DML U7 EBEA 7 = — MR AT
THY ., —2ibEFEL VA E LT
CarboplatintPaclitaxel % 5 — -5 |%
CisplatintGemicitabine T %,Sorafenib
HANZ L 5 KEREEEERRABR I L—7
ABRD ., BEIIERERO H 5 I/ R
BOBETETPTHY ., Zhidkgs
BEATLERBRTHD, SHic. = DxEH|
WL DEEDREBRRIRIZE T &%
AEVE LT, EITHERESI SV C&E
{LF LA (Irinotecan. Dacarbazine.
Gemcitabine ) & % i3 4y ¥ = 19 & A

(Gefitinib) & Sorafenib Z#4HE& it 71-
BT 2 — X1/ TRBRBETHCTH D, 5
{Z. Sorafenib+ Gefitinib M7 = — X | &
BRTiX Sorafenib & Gefitinib IZZHFh
1 BIZ 28] 400 mg BLUMEH 250 mg & W
IERMRN+IMF SN D ETHLE D
EOIENFRTHDZENRENT, K
THOEEEBEORE 17T ATiITbik
Sorefenib & Erlotinib M7 = — X[ K&k
WD 7 x— X ORI 5 & Sorafenib
T 1A 2[F 400 mg.Erlotinib T 1 B 150 mg
ETDRMBIREETHY, AFEERIH
BTEDHIENRENT, ETHEIE/ IR
REDOERERE (ST08R) HBUVIT—H
WHEAS 2 OBFITEIT D Sorafenib+
Gemcitabine £ L T Sorafenib+Erlotinib
D7 x— X MNEEARBRIEE 7=, #T
HHFE BB EOHBEICES W
Bebacizumab TRIFLRFERENEHELN TS
EEEZDE ALEFER X W Erlotinib
D A G | Sorafenib & B i
Sunitinib & Bebacizumab D§BAHE Htid
FEICHEKIED, 7x—X 1 OETHER
FE 3% O 15 % I B v T Sorafenib I

159

Bebacizumab & D#AHA bHE THEBMR
B {Tbhi-, ZDORB®RTIX. Sorafenib
# K ¥ Bebacizumab OBHIE G TH LN S
LY BERDRSE KT 2N EEES G H
MEED LB, KPR LR
INTABROHRICBITD/ER P a—
ML TEREDOS S 1-5 B, 1 BiZ 2 [H 200
mg @ Sorafenib 3L TN 2 18R 5 mg/kg D
Bebacizumab T - 7=,

Sorafenib (% Bebacizumab HEHitEDIE/|
MR ITFE D IEFE CIF SRR R T B WHEME A B
Do BONDELLY DT — & M EBER
H@ﬁ?%iﬁ?&%éﬂfbf{)o Bebacizumab
D& DI VEGF LA T 5 EAN G D
BEIZE T S Sunitinib O F #H
Bebacizumab #EIAME OIS MBS ML CIT
b7 z—ZNRBRTIA STV 3,
Bebacizumab (ZHXHTHE D FEEE TIXERHS I
Sunitinib IZEZMDORERZE N L THEH
BEEND LW IRRAILT O, B
INTZ60 NDBED S L 32 N TRIGHEE
fi&hnic, 26 ADBE (81%) ThHIEAE
BB/ L. 20 PICIIE AR E
DE R LIBED 4 AT (13%, 95%E4E
XM, 4-29), DX 512, Sunitinib 1T
Bebacizumab EETAME DERBMEE MR O B
BB THARMESESEE R L,
Sunitinib (¥ Bebacizumab DIEFIMEIZESS
TOVTINRERKREAET S 2 L 05R
e X7, Bebacizumab |ZIEFiMEDEEIC
17 % Sunitinib (2%t 2 RGO EREZE
AL SEALNCTILERS S,

