ARt AMET D2 L NFREL R DG ENRH D, B
\A4ﬁ&Lm_wb%ﬂé®i FAT A TR
EMIZBWCHEEHRSHKET L7-2h6e - 2hRICR
bivd, BEEMEKTRIZ, N IHEMIZOW
T, EOWEE - WREZBMPFT HZ EIIFRETH
Do Elo, FAT A FEFEMICE TN TORVEIRE
PR TH, BIREARRBREZER L= L TanEnsd
AIREMED B D,

(8) E Mk - RN
MRBABEOFEESEZO ML —Y U T ¢ —%fE
R 572, BUERFHERMEIFEICB VTR, —&
DIREIARIN THRAT A A EELOMEFE - FRhEK
oh &N T fedn & ARSI T 5 2 & 13EET
DUBERDHDEINTND, MERFEFAELMET
BOFHRNZOWT, B THEER I TR,

C.2.2 BRI
(1) EEBLOTA R4 O
PRMCTIE, 20034 (2GR B 78 X 41 7= somatropin D%

#% & T & % Omnitrope®} CE?}‘?‘E}%E@J@%E'C“ SN
E # & 12 B8 9 A EU 8 4 Directive 2001/83/EC I

Similar Biological Medicinal Products &\ 5 A&AFEH 5
AT A —=BHFLCRES N
2003/63/EC), Z DFEFITIL, /A A Hfsesh OFHMEIC

BT 2EB82 OB FREINTREY, Y=xY w7

( Directive

EIEMLOAFEBFFEDOBEIIRD 5N DB 31 4%
e+ Tl F—ANRAL Fr—RT, EHF
% DOIEFHRABR, KO, @Y RERRBRSNET

HAHAZLNEHENTWS, BIEDNAA FTHERD
BEEET, CZ2RBEACLTREBLTERELEEZ
AEAS,

Directive 2003/63/EC% 517 CTEMAIL. 20054ELLf%
NA A EFERICET ARm T A Ro A, REI
BT o084 K740, RO\ FERRIR - BRIREAERIZBE
TBEHARTA L HRAFK L, EBMATA R4 D
ok, —FRAIZRT IO OHA KA 2
2 T, BUGBERIDOIERRIR - BRI A N Z A 03
INTVWEZETHD (M2), ZhETIZ, =U X
nRTFL, ARV, Y huty, EhEka

—H%EF (G-CSF), €/ 7 u—FHuk, A
vE—TZxury TNATy, &G TFESNY UICHE
TEHA RTAUPARIN, iz, 14 —7
zry N—F RO, IMEREALE AT LT
b, A RTA VERARSNTND

R C I BEL BIO,
filgrastim|ZBE 3 2 A A HFAB AR INTEY
(1), ZNETORE - FEOREBEZ S LI, Bl
£, A R A LV OSETHEA TS (K2), 2011
FENDRFITNT T, FER3IDDHTA RITA
(Fm. B, FERRIR - BRIRAT A T4 V) DUGET
T2 87 bR=R—HBWIHETR KT 7

Z. somatropin, epoetin alfa,

&1 BARERTERBINFNMFREER NAFP25—

BRE2 f‘*ﬂi‘@:&sﬁar B S ERE
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PSRRI, A T KRBT 2 MR DOEREIC
JELTERE LR fThTnb, ®MEHTA K54
SOV ThH, =Y A RZF ATONTIETTIC
UETHRR AR EN, A VR VP BIOMES B~
JAZDOWThH, BETO a7 b= A%
INTW3B

SR & A A SR D I OW TR, BARE
[FIER. comparability DFEMIZ L 2 & S TEY .,
QSEH A R T A v T~ 5 1TV 5 comparability D
BAFBERL 2-oTWD, BT DX OIZ, FDA
X, 285 E OEERIZOV T, biosimilarity & VN 9
FBEXHAWVWTWE, EMAIZBWTH, 20114EICAF X
NIz ATA RTA VBGETICEAT 22027 h_—
SRX="T, HA T4 BETDEEIZ I biosimilarityiZ
BT2EXALHEZHARTOTFETHD I LR LHN
TR, /A F 45 OFHIIZ RFA O comparability
DEZFGE LT, REEERER TORME & IZXRI L
C. biosimilarity & V9 & X F L E 20 H B D
b LIRuy,

