLb
MBEERBRERRE 5 RE B R ERENE
%4> 18 Dr. Goncalves 7 2019 FERIEUMAEEEE 22
G4 (European Society for Medical Oncology
annual meeting) IREEY B N 2H EZHLER
TRE BrEgREMBELERER ALY
MR BREN DITEEE ADCCBEE8EY 45
B PK/PD &EEM M4 EA L BRITEER
MNIZOEERT 42 T VAR ZE T R A ME B FERE T
ELEMRIBIER AR EEREAMS ) R TR
Mz BRIEEEHEERNEEE S,
tEEE RSO SMEE YRR E R
FEARIEERNHRo

B EY R mERRPiE

Pt B EIMEIRAEHR trastuzumab 2
# & (Herceptin®) 89 ADCC & 14 [ i £ (i1 B
REMmAE W (drifted) B9 1E * > R HA 2018-
2019 489 Herceptin ®E ADCC B4 & i -50%
7£ Ontruzant (trastuzumab biosimilar) & &g
th B8 H pCR % & B N 8 £ & Herceptin®
(pCR:11.1[4.4-17.7] favors biosimilar): B A &
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=SR2 Eam ADCC [FRMas Az EWHELEL
L7 BiH% (B Pivot 5 A58 4 ADCC ] 85 ¥
MEEEYRLENLERE R EHEEER

T8 drifted Herceptin ®MU7E5E R &R (overall
survival: 97% in Ontruzant, 100.0% in non-drifted
Herceptin ®, 89.4% in drifted Herceptin ®)>

{8 Ontruzant £ non-drifted Herceptin ® Lt &
overall survival Bz event free survival M iEZEFL ° o
EMA 58# ADCC &4 B s py e B AR » RR
B RELE E R4 28 LM Mr 22 m
mB At AT RERERREE RS ERNEIE
B> BRR2EIARAERDTEZEERER - &
MESEMBEMRELUE WENEN BEE
YIRS RAEREIIT2EmiNmE Al

1f- € A EY B 22 By 48 BR
nE

BABENIEMRAG A GEPAR-X &
B s EERBENERRSHTBEILES
& ¥ 7 A B 2 B RANK Ligand R IR #98 &
EROHEEBGEE MBS trastuzumab
biosimilar (Kanjinti) + pertuzumab’ e # %
A B E & Kanjinti £ pertuzumab & #1E A
BAI {74 > 1B German Breast Group BIRZ &
884 Kanjinti EEEMMESEMRERS
H LE7E GEPAR-X s B P HFHFE R AR /R o IIb
b #Et 2019 F—BE+TBEARAEBMNIL
& RO\ A Kanjinti BB A » R Eahsv1E
EY) oY pertuzumab 1ZELEEY) > RAEHIR

M Biologics with Competition in Year(including Original and Biosimilar)

M Biologic Molecules without Biosimilar Competition in Year

— Biologic Total Scenario without Further Biosimilars after 2017

Total

165

147
109 130

2014 2015 2016 2017

222 243 258
2019 2020 2021 2022 2023

IQVIA The Global use of Medicine in 2019 and Outlook to 2023 Report. January 2019.
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Conversion rate:1 USD= 0.916562 EUR(01/20/2016)
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Source:IMS Health. MIDAS; IMS Health Market Prognosis; IMS institute for Healthcare informatics, Dec 2015
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R R RIE > MUERKERMELL - R BEF
BEREABEYRE » RAEDERAVBRARMD
55 (hoarseness) IR & o Y EMA Itz 5k R
SYELEEE2ERBERA > M Kanjinti
EEAAEXREMARIAREERINEZSE
M B trastuzumab EAELIEE > ALK EE
F3 Kanjinti BXft Herceptin ® 3B ER % A L8
&> BERS THREMEYBLER » LR
FEEMELETERA -

KA SR BY BEEE » S WIAR (M B A A BR R
FHRERAES RHBENREER RS AR
RTEYHELERARESNFIRRBEER B
R CRVERIR B & 2 /& 14 2 T 3T AE
RREREmPERESE EYELEEs M
REEMA B D EERANZREE HRR
R E VAR EEAS BE(R 1 Th 35 5 35 I BN B BR =3
&7 2 JKERTTH B RTEE (B — )" BB S A
ESBRE R HERH NS HEE
BEEEXE EREVEUENEZE VB
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