TR SN 72 JEH I BIR IR JEBEBR &
T AT WT, BB 2 & T B AE
BOIEFIT Sunitinib ZEEHIGA T 57
REMEDS R Xz, fth oD BETAME S A e



T 280 czmEEEBRD,
Imanitib & Sunitinib %3 PDGFR- 8 %41 L 7=
AR AR L B IEEN R AROTELE I
#THIELEHHLT, RREBERSED
DWE A b — A(EZERREE LT VEGFR
ODHECHAGLE THWLERTE,
Imantinib IZHIMIEHE & L CITHEMEN LR
b LSS 8 153 5 JB B ki o 478
ERAOIE, A ba s —oLEEEH DO
IX VEGFR PREHI & DA G OE THEIESE
WL, TNH=Z2D2TEEIeL TR
YIRS LB EREBNTH o,
Cyclophospamide # R KEEFHREEHA WS
E—IBHEOIBITHAREE 208 CICHERET
5, —7. Imatinib+Cyclophosphamide @
A b o — AR TIREE LI RR A S
Nz, BRBBEEBDO LD A TliEEMR
DT R b= RI5|EEZ SN DBNEH
JROT R b— AT ERY, —FH, o
LA TIIADMEE - L THEMRD
TR REEMEIE S, #EELRK
PDEBERLA bu ) —MEFEREES ST
chemo—switch 7’12 b =—/ LG, PDGFR-8
6 X U° VEGFR DB A 1R L7-FAENE L
D, SEREMIB IUHIFIO RV IEMEN
B/Boniz, ZOPFEROEMIT., EREREL
FREORICHHROMHERF L T X L TIREY
2LV BDOTHD, THOB, PDEFR-B
ERE L CRABRMEIZ L Y BELE DR
EALZBRE L. —F TIhFHiE% LT VEGFR
FAZERNI N b EANCREZHOH 2NE M
REENETD, TORER, EFRTEEFED
fEE M E % AL EN LEITL TV D MEH
AEAET D, ZOLDICEEIIERESIN
THBERETNVCBTA/ERIZ. 20k
REREAERRBRICBONTLESTH S
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REMEZRE L TV 5,

3—3. EGFR Fu i ¥ ) —FHEHN

Gefitinib I3 XL X Erlotinib DBAFIC X
D ETHIE IR BE DIARICL Y &
< OFERBEBEME I N7, Gefitinib 1FH
PNCFR R &z EGFR (OERAYRFAEHIT
H Y IEGHRETIER 72— XU D IDEAL
AR O O TR RICE-SVWT FDA I
L O RFAR S N, EITHEIE/ N
DBEITEMESIZ Gefitinib H BT T
TARBKRY i o/ ISEL RE Tik
Gefitinib BM TEMMPRIITEN Lo
oo THRZT 78RR ELEIS>T2EAET
2HEFEHEI VT Erlotinib KB
(BR. 21) DFER L XTBHITH 5, Gefitinib
& Erlotinib BT DRERDENIIEZL D
REOEE THY . 724 Gefitinib TIX
EMBIRIZIS T DA MM KB L7 h 5
B o, BZ LN DML Gefitinib &
Erlotinib OEABEMS LT L HF L TIX
ROWAREMETH D, WG SN/RIC
KBEECFRFr ¥ —F AL /T
BIFTHEOPDERIT Gefitinib LT
Erlotinib (2 2 RISHELBEEL TV
TENTREINT, TN HDERIT Gefitinib
& Erlotinib TE#EEL T\ 523, MEHFN
EOBERIZOWTHRSEREEE/T L0
EIYDIRABHTH B, Gefitinib X
Erlotinib & ¥ HHFED EGFR ERIZxT D
BRMENMENZ L H0ED, BlOBXL
NBHREIRIL. Gefitinib DORER TITHKE
AEHEREELY BIEWEREETITONI-=®
BHENREN Do AHEETH D,
Gefitinib 33 X T Erlotinib ®7 =— X1
KB TIIHEIER 5B L LT, Gefitinib T



X 250 mg Erlotinib Ti 150 mg DE R D
R 2ZEEIN-EOR OB 5INBIR X
7z, Gefitinib MIFA . IDEAL RER TR E
NBE DI, 250 mg DB EBTIFHMIND
72<, 500 mg DEREEEFHHIZIFECTH
ST, - T, 250 mg I3 EEAMIENES
RTHEEREIZIEV, Erlotonib MIFE . 150
mg DG EITRRICHE SN BERIEH
HE&IZxtET 5, EGFR Fu i v xF—¥E
L THRD o 7 F IWAGER I & K IZ H)
THIIE, FurrrxF—PRERIIME
IR KRR E54_R&ETH B, 150 mg D
5B Ti, Erlotinib @ AUC i 38.42
g/h Th s, Rk AUC (36.08 pg/h) 2%
REALRRKBEHRERETHD 700 mg/RA
@ Gefitinib TH LN TV 5B, Erlotinib
WOV Tmg &G EY7- Y DOV AUC & EGFR
T HmuvBfntt (50%FH %E 8B,
Gefitinib T5 nM T2 nM) Z LS D
D&, Gefitinib % E[E% Erlotinib @
SELREDERBLND, BROBSERO
56, Z2< ORTFHEEEROENEIREIC
HBEE52D, B, BERBAOEWMCLY
Gefitinib & Erlotinib DWRINIS L UMKEHt
MEEHEE T D, BAMIC EGFR (]
ETOEREORIIFEL2 DBRZE TR ST
Do TNHDOHEIZOWTIHESLIZRET S
VERH D,

