A

%ljjg BH R
BIARFIER B EMEERE NE
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ST EEE R IDA2/KTIHRIF
ZXH I ZILTIEREBHER %f\%

B BH PERBEISHEIAISA :

XTI - FDAB F 510416128943
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:

£ TR B THEADRAE | F3FER

o

39 A
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e
'*ﬁ

=

#

RIF  ATEAR R0k $1654% -

NEEIR

— N ETR T RR AR THEAMEmARE - Tk

FRERBRYMAKETHERATARAE | R "4 %
BIGREMBARAMARAE | F3RBAZHMAE LA B
M UARBEEBHEAESAERTFERB LT HE
B2 5% -
CARAEFBRAAFLKET NG (44 http://www.fda.
gOV.IW) Z AL BRRBBRBHMERER -

Erd

BA GHEBREABBHIERNELNG - TERBBASHBERNELX GRS
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G ERTRERERNENG  MEABARSHERNENG - 2V TREHER
¥RNE SATHRSTERNENG HLILHAESESE  bHHLILEE
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TRERBE THND B AR
Guidance for Hyaluronic Acid Dermal Implant With Drug

105.01.14
[88]

LAREGRUEBRBH A HEE BB SER  BANARBRM TS - BITHE RBRSE 48
MARREERATNZEE > BT TRERELSH HERE/EER N TEBRBIIE (S8
RATARR/REARRYE) 2HH REABSHERBETHENERESHAHER -

2AEBRBATZSETEHHNE BAKBRONAR  FRENARR  ARGAARERS %
BEARMRERSHNE - SRR I RLHRAAEN  EREHRBAR R 7)H B Stz BRiEit
i (CERNRARA/ RERRS) TH ZEARBRREHEN -

SERATARTHE CERBRAR(SEARA I ISR ETRLHRKRE) ~ 7k - RERBL&KRE
B E - R LARA R X ORE 2 K& E S(finished product) &% £ & F M (equivalent) i &
BATRR RAERROHEERIRDELELORABALIARLESRAREY XBGHHS
ik Bkl 2 kK& & R A% Flb(equivalent) Bk & » B Hx it FH % bk 5245 4% & (scientific rationale) » 14
3R9A K 38 A E(applicability) -

43 PSR ABITRFIBRATARAL » BRI SRPERE DB ER DAL HEZ
BEBINKE -

5. ER IR HAHK 86 50 | 7T - & R 4745 #1571 % (well-controlled investigations) ~ & 4-3% %] 5F % (partially
controlled studies) ~ # 47 % & &7 % (studies and objective trials without matched controls) ~ = #H
95 (well-documented case histories) ~ 18 % & %-(case report) ~ &% A4 A &8 (reports of significant
human experience) % -

6EBREALAMBERATHARL  FRAT—RIBLUELZAAWNERFEREHREE -

TERAR R R E R R AP ZEFFIERITARSEE DAY SBMEAHERSE AL EL £ 4%
FHRCUARE RSB AITARARESE » BRI SR PEREURATERARZE
ﬁ o

SHUEEBEAZRARF i BARLRMFSEFEFR » Bk RS RRAR Y & 248 WX XA B
ERE LCRASRI R T R 2R -

V4w kA FHEET - BLIRBEERERK > LSRG 2 BIRDEEITRR

=~ FERFAZBRBEHEE(Scope)
AAEBARNG B2 R R T (5 RN A AN EARSATIE S 2 8 2% 5 348 A A AL
HHSBEABATAOAMNALREAYZELRS> AREES SR AT S LA E 2480

A A o
ELBREHARSHEMEDEHE  ARBAALE -

= AAREABRBSH LM EBAR AL Z BR BH 2 M4 &(Classification):
LIt 1.0007 |

ﬁ Bl ¢ 3 bk B 4E A4 (Hyaluronic Acid Implants)

EfR%% 3

=~ E AR HK(Product description and specification) :
() PXERROETHHBRBOHETHEE
1. & & 44 -~ #1%2(Product Name and Model Numbers)
2. @RS HABESE  ABHRARSERAIBEGRSIHBEELL) 4

]

BRofe® BX5E



(mL/ %)
& du 4k #li (Device Description)
WA
3# JE R 2% 24 AE (Indications for Use)
# %4 (Contraindications)
#3%(Warnings)
¥ & % 78 (Precautions)
BERAE CHEGEEER  EHRE M EHFR - EYEHB ERAE AR
REGEHE ~BE - BRUF
10. 7 B & E(Adverse Events)
11. JE4H4HRM
12, (R4  QREBE -~ b~ B% - REHRE
13, AHaHAM © HAHMAB TSGR ERM R LT 2 JIE -
14, H¥ g2 4% - sk
15. B 445 - shik
(=) ESzEH - HH A% B~ AR -BHEAHENRROLETIEE
1. #ZFdamEZ L RHAMER 68
M HEPRERZAARES > BRERHERHERTRNEE S EATSE SEER)
(2) Ay THARBRRAA S ENRR(BREIDY LB A ER/ G BHEXFTILABRERER
2 BWRRELRMBERZGMEHRREMNZFERARLEHRRER » £ REHRBHMA
PR R RSB RERATHRREREZE A5 454 KM~ (Bovine Spongiform
Encephalopathy ) #4 2B E (&) 24 FREEL > BAXFEGREEBRTHE - kS
WREBRERAURT S R B BERA - RER DRI EEA B -
(3) s A BB AT RRA B AT R E XA ER(TEA S ENL) EFESERARMRE -
2. EHMMEDZRAE B - ARAHER - a3
(1) £ &4k #li (Device Description)
Q) Fama KN EY
B RBzemr LM 2E(RE TR SR ZAEA
D) REERE - RABRHTE XK ABRLSERAIHE (REXBEH L) - BRAIR
HLAE A
(5) B BANZ AT CER - REFORERAE)
QFESSE S ESE- L £
(7) & A 4T RAE
(8) & Jbig At ¥ H i& (Indications for Use)
) B—aEBas B g ARFRARY - REANRERERNRF
(10) #AEF X - @3 BE - BRI REEE - RAF RURFIH
(1) FHESNEEAN CPE LT XU LEEA(TS£4998.18 #HABAHT AL BREM
FAAL S H) B A B ARt &)

© % N v AW



3. StE BB AT EM > &4 ¢

(D) BLEH ~ B~ R BEHEHE ~ R+ HHEK - 2 EET MBBLHBASE #HEx
St EHE ~ B MRER ~ de B AR GE R B A ~ AR ROE B R RGE A WA 1)
BN~ FERARGE  REAH HEHSE 248 HAE M 2 5 5k 4 £ (certificate of analysis,
(CoA) » R EKBMARBANBAZNFTHEFR(DE ~ HZ VRAABBELZE ZAH) -

(2) El#

4. S+ 3R B By B (R ST IR R ARAR) 0 a4

(1) B~ R8R R B 36 ] ~ R 418848 il 35 (4o Appearance ~ Dimensions ~ Stiffness
Resistance to breakage *Resistance to corrosion* Tensile strength~Bond between hub and needle tube -
Patency of lumen R @& E#ER%E) XM - FERARGEE XM EFEESSHMBEZE K
i 3k % & (Certificate of analysis, CoA) » % £ @& 4 @A B EZ HFTHFR(LL - 2~ A5
B BB & SLARAT) ©

(2) B#%

(3) W AR HRA

5. B 3w 4 (Drug Substance) @ @45 :

(DB REHERZARASERANCHELTERRERSHS (AN EEREEE) LT
WHAMERCE AR TRLHET AR - RERRBAETIHEE I & EBRER
Mz b S« #i mAH] (Chemistry, Manufacturing and Controls, CMC) % 3} -

Q) wBHBHERZABR T BCAA BN BB RHE EE (Drug Master File, DMF)#% 44
HZELETAARE PHSTHAKBE2Z DMF Z# & AAHRE £ EHREFERSZ
CMC & i# -

(3) ko BB BMEA XA MRS ER L RIEA - BARiLS - Wb @ s CMC Al EH g
Lo MMBEMRERFLLRTLOEL TEMEEIRERFERERE ) (WEBRETE
1021401257 5%) -

D BREHERZABRTTHEERRFH 1001403285 s A LR T 244 LHA KRS T
PERAZELET  RMMBREEEETRFEERTIEL TEHNBEHERBETHERE
(o F¥EFF 1021401257 %) -

(O) e Bry > BARWMEERMAERZHMEMN (Pl EFFELZAURTBARABESN
BLTAgd# ARG AR ETEEZBTE)-

6. HiEmMumEs  ax:

(1) #5& E B AR THEAYE ST ERAZE QR EIE By 450 W 41k~ B -
RE -~ OERHE - REFE

(D ERERUBTHANA -

@) o WieHaE  SEMNEE 22 URSHRAEH A% - RB - 2EE -

DB ERZURTRAN KL EDLRRARLKELRBRAEE -

(S) Bt Ao~ HubmdplzEn -



g~ ERRATHR]IR-40 2 B h SE M 34 F #(Pre-clinical Safety and performance data)

