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F—%-84
REMRBRAEARELSLEZ2INRERFLBE - BEAKGEZHE BB nH
FREERT R AL BiR > WU T AR XA NN ARESERAFOEBLRRES
4}‘& o



B £ 2 $ YL
. AABEANBHERYUR  ERAANEHES -
2.$£$E%%E%ﬁ%z~&ﬁi’@%$§Hﬁ$ﬁﬁﬁﬁAﬁ’&ﬁﬁﬁﬁﬁ'
BREAT LS B SRR | RRE SR E T o R THA 2
R BRI ok
3. —fRMR
(1) REMRBM2 A EE AR DERENE > 52RO BRPTESEST -
RRERBENT RE o RIRITF I T WL ~ P Al AN Z B
B5 IR AL 802 B Fo o A b 3B o RS M AR AR 447 7 ik (stability-indicating method)
TRk -
() FHE BRI ERTHRAT » iR R0 REARSB S ENAAZTH
EARFEN  ARWETBAZRMRREN BB ETERER S ®
2 H B T E R TN SRR RA LI R RREH
W %R ik B o
Q) AP HEHRBEIESENEREEN KR EEN A BRI RN
RAOHZMEENRR - MR L BBEETHZEEENREBENR
B B A P 2 g R M 0 S UAE e 3L B R IR AR o AT IRATZ
EHBEESRMRREN BGREHE Bl s R AR A X -
HE=EEELZRARB AN AR > SAGEZERGE - RESAH
PHZRE > BRRALTERRBITEFT T - WP HH CHZEEAR
RZZRMRBENH » RIEER -
(&) BRAE SR R RS B ETHARRII S BAE SR AS GMP
HPARIREHE -
() 2 BW > BBRMEFSHMAERZREMAWEH -
4. HERIE

(D) FAm ~ MBS ~ FEREERBR RN
2



A) Bt RO FREAET HERREUBA T T hHL TR
B — 2 BT EON > A B 1/2~1/4 HRA RHE= R E
b e PR o

(B) o AR B 2 4 B2 4 & $L 2% 100,000 A * B> Bl 4 EHE AR
BALE o AR UG B RER B &) &5 A E R RTRBEL > BH
R BRMBEZ BT IR ES -

(C) BB (Wi SRR AL ARE A MRAEE TR RRTHB &%
REBERB > BHELE -

Q) MBI HEARE HEMLEURRL LY

(A) B R 4% P S M HRAR — 3 -

BBk L2 A AR o L AR SRR J R 2% R
Mt £ AT R - ZRM AR AN A EA SRS
B ERBRBEER ARG SEYARTHEE -

(C) T AR ) 22 ) 2] 2 4 & 8 /14 100,000 270 B 74> B I3 4 & #8 AR5
BF o AABHE G FRER B RA A E B RTRRE 0 AT
R BHMEE Z AT E SR B -

O)HAB (s S E a2 AR A SRR T T RBETHE %
REBERAK  BAKELE -



B=F -~ Rt
1. #k
(1) ARz bk > B4R JLR IS A & vhdn FR S22 &4 S AR 38 ik o
Q) PITRABRBZESBRYGET > BAKEABRETZELHLY -
() TREMMR , wRAPHERR w2 Pk AURARTFERTwL
HamAMARY - MR REZREAMBE LYk AHTRRERBRLE
M RBETREBRETZELLE - EREEH RBREZ T ARERERE
ZRMRBERI > BRETFERELH SRR EERBHES > RIS
gz ZRE AR RMRmRRERRBRER ) AL N B RARE
ETLHZMEABRZIRME ARG AN TR GRARE -
2. BIRIA B AR’
AREE BEERMESLAHLY - R2IBREYE2AE -
3. EEEE | | '
(1) B4R IB J 54 B B ARt 2 At bk 1~ S8~ RARJE RN, -
@) BB T |
(A) — fehs it
Y