Gefitinib ¥ LU Erlotinib I3 AE D
B8 (Gefitinib, INTACT-1 Xt 2;
Erlotinib, TALENT 3 X UF TRIBUTE) THiZ
6RE LR HEIMEN B LN o, =
N O OWRDRERABILIT, MG EME
F & Gefitinib & BV Mid Erlotinib & #A
b5 L EGFR #EEBT 5 FRES
FTHRMICER TS LS in vivo DI
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BERRBROBRIZE STV S, @AARSD
FHEBRBLZFERIZ, AWi-dirdb
BRIV RT V2 — U FHEERRR & 1Tk
ELRRY . BEWICER Lala s d
Do, FERERHER CriMta g =M A % 58
BETL2ETORKRD 48 BERITEIC
Gefitinib # 5V \Z Erlotinib (135 i
B0tz £ OREFEEEMIA 61 25 S~
DBATOMIE D b i1 S AR E M ZEH
LA TIL ko7 E2 BN
Do —J7. BRIKRBRTIX. Gefitinib B &
W Erlotinib iXH W42 Z & 72 < Kegefiz
BE5 &,

Gefitinib & Erlotinib &R 2 &
EDBNTIFRD ST FMETH B, Gefitinib
& Erlotinib MBAFEIZ L Y EGFR OE R 2344
(BN 0D FR T A I R 0D LT B
BETHRIRLNADENI FHLEVWAaR
BELN, ZTHLDRRIC LV IE/ N
il DIRIZRIT D7 T a—FnE< O 8
TERIND Z M ENn 3,

FRICHBE DS Gefitinib, Erlotinib 5\
(fth> EGFR FHEAIDERIC L W BEr S
FoMEID, EGFROER STy A L%
FERDBERRBRICHEAIAL Z ENEETH
Do BEDMAEIZL B L Gefitinib H2
t3 Erlotinib 2 X 2z BI 545 T790M
EROH DB T HKI-272 133E#C
PR THDZ ENRENT-, EGFROER
PRETH-OOFEBRNE L DEMDE K
REEX CHESL S E 72 < JE < R AR BEIC 72
Do BIZITREDE VPR 7 vt A Ty
Y19k 21 iCRIF BIEEDEREFBRIHT
&%, K-ras BL W akt D L 5 7ph D&z
T TaT A Y T BIFENEE
AT T3, ISEL REB Tt



Gefitinib ¥ 77 R CEMPDELTT =
EMTERDSTEN, THIXBEORNCE
RORI Y —=0 TR LTRSS A
T AR STWHAREMR H 5, B&ES
NI-BEDORMMT EGFR ERDODBEN
Erlotinib 3B (BR.21) (ZH~_TAHRTE
Teleh, REOEMMNEBHFR S N/-FTHE
HERH B,

S iz, R DR -7 T EGFR F o
YUox T —PREAOBKRBREBD D Z
EREETH D, EGFR BX UMD FJREHD
HHBIGFOLEROHBISAE S HISIZ LY
BO LI VRBERERN R HAREMEMN
HD, BIZAET T xALkK - I—w v 0
£ &:%6%%'“:%’9“6%9)%7&5‘&;6%@&
TIPS T2 Eho 1o T B AREMR &
Do

it Gefitinib & Erlotinib 23472 <
THIBFEIZ 1 [B] Pulatinum 12 X AIEHEM L
R U 7o AT PRI/ RIRRLIE D TR R ICE R &
T3, RELEEBEBBIUBEICHLT
Erlotinib X3RO THHZ L2 EET S
& . Erlotinib @D # 5|3 Gemcitabine,