R B

A~ B REBSHEEAT R

5 & ik

1. & Y48 M A
(Biocompatibility test)

(1) 4m B, 35 M 3B (Cytotoxicity)

(2)3 % 3K 8k (Sensitization)

(3)4] % 2, A P9 ) 43k Bk (Irritaion / Intracutaneous reactivity)

(4) & 1 1 3 B (Acute systemic toxicity)

(5)% & M & 1% 4 %M 35k (Subacute and subchronic
toxicity)

(6) 3 B #-1£ 3R E(Genotoxicity)

(7)1 A3 B (Implantation)

Mok B AR AR TR AT R
(8)1% 4 % 1 & B&(Chronic toxicity)
(9) 2% tE R B (Carcinogenicity)

- ISO 10993-1(2009)
- ISO 10993-3(2009)
+ ISO 10993-5(2009)
- ISO 10993-6(2007)
- I1SO 10993-10(2010)
+ 1SO 10993-11(2009)
- 1SO 10993-12(2009)
- MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug
Delivery Products and
Medical Devices
Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

« Committee for

Medicinal Products for
Human Use

(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products

(2008).
2. % #H (Sterility) e 47 # 2 24 (Sterilization validation) f& #£ £% & i £738 B BhREMERELE
SAL(sterility assurance level, SAL)/s #4107 o &R

. 1SO 10993-7 (2008)
- ISO 11135-1 (2014)
- 1SO 11137-1 (2006)
- ISO 17665-1(2006)
- ISO 17665-2(2009)

. USP <71>
3.8 8 b (Pyrogen) ‘@ B 1 % 4 (Bacterial Endotoxins) (49<0.5 EU/mL <20 :{ﬁiﬁ;

EU/device) =k, 3k & 356

4 LR E L (DB B 52 R R (UW A & 048 LB H 7 15) o RA BB L B R AR
. . QR p B aE Bk - E48  AYER - KER B RBRBAE
(Chemical Properties) W]
O LES B
5.4 IR M E IEE (DizE R o ARA-BR o o B IR AR
(Physical Properties) (2) A4 % %5475 & (intrinsic viscosity) 2, %-F & (molecular weight) ERBBRAE
(3) 32 b o Bk i 2 B RE b B/ B6 3 M 509
(4)ke 42 K /|~ B - (particle size distribution)
(5)pH{&E
6.3 fie M 2 ER (DshiR - REBBRFEHS

(Performance test)

QEHZREREEREE

(3)3# 51 (extrusion force) ~ flow characteristic # handling test
(4) % b/ 8 4 SR 41 15 48 M 3HER

(S) B 73744

R

THREERZESHRK
AR
(Analysis of Active

(DB R A FREE » 5 (aFRRAD)
o #dp4E %] (Drug ldentity)
e 2 34§ (Drug Content)

« MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug




Ingredient in Final
Product)

()R B LT R4 S B £ 3 AR #H(In-Vitro
Dynamic Drug Release)

Delivery Products and
Medical Devices
Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

- USP<724>
+ Committee for

Medicinal Products for
Human Use

(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

8. B Mk
(Animal Studies)

(1) R A0Sl » kAL TH/EALNE
il » BESENE RTEAS(LABEMBREL)Z M
H S -
(2) 413 & SR fo®f il o 7 B3R T #4838 (Animal
Studies) | ; A L @z B LR o  REL R I>ZHmE
ERAHOHARBXEREEHCHARBR —% £3§
31145 T #4383 (Animal Studies) |
()R035 P B 622 R FR AN
o 4B MR
® HErik:
® ZRAAFE I B ERBEEZERERMAHSE
MEHGRERE > AR ESEEzh RS E N
® FfEAZE
- B RBSMRE
- BE R oA R AN
- EEEERE S E SRS

+ 1SO 10993-6 (2009)
« ISO 10993-12 (2009)

4 JF BE R SR B SR A
#.3e(GLP)

- Committee for

Medicinal Products for
Human Use

(CHMP) : Guideline on
the Non-Clinical
Development of Fixed

‘Combinations of

Medicinal Products
(2008).

9.8 5b Ak o B R S
(Pharmacology and
Toxicity for Drug
Substance)

(1) $HALTIHRASWE BEL2FXRELIFERRBEESN
M BATREFBEREFRFI NG BT E L2
MELSMEH  BRefTazEesnineg 28
SHBREREHFEAE  LEEFATHELLTRE . —
MIEEE R BEBRA FIMITHBE 0 F - AFE{ERBMN) !

O EITIREY L RIS ATRM ARG REER A
R -

O BITRE SRR RS HESATE SR (H)
doo0 SRR PRNGE - FREONEERRY
» I AR BIE ) R AT 0 RAERTERERF e
PR -

@ — i HEMEE AT UAREEIEARM(E - A EEE
BR)EATIE ) MRPBITABEEZ P B E LAY AR
AARZ REEHM -

O/ BN NL WETHRBBOEE
T AERMiFE RS R 2 MMM 1&%%%&‘2
o= o e b 1

\\\\\\

O L H MR BASHIRTHA R SR
O L MER T HMER  BEBPTAARE T HFHR2

ZHZ R URMHE SRS REE

T A

%& B EEE

S
=

# unéki«}i‘iﬁﬁﬁré
fé%ﬁéﬁ FEIR

© BidERREERER

#AF M. #(GLP)

+ 48 ] 2 ICH Guidance

Documents




EME A A EMEAGHBEM -
® s M ER AR S AR 0 B B M KA SAETH Bk B
JE 0 3RARBUR MR BR IR E R
® UFpkEMEEER o fURFM R BEAT T EEBRE -
H M B AR AT R E R FERAF OS2
T2 B AR BRI, -
QHHE L TERB2Z BRI, THRLEEZAHGEN
R ZREA B3 B ERTIREGIFERL SR
W AMASRE LT > AREEIS 2 IFEE R R T
BBAAZEEMHE  EEXFERAHFERMM) !
® HITNER B LA TALS RN EEE X BEER
sE e o

® wEMHELBIELE TiEst i U a vk Bik— 43t
58 20 R 0 248 B R B a2 e o T A BAT BB MR 0 &
A AT A& 5] " Sp4i8 3R (Animal Studies) | 8% o BAER,

® FTHEIETTEHFUEEAREBEARER LK E
RETEIHEEREEBNETZHHERETH -

® LHREEsERBIAABARE ALK BRTH
S IEER AR R A M MAE R RRNERER 6 R
) A
BR Ry B ARRBRBATIEL  BRESSM - BEA
B AL EBLEEEREH T ZRATaMAMER
Bl g - :

G iR EE L AHEAIHER T M IFBRES |

MR ST B T BB ARRRE REER

i, (GLP)#4T 2 -

10, Agaf gl s (& 553 0 H R 1E T AR AT R fo @A + MEDDEV 2.1/3 rev 3
(Tolerances and (Tolerances and Suitability for Human Use) | ; B b 77 488y 2 % (2007) Borderline
Suitability for Human | &, % 5 h# Sk 2 HmibERL S OERE RERRE Products, Drug
bze) HEMBERER -5 > BT T ARA S i@ Delivery Products and
(Tolerances and Suitability for Human Use) | Medical Devices

Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

+ Committee for
Medicinal Products for
Human Use
(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

ILESRSRHEEY (D)HHRETZHATME  LAPTHRRTEESEAR |- ELERTEss
(Pharmacokinetic and Z B~ e AR REEEAEN - BIPA TS E AR a

Pharmacodynamic for BEZNEARSEREE - + Committee for
Drug Substance) ® LA LHITAREE RS EE N a bR xR A | Medicinal Products for

2 HWRUE  THEPTER LS H Fivstwey - | HumanlUse

BB TR B AR P 2 B - 25 Baashsy | (CHMP): Guideline on
R SR GRS T RS T2 ERE RS ggﬁﬁﬁﬁ%md
Bl BRI RE o ARG RS2 R SRR R RE P




(No observed adverse effect level » NOAEL) &9 & &
(AUCHCmax) i W FASABRER 22 R & T4
NGBz 5HEEEME  — BT UHEHRZ
42 #F#HE (NOAEL safety margin) >1004% 8% » K48
AT REANECHFREHN T AL FZENE
B % B ERA R -
® LUPHELBITABEGRS EEN L FEESAR
EHBERRRTESEHRIH FRUEXREET
FRAMAR IR 56~ RBRIEBRFE -
Q)AL TRz BELRY  BEAERABBRLER
¥ B% S8 (Drug Carrier)48 F) » 7T 4t B4 2 A #9ES IR
BER2EH BARTHEIINERETS R - 2ERR
2 7 ] %, % % 4% 84 (Drug Carrier) &~ ) » £ o}y A 2 45 5254
BRETEYERB ELERANBAEL R  THEE RN
ZEERBHELRE  UIHBIBETZI LN -
(3) 747 F ik BEE R -
(4) xR £ = PR EEERBAERZ 54T FEES
-4 f¥%5-F 447 F ik 5 2% (Bioanalytical method validation)
ZHI e

Combinations of
Medicinal Products
(2008)

© SHER LTI RS

ME > FHTZ RS
BEHZAFTER T
S B R B AR A
B & R R S
B Be s
Fot o

12, &u B4 B Iy
(Drug Release Kinetic
Information)

MAERRAE  RERTH BN LS RYBRE /) 716
(Evaluation of In-Vivo Drug Release) »
MANEDNH N FRTERNEEGRAAEERTHELR
YA 2 MR WAF R R e B SR dbA
ENARARS DAL BRI AR QAR L H BB EY
BREGAE . A —HRAEFX AR ELRR/ BB P2 ER
RE REFARRESHESASRARNASENLI LS
IR BYFER G N D - NIRRT BT 2R E
B2zAEFHwT !
® F RN B ) SRR LA T A B AR o
® RALERE L - HASMA S  EHAEBI
BTHERGELBRZF AR ERY > $REEES
STHBEEZIRAE -

HHEZR N BR IV E LENERGCHAERDADA |-

FEHEFIREGIK A
EHM AL

+ Committee for

Medicinal Products
for Human Use
(CHMP) : Guideline
on the Non-Clinical
Development of
Fixed Combinations
of Medicinal Products
(2008).