25°C £+ 2°C/60% RH + 5% RH®

St
30°C +2°C/65% RH + 5% RH°

¥R ? 30°C + 2°C/65% RH + 5% RH

3 SRR 40°C £ 2°C/75% RH + 5% RH

* o e RT3 Z AR B3 A 30°C £ 2°C/65% RH = 5% RH 55 > Bl & ¥ 3%,
B ' e o g BR A 25°C £ 2°C/60% RH + 5% RH 4544 F #47 > foik 308k
WHBESL Y AAW B PSSk LELR THEEM L, iR
Ja LASEAE ©



"HBREEFAIARENEE » TIMEMEH RBEREES T AT

© B 7T 3R & A2 25°C % 2°C/60% RH + 5% RH 2, 30°C + 2°C/65% RH + 5%
RH 44 F #4735

MRIERERE > BRI P M RBRRRERERKRTES  PATHA RIRE
B ok RBANENEA > HEERRZ FHRBRA I RS > REB
AWM AT —AA -EFFE 2O RANNEAZENR  AEAER

BIAMRE+—MBAZEH -

(B) % Ak AF A
B
R 5°C+3°C
Ak BB 25°C + 2°C/60% RH + 5% RH

BB MR RBRRAEEA NEERE R BEREL > &
TREREFE X =R B H R Rk > SASLIA LR 55 95 B 16 B () o
YRR EF)FERZIBE -

(C) % REEA 454

e T
kIR ® -20°C + 5°C

JEAE PR 3 5 — b0 7 5°C £ 3°C %, 25°C +£2°C #ATHE R 2 R R
CABR ARG B P B AR R B AT S R B -

(D) 4o % #HEARIE » T THA B REAEFEM - BEFZ EARSE © 54 £4
BFLT > FTHESL -

E) QBEALBRES 24K A > H 52 H I G458 00 KB A TH
Moo WHEARKFATAMEBHBET TR BTRERBR T MR
BI2MEA > R KK GEA 0 BRI KRB ENEERESR > et
BARERE GBI - BB T A RERA L ERE B2 BRI AP



JE BB S » AR TR -

A

25°C + 2°C/40% RH + 5% RH"
R R%
30°C + 2°C/35% RH + 5% RHP

¥ R R ® 30°C + 2°C/65% RH + 5% RH

o 3R B 40°C £ 2°C/ R #21& 25% RH

* o F HA 38 9 154 B 30°C £2°C/35% RH + 5% RH 85 > B & ¥ R 28k o

b B 7T 3 & 42 25°C + 2°C/40% RH + 5% RH 2, 30°C £ 2°C/35% RH + 5%
RH #4738 -

SR O 08 2 AKE B 0 ko RAIRBRAEE B 25°C £ 2°C/40% RH =+
S% RH » ok SURIR A AR SN » N8 GBS 46 - RIZREAT & I3
Bk TSk BABSHL BRARSTHRR o — T
Aok 3RER(40°C + 2°C/F A28 25% RH) =48 A # AN Sk ik Rk 5%w-_ .
TRAEBESL N EEZHEI (R BRAAN 1 mL RE@HE

RK) Ko HMEARBZAYAZEERTRAN 5% BREFETHLTMR
o MFFEMOHCEZAREH  BARBAIREAERAWBEZ TR
I - |

o A 40 B AR BAOR A A R SUK A TS 1A A8 S A AR

Rz HEw T4k

1EABHRE HREERE AoikdRFwa HHE
25°C/40% RH 25°C/60% RH 1.5 (100-40)/(100-60)
30°C/35% RH 30°C/65% RH 1.9 (100-35)/(100-65)
40°C/F#2i® 25% RH  40°C/75% RH 3.0 ~ (100-25)/(100-75)