(2) #AxIG LT o85G

I A BT A Tk M & DE 2 1%
Mz & o BEER, U Ty, kA%
ETOAEYEMCEARELE INTVWD, mE, &
O, FERRIR - BRIRABRICEET A 44 R4 03, »
THOMEBR S VT BEERELOLEZZ L Lz
DTHD, MABITA RT7A 0%, SHEEEFLK
55T HIENTFEA~NY VB LTHIEREN TS
D, EMADSRIE 2 Z L R BIZIR BT, A
MEBRERR LTV FHRATEN S,

(3) ZRRMmDEM

INETOLI A, ZRMIT, BRINTER S

WRRESNTWD, LaL, 201269 HIZES
ENTQE&ATIT NA FEKERFAFE D 71—k
EHEET D & RO BARRBRONLE R &
LERETAZ ERBEME LT, A%/ REMEM
DIz DITATON D IERRIR - BRIRARBRO—E Tl 18
4} (European Economic Areadt) THRFR E 7= 85
ZRELLTHATLIZILEROLITETHDH L

DRI Tz,
:@Q&Nﬂiﬁ%@ﬁ%éhk@&%%%%k
LTﬂ%Té%ﬁ&LT FREREL & EPNERR
U ﬁ/ﬂg@%rfzgﬁhb R+
%@m@_szm&UHuﬁﬁéw&mﬁ%M
BERBABHDHIESLH LENTVWD, ZOEZFIX
A%ﬁ%ﬁ&ﬂ%#énmwﬁ4ﬁyx%kﬁL
TRy, KEAEHNGYZRLE LCTHRAT 529
DEMIZOWT, FDALH AL THRFTT 2 TFETH
DT BB TN D, MEAEKGER G OF| A
BE L 72 B BARBYZRBEHIIZ OV TIEL 231 TR I
BT AHHAIT A T4 v OBETUR & Sh. 2013
FIIIFORBRARINDATEEL SNTND,

(4) FF - RE#ER - BH0Y

ANA FEBEER DTG, Sl RGBTSR

FILTHDIRE LEEANTWD, A, BRERERS
ML & B2 D TGS D FTREMEIZ DWW T HEE
SHTWRWA, ZORFFEEM 2 #am L7z £ T,

WEIHA RTA4 VRETOBRICE X TP RENDTFE
LEINTWD, BANFIISRELE—TRITDH
e ExnTnsg,

(5) A T
</AnE>
SEURRI TR ANTEAR 2 AT, HEE - B LRy
YEE., EWiENE. REFENEE, ST a7y
ANMTONWT, BB EDHEEIT) Z LRV EL
Ef, BEfIE LT, 7 EEES, WEEESHEE,
ANT 4 Rite. FEH (2fofEHEHT 7 7 A0,
EOCFFRAGHESH R Z — | BESEMTINE) YAV FH
DVTERREES. BREE, MRS, JURD
FeZ AR E T2 1301R S & OFEABRED HliE 3 )
RENTWVD, Rz ONTIE, EERNBLIOE
BRI AT 2 ERRD LN TNB, BT
BHER RIS R L EHNICRER S Z LN TA
SNB7=0, RS/ FEEFMICBIR E 2R & D
RBBRIINLTN D,

fotih DAl

WR2FIZAEINTHEIZETIHA FIA4 0D
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WETIR K7 7 Mk, 25, A I#EFERTREN
BRI DT A T A I NRH D L BB LT
MIHIND, A Atk OB RIS B O
%ﬁﬁﬁﬁﬁbn mERMET e T 7 A ARET

BENHVEDLZ b, 2R L NA TR
@m#ﬁ/mgﬁﬁﬁﬁixiﬁm@mg%ﬁ@g
EBECDABLOBOMEOBREBET &2
EBIRAROENTND, LhL, 731 2k DOERE
BTV, SR E OLBREREBERT I LR
e bEi s Ty, MEOEREERIT
A FFERIIBN TS, MEEROEREZEH, &
BIMBD T A THA I NwRIA L "¥MThiLd &
WIS RENTWA L Ebi 5,