13.@ % (Packaging)

(1) A=5% 68 > 438 % 48] 3 (Whole package physical
integrity test)

2) B 4 % 2 & A1 3R (Force testing during shipping and
distribution)

- 1SO 11607 (2000)
- ISO 11607-1(2006)
- IS0 2248 (1985)
+ ISO 8318 (2000)

14,224 87 (Shelf-life)

() R#HELHCERABERRAGROEATHRNZ 2L
e (real-time aging ) R 4E#E3L 2 fuik 21035
(accelerated aging ) -

(2) HHEERBAABRREL REEZZACENRY - H1EH
Boshfet - EH AR RRED EEIUREALE

IR E TR -

. ASTM F1980 — 07
« 18O 11607-1 (2006)
C REHEBERE

302 & & A4 S B (lidocaine) s B & TFHLA MBS R AT SR~ 42 2P B o AR P 3R B H 36 4 T ARA -

E -~ BHERRERA WA LRERTH
(=)~ AR ST EMRH Mt 6 BB R R
(=)~ SHEARE & BB B0k R R 6 BB R
()~ BAERRM - HAERHE AL F 2300 70 A 4 5 s R B A & 5 8 B AR SRR
(7))~ oA RAAE L TRMSBRBE SRS LR ES  (—)(E)VREH LM




75 - EEAREEE (Clinical Trial)
(—)~ BARBER A X5 R E b S E 2 DR K WM RN RN TR XA E BRI R
e
1. 3R B35 it JE A within-subject controlled » #:fi % 32 ) B4 Rsa ) R H BRI o5 2 uft.gﬁﬁ oo B 5] £ &
BEST  BF B R NMER A THE RGN FE R AR
2. % &% sk (primary effectiveness)3® 1% /& b 3715 A B (evaluating investigator){& B [538 A 37 4 53045 JA i
4437 Abaseline » thikbaseline Bii4t# SRR AL AHRBAL  CRFHEPHEARFEN THENES

BER o
3. RAMIPMAE A EMARNEE  ASMPYERBENRLISRABOE A 0 RRFEN ERHBHS
-gg-f?_ﬂ#ﬁﬁ °

(=) ZARBRENRL » FRET — R A4 ME &2 A8 M ERRIFEIRE A TR -
(2)~ A BARLALTEMS BREE SRBILBERE  (—(Z)REH LM

4 ~ £# 308k (References)
(—) ~ #7443 #) 3 2E R (MOHW Documents)
1 BREMERSRFEER
B SHBRE SRR
B SFEBRARARBREEHRLE BIR
. B IR R AR A BR4%1F M 86 (GLP)

ﬁf%&%&ﬁﬁﬁﬁ
B E NS EREFH 0991608423 5% T B 54 S0 H) R AL BR3P HRA
: *@%ﬁﬁ«ﬂ%&T*ﬁA%ﬁ%ﬁ%ﬁ
9. BB RS M b E R EH AL
(=)~ REHATH B #(EC) R M B 5 £ 5 (EMEA) & #.(Documents)

1. Council Directive 93/42/EEC Concerning Medical Devices, Last Amended by Directive 2007/47/EC of the
European Parliament and of the Council.

2. EMEA/CHMP/EWP/110540/2007: Guideline on the Clinical and Non Clinical Evaluation During the
Consultation Procedure on Medicinal Substances Contained in Drug-Eluting (Medicinal Substance-Eluting)
Coronary Stents.

3. MEDDEV 2.1/3 rev 3 (2007) Borderline Products, Drug Delivery Products and Medical Devices Incorporating,
as An Integral Part, An Ancillary Medicinal Substance or Ancillary Human Blood Derivative.

4. Committee for Medicinal Products for Human Use (CHMP) : Guideline on the Non-Clinical Development of
Fixed Combinations of Medicinal Products (2008).

() LB LR HEELEER (FDA Guidance Documents)
1. Supplement Definitions, Bundling Multiple Devices in a Single Application, and Fees for Combination

Products.



2. Combination Products: Submission and Resolution of Formal Disputes Regarding the Timeliness of Premarket
Review of a Combination Product (Dispute Resolution Guidance).

3. Content and Format of Investigational New Drug Applications (INDs) for Phase 1 Studies of Drugs, Including

Well-Characterized, Therapeutic, Biotechnology-derived Products.

Current Good Manufacturing Practice for Combination Products.

Dissolution Testing of Immediate Release Solid Oral Dosage Forms.

Drug Master Files.

Drug Metabolism/Drug Interaction Studies in the Drug Development Process: Studies In Vitro.

Environmental Assessment of Human Drug and Biologics Applications.

L e

Estimating the Safe Starting Dose in Clinical Trials for Therapeutics in Adult Healthy Volunteers.
10. Extended Release Oral Dosage Forms: Development, Evaluation, and Application of In Vitro/In Vivo
Correlations.
11. Format and Content of the Human Pharmacokinetics and Bioavailability Section of an Application.
12. Format and Content of the Nonclinical Pharmacology/Toxicology Section of an Application.
13. How to Write a Request for Designation.
14. Immunotoxicology Evaluation of Investigational New Drugs INDs for Phase 2 and Phase 3 Studies: Chemistry,
Manufacturing, and Controls Information.
15. Master Files: Part III — Guidance on Scientific and Technical Information.
16. Nonclinical Studies for Development of Pharmaceutical Excipients.
17.PAT — A Framework for Innovative Pharmaceutical Development, Manufacturing, and Quality Assurance.
18. Premarket Approval Application Modular Review.,
19. Single Dose Acute Toxicology Testing for Pharmaceuticals.
20. Submitting Supporting Documentation in Drug Applications for the Manufacture of Drug Substances.
21. Submitting Documentation for the Manufacturing of and Controls for Drug Products.
22. Coronary Drug-Eluting Stents - Nonclinical and Clinical Studies (draft). 2008/03/26.
23. Coronary Drug-Eluting Stents - Nonclinical and Clinical Studies -Companion Document (draft). 2008/04/07
24. Non-Clinical Engineering Tests and Recommended Labeling for Intravascular Stents and Associated Delivery
Systems.
(m3) ~ % BA# 8k 445 (ASTM Standards)
1. ASTM F1980 (2007) Standard Guide for Accelerated Aging of Sterile Barrier Systems for Medical Devices
(&) ~ A # S #/t4#5 R (ICH Guidance Documents)
I. QIA(R2) Stability Testing of New Drug Substances and Products.
Q1B Photostability Testing of New Drug Substances and Products.
Q1D Bracketing and Matrixing Designs for Stability Testing of New Drug Substances and Products.
Q2B Validation of Analytical Procedures: Methodology.
Q3A(R) Impurities in New Drug Substances.
Q3B(R) Impurities in New Drug Products.

NS ke wN

Q3C Impurities: Residual Solvents, December.



8. Q6A Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and New Drug
Products: Chemical Substances.

9. S2B Genotoxicity: A Standard Battery for Genotoxicity Testing of Pharmaceuticals.

10.S7A Safety Pharmacology Studies for Human Pharmaceuticals.

11.S2A Specific Aspects of Regulatory Genotoxicity Tests for Pharmaceuticals.

(X) ~ B2 R 1L #42 E SO Standards) .

1. ISO 10993-1 (2009) Biological Evaluation of Medical Devices - Part 1: Evaluation and Testing within A Risk
Management System. '

2. ISO'10993-3 (2009) Biological Evaluation of Medical Devices - Part 3: Test for Genotoxicity, Carcinogenicity
and Reproductive Toxicity.