Bldo : ERFBMEBZAKBA > 40°C25% RH FRAASBARER

40°C/75% RH #4 =4% -



4 RERERE
(1) R RBAEA;BTEBEDZ TSN -
(2) kA"
(A) o BB S A B A — F T RN RER LELNEAEA K
MEBEAAA—R w0-1-2-3-6-9 R12 7 -
B) o AR RAXBMA—FA L REHBRERR LAE —FE5=M@A >
$-_FHXNEA mAEBEFE—R 03691218 ~24+36 48
H °
(3) Awik AR
BRSNS BA 3 R EZ AR Sl R £ 0 3 6184 -
AR 200 R R RRZ SR RS SRR BLBH o
BISKES o 45 Ak o P35 Ao Bk B B e SRR 54 o 2 RS R -
5. REHEAMGE |
BRETSAEAMEZEEHEAG " @iTsleh - RAH LM > SHOEH TR
R - o
6.&%#%?@%&
HNERAAMEAETRAYERFE B EOEZES Sl BEHEA - RBERE
BHRMHERTRERAFAZREERREN  MARAE REFRARE A8 %
RERBRBEHNLYE - BB EHEZEB (Bl lohE - b~ MAEHBME -
B R A4 ) 5 SRR PRS2 % 8 o B B4 41 46 2 3 42 A A B (in-use
period) ; B3R & & AL IR f%%éﬁzif PR RXMAHB TSNS BRI RTE
B V‘%&:&#ﬁﬁﬁﬂ%‘(&’%—ﬁﬁﬁ M AN R TR - ERETRERABALZ
RZEMBBEHN  FATTRLAL MR EARMA XFHETH -
7. o RBIAR RS
ﬁﬂi@ﬁm%%ﬂ&ﬁﬁ% T MR o w0 B E 2 AHBRIERE > THA R

B 3E R 33t 0 4o 4B 3% 3 (matrixing design)'® 8% 45 3% 31 (bracketing design)'” o ko 3%
7



M40 5 SR R AT 0 AT AE R+ MR AR - 3
SRR A A S B2 B 0 BRI  Jo i3z 34 ¥ & 4 (complex
drug delivery systems) » ZA#24 338 i ML 3R -

SRR SRR R T E AR

W AR T2 EBHE A AP RARELE -

(@) REEH A8 B R - wORSMAESAF - BAALTZLERUMAS
B ag(strength)2 B & Ok W R UARMBENEEFSERSEZ
SH D O5BMe T OMARA  BIENEEH - SRR LR -

8. HHRIFEEETHFRE:

(1) JAARA A AR X IR 2 AT o

(2) B34 1 AR Rl 3 b SRR 8 B @48 o R bk (AL AZ S8 40 D)
BB ANR/ESEE -

(3) 7 SR A8 R e B A 0 KRB R AT S o 2 R B AL BB
HATHOR) o o AR AT P A IR TR - RLB SRR A SR A
%1248 8 S RA BT BRIZ BN o R ARG E — 5 BE S H 3 5

(BB EL) -

v

I»

~

i

2

2 —REIAR 2 4B R A

)

@) URERFEBMESETESL - R

BREE (B) 0] 3[6] 09 12]18]24]36

#kl | T | T T | T T | T
w |Slmg|#%x2 | T[T | T T | T T
i #x3 | T T|T|T|T|T]|T
£l k1 | T T|T|T|T|T]|T
EF |S2mg|#%k2 | T | T T[T Tl

#%k3 | T | T | T T | T T

T: B o5 Faj 2k

9. HERRIEXRINE > BAESRXBEEREAKIE  BEETFTHFE
D) A ERANEBHEA2 4 LB S AR RBAZEL TRAEBEEARE >
ERBRERT B EBR IR AEERG AL A BAAR I GESET
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EELEREARBRRR BRATHEYETLELREANZEZBEHELHLAHE
EREREE > RREZ SR OIERERE - HEHBK %@ﬁﬁﬁ%@%ﬁ%tb
Bl s REBEAEREBLY - RKARBERRRAABERSR -

(2) Bk & gL BN BT fB R 2 AR LB B B 8 > TR R B2 RSB RAL
REFAHEMIRZEEERBERLE  ARALFRAMSE  BRUBEHRESED
R HR AR E AN RIE R

G) REFEAREMSERZRAR RSB R NE DB BRI A

BEmaeg 50 mg 75 mg 100 mg
#R 1 2 3 1 2 3 1 2 3
15mL T | T| T T | T | T
=B A/ 100 mL
500mL | T | T | T T | T | T

T: /EJ%%\B?J‘FE& ‘2‘13
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LR LRIE R 9

RIS » TTREEREL
HESR SRR

DEEEER
3IEARRESRE
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WL REEE?

