L

FE2 (NRAKEY He-FY)

2016 APEC 2 F~ i & &F7 31 €
(2016 APEC Biotherapeutics CoE
Pilot Training)

A LRI S S FF F S

B LR B

AR Rt 3R

HEW R 1054 115 7p~105% 114 12 p

FFLpP:106&1 78



F &

2016-# APEC Biotherapeutics CoE Pilot Training & I = &4 172
Htnfo? s (APEC Harmonization Center AHC)Z= sz Rl p f ~ £ £
Bypnd $oioh A S0 PURAR . & A4 2011 APECE & 415 4137
WG] wk ) TGRS o A &R R KGR ISR 2 5
F 8 (o™ R % - P A (2015~2016% ) 5 2 4% > yd F LI £
(2013~2014&# )& E AP ASERE R L R A 473dsm 0 R

PIRZRE =4 B 2 &5 9 GRAE 20208 F R o

A =

1\
?')

B e K eEAPECE A2 2R AR 2l A2 A3 2
PR E SR T BT e LB R 2 P TG TR R

2FEECRERARAG B AR fRA RS2 RRE IR

o

3

PIBHARA S A 2 Y AR LTS AR 2

=1
[
X

)

LR Z TRRE Y B ERBREE L b F R

W BF AR My MRS PR A ER L R R

\F‘b

=

B2 oo BT REH UM ALEL £

. *: Action plans and Time Frames > <".>..<,-




B B ettt ettt b et b e et st sb e et et nas 3
B v T AR e, 4
B e 5
Ty B T e 5

SR UFIE R s 6

Fo s S HF E ZEZR 1 et 16
R . X~ RSP 18



2~ FAEA

p Ay

1EE R

105.11.7

LA R E-E R R

105.11.8~105.11.9

%4c 1 2016 APEC Biotherapeutics Center
of Excellence Pilot Training |

Part | : Comparability Throughout the
Life-Cycle

105.11.10~105.11.11

%+4c T 2016 APEC Biotherapeutics Center
of Excellence Pilot Training |
Part Il : Clinical Considerations for the

Assessment of Biosimilars

105.11.12

EEF -5




2016-% APEC Biotherapeutics CoE Pilot Training = AHC¥ 3% Ba
i~ BE R ERTL P InRA SV IERAE A AR TR 32011 % APEC
A EPELFTRAILS ] i DGR 0k A S R R
# /= B " Roadmap for Biotherapeutic Products | 2. % 7| /& &2 — >

Fodd 2013F A7 2& - FRE > A w PR T 2020 i A 4 B AR
etz B A g S B PR A R4 > BREFFIRE

(2013~2014) 4 %t & B2 Fipof & &2 CMC ~ Tkt 70 ~ Tk ~ 2 47 4p i

‘J&%'E

PES I LETHIRGFREZRFEL RS RAKT FHE

£

Bk E A R BT AR ER N A AT A P B

-~

LY SUR- BT ACE N Rt B2 1 Pt S §F . IR iy
FeRTERERFERINE 2 a7 A4 74 Fp it
OB 22 SFY T ICRBERETE -

E KR SRR S FE R JIA DY B b B
FEAPFR EMFPHBIFFE AR TRAET SR LRGP
Agp2 BB AR RO FEY S8 - D WGRARR R R B A S

AP0 2 p IR R R ARR K B R P A g i

|

¥R 34 R0z 2 DVRERRFIZAMRLZ 5T o
5



A B

TFE R AR GRS N SR REF KRS L
BEAE & 4T
- MIKE:

AiRAER dem - B > ByEE AR ER AR EE ¢ AR 2
FAPEESG AAECR AR S ERE R FEARAM A
EHMEBRE 97 15 B +MIFEME AL PP ER
it SR F L EOA AR M Ry TES L s ©
WEFRT iSRS Fe 2 g4 A AET R WOl R

el ﬁ;ﬁcﬁi °

¢ RHERE:
A DPRARRE S ALEY SN o TRBHRITBREAEZ %
ey g o

(=) REHKIT

#%F%%ﬁ-ﬁjg\;ﬁ?;%& J,g/\r.,lfﬂ’/é\‘ffr? J”"i%;@&;gf?ﬁ%
Zokf2 A% 247 LA A G0irkgE s L d B ap k4 RIER
v i 2 73

B OEFT T RE T A AT T E IR TS TR S
6



TEEXD G T A 2 A R R AR A

$b F g KRB SR R AR R 15 0E B RIIE - P A 1R
PR BB e N R AT P A R i
FE o 5d M3 222 RIERIBF AT HBT L FE

e E AR B A HA BB e TR
T T B SRR RS R 2SS FARIZR S
Fadlzid (8- Hg* w2 pipnEed R RSy EFes

Poo T AT AR5 FEPREF AL PN A ST PR LY

¥ i A_dimer ~ trimer ~ 2 S HfEA 4 AP E /R S4FE @
F ARM A BT R P EREF R i PEE LS 2R

(=) %7#E R4 $ 2 55 Celltrion

Celltrion & =+ 2002 & » e * d = » %2 A1 EBH 4
WA 2 AP pmPER P ZERE 7S - BUE RS Fip
% 5. (Remsima)¥.& + # 2 #li% B » Remsima B # X% 75 B B 7% 4
P (F F ERE RE ) Rz Ap L E SR B A4 O A S
BHphdy TA P BERFIHRZ AT F o F AT F O 87

FRAAZEFLAEG 5P @R PFRERE 2 XA F E2



vb

AT mElAEY A F AR CEM R ABIRE BN

e
—

Bz i AR A e Bl @AY A2 5% K 5
MNP 24 BEA AP NMMBETAR 2 T g WAl fip i E

ST R AR R SR T AL

’

¥ o

(Z) 7 %A

AyRE 0 BWHA ¥ A§y4#wwr%%ﬁp%m§$g

A ETR [RPRE LR T E O REEIZERAAE IR AR
TRERIER RIS A E R AR 58 <84 0 R E e
s

» Comparability throughout the Life-Cycle
l1-CMCHE&£#:

d A b Weingo FESFRES 25 R2 W s
A A BRaE R W EAaRL Lk A § FIH AR
WAl AR -WHR BRI EL LR 2P ES

Z BB 2o AT 5T B2 B ST B LT

QTPP(Quality Target Product Profile) » 41 * # % & (astate of art)



S THE . AR TR L (Y 2 2 SRz R R P &

i

1%
\\\?{r
‘JA&t
Pt

Az OMC st % B A & 4 4 4 R ~ A~ 4 1t

B R LRIRME S BRZ T S

AP EEFFERY AU SHEEARLETE L 2 ERE
FPRARTIFIZH EH 2R blromB R ARF L ~A¥ ¥ >
Wag e~ ~HARLE PR PRLIPTEASSETIRES 2 F 4
AL PRI PEHAEASST 2GR LR FPF AR R
W UEM A F AT e Mg i d AR B RHWE R
{23 F{2ZheRARLAE T AT F I RMEFERZAD - RH
BEAPALFRLDVBAS L ST R - FHAVEREL > ¥ &
Freont@p 23 RV RAH T 2 b T HRISKREP #5501
- RECBEEFLVRPEEREEIAFVERLALE > B

W 2Rk B TRk B L 3 o

RRTE FEE R
IO B EEAY XA ARG HE D RS

2R kR ICHQOER 7 fldidie » P & 3 F 1 il



¥~ 2 ot 245 - F5 4 PKPD ~ # 3L:#% - 4 #1 PKPD ~ & 2%
MR E O AP D I RRY LT X 2 E e - B
R RS B E HIEfed B ER S G 0 S G
FatrdtoyErhd PipntEr e 2T R FALR IS
BFLTR- HHAR R RERKRL S AV EEE Y AT 0 F