3. ISO 10993-5 (2009) Biological Evaluation of Medical Devices - Part 5: Tests for In Vitro Cytotoxicity.

4. IS0 10993-6 (2007) Biological Evaluation of Medical Devices -- Part 6: Tests for Local Effects after

Implantation.
5. ISO 10993-7 (2008) Biological evaluation of medical devices -- Part 7: Ethylene oxide sterilization residuals.
6. ISO 10993-10 (2010) Biological Evaluation of Medical Devices - Part 10: Tests for Irritation and Skin

Sensitization.

7. 1S0O 10993-11 (2009) Biological Evaluation of Medical Devices - Part 11: Tests for Systemic Toxicity.

8. IS0 10993-12 (2009) Biological Evaluation of Medical Devices - Part 12: Sample Preparation and Reference.

9. ISO 11607 (2000) Packaging for Terminally Sterilized Medical Devices.

10.1ISO 11607-1 (2006) Packaging for Terminally Sterilized Medical Devices — Part | : Requirements for
Materials, Sterile Barrier Systems and Packaging System.

11.18011135-1 (2014) Sterilization of Health Care Products - Ethylene Oxide - Part 1: Requirement for
Development, Validation.

12.1S011137-1 (2006) Sterilization of Health Care Products - Radiation - Part 1: Requirements for m

13.1S0O 2248 (1985) Packaging — Complete, filled transport packages — Vertical impact test by dropping.

14,180 8318 (2000) Packaging — Complete, filled transport packages and unit loads — Sinusoidal vibration tests
using a variable frequency.

15.ISO 17665-1(2006) Sterilization of health care products - Moist heat - Part 1: Requirements for the
development, validation and routine control of a sterilization process for medical devices

16.1SO 17665-2(2009) Sterilization of health care products - Moist heat - Part 2: Guidance on the application of
ISO 17665-1

(%) ~ BB HUSP)
1. <788> Particulate Matter in Injections (Small Volume)
. <85> Bacterial Endotoxins

2

3. <71> Sterility

4. <151> Rabbit Pyrogen Test
5

. <724> Drug Release



kA  2#] % B (lidocaine) B kB it FHAME R ATHR-R 2 BRI EMRIREH

3 B

R~ BREB/IRBEITRR

:

1.4 48 B 3B
(Biocompatibility test)

(1) % i 7t 35 (Cytotoxicity)

(2)i8 #% 3 B (Sensitization)

(3) 4] 38k 2%, A A ] 3 Bk (Trritaion / Intracutaneous reactivity)
(4) &M # M R s (Acute systemic toxicity)

(5) 8 &M B &5 18 P4 & M 3B (Subacute and subchronic
toxicity)

(6)# B % bk 38 (Genotoxicity)

(7)Y A 3 52 (Implantation)

M E H T A AR AT R

(8)1% £ # 4 X B (Chronic toxicity)

(9)2% 2 B (Carcinogenicity)

+ ISO 10993-1(2009)

+ ISO 10993-3(2009)

+ ISO 10993-5(2009)

« ISO 10993-6(2007)

+ ISO 10993-10(2010)
+ IS0 10993-11(2006)
« 180 10993-12 (2009)
« MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug
Delivery Products and
Medical Devices
Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

- Committee for

Medicinal Products for
Human Use -
(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

2.4 @ (Sterility)

i# 47 i B #E 2% (Sterilization validation) e 2 4% & B 1R &
SAL(sterility assurance level, SAL)/#10° o

- 1SO10993-7 (2008)
- ISO11135-1 (2007)
- I1SO11137-1 (2006)
- ISO 17665-1(2006)
- ISO 17665-2(2009)

» USP <71>
3.8 B 1 (Pyrogen) @ i M # % (Bacterial Endotoxins) (40<0.5 EU/mL <20 + USP<85>
EU/device) &, 3 & X 5 « USP<151>

4 A2 E 3 4E
(Chemical Properties)

(1) HABEENRESEMNE(RBE SO E FF)

Q) R rtEZad Bt 48  RYERE ARG
R B &

(3) B2 P9 B8 oh AR IRER

o REB B AR

5. MY A
(Physical Properties)

(LEBERE

(2)4 ' #5489 /& (intrinsic viscosity) &, 4~ -F & (molecular weight)
(3) 3T B 3 PR Bk 2 B RS 56 BL/ BB R M 4547

(4)Ax 48 K )s B 444 (particle size distribution)

(5) pH1d

¢ IRE B B RAR

& R RAR

6.3 e M B
(Performance test)

(1)sh48,

RUEHRTREZREE

(3)3 /1 (extrusion force) ~ flow characteristic 2% handling test
(4) B 5/ 8 4 S5 4 ) 48 M 3B

(S)H e F 34

©RE B B S B AR

I8 T PES BEE 4
A A

(Analysis of Active
Ingredient in Final
Product)

(1) B B4R % 82 F M)
® 44 %] (Drug Identity)
® i 4y 4 2 (Drug Content)

(2) R A b & 7 SR A8 oh 8 S 5 A BRI B M (In-Vitro
Dynamic Drug Release) - s& &85 » JBARN £ MM AR K

+ MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug
Delivery Products and
Medical Devices




Z AN .

Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

« USP<724>
+ Committee for

Medicinal Products for
Human Use

(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

8. &y 4 ilm
(Animal Studies)

BEFECHGYEA - RIBE L THEN %W?E;ﬂ:r&ﬁ
BEABGE ﬁﬁéMﬁA%H B2 R EA T

& -

+ 1SO 10993-6 (2007)
. 1SO 10993-12 (2009)

4y I B8 AR B R 1E
#.$(GLP)

+ Committee for

Medicinal Products for
Human Use

(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products

(2008).
OEL A EEREN | 4BA L Ta%zlidocaineR bR c CHAAHMEHLE |- BLdnrnEss
(Pharmacology and BRSZRABA RS B RTREENFERT SR |
Toxicity for Drug Wi AHAERAT EAAGEL RSB EES2 B IEE R AR A
Substance) JERE PRI B AT A 2 R MR - HEAREE
B e 2B R RS HATIE B RE SN BEARE |- BB ARRER
FEmnELEEEREHE  BRATOMMEREMR | BHERIGLP)

% e + #4 fl = ICH Guidance
Documents
108 LR srBeHsidyg | 4 AL LFaskzlidocaineE & sy >  BRNEHESBER | ERERFLFELEER
(Pharmacokinetic and HRBE RIS ABEE LR HMEBEREELEN B
Pharmacodynamic for | R | & 48 & 4758 5P oy 8o R 2019 23X 5 o
Drug Substance)
11.&.% (Packaging) (1) %c88 {0, % > 438 % %44 58] 3% (Whole package physical BBt ERAELF
integrity test) ol 4l

(2) E#y R 45 # =z J& # 8|3 (Force testing during shipping and
distribution)

+ 1SO 11607 (2000)
- 1SO 11607-1(2006)
. IS0 2248 (1985)
. ISO 8318 (2000)

2. %480 (Shelf-life)

DEAESHLERFBEERAGROEETHHZ LML
B (real-time aging ) 2% 4853 2 o ik £ 4L B (accelerated
aging) <

Q)m#ELRARBEREBRS T RLEKZACFRE - HEK

Bt BEMOEAMAD  BELUREE SR

EETEEH BATEE -

- ASTM F1980 — 07
+ 1SO 11607-1 (2006)
c REM BT




SEAG R EHBANHRLE

Pre-clinical Testing Guidance for Wound Dressing with Drug

105.01.14
[ReA]

LAEBRGRUERBHEAAIMHEEZERLCH  BRTARBRHTBRETREZIRESR  £64
BEARRBEIAEETHZZR BRETRREEASER HEASHIEREZERERE (2BAR
AARR/ZBERRERE) 2R RERASHERERYFRNAFSAMER -

2AERREATZSE ML BABRBRAFAR  BALMARR  AEFRAARERS  F
BARMRE RS RME - SHRBT 2R DRRp Y ERBRBRUFEEAMFR B 2B
4 (SERNARA/REARE) FH 5AARNR L EH -

SERMARETHE CERBRAK(GEAREEZIAHBARLTERE) - 7k~ RLRBREGERE
BAREE - AL B SR L O A2 R&E B(finished product) % B % F #(equivalent) 1 &
BAARE ) CRARERCEERARMRLELYREASLIARTKESHAREF ARFHHL
S LR B L REE &R AT R (equivalent)ik & 0 BARHHHE lé#%ﬁ.-*’—‘-(scnentlﬁc rationale) » £&
3.9 A 38 A H(applicability) -

43w W BARRTRFIBRATRFIE B » BARAR SR R $ 4 3245 3R L (scientific rationale) » B3

 KARABEARRA L EAEBEZRERE -

SERRBR AR EREFNZEEFERITARALS  SEUERAITHERE R EER LS4
FECTAERE  BHRLBRIITARREE  BEMEH iﬁﬁﬁ%‘ﬁ#ﬁﬁ%m'&% ITRAMZAR
& - ,

6. Bl A Z R R T E I BAKLEAISEFERE » Biak B BRI Ry kR4 ﬂ’ﬁiﬁk:ﬁ.ﬂ"ﬁ‘ M
L R SR R ] 2R -

T &I EETHEET BLERBECRERRK » LS RFLBIRRERTAR

—~ AAFHA 2 BR EHEE (Scope) :
FAEBFRAN G 0 U A AR 0 AN RS T B E B A4 B 244 (Wound Dressing with Drug) .
ﬁ'l'iﬂ'ﬁ'”%%%-ﬁ#&%%zuuz@uﬂﬁh ) SRR IR B E BRI M B S dn B B A A -