Fo, WETHRFZ 7 Mok, 2REICET ST —
&%%ﬁﬁ%mB\EWJ%%E7D774w
(QTPP) %Sl ., EEMESM (CQA) %R
TZEDEEENBRONDRE, /A VT 14—
NA TP DOFEEZERLIZRZLBRAOND,
VAT RX VA a2 RAER0 AR-EELD
Rk - BEEEEREEEICET A RIEDE X 53,
RA FHBEEICHBE L TWVA ZENTRREN TN D
EEDONA,

< FERRPRFAER >
SR & OHBGEBR L LT, in viroskBR,
HER CGREREBR., KERSHEERR) 2FEHETHZ
Lan, WIRLEBRRBRARO LN TWE, &
SRR, AR AEBEERR, BEEERR.
MAFHERBRIT, BHIAETHD & SN TND,
FEhi T N EEERBONEL, BERBROHIRIX
KIS U TRR D2, IR - BRREBRICEYT S
BEFROHTA RT A4 Tk, #HEREINDZRBAE
BEEMITRENTEY, flzX, =) A RF
VRS LCI, in vinoBBERER L LT, ZREHEES
PERRBR, MIQHERERER. in vivolREIRER & L C. IE
W~ U A28 HRMEREM, EERBRE LT, 4
BRI LD RERGEERR, RS MERERS H
FonTna,

in vivo

FERRER - BRIRABRICBET D0 A4 FT A 2o T

I BETOa 7 b= =B TRY ., &
FIRTIL, BEROIEBEZR53ROE 2 55 BY
ANDTFETHDZ LR, HERARLE LTLEDR
BE DB R BR & EHE & 5T 5V Trisk-based
approach% BE T HFETHH I LEPBRHNT
V%, Risk-based approachiZ B\ TEETAHEEL L

X, MERMEOHBGRER. SR OAZIR I
L THEI IV TV D B2 - B MEFERRRIE
DR FHITE Bin vitrobSRERE R DA %, 1Y)
REMWREOF AR, BETLN TS, Zib
ZYRZ|REEZT, 2R L A%/ RIEORKE
S - REMEDSFEEINRNVEND U R 7 ZEHT
X589, HERRRONEEEBETHILENHD
LBbh3,

in vivo

< BRIREBR >

SR E OLERBRE LT, £9, PKEXUOPD
R, Wi, AR L OREMICE T RBRE E
§E9 %, PK, PK/PD, HZIHEIZ B3 5 BRPRFBR Tld,
HONUDRISEME,/ FEEOFRIEERET D &
WRHHNTND, ZRAOPKEI L UPDIZBET %
MABT3HY . AERISHER ST STV D
AT, WYRPD~— b — 2 d BEAIEL. PK/PDRR
Bz kv, BRCTORENE /AEEEZHECE 545
EVRHDLEINTVDS, BRI EMTIE
GEFEEOFEALETH Y, BEOTA T4

TIL, ARRANC 1 M OBHT —Z B3RO b T
5.

FEBEER - BRIREABRICBE T A 04 FT A VikETDO =
T PR —TL, WETIR TRedi2iBmd 5 0
HREENAIARL LT, BERRBROT VA, B
MAERBRIZBTHEEORR, s —hv—h—
ORFAERZET G TWD, BERBEBROT A 12
BALTIE, ZHETO L ZARISEERBRIKD B
TWAR, FEAFMARBRICBV CHELERRE
FAWVDHFREEIZ DWW T, BABRRINDTFEE 2o
TW5, EHHRBRTIT. IV EmWaRIELNT:
FIREMEIZ DUV TIIHERH 22 T 23 2 S e s, [l
EHERBR L 0 DR VBEE TORBREM FTRETH

— 126 —



Do A ke ORI 31T 2L IERBR D
BAICOWTIL, 2009410 BICEAMIIA AT S
WHON A RT A NZFELWREER S Y | TN LED
FETA T4 20, FESHERBROBEA FTREMEIC
B AL HEN A b D, EMAD D bt < AR R
EhabolBbinsd, £z, ENMERBROEED
BIUCEA L TiX, B8R & A A AR OEE B
LT WREEZBRIRL, WELRBEEF LS LT
HIENHREINDTELRSTVDS, FrF—|
T OWTIE, AMEDIEIE £ 72 5PD~—
—OFAE S OILHRET A TFETH DL Z &R b
nTna,