CEARES

(1) RS
BERESHE N R
(2) EETTHE T AR

MEER

A\

\d

o TR

RIBGEEH AL EM T

Y= 5k 2X  BFE8
BX+12H Eat
RS Y=/R 1.5X
EXEBEX+6EA

FEER: Y=RRk 2X
{EXRGHEAX+ 124
B BRAREES > Y=
B LSX - E1E8E

X+6{@B

Y

A L | Fese s
B e Y
5
(1) Bt X
wemamstar N D7 % | s o
Q) BT QF Y=H&EX+3{EH
i
MR
\ ot o
HER | R
D5 Y=§f 15X @
AUEHEB X + 6 A

A

HREM SRR Y=
R 15X » {HRGEH
X+6{EA | BRSHEEE
i Y=HRX+3EA
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2. WATHITSMIMNEARPIREHH > BEEATFR
(1) E—#RZEE M

2 P 73 AR TS 6 R A R AR R (SRR 2 B
AR 75 B 95%AE B E M 2 F FR(R EFR) M T R(K LR X Z BFR 8 -
() BE—% R - mEE R HIE N
45 B)

b

BHERE—SB2 88 ENE—SRHEB/REE— AR 3) -
BRI REMENEN EED QAR R RBRREEE - A E— %
(Bp454bR) » AT 2R RE > 2 R M BIE T i SUF MRS 24 F ok 47
® ik HREMRIMBBAT XH BT ARN LLHEY -

® ko i HBREMEABELETTASH s Aoz BBEHTE 6
BRI SRR - |

BPF R Rl bR Z BARAT » SRR AT S5 547 (o © ANCOVA) > AF BRI R A R &
- #(covariate) R R AMRZQFREFT A LFAHMFERY BRIE - ENER
PRI SR X AR A IR BREACEIRA 025 - |
@@ﬁi%&imzﬂ$ﬁﬁﬁﬁﬁ%§£@ﬁk%a%%MW%&K@%%
Z BB RATHRI DA 0 R E— BRI R BRI - S A IR IR
PR HENERERMEE €RE > Bk S0 S RBIFET 2 BRY KL
B —RREeRE—MRERZERERERNAE

3) 2 ESE - RERHRBZEEIN
WHZREERBBBETHRBERAGE  £5 9 R BIUTRERI RS £
2 P BLAE T oy BUF AR L3 A4 7 o AT
® ik HRLHSASMBBATIHEBIEHY -

® k= RAFFIREZIERT T AN AR E
B

BRIEA S ER X FRAYBEXIRTUBERRESH2H -
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(A)ESpriLRE R
FRAREGRZATRT T4 KR R Z&ﬁx@’nﬂ\ﬁﬂ%
BREAUNS2Z A LERTERB TE—GH m%mﬁaﬁzﬁﬁJ%#
AT EBR e R o Bl RBERF 2 HEMEGBERABERINE
B RRMRBREIEN 8 QDA R EREY - kTR E— LB
20 R 8 AR REL HXRIEEE - b KB FHHET
BoMmARRASWZRHEHAHE -

B) &Pt E %R
%%Eﬁ%ﬁ“ﬁim%%@&%@Aﬁ%’W%ﬁﬁ%%ﬁﬁ%ﬁ*
EESC TN \%75’\/\4#6\#!: Aﬁa‘é&& FRRFPFHENERERER T8 %E
LR REMBREROHE—SPREEIRHIAK -

PREBEEUR 025 LBFKBREZ ;) JEdRE R 0.05 ZBAEKEMK

RZ o m@REHh > ARARGRZIETEHMA > TERE—SR2 4%

ot kB AR -

@R Rth > FESARBSCYRGBIERESHTE > ATHEF LS

TG R

(@ BRAXIFHERFHHETEHE -

(b) RESRASWHERK L B —LREM#E -
(@@M?ﬁ’ﬁm ERAERBTEE AT R R E 2 43 M R

EH RESINE - RIERE BRI KBS o SMEX 7B T4 F oY 7R 14

RSB ANBREETH U GE I o 3PEMRARAT 4o ) B SR - iR RBR 2

R EMBEREXZ BN HRERREHGEHERTH P2HL -

G) BaFEAMGIBENSE s —RREZRHEHIL BRAKH T EEESERT
(goodness of fit) » AL & 8H « BRI » T BB 2ZALEMA (o 2 A2
B -BRAEAMGSE BRBSES) NRABESTABRRAERTIRH HE