EABEHERSGHAMBREHE  AFBARAE |

=~ RERER ¥ﬁ-$ﬁ2_%ﬁ% 4538 4 8. (Classification): -
(=) 238 : 14018
45 Bt Bk 5 E 54 (Hydrophilic Wound Dressing)
BixEE: 2
(=)24% &g £ 14020
& B :HMeAGo /}%ﬁ{ﬁﬁﬂ—}(Occluswe Wound/Burn Dressing)
ARFa: 2
(E)A% %8 14022 -
& 3] KMAGEBEEEM (Hydrogel Wound Dressing and Burn Dressing)
RiEE® 2 :
=~ E R4l R R A (Product Description and Specification) :
(=) TXHERKOHETFIHES !
1. & &4 4% - & 3% (Product Name and Model Numbers)



O oo 1 o

: én"a'ﬁiii(Device Description) 5%4’9311‘&75" BB BB BRI R A e
C R)#

o &nﬁﬁ0§aa%#m£%i%]ﬁ%‘l’ B A48 E'J}E?Y‘Jffifa'g—ﬂuu R TR A 2 B4

:ﬁ}@ #E (Indications for Use)

.. # 2 2 S (Contramdicatlons)

¥ 2 (Warnings) |

o b lh BB A ARIRR B RE RS ALBAY Rhoiz 0

. 7% & ¥ 38 (Precautions)

LR &&J@(Adverse Events)

BT A

AR QAL ~ RE A&~ REHREFE

Vg A A~ Mt

B A Heak

v ERZENE M A M AR BERFANEHERCETIRE

. B ARZBEHARNETH a8 ' _

(1) EvERzmAMREAT  ZARRERFLET LT 24 EH

Q) HELRRASEHRR - ER/GA - BESTORRERTRE BRIV RBER
' & 41 R ﬂfﬁﬁ EAREFERA LAAEREZTLAEFA ﬁﬂzfl:

. EHRMESRZAN - RRAEMEH > &8

(1) B Jagkal :

() mazE&HHaR T ECELH - R ARmEEE S
o 2 A ERzZX -~ BLEDREMBHIRERA
o B2 R R R 2 A AR |

(3) EMRM

(@) ESusEfAR

(5) ABMERMEALR .

(6) ﬁﬁ?i’Lﬁﬁﬁ~ﬁﬁ&ﬁ%ﬁ%zﬁﬁ%%‘&ﬁﬁﬁﬁﬁﬁ

: é.ﬁ::ﬁ A% 4-(Drug Substance)

(1) o BRBMERZH AR \—‘ﬂl A &#ﬁr&iﬂ?‘%aaﬂiﬁk o# (B ﬁf’iun?&)’ BT
MEHER T AL EHCHET AR BRRARBALEINER > HESERERME
2z Epefe% ~ Mg g% %] (Chemistry, Manufacturing and Controls, CMC) & #} « ' ‘

(2) WwEHREHERLIHARASECAAEZNAREARHE XHE (Drug Master File, DMF)#% 45 &
ZRGRAREE TR H A4 E 2 DMF #ﬂ%—a&#a L W B EAEREAEBRSZ CMC
#h

(G) W %%ﬁ&%zﬁﬂ&‘#%iiﬁﬁﬁﬂﬁﬁw4 P H) CMC 48 B B AL F & -
AHEAEENF LA RIS TR E 2 ERN é'”rJr Wk WEREFH 1021401257
) o



@) 4§

iR

BREMEAZFEATTREERE
7B PIA% AR BT 0 AR BB AR B R AT TR 2 AT
= % 1021401257 38) - |

() 2w BARMEFREAEEZBMEN (Flko 3

rHERE ﬁ-*%%fwk#ﬁféTﬁ%%‘%ﬁﬁ‘ﬁ) °
4 FRAGAIMREABMEEHN

(1) HEREE - wRHEEE Y - B 44k~ B8 - 3R

@ xREESERNA

() BHAsHBRER P G RMEE S 2R Y
BALEUBSBRA > REERARRESE S RBALE -

@) B

it

BREBHREH - 0%

(5) HMmorice  BmbHzEg -

W~ G220 R 3h 5 bk R F A (Safety and Performance Data)

R E

F# 1001403285 s AL EEHE  LEARASC
NE2ZTEHEEEERREEREA, (W

EVPFRERZABRTEFBRAEE

B~ KRB REE

BB

RH

B~ FRE/BBEAAR

$45 ¥k

L& 48 Bt 3Bk
(Biocompatibility test)

(1) 4n B &1 3 B (Cytotoxicity) © 4o b2 da g E M 2 HH7
Grade 2 » B#ATHE SN B MG OBAFRE > MERFE
ARG HEG O RS - '

(2) i@ 7 385 (Sensitization)

(3) 20 2 B P R FE 3 Ba(Irritation / Intracutaneous Reactivity)

MHEFE > BAITREATARRFPARSE

(4) &1 M 3 5 (Acute Systemic Toxicity)

(5) 28 & bk B 258 M 304 3 B (Subacute and Subchronic
Toxicity)

(6) £ A # 1+ 3 B (Genotoxicity)

(7) # A 8.5 (Implantation)

(8)1% ¥ 4 1 #.54& (Chronic Toxicity)

(9) 24 1 3% 8 (Carcinogenicity)

+ ISO 10993-1 (2009)
+ ISO 10993-3 (2009)
+ ISO 10993-5 (2009)
- ISO 10993-6 (2007)
+ ISO 10993-10 (2010)
« ISO 10993-11 (2009)
+ ISO 10993-12 (2009)
+ MEDDEV 2.1/3 rev 3

(2007) Borderline .
Products, Drug Delivery
Products and Medical
Devices Incorporating,
as An Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

+ Committee for

Medicinal Products for
Human Use (CHMP) :
Guideline on the
Non-Clinical
Development of Fixed
Combinations of
Medicinal Products-
(2008).

& B M (Sterility)

47 %, B #E 2 (Sterilization Validation) f& 2 4% SAL (Sterility
Assurance Level)»#-10°

+ 180109937 (2008)
+ 1SO11135-1 (2014)
- ISO11137-1 (2006)
- USP <71>

3.8 B M (Pyrogen)

FRLBRERBENFFTRREDF AR TR =ENEE
(Bacterial Endotoxins) (#2<0.5 EU/mL ‘31<20 EU/device) & 2. &
A

+ USP<85>
« USP<151>

4ALEH L6
(Chemical Analyses)

@) F sk \a*fr(%w 45 -

(D) EMAER B4R
RYIBMB AR TEEZ R

%)

R EB B g R B AR

5.9 Rt AR

Size)

(DR E ~ R~ (Thickness -

- EN 13726-1 (2002)




(Performance Test)

(2) ik 58 M (Aspects of Absorbency)

(3) B 7k (Waterproofness)

(4) 7L f& £ (Conformability)

(5) 4 38 4% & 3% £ #¢ (Physical Parameters) + 5] 4w:
® & & Mk (Elongation)
® ) k35 FF (Peeling Strength)
® 3 3% (Tensile Strength)

(O Rty BE AT HLE e B BB 5B ATAR I i o S
(Anti-Bacterial Test) = 4 & 5 (Bacteriostasis Test) » 4 & &

B ko (B AR TRAY) ¢
® FrEm (Barrier Testing) © 4% 5 5 8Bk #3847
(Broad Spectrum of Microorganisms) » #,4% 1x10°cfu/mL
# 5% A7 Bk 2 7832 JE (Initial Inoculum Concentrations of
1x10° cf/mL) sA B B 20 48 /o ey R E R - AW R JE
BEUR RS AR A REA R A BT 6 be & 6938
fe o BRI o RE VT £ K ) 65 B o SA 346
® % ¥i8)3% (Quantitative Testing): & 45 & &4 k4R 85 M
MR FESERRHEaAL 0 MEREH A
ik o EHRIE A BAZE ASTM E2315-03 Standard
Guide for Assessment of Antimicrobial Activity Using a
Time-Kill Procedure 2 £ 208 F BT E TRE » AR
HREFEHEEE DY 99.99% (4 Log Reduction)
Mo FEEHETEBAS B THRHIEAEERIME > Bix
Mt A%k 4% 4] (Odor Control):k 5
(8) 4o & Jhidh H 3 R B S BT K & A F i & (Moisture Vapor
. Transmission Rate of Permeable Film Dressing)

» EN 13726-3 (2003)
+ EN 13726-4 (2003)
« EN 13726-6 (2003)
« EN 13726-5 (2000)
- EN 13726-2 (2002)
- USP <85>

+ US Food and Drug

Administration (FDA)
Guidance for Industry
and FDA Staff ClassII
Special Controls
Guidance Document:
Wound Dressing with
Poly(diallyl dimethyl
ammonium chloride)
(pPDADMAC) Additive
(Document issued on:
October 16, 2009)

6. L2 B SR R
A

(Analysis of Active
Ingredient in Final
Product)

(1) 8 m4m 5 B 4F 5% @42 F RA?)
® 75 (Drug Identity)
® i 3,4-§(Drug Content)
® | & % (Dose Density)<8f E4 & B>
(2) 52 5h %y A& 2 4 FE AR 3K (In-Vitro Dynamic Drug Release)

» US Food and Drug

Administration (FDA)
Guidance for Industry
and FDA Staff Class II
Special Controls '
Guidance Document:
Wound Dressing with
Poly(diallyl dimethyl
ammonium chloride)
(pDADMAC) Additive
(Document issued on:
October 16, 2009)

+ USP<724>
» MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug Delivery
Products and Medical

- Devices Incorporating,

as An Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

» Committee for
‘Medicinal Products for

Human Use (CHMP) :
Guideline on the
Non-Clinical
Development of Fixed
Combinations of

- Medicinal Products




(2008).