BUBRERID AT A BT 4 2id, BEERER TRl
NEEESC, RSHEOTFFRE. BENZANENT
#HEN T3, BRI CREICHEER DA At e A3 K
FIxhTWadzT Y 2 RF Al onTE, e
TIZ—E, A RTA L OBETHTONTEY, &
ERER ORERARBROLEN, SRR D729
DEFRARBRPMEICOVNT, TRETORE - F4&
ORBERE 2 CTRENAEINATVWS, =) A1
RFUCETEHA RT7A VEBGETHRTIE, K T#
B R OFRIREE 517 & 5 HBRig iR s B 2 Il ST L CEhE
THRRERDOT Fa—FIZMc2 T, WTInroRERE
B CHEDMEOLKEERARBREZERL, b5 1 20%
I L TIE, PKPDRBROT—# AWz
Voo e BB LR EHT AT e
—FNREEETHD I &R EINT, HRFERMECEL
Tk, BETHEDOTA RT A4 2 THEETAT & FIER, &
FANC127 BOTF — 2 BB E iz, £z, 2007
FIZEMAD D AR N AL A EEGKOGERME
IS A R4 UBBIRAS I, N TF—hEizE
RRERFUAREEZ VS Z L BEB ST bz,

(6) BB R ORBRFIEDORE

fh D/ NA A EZE G & [FFk, ICH Q6BIZ L7755 T,
BREORBFEERET D & & S, FERRK -
BERRBRIZAV O v hOSTTRER, BhETE
DO—EMFMICHAV bRy SOSITRR. ZE
PERBE R, SR & OF%M/ RIEEFmRER

SELNET —FICESWEHEERENRRD 5T
WA,

(7) %hee - BhERDOIME
TERBEEARI U, 525039 - DRI b 5%
BERMRE CHEIL, A A s O BRA R
DSZEHE S AV TUVRVEDRE « BIRIZ OV T hIME AT 6E
ThodHEINTVD, ZhEe - ZROIMEITER L T,
BERBEORR HBEIN TN,

(8) E#ME - M

HHNE - REBMEOHIETIZ OV TIZ, EMADHERRD
HWHEA TH DD EEOEGYBICERD & Sh,
HA RTA L OPTOEERLRTEHEITA SR,
HAFZLAMZ L DT < ENPNTVEHQEAT
IZ. EMADREIL, /A i & 2050 Bt
BT AHERZELLO TR &, N FER
DAL v F U 7L TIE, ERMCRANIC AR
TAHZEEHHAINTWD,

C.2.3 XE
(1) BEBLUHTA R4 DR

KETIX, 2000 3 ACERFRREEESR
HR3590D3 KL L, £DOFITEENDHBPCHEIZ LY |
NRFEAEY—E R (PHS) 5123515 (k) HAHHR
INT, A A HRGERORGIBEGI L SN, N
A At AW ORI % E D 7-PHSIE
M351% (k) FHIZHEW, PRIV AMFELOBFEIC
AVGHITU 3515 (o) HEITHIOR & LTH
. FEARENSD, 20124 2 A1Z, BPCIEIZET
5Q&A., biosimilarity DFFAM, SEFAMICET A
A Z U AEBRENENATK S, BPCEDOERIZHE
THFDAOE 2 Franiz (K2),