B - BaRfE - BEBERZ G PHRBTAE LT ERA LK C RMBR
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CEXTER RS R o P i

(6) FEAR2 % BB 4% > JB 3% oo 51 SR 1) M7 SUAE 9844 2 00 B ME Ao VT 47 M (o 1 BOHRHR) ©

(N AEHERHWZAD » FHE B BARIER T B8 ikt EH -

@) IE— RS EREI  ROARERENNERL LB ETHFE > BREEY
T4 P RARF MR T AT 80 o AR BB ~ 5% iR E B
BRZOMFETEREEREY ~ S S BAERZ G ERETHRERE S
EREETHZEE  BTULE -

) Rk HRBAMNER  BAHBRERRYEREB LAY ARE > TH4%
Y AT -
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BEF -~ BTRRISMF XK
1. &+
(D) BN XEEREARL  WAHANRRERENRENRR IS AL THEYE
WAR TR FREZHE - L REFTIRARIIBERE -
(2) B A H R 3L 2 AR F X S48 B A TR IE A3y B o
() RERHERBHEARFRLEBZMEBE > R TR

5 MR A BRELBEEEETR
kA5 4) 2838 25°C

25°C + 2°C/60% RH + 5% RH(%& #7)
' ' R AREN 25°C AT

25°C + 2°C/60% RH + 5% RH(£& )

Aa 30°C +2°C/65% RH + 5% RH(¥ /) %77 %) A8 30°C
~ 30°C +2°C/65% RH + 5% RH(& #7) R BEEN30°C LT

-+ 30°C£2°C/75% RH £ 5% RH(& #3) -

2. 42 R HRMAR B AN F R B M AR ¢

(1) S8 T oA £ 4 551,
Q) AL RARIA  FAE LW R RIS, -
(3) PRRLIR L35 AT AR A M ©

(A) % %38 F 4 (system suitability)

(B) % — I (specificity)

(C) # #k % (accuracy)

(D) # % A (precision)

(E) 4 M (linearity)

(F) % H (range)

(G) K b4y B % 44 2 5% /& & 4% Fk(quantitation limit » QL)

(4) FRRRLE AW B AAT -

14



EXE~FL

. B F(drugs): .35 B #(drug substance) B AL £ B B 8 € K 2 R & H A& R(drug
product) °

. BE#A(re-test period) : BB AR T ZBFEST 0 FEHLRAKGIR o f£LEIR
BMETRARHESELEE - £ > BHEZANEBEIUH - ARRA
SRR HTERIEER - BHETRSRBER  FERAKEBER 2K
A FFRER -

. 7 % #A Ml (expiration dating period » 75 Bp 22 87 shelf-life): 8 | e 48 T 2 BE A48 4F T
HERAMAEWOIR - o RABN AR A U B RREIL B RRT - RAAKA
Wi (expiration date) » B8 A1 AHHE A - |

. #wik HB(accelerated testing) : £ 3 4 A BUR 3 6O BETEAR M0 8 1 E X 0 2 MERIR 8 —
T UAnik B B LR R fe i 2R b 2 S b — Rt - ik B B
T AR R R AR R o BT SRR T A 2 S (Jo © AT A
W 345G R BAE T B R R B o kR WIS AR R
SRV BT R SH -

. R (long-term testing) : £ RAE AT » BART B o) BB R BB
P IR AT 2 5 FE PR

. EA#RK(production batch) : KRB FHFEF » FIE WL AR T £ %M > AT
Wikeh B Dbk o

. MR (pilotscale) ! BHRZHUBRAME > TAIREREIHBANZTEMRRZIA
o do REVEE A SARARTRAF DA 100,000 FI 2 E KRR > 247 RATEAR AL B
#EZ 1/10 o £ & LB PF 100,000 B R B4 of > AIAFAZAE AME AHRRILE -