7. %40 B3R
(Animal Studies)

(DEEZEFESHDMER > RBE L EHBBARENR - B
FAWEE o #TEB(AABEHARL)ZES ﬁz:gﬁi*%
1 o

()4t & & o 37 R 437 A 3F45 T 4 23 (Animal
Studies) ; ; B E &Rz B K S » REL RS Z Ak
BRI ARBASEAREHACHERB R 2 £H
34 T 8483 (Animal Studies) '

(3)EIRARL PN B o2 R R ¢
® i LBy A
L “iéﬁma

- 1SO 10993-6 (2007)
- 1SO 10993-12 (2009)
o B JEBE R R ER R AE

#.42(GLP)

+ Committee for

Medicinal Products for
Human Use (CHMP) :
Guideline on the
Non-Clinical
Development of Fixed
Combinations of

O AR BERGERBRELEREAPRAMIEY | Medicinal Products
FAGHERAE » Rie BB R 2 B R A ﬂ (2008).
® B
- R R
- BERmodat e REA N
- A BkR T S B R DTS . :
BELBHBERESE |(DHYRETZHAINE  REAFZBELIBARBRELN |- RESRENLESE
(Pharmacology and B BATREERES R FINNE  RETELZH El
Toxicity for Drug MW Es  BLBFANTETANRRN B4 E |- ELFBEARBREZS
Substance) SHBEBRANEE  LEBAENBRLRARE - — | BAK FER

BB RRBRAEDITEB LT » AU RER)

® EiFiXEs: #ﬁ@mﬁ\&ﬁ%aﬁﬁwﬁﬂwmﬁw
R A

® AMEEMRR BHEELAIHIELTYHE (H
hoo 2 dn B RS PARARE S BRI ELARRBE
T RAFE AR e BB R AT 0 RAEBATH M RR AR

%0
® —fEt ﬁ%‘L%mﬁﬁﬁﬂﬁﬁ%@~%#%*
B)RATIFE  REMPATHANBE D 8 58 SRS LER

ARz R EEHM -
0-%@%%%ﬁ%:#ﬁ$%%%m%@%‘
EAESMAER LR MY HATAE
AR $E _

® LR FMRE %@é%%éﬁiﬁ%%%&%ﬁ% .

® LABBEFTEMERR AVEITALAREEFERZE
— - HRE URHEELRR SN EAEET %J‘%’“
GAAEREAHERAETR -

0 HEMRR RELASEEHMESE &4%41#%%&
B RALEE MR EEH

® Sk EMRER o SR B IERER - B AT 2 HERERE -

RAE
ﬁkﬁ‘

AWML ARRZITRANAZR  FEAAFA %—z
T2 n e AR T2 MRE, -
Q4HAEETERBRZ BER RS » THRLERHHER FF

AN ZRBAI B BERATREAFBRE DA
B RMAEFRT T - RARBIAIZ IR 7R X

BERA Z Rtk A FEE AR RR)
® MIUXEN AR RSN AR BEE 2 B

AR AR AR .
® L EMBRELBFERLE Gy W R — B
R X AR R B M e By SR 0 B ER AT R T BA R
17 5'54%#&5%’ RABITRET T HdpmR (Ammal

Studies) | Bhv BAEREE -

- B IEEEAREERE R

- #AERF(GLP)

+ 48 ff = ICH Guidance
~ Documents




O LEL M E S HEEABBEARER SR > B
BETEIHEEREERE TIHHERTH -
® LRy AR A AR AR A B B TR
o JEER AR 2 AR R B RAE A 69 R AR
GEE LR _
Bama 2R ARRRAITAD  FRESEE  BEA
HEREREELELFRRAL  ERATORPEMR
B
GVERZE  LRAREAIB R Z2RNFBERES
PERIEAEIE N 0 BAE T R AR RAREAR
§t .y (GLP)i#ATZ ©

AR S S R
(Tolerances and
Suitability for Human
Use)

B o RS T AR S A
(Tolerances and Suitability for Human Use) ; B F 7 48 By 2 %,
RO REL RS2 HmBEERL T YE@E@I HAERRBEHT
AR E R — B0 BIRAET AR AR 20 38 A (Tolerances and
Suitability for Human Use) |

- MEDDEV 2.1/3 rev 3

(2007).Borderline
Products, Drug
Delivery Products and
Medical Devices
Incorporating, as An
Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

- Committee for Medicinal

Products for Human
Use (CHMP): Guideline
on the Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

10. L o gy R 2k
(Pharmacokinetic and
Pharmacodynamic for
Drug Substance)

(48R EFTZH RS E  LAPITRERARES AN
Z R~ o~ RBRSEREE - AT REBEARSR
EEZNERSEMEE R - '
® LA LITAMED RS  AENATREEAR
SHEMRNE  THREHITEREZRZ B EFRAAR -
H 2 PR~ BARBAZRBRE - £F I
ARELRECHBWEHA G T RS TLERNERS A
4R ARG YRR ERETF RRE No
observed adverse effect level - NOAFL) &% % (AUC #,
Con)BERMNFAMABERSRAGEEM G A NE
BEEME > —HAT  MLAMERZR2HEHE
(NOAEL safety margin) >100 4285 + R/AhATEASP 912 IR
ABOFREMRAOTAETFZERNERZHERAR
B o ;

® LUFFERPITAREG RS HBEN L T REEAE
EEBRBURTESEHRUE  FREXFRAET
FRAM RS IR Z o ~ R RIFRAFM -

Q#HEETEBZES Ry ZEAERLBFZER
& B & RA(Drug Carrien)td 7 » T # &4 £ H 09 BR R 5
HE2EH > BERTHEINBRERSEE - SHEARE
7 7] 2% % <% #k #8 (Drug Carrier) 7R ) » 8 9h 8 £ 82 4 BRI
BTEMBRFERBEAANLAEES  TRE LHAIZE
RBEIEZ R AEAHFBRGHETZIELME -

(3) %47 F iR ER B E M -

@sReEE: PR ERSRBMERZ W REE

- BERERnEREiR

A

« Committee for

Medicinal Products for
Human Use (CHMP) :

- Guideline on the

Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008)

CHEAETZHI RS

W THFZRBE
BzHEEE  TL¥
B B AT K B Mk A
ERMWEES BLR
DR ELEN -




4 888 2 447 F ik sk s (Bioanalytical method validation)
ZIHE o

1A S B iR ) HHERBM BTN E - LEFERBCRARBRSRY| - PEBROR LS ¥
(Drug Release Kinetic |4 i 248 » #RMATH WA & & R MR /7 3745 BT A R
Information) (Evaluation of In-Vivo Drug Release) » + Committee for

BB FETHRELLGEEM TH RSB E4
AR Z M mAAR R ELERE B EF A
ARDLHECHERE AR aBRA LS ERZ EMBREH
2 85— @-@Jifﬁﬁ;rﬁliﬁ/&&/&?ﬁ@i*Z%nniﬁﬁt b
EFARZRELOBEHASRAARASERI 24 EE2 B
BB NS W B THEEHT2 BB 22 EF
BhduF ¢ .
® ELEREMEH %%#HTFaix/Em%$miiﬁiuaﬁﬁi$a °
® RA| LA Edik ~ MAIR B EEE > A AR
CETRBELEELRERZRBNGREEZY > EREXEH
%%ﬁz%ﬁﬂ

Medicinal Products for
Human Use (CHMP) :
Guideline on the
Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008). ’

12.6.% (Packaging)

(%4 & 8 = 5 2M R 3 (Whole Package Integrity Test)

PATCE-E.5 P T HE B i 90 B 7 i R B 0% R H UK 5 Z Release
ProfileZ 4 » J& 4T # & 4 ¥ 2 J& /1 )3 (Force testing
during shipping and distribution) » 4RI K4 % 4B F EH
#yRelease Profile 82 Fg Py 45— 2L -