KE AN A e dh OBFN BT D R EIT
biosimilar product& LT, ZM#dh & “highly similar
(biosimilar) 7284 ” e (N, 28 dh & “interchangeable
REE” 20007 AV —BRITIbNLZLTH
Do
BPCHEIZHELY, biosimilar/2 I TH D Z & &R
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TIZiE, OB LB TEUMEREWZ L 2R T
uugﬁ‘iﬁﬁﬁ QFEMEFIMM L E0EMER, QXL
PE. MIEE, 08T, R E ORICERKRIIIZ
BRI DRI c‘:%ﬁ‘@"ﬁmﬁ?ﬁgﬁfhzgf&)é
InterchangeableZ2 E3E 5L, 72> H S MR & BH#HLME
DHDHEEME LTHEROONDITIE, BFERLNS
FE &L Lbiosimilar TH A Z EZ2RTZ &IIMA T, @
ED XD RBEIZH L THAS THGEmB SR &
FURRMERZ o TEHifFEND 2L, OF
HEE SN ARHOEEIL. ZRENL A A1k
B ~DOERIZEI VAL DY R0, ZREEZEN
BTG BEICAELD Y A7 LY RES RN & 2R
SRTNIER SRV, XA T EEMDOTTH, R
MEABEOH LW ETORELTERTLH LW
DA, B ASPERMN 2 & DIz i by,
BPCLiE# KL UFDAN A & ZAZTIE, /31 Atk
mOFHHIZOWT, BRINDOH A T A4 v THVWbh
"C & 7= comparability T}Z 72 < | biosimilarity & V¥ 5 &
ERAVLN TV AL TH S, BPCHEIZE W
Thiosimilarity}d, /31 FEIEFHISME G & BERP
ICERDRNDTMNRENRD HIT L THEWELIME
ZRL, Zatk, ME. B2 L TRKRBICE
DHDEPRN L | EERBENTND, HAF
AZRTIL, BEE T O R X comparability O &F

& LEHER
& ESPRPKERER
’ EﬁﬁEPDEﬂjsﬁ 8

o S Xy,
* BREREAER

K3 BAXKERRES

i, ZERM & A A thfedh O Lk Ibiosimilarity DFF
fli, LEWSITRRINTEY, R &AL TH%
fean DR Tld, BHEAFAIZ OB & b~ XY
JREED DR T — X DSEEZ 2 B LV D B X THES
FBOENZ T E Bbh b,

(2) RS L4 o R M

A AR T BT D B B & iE O 1o PHS A
351% (k) T, 2 TOEMIEMTEA SN 558,
HAZ L AGEZ, B2 Z R BB e LT
Do

(3) ZRMOBEF

B L 72D DX, FDAIZ X V&R S h - E R
ThdH, BMERERABRO—EIZBVTIX
MBS AEE B %ME ELTHWAZ EMNAEE &
NTW5b, ZO%E FREMT, 1 FLL EOPKEER,
&U\I#Umeﬁﬁ ZRWT, BEF/A
fh & KEKE ”%@E?&t@%ﬁbné & BB
Thd, IbIT, KEABRR & ENAERSOME

HIZOWT, W 3IRT &) el s B BB L O
BFRICESN T, ARG EE2RM L L2RAR
FEROFI AN
Do

UARLDOTHDIZ LR THERD

& Ty Tl
- RN E
EYEN
-BSERPK, PD
- JEERFRPK, PD
-BIFALT, S DEL

& BRERERBRT A OEE T
(FERE, HHE)

& RRICETHIER
-BRALAOWERF L EOBIR
(ALADEETH DRF%)
-BEARERR~OBRKT
-HRAREEORHRE, TREMR

BHD, NAFERERS S AF L5 2T DERS ORFITE
ERFEEE Pnarm Tech Japan 29(1), 2342 (2013)kY— A%

BRELTHERATHHEEDENR (FDATA X URAE)
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(4) A - TEREE

Ffe, BERE. 2N RREERCTRITL
ROERVR, ZREPEROREREEZ/FOHE.
ETORERBIZOWTERLHL O & T2 LEIX
72U,

(5) A At ifedh O FHM

Biosimilarity D FFAffi (2 4 72 7 —# & LT, BPCI

ECROT, RO 3OBRODLNTN D,

O HFEMNLLSREOMNE/FESSEICHEL L
TWD I & HFEAT 5 iRk

@ YRR (BHEOFG* &)

® ZREPERIN. FHEME SN TWSER
ZfFT, HEERMATRF ZRD TV D ERSEM
DB 12U EOFEKT, Zetk, ME, KO
W%+ 53R C X DHEREAER (ERME. &
O, PKXUIPFOEEAM % & T0)

HAF 2 AEIZEB T I, biosimilarity % 3Fd 3 5
7oz, £9. ORBEFED LR Z 312170, £
DFERE L L ICQIEBKRABRONETZIRE, EHIT,