. % (dosage form) : WA E L2 R (o 1 428 - BER -~ BRE AR BESR
) 2 (drug substance) > 18 — & &4 B 8] o JB 4} # (drug substance) % % 48 2. 44 &
du 0 TR B AL 1 i — B o B Bl (excipient) AAEAT R R F o FRRK B

(EMR )R Bt -
15



9. M A&(specification) : 4&RE43E ~ (L2 ~ A4 ~ AWM RIBRRANAZE > DRR B L
BATEATHME)  REMEBRNZUBI RN G BERBRY B RELIRE) -
BATRMARBERARKTE AR -

10. #% 75 ¥ #F 2 @t % Pk (storage condition tolerances) : JE X2 M RE P » BEHERE 2B
BEAMEERENTESSHEE - WHEERBRERMNE TSRS EMERE - iTHE
GREFERGENBDRELORTELY - BRHRFLR 2GS weBLs
FRMER > QEHEZ - 4 H R TS M =+ v/ 85 2 _E #9146 8 (excursions) > JE
R TR

11. ¥ R:X Bk (intermediate testing) : £ 30°C/65% RH Z BEI&4 T » N B EMEAA
25°C T2 3 5 » 4 88 o AL b FE Ao A S 1 6L 6 i 5 o

12. B % % {t(significant change) : R X B E I A RBERRFORKL  HAEx

BR % SMbthds ¢ |
() 2B EEE 5% RAEMLERABELRBT % BBERLANSL
(2) =1 % AR 1 A2 IRALAE

(3) SM - MM A RERIR(Re C BAE ~ AR BRI S BN BE B
R BRZEE)ARFEMRME - Rl » R EM4T > R @Hna 8 G
Bl BAL ~ JLF B F) R TR » RABRTEH 45
(4) BER B R A A 3, |
() 12 EHRAE A BHRBERTFEMKE -
13. B #F3k B (stress testing) : A AFPERM B A F 2 2B R BB ARG TRES
HF o ﬁﬁ#%iﬁ%ﬁ?#?ﬁ/)ﬂiﬁ%ﬁ%ﬁ#ﬁ% WA 2 B A R R
db 4% B R R BR(Jo | HEBAH (metered dose inhalers) ~ L # ~ LB - BA R
Z KRB E S o
14. ¥ 3% M & 3 (semi-permeable containers): [ 3AB|(K)BB B REEEALHER o
a4 BB B BT B R T 4i(low-density polyethylene, LDPE)%& % » AR AR #7E%k

(large volume parenterals)Z #k 4% ~ #8 * LDPE %3 ~ 8 ~ N#H%E - M AEHE S
16



(Impermeable containers) % T4t # AMRBERAAFEHEE -

15. % % $1 % % % (container closure system) : i F] 3 £ Fo ik AT o L Ktk 24875 - &
+% #.4% 1% 4844 (primary packaging component) JUE I8 2 244 £ i — R M O M1 4%
afmt -Tok A, BTEBSHELAG, AR -

16. 46 Fﬁ(matrixirig) PR MR MRS BEYR T —Hoas
2k MAET— AN ERER TS~ as2hk w7
EASHALLT > MRAEBE - TR AERE— LA RS B0 AZ
TN TREMA AL —HRRHEMBZRRNE - |

17. %4 (bracketing) : % 5 HE3RBR 2 &3t > N2 i P o ERARE LS R R
(extreme) th # A(dn © 28 B1& » AEANR/BAEE) « LT RIHA B R RIEN
18 604 AR 2 R M SRR T AR A A 8 B 2 o A e e R R o

18. % 45+ % #H(supporting data) : T X35 44 F B - BRI S F R EAR T IEE
KB BT - 045 |
(1) PRI KR BARBEZIK  ER L EZAH AR LT BT FH -
Q) FRANLETHEBHEARILH
(3) HAAHR R IE R -

19. % & F#5(mass balance) : HAM A Z EM S B AP AERAENS BHENEN > TE
HH Fodnds a6y 100%F 4547 32 £ 894 Fﬁ(margin of analytical error) X #IT 2 -

17