- 18O 11607(2000)
« ISO 11607-1 (2006)
- 1SO 2248 (1985)
+ ISO 8318 (2000)

13. %4447 (Shelf Life)

(D& E S AR 22 A7 o5 2535 (Real-Time
Aging) 5”484 3k 2 " 3% # 46 R Bk (Accelerated Aging) °
hodgt A Ao iR AL AT R AR 0 BT E DA Z B
(Blho » 82~ BE - REFIRTE L EL T -

@AlEE a4
® Jhi - @@ﬁ%@%'%é BB ERREN

HBEBH  OHERRH I EE R EE

?ﬁ%é&‘ﬁlﬂf‘ R

ERSZAEN R A TR

AN E) B B FEH R (In-Vitro Dynamic Drug Release

‘Test)

8 EHR%

68 MRy

® AEbEIRER ¢ #8878 JE (Peeling Strength) - 3£ B
(Elongation) ~ #r{¥ 7 & (Tensile Strength)

® REBEBFHZAAHAR L ETHBTHRE R
%M%%‘ﬁm&%ﬁ%@m%wmdﬁmkﬂé%

CREHBRAR
+ ASTM F1980 (2007)
= ISO 11607-1 (2006)

Ex:(Bacteriostasis Test)

5~ &%‘xﬁkﬂ{eferences)
(—) ~ # £ 38 A] 35 A (MOHW Documents)
I BmEHERELELER

4

® N L s W
B ®

Lo SRR ESER
EmEARRREAEMAE $ER

B 9 B AR SR 4R 4E 4, 8. (GLP)
R L

TR AR R SRS

)| ﬁﬂi]’miﬁ;i%—f\&%fﬁ’ﬁ‘iﬁ 0991608423 5t
o SIS A Ty o

E‘ #iﬁ‘f&(nﬂ%]ﬁtnn?&ﬁ:@? NFE.HHJ



(=)~ RBHTE B #(EC) Bk H # & 432 5 (EMEA) R (Documents)

1. Council Directive 93/42/EEC Concerning Medical Devices, Last Amended by Directive 2007/47/EC of the
European Parliament and of the Council.

2. EMEA/CHMP/EWP/110540/2007; Guideline on the Clinical and Non Clinical Evaluation During the
Consa_ltﬁtion Procedure on Medicinal Substances Contained in Drug-Eluting (Medicinal Substance-Eluting)
Coronary Stents.

3. MEDDEYV 2.1/3 rev 3 (2007) Borderline Products, Drug Delivery Products and Medical Devices
Incorporating, as An Integral Part, An Ancillary Medicinal Substance or Ancillary Human Blood Derivative.

4. Committee for Medicinal Products for Human Use (CHMP) : Guideline on the Non-Clinical Development of
Fixed Combinations of Medicinél Products (2008). |

() £EA &L ¥EHEE /AR (FDA Guidance Documents)

1. Supplement Deﬁmtlons Bundling Multiple Devices in a Single Application, and Fees for Combmatlon
Produets.

2. Combination Products: Submission and Resolution of Formal Disputes Regarding the Timeliness of
Premarket Review of a Combination Product (Dispute Resolution Guidance).

3. Content and Format of Investigational New Drug Applications (INDs) for Phase 1 Smdies of Drugs,

Including Well-Characterized, Therapeutlc Blotechnology-derlved Products.

Current Good Manufacturing Practice for Combination Products.

Dissoh_ltion Testing of Immediate Release Solid Oral Dosage Forms.

Drug Master Files. |

Drug Metabolism/Drug Interaction Studies in the Drug Development Process: Studies /n Vitro.

Environmental Assessment of Human Drug and Biologics Applications.

I

Estimating the Safe Starting Dose in Clinical Trials for Therapeutics in Adult Healthy Volunteers.
10. Extended Release Oral Dosage Forms: Development, Evaluation, and Application of In Vitro/In Vivo
Correlations.
11. Format and Content of the Hurﬁan Pharmacokinetics and Bioavailability Section of an Application.
“12.Format and Content of the Nonclinical Pharmacology/Toxicology Section of an Application.
13. How to Write a Request for Designation.
14. Immunotoxicology Evaluation of Investigational New Drugs INDE for Phase 2 and Phase 3 Studies:
Chemistry, Manufacturing, and Controls Information.
15. Master Files: Part III — Guidance on Scientific and Technical Informatlon
16. Nonclinical Studies for Development of Pharmaceutical Excipients.
17.PAT — A Framework for Innovative Pharmaceutical Development, Manufacturing, and Quality Assurance.
18. Premarket Approval Application Modular Review. -
19. Single Dose Acute Toxicology Testing for Pharmaceuticals.
20. Submitting Supporting Documentation in Drug Applications for the Maﬁufacture of Drug Substances.

21. Submitting Documentation for the Manufacturing of and Controls for Drug Products.



22.US Food and Drug Administration (FDA) Guidance for Industry and FDA Staff Class II Special Controls

23.

Guidance Document: Wound Dressing with Poly(diallyl dimethyl ammonium chloride) (pDADMAC)
Additive (Document issued on: October 16, 2009)
Coronary Drug—Elutmg Stents - Nonclinical and Chmcal Studies (draft) 2008/03/26

24. Coronary Drug -Eluting Stents - Noncllmcal and Chmcal Studies -Compamon Document (draﬁ) 2008/04/07

25.

)
5]
S

4

P N e v R WL

10.
11.

(&)~

()~

9.

Non-Clinical Engineering Tests and Recommended Labeling for Intravascular Stents and Associated
Dehvory Systems. |
= ¥un’5§;fru4bﬁ"§;%a‘i(ICH Guldance Documents)
Q1A(R2) Stability Testing of New Drug Substances and Products.
Q1B Photostability Testiog of New Drug Substances and Products.
Q1D Bracketing and Matrixing Designs for Stability Testing of New Drug Substances and Products.
Q2B Validation of Analytical Procedures: Methodology
Q3A(R) Impurities in New Drug Substances.
Q3B(R) Impurities in New Drug Products.
Q3C Impurities: Resuiual Solvents, December.
Q6A Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and New Drug
Products; Chemical Substances.
S2B Genotoxicity: A Standard Battery for Genotoxicity Testing of Pharmaceuticals.
S7A Safety Pharmacology Studies for Human Pharmaceuticals.
S2A Specific Aspects of Regulatory Genotoxicity Tésté for Pharmaceuticals.
% B A 3R B 1 445 2 (ASTM Standards)

7 ASTM F1980 (2007) Standard Guide for Accelerated Agmg of Sterile Barrier Systems for Medical Devices

B A% 2 4u 48 8 4% E (ISO Standards)

ISO 10993-1 (2009) Biological Evaluation of Medical Devices - Part 1: Evaluation and Testing within A Risk
Management System\. |

ISO 10993-3 (2009) Biological Evaluation of Medical Devices' - Part 3:_Test for Genotoxicity,
Carcmogenlclty and Reproductive Toxicity. J

ISO 10993-5 (2009) Biological Evaluation of Med1cal Devices - Part 5: Tests for In Vitro Cytotoxicity.

IS0 10993-6 (2007) Biological Evaluation of Medical Devices -- Part 6: Tests for Local Effects after
Implantation.

ISO 10993-7 (2008) Biological evaluation of medical devices.‘ -- Part 7: Ethylene oxide sterilization residuals.
IS0 10993-10 (2010) Biological Evaluation of Medical Devices - Part 10: Tests for Irritation and Skin
Sensitization.

ISO 10993-11 (2009) Biological Evaluation of Medical Devices - Part 11: Tests for Systemic Toxicity. -

ISO 10993-12 (2009) Biological Evaluation of Medlcal Devwes Part 12: Sample Preparation and
Reference.

IS0 11607 (2000) Packaging for Terminally Sterilized Medical Devices.