" Pemetrexed & %\ M Docetaxel D L 5 724
KOALFRIEL Y bie LAE RIRIGHE L
LTEZDHR&ETHD, H/MMMIELLS
2, EREHEE. . B, . M,
SREL. BEREDRESE T4 EGFR 25 @RIFRE LT
WHZERTRINTWS, THHEEOLE
RORy Y —=o 72k, BMEEH
WITHAEDEIBE L LT Gefinitinib 38
L Erlotinib # I LIZHRT S D 2 ITB
WTHRARFRS R EN D Z L RHFX
b, BLRREREMN Gefitinib % EOLFOX &
HMAELETEEORBEBEDIERE.
Celecoxib Lt HAAGLEIHEEOESRHR
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FERBEOIERTH LN T3, Erlotinib
{X Capecitabine ¢ A\ X Oxaliplatin &4
HADEIBESGIIRB W THIBEBEDBRE
DIEFE T, Bebacizumab & DA ESHHET
FAERRE LRBOBEDEE CHEENR
RRB/ONTWD, KL, Gefitinib 33
L W Erlotinib & MS#HEIE L A G DY
AN AERBEERELN TS, &5
2. I NHIRaRTE Ok~ e 7 I — 7D
BAE DORE I\ CERIINMEAE RO 2%
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BEOE | BRGEE LT LTHADD
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Do

& LT, EGFR Fu v —FHE
FNTFERBE R BRI TH D0, IBEND
REICEREZT2BERLERI AL
IIHARTH D, ISELRBRIC X 0 BIRE IIE
HEFOBRE o2 2METRETHD
T EMRENT, EREBERBAR T BRI
BRI T 2 EKEEL +oERT A L
NEHETHD, ZHUTBEO-DITER LK
LTV BRI 2 &I 2 TR & 22
Do
D. &
BOEHLm B FAREE U CmE S4B
5.9 54> 72 VEGFR 33 & TVEGFR ZEEfY &
LIS FALEMDIRREDBRRENEA T
W3, —HOEFNOWTIIBEICAR SR
THEY ., ZHICHAHD VI EFRIES &
DA E O THORRBIZR T 5 BEKRRER
BITON TS, 7=, ERIZIFE-TW
ROBERARICBVWTREFRERNES
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1. Introduction

This guidance is an annex to ICH Q8 Pharmaceutical Development and provides
further clarification of key concepts outlined in the core guideline. In addition, this
annex describes the principles of quality by design (QbD). The annex is not intended
to establish new standards; however, it shows how concepts and tools (e.g., design
space) outlined in the parent Q8 document could be put into practice by the applicant
for all dosage forms. Where a company chooses to apply quality by design and quality
risk management (ICH Q9, Quality Risk Management), linked to an appropriate
pharmaceutical quality system, then opportunities arise to enhance science- and risk-
based regulatory approaches (see ICH Q10, Pharmaceutical Quality Systems).

1.1. Approaches to Pharmaceutical Development

In all cases, the product should be designed to meet patients’ needs and the intended
product performance. Strategics for product development vary from company to
company and from product to product. The approach to, and extent of, development
can also vary and should be outlined in the submission. An applicant might choose
either an empirical approach or a more systematic approach to product development.
An illustration of the potential contrasts of these approaches is shown in Appendix 1. A
more systematic approach to development (also defined as quality by design) can
include, for example, incorporation of prior knowledge, results of studies using design
of experiments, use of quality risk management, and use of knowledge management
(see ICH Q10) throughout the lifecycle of the product. Such a systematic approach can
enhance the process to achieve quality and help the regulators to better understand a
company’s strategy. Product and process understanding can be updated with the
knowledge gained over the product lifecycle.

A greater understanding of the product and its manufacturing process can create a
basis for more flexible regulatory approaches. The degree of regulatory flexibility is
predicated on the level of relevant scientific knowledge provided in the registration
application. It is the knowledge gained and submitted to the authorities, and not the
volume of data collected, that forms the basis for science- and risk-based submissions
and regulatory evaluations. Nevertheless, appropriate data demonstrating that this
knowledge is based on sound scientific principles should be presented with each
application.

Pharmaceutical development should include, at a minimum, the following elements:
e Defining the target product profile as it relates to quality, safety and efficacy,

considering e.g., the route of administration, dosage form, biocavailability,
dosage, and stability

¢ Identifying critical quality attributes (CQAs) of the drug product, so that those
product characteristics having an impact on product quality can be studied and
controlled

¢ Determining the quality attributes of the drug substance, excipients etc., and
selecting the type and amount of excipients to deliver drug product of the
desired quality

e Selecting an appropriate manufacturing process
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