FNETOREREZIT CORKRBRONETEZRD B,

L) BRFERY 7 7 m —F (stepwise approach) 73#EdE
INTVWD, HFEHEIL. BBFE T, biosimilarity(Z
LCARENESHELIBEZHLNCL, ROEEL
REBHHZLBRODOND, F7o, A X RARIZ
BUWTFDA, mEFERRT) CERRRBE TO2
TOF — & AN HIWT4 5 totality-of-evidence 7

7 —F|Z X Y biosimilarity Z 5T 5, L LTEY,

stepwise approach¥s & UMotality-of-evidence approach
LV 20D EHEE)S, biosimilarity & & 3oH T, FDA
DE 2 BRI AR L 2o TV B,

BB, BRABRCHATREZILE LT, Zalk
(safety) . MiEE (purity) . & U%h/) (potency) AH3HX
D EFSNTWADIL, PHSIEIZRW T, biological
productDZE{F & LT, safe, potent T 5 =
ERKRDOOENTNAZEIZEDbDEEDbRS,

pure,

< g >

PR C RRRIC BRI A EE L, S0, @
g7t a v MIoWT, 2l E OEBEREIC X
v | biosimilarity % ¥l 9~ 5, Biosimiality DFEAM T,
HEEARAT & BRRERRIT 21T 0 Z & MHER S TR Y,
SRR CIX, —RigE, miE (s, =
YAgiE, TYETS) | BHEMR, FIRREM, BT I P
R L 20 FEE, ERAEMHICEL T, &
FREL & DI RD TN D, HEEEREIT TIX, B2
FROSEREMRAT, AR, MIRSEERRE Oin
vitroRER . H DA WTin vivoRRBRIC L W, BRE LD
H# %17 5, ahERFMERETIZ. biosimilarity DA D
EAIOEMEE LTEETHD EOFHEDOD &, &k
SR DAHTET 2 VT, BRE LA FHEF A D
BRMEOERY B TEDLIICTHILDE
EHERBRREN TN D,

Ritidn (BB RN R L ORETRRE
THid) CEALTH, BRG &AM T EERTD
WSRO BN TRY . S E LR 5 RS
ALV EEORWAHS A R 72561, 38
B ERBR CORMANEIC 2D, RO
MEITH L VI, TN OEBRETHFUIREZ R
THZERERINLTVWD,

BEMIZOWNT S, B & OHERBR O EHm)?
KD B, MHERBR, WEERER, EHHERBRIC X
BHE AR I N TV S,

BT OHAF L ARIIBNT, KEWmROS
HrEC & 0 2 & A A %m0 M ERE 3
FZEA & 229 A BRI IL, “fingerprint-like analysis”
V) BETREMICRBEINTIEY | stepwise
approachDFE— L 7a DEEREL LT, &R &N
T ENENDOMEREETHAL NI TLHZ LD
BEEREAINTWD, £/ BHERRBICER L T,
TFHIVT A4 — A - THPA VOFEERNDZ L
DERENRIBRRONTEY | A T EEHDOBERIC
BWTH, EEMRORE L HARICET HIHRRF
HBEeRAWD Z LRI TV D,
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< FEEGIR >

R TIX, EICEERBEN TS, R
Bud, HEEABE L TOEMBIHER I TS,
HEMOBRBNZY L3580 5 L ENT
W5, £OfhiZ, PKE I UPDEHEE. H 5 W%, &
EEMFHMEO - DI bEMRBRDAE ARG ERH D
LEANTWA, PKE L UPDFHMiIL, biosimilarity %
AT AT —FO—E LD I L BRI L CERS
NB0, B CPKE OPDRH % i L 72 BHAThH .,
t N TOPKEUPDDOFIIISLETH D, BHTO
R FEMRBRIL, & P TOREREEEZFETH LD
T2V, BB &S AR O REREDE
WL THEBRP/OND RN H D Lk~ 5T
W5, FERERITR L OEMHRBRIC L T, SR E
SA TR OELMEI R S NTGE, KBetERE
FER, AR AEFERR, BRI RO E
ThH b,