10.1SO 11607-1 (2006) Packaging for Terminally Sterilized Medical Devices — Part 1 : Requirements for '



Materials, Sterile Barrier Systems and Packaging System.
11.18011135-1 (2014) Sterilization of Health Care Products - Ethylene Oxide - Part 1: Requirement for '
Development, Vahdatlon
12 ISO11137-1 (2006) Sterilization of Health Care Products - Radiation - Part 1: Requirements for m
Development, Validation and Routine Control of a Sterilization Process for Medical Devices.
13.EN 13726-1 (2002) Test Method for Primary Wound Dressing — Aspects of Absorbency.
14.EN 13726-2 (2002) Test Method for Primary Wound Dressing —Moisture Vapour Transmission Rate of
- Permeable Film Dressing. _
15.EN 13726-3 (2003) Test Method for Primary Wound Dressing —Waterproofhess.
16.EN 13726-4 (2003) Test Method for Primary Wound Dressing ~Conformability.
17.EN 13726-5 (2000) Test Method for Primary Wound Dressing — Bacterial Barrier Properties.
18.EN 1372676 (2003) Test Method for Primary Wound Dressing —Odour Control. -
19.1SO 2248 (1985) Packaging — Complete, filled transport packages — Vert'iéal impact test by dropping.
20.1S0 8318 (2000) Packaging — Complete, filled transport packages and unit IO;ddS — Sinusoidal vibration tests
using a variable frequency. - '
('t) % B % $1(USP)
1. <788> Particulate Matter in Injections (Small Volume)
2. <85> Bacterial Endotoxins

3. <71> Sterility

o~

. <151> Rabbit Pyrogen Test

wn

. <724> Drug Release
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Pre-clinical Testing Guidance for Percutaneous Transluminal Coronary Angioplasty

(PTCA) Drug-Coated Balloon Catheter

105.01.14

[sA]

1LAZEARUEFRBHATHEEASERBER  BANARBRHEARABTREZIES  £62
BERRBRYEEGERZER BRATEAABEEALER HERASHAMEREZERERSE (FBR
WRARAR/RBEAREE) 278 RERBHERBRTHEVNBRECAMER -

2ARREBATZSETHTE  RABBFRANAR  FRAEHRER  AAGBARERS ¥
BABBAELTHBIE SHART 22N AGEN  2BRETRELEEAT]R B IZERET
% (GEERAARRA/REBERRE) BT AREERAZHEH -

ERAAREHE AERBRAKRAEARFABZARBEARALITERE) - 7t~ RERBE&ERR
BESE  ARALLARAZELCREZHLE K(finished product) R A& E]*]i(equivalent)ﬁa.,‘%

CEATRR FREASAEERTRNDELELOREARLRERLERARAREZY ARG HHS

WwHOURBAXREERREER &(equwalent)#iua » REHx P B ME 345 3% 4 (scientific rationale) » 2
REA H 3 A +E(applicability) © _

Adm 8 Bk AT R FIBE R AT AISRA B » AR AR B Bk 75 b 37 45 4R % (scientific ratlonale) v B3
KERAEMFARA LA AEZRERINME - |

S4FRRAR AR RERRINZEF FHERITEFRALE  BEULRABTHEARE R ERR KT SH
FECITHMAE  HEER A TR Tﬂﬁ.’?&% s AR AR SRR SRt BRI SO AT R AL AR
- .

6.8 R A Z B R T ik RAR R EH FERR E%Mﬁﬁ&ﬁldf&&#ﬁ T SRR s #H F b3
H R AR SR B i R AR -

Tk P $HEHEET - BLRIBECHERR > REBASBIRFBETAH -

—~ ARREEHZ BA BH $E (Scope)

AR A A A @A SRR o Bk B Bk A3 3 4 (drug-coated coronary balloon catheter)

U B AR ALK 4 8 & 48 & F 88 (percutancous delivery) £ A SR T AR BBk s 4 PR 0 3 by LI
MiRiReE » B ﬂﬁ%@ﬁﬁ%zﬁm&\ﬁm#ﬁﬁ%%ﬁﬁ’u&iﬁgm&i&&ﬁ&¢$i$

(incidence of resténosis) -

Il

2

&

HEAHRERGHPELERZERAS > ARBER ééﬁ"‘%‘a%ﬁfﬁﬁ'ﬁ%l‘fﬁ&%&%ﬂEﬂ&%ﬁ'ﬁ‘h‘#°
%%%%Hé_maiﬁi%%‘i% B RIREAALE -

. $§~$:ﬁ}ﬁ HERHRRLEDTZED %z%ﬁ%#%ﬁﬁ'f&(ﬁasslﬁcatmn)

L mIg . E.0005

Bt 48 & % R B 5K B) R SE 4 (Percutaneous transluminal coronary angioplasty catheter )

Biesa 3

=&

(=)
1.

Tl 3l B #8.#(Product Description and Specification) :
P ERBAIETIAE
B2 ~ A3 (Product name and model numbers)



2, & &ghiti (Device Description) » (LIZ(EARIEM): AR EEEIE2HE B R sR 4T AHAEHm
& & (Available balloon diametef and lengths) ~ ¥ % % & 2 & & (Working length) ~ A3 2 s B HE R
7 (rafed burst pressures, RBPs)%: -
T35 B0t i 2 % 5] 4 (Guidewire) 48 R+ -
# JEsE (Indications for use)
# 2 (Contraindications)
#3% (Warnings)
7t ZF31E (Precautions)
A RRME (Adverse events)
B T A
10. {7774 G458 K - A - H8 - REHRE
11. Mt~ byt
12. H#HLHE > bat
(2) BB~ A R M AR BAREAMAHLRAE TSRS
L BRI RRENE LS ‘ |
(1) s HRTEMS |
(2) MERA - LE ~ RFRM - BABBRE - .
@) PHERSHRABEARSARREB T R(GRBREHIAKENR - Bk - ERALER)
O BUERRN) | B B AR RS (e engineering siudies) - K &4 2 R A R EERE
(pharmacokinetics and pharmacology/toxicity studies for drug substance) - )4 3 5 (animal stﬁdies)&
B R 4.8 (clinical studies) o |
(4) XBRERETF AR EEEE - _
(5) ¥HARMWRMEAN CAA LT ZHMBIBK(T L4 99818 44 FRANA 52 BAEBHH
130 2 AR B M ) | |
2. ABRMERZEHEMEN  GBERTRMN): ,
(1) BAtE e ~ B o5 (35162 R4 & 8 &) (Chemical composition and formulation) » 4o &
7 %] (Excipients) ~ & & % .
() Z AR BIA B ~ BTk
(3) # G 5 ¥4 &, 4 #7 3/ & & [Material certificate or certificate of analysis (COA)] %
RERMEEFE > BERMEHR -
3. BnA ;iﬁ";}(Drug Substance) » €L4% *
() W ERBHEA LA KA RANCHELTREREASF (R AREHE) LREME
RS e R R EH IR ET - AR RERRRAB AR - 0 RS AR R
Z Hi e ~ 2 ¢4 %] (Chemistry, Manufacturing and Controls', CMOC)& i -
Q) WwEREMHEALAURLSBCEAZINBBZRHMEEHEE (Drug Master File, DMF)#: 4
2 B b R A8 A ?’%%E%‘?J' H A Ex DMF 24 & B A MR & F Bl A ks CMC
Bk e ‘

S

q

by



() do BE EAE B 2 H A B LR AL BRI LS

HABRATEEHF ST RTAE L TR R IR ERM TR ERE ) WFRAFE 1021401257

)

(4) 4o B BHER A MRS
PR A LT A8 BB AR I BT R A 34T

THSFHRAFH 1001403285 B

FRETF 1021401257 58) -

(5) s Buy > FEARRE X EMMATERZ M EM (Bl

ERERE  HRGHAUBRETREZBTME) -
4. % 2248 Bl $47 # o#(Manufacturing Information) - 2 3% &.4%

(1) ﬁJ J&JJIL‘WC?—E]

EeRMEE - ERARIBREH - &% - RH

@)i%%ﬁ*%%%‘ﬁ%ﬁwﬁ%ﬂﬁﬁé%Aﬁﬁﬁio
%}(Chemlstry, Manufacturmg and Controls, CMC)Z #5878 B » 4w (2R RA) :

() 6%~ Hig

®  Appearance

Material analysis Polymer (if any)
Drug identity

Drug content

Impurities and degradation products -
Drug content uniformity

Residual solvent

In vitro drug eluting/release
Particulates

RARE S P2 Eabde AR E

M~ 22 MR o 4R R F A (Safety and Performance Data)

£¥3 &mz%ﬁm

M EAH CMCHMERABES -

%%%”ﬂ*% BAEMARS
&%zﬂﬁﬁ%i%m&M?ﬂﬁﬁﬁJ&n

THEBRABESHT

~ a%%’-ﬁ?fi °

R B

R~ BRR/ZBHRATRAIR

£ # F %

1.4 48 B3R5
(Biocompatibility test)

(1) 4= B #1235 (Cytotoxicity)

(2) B#LHE (Sensitization)

(3) A\ a f P k] #3RE (Irritation/ Intracutaneous
reactivity) -

(4) &2 HHFHERE (Acute systemic toxicity)

(5) fiE4a 5 (Hemocompatibility)

Wk B A T IR A

(6) & B 3t 35 (Genotoxicity)

+ 1SO 10993-1(2009)
+ 1SO 10993-3(2009)
- ISO 10993-4(2002)
+ ISO 10993-5(2009)
+ ISO 10993-10(2010)
+ ISO 10993-11(2009)

2 EARBEREER
ARAT R A

C FEZREIR S &

+» FDA Guidance

Coronary Drug-Eluting
Stents— Nonclinical and
Clinical Studies
-Companion
Document(draft)

+ Class IT Special

Controls Guidance .
Document for Certain
Percutaneous




Transluminal Coronary
Angioplasty (PTCA)
Catheters

2.4 % (Sterility)

i 47 3% B #& 24 (Sterilization validation) J& 28 4% SAL (Sterility
assurance level) s 7107

- 1SO10993-7 (2008)
- ISO11135-1 (2014)
« 1SO11137