REH N 5 pEl S AR A B o

4 - Tl IR R Ap IRk £ B

TR R T R A R R 2 e AR i et R Ty A
o e 2 A SR ot o Bl R F O RS 2 4R 11 1R 2
PenZSEiTi RATR 2 3 NS 67 o AR ET T RS A i
W TG RECA ST FI AR EEAR Y 6 TR Pt i 2 FER

BEBIAS -

> C(linical Consideration for the Assesement for Biosimilars
l. g F L

A A B S RE S d BB (EMA) B 428 B B > > 2005

# 22 TGuildeline of similar Biological medicinal products |

SHENL B A SRR EERE G R} E D B

10



%ﬁ

SEFEE 0 WHO 5 R_E BZ R feis - 30 2009 & 3 #
"Guidelines On Evaluation Of Similar Biotherapeutic

Products | » # B (FDA)/z = % fge ot » 23 2012 # 4 & )
AABEARLEE o £3 2016 % 107 A G 23 BAFPNBER AR
BFyats v HdY? QBASFIFTETH OEFRIWEG 4B
Aftiard c HE Wi 5 hsmup 2 WHOZ R 2 4
BESIMERL BALREE S N2 T REFARET
R-RoORERES w2 PR E R F 2 P PNE @ S5 E B
H{ABPT -2 2P &Ry FE R PEL D 55
TEENEE X 2R BB R TR BRGNS

PR LR P A TR B R O o 4T 5 £ R g

European Medicines Agency (EMA) -11/23/2014

Guideline on Similar Biological Medicinal Products

Food and Drug Administration (FDA) -4/18/2015

Scientific Considerations in Demonstrating Biosimilarity toa  Reference Product
Health Canada (HC) - 3/5/2010

Information and Submission Requirements for Subsequent Entry Biologics
Ministry of Food and Drug Safety (MFDS) -10/7/2015

Guidelines on the Evaluation of Biosimilar Products

Pharmaceuticals and Medical Devices Agency (PMDA) -4/19/2013

Guideline for the Quality, Safety, and Efficacy Assurance of Follow-on Biologics
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Totality of the Evidence

Clinical
Pharmacology

Additional
Clinical
Studies

Analytical

Assessment
of
Biosimilarity

Stepwise Approach to Biosimilar Approval

All assessments are
comparisons of the
reference and
proposed biosimilar

Biosimilar

HigN

Totality of the Evidence No ‘One Size Fits All" Assessment:
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Regulatory Guidance to Assess Immunogenicity

+ Sensitive Populations (‘in which immunogenicity is likely to occur”
* Sensitive and Drug Tolerant ADA Assays

PK Clinical
Bioequivalence Comparative
study Study(ies)

Non-
clinical

» Impact on PK, Safety, Efficacy
* Subgroup Analysis: PK in ADA negative vs. ADA positive

* Need better models

Clinical ':D

» Immunogenicity Margins
* Not possible at the moment
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Overview of Indication Extrapolation Principles ‘
IFPMA

Scientific justification should address the following issues:

1. Mechanism of Actions (MoAs) of the different therapeutic indications,™*

* Target/receptor(s) for each relevant activity/function of the product

* Binding, dose/concentration response, and pattern of molecular signaling upon engagement of
target/receptor(s)

* Relationships between product structure and target/receptor interactions

* Location and expression of the target/receptor(s)

. PK and bio-distribution of the product in different patient populations?

3. Efficacy Tested indication should be adequately sensitive to detect clinically

. meaningful differences in safety and effectiveness 13 -

4. Immunogenicity in different patient populations3

5. Differences in expected safety profiles for each condition of use™

* Caution should be observed with respect to the extrapolation of safety risk profiles across
indications, because patient populations for different indications may have different
comorbidities and receive different concomitant medications®
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