<R >

SR & A A AR OR SN, ME, $7ico
W, BEIRIICEHRD H D ER RN L &R TT —
ZIIMHTHEL INTVWD, ElT X ERRBRO
HOPH & BRI R R OB RBROFER NS |
biosimilarity (Z B U TF& 2 R & ORREITERIF L,
ZRBIZOVWTH SN TV A REM EORESIC X
> Th, BRARRBRIEIIEDVED,

—f{%IZ, biosimilarity DFEAIZIZ. ¥ 9. PKERERE
LXUPDREBRZEM L., 61T, 2R &b —D2DR
FREBR T, 2R &N i ORI R & B i
42 Z LR AN TV D, SWERERT, &)
MERIZINODOBKRT —F%2MATH,
biosimilarity|Z B8 L CAFEDN S DR AEAITIE. D
P - ZRMEICET 2BREBRSLE L S5,

BRIRRBROT A /2B LT, Ao - Btk
B9 2 BRIREBRIL. WY RS DORMEE E DTz
FEERBRIZE D Z EMHERIN TV ER, RER
HEREDMOREMET L RRA » N OFEE%1T 5 R
BRI, EHURBROBANFIRETHA I LN HE
ZAPREINTND,

(6) BkE R OB FTIEDRE

HEEOREIL., 2REOMEREOFRHED I
KO 0TIERL, BEERBER. JEHRK - K
BBROT Yy MEREZE D, FiERLOOITRER
BEIZESIRELEIRTWS,

(7) ZhREShFSMED Al REME
BHPH e M M0 R SAURSME S ATRE & S,
ERTREZLELTTROFEBFIRS AT
51,
- Fx OFRERE SRR B EREF
- K ODBREFEEMICI T HRYBIRE & AENSTR
- B x ORIERE/ R EBEEFICBNT
FRRINDHFEOEN
- B2 ORIERE/ SR & BEEEICBNT
ORI E IR E L RIF T AR
D BHMMOETDER

(8) E#bE - B

NA FHGEROPTEH, BREEOEBRERD D
EROONTEHEHIZONTIR, REFABTEETH
A9 &, BPCHEIZBWTED LN TV D, AN
R BN BITIE, EFR Q) Tl X ) Bt &
T EBMETH A7, interchangeableZg 8l 5, & LT
AR EN DT DITHER BRI T — 2 I LT,
FDANGHI RSN TE LT, 202FIZARINT
QEAIZBWVWTH, BT THodEIhTVD,

(9) Z

BPCHEDRRSLIZ KX APHSIEDIE, KON, FDAY
A Z U ARDRRIZEY . KREIZIRT D31 Ttk
i DGRBS EATZR, ZNETDL A,
351 (k) ZFIA L THEFB I N7 A T HEFedh T e,
012FIERENTZT A VT T AT LBF] (—f4
tbo-filgrastim, AR7E4 Neutroval®) %, FRMT7 4 L
75 AF LDAA Fefedh (Tevagrasim®) % 8k5E L
TV 3 Teva Pharmaceuticalstt DEEAZE DR ThH
D3, KETIHEBEL UTHE - A IR T35,
20064 |Z follow-on protein product (BPCIi%E LLHITIZ
FDATHW LI TV o A AR fei OFEFR) & LT
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A8 S 7zsomatropin (Omnitrope®) %, FDCIEDfH
TRV EEAREINTZLO

&S/ — F505 (b) (2)1Z
ThH5,

D. & &
£ 2B

&@\I@ﬁ4F§4V%ﬁTD%@T@ﬁ§
PLTRY, BIcBLERFTRRAZEZ N TWAN
4’2‘1_%3';355& 4%/ RIEOEELTHDEWVIEZL

T BN TR DR & .

{GEN

31z,

. X TO'WHOIZ
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Similar Biological Medicinal
Products (Biosimilar
Medicines)

A biosimilar medicine is a medicine which is similar
to a biological medicine that has already been
authorised (the ‘biological reference medicine’).

Directive 2001/83/EC (amended by
2003/63/EC)

[2003 4]

Guideline on Similar biological medicinal
products

CHMP/437/04

[20054]

Biosimilar Biological
Products

Biosimilar or Biosimilarity means that “the
biological product is highly similar to the reference
product notwithstanding minor differences in
clinically inactive components,” and that “there are
no clinically meaningful differences between the
biological product and the reference product in
terms of the safety, purity, and potency of the
product.”

Biological Price Competition and Innovation Act

[20104E]

Guidance for Industry: Scientific Considerations in

Demonstrating Biosimilarity to a Reference Product
(DRAFT)

(20124E]

Subsequent Entry Biologics
(SEBs)

A biologic drug that enters the market subsequent to
a version previously authorized in Canada, and with
demonstrated similarity to a reference biologic drug

Guidance for sponsors: Information and Submission
Requirements for Subsequent Entry Biologics
(SEBs)

[20104E]

Biosimilar Products

A "biosimilar product" is a biological product that is
comparable to already marketed reference products
in terms of quality, safety and efficacy.

Guideline on the evaluation of biosimilar products

[20104]

Similar Biologics

A biological product/ drug produced by genetic
engineering techniques and claimed to be “similar”
in terms of safety, efficacy and quality to a
reference biologic, which has been granted a
marketing authorization in India by Drug Controller
General of India on the basis of a complete dossier,
and with a history of safe use in India.

Guidelines on Similar Biologics: Regulatory
Requirements for Marketing Authorization in India

[20124E]

Similar Biotherapeutic
Products (SBPs)

A biotherapeutic product which is similar in terms
of quality, safety and efficacy to an already licensed
reference biotherapeutic product

Guidelines on Evaluation of Similar Biotherapeutic
Products (SBPs)
[20094 ]
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ASSESSMENT AND CONTROL OF DNA REACTIVE (MUTAGENIC)
IMPURITIES IN PHARMACEUTICALS TO LIMIT POTENTIAL
CARCINOGENIC RISK

1. INTRODUCTION

The synthesis of drug substances involves the use of reactive chemicals, reagents,
solvents, catalysts, and other processing aids. As a result of chemical synthesis or
subsequent degradation, impurities reside in all drug substances and associated drug
products. While ICH Q3A(R2): Impurities in New Drug Substances and Q3B(R2):
Impurities in New Drug Products (1, 2) provides guidance for qualification and control
for the majority of the impurities, limited guidance is provided for those impurities that
are DNA reactive. The purpose of this guideline is to provide a practical framework that
can be applied for the identification, categorization, qualification, and control of these
mutagenic impurities to limit potential carcinogenic risk. This guideline is intended to
complement ICH Q3A(R2), Q3B(R2) (Note 1), and ICH M3(R2): Nonclinical Safety
Studies for the Conduct of Human Clinical Trials and Marketing Authorizations for
Pharmaceuticals. (3)

This guideline emphasizes considerations of both safety and quality risk management in
establishing levels of mutagenic impurities that are expected to pose negligible
carcinogenic risk. It outlines recommendations for assessment and control of mutagenic
impurities that reside or are reasonably expected to reside in final drug substance or
product, taking into consideration the intended conditions of human use.

2. SCOPE OF GUIDELINE

This document is intended to provide guidance for new drug substances and new drug
products during their clinical development and subsequent applications for marketing.
It also applies to new marketing applications and post approval submissions for
marketed products, in both cases only where:

e Changes to the drug substance synthesis result in new impurities or increased
acceptance criteria for existing impurities;

e Changes in the formulation, composition or manufacturing process result in new
degradants or increased acceptance criteria for existing degradants;

e Changes in indication or dosing regimen are made which significantly affect the
acceptable cancer risk level.

The following types of drug substances are not covered in this guideline:
biological/biotechnological, peptide, oligonucleotide, radiopharmaceutical, fermentation
products, herbal products, and crude products of animal or plant origin. Exceptions
would be when products such as biologicals and peptides are chemically synthesized or
modified (e.g., addition of organic chemical linkers, semi-synthetic products). In such
cases an assessment of potential mutagenicity is warranted for chemicals likely to exist
as impurities/degradants in the drug product.

This guideline does not apply to drug substances and drug products intended for
advanced cancer indications as defined in the scope of ICH S9. (4) Additionally, there
may be some cases where a drug substance intended for other indications is itself
genotoxic at therapeutic concentrations and may be expected to be associated with an
increased cancer risk. Exposure to a mutagenic impurity in these cases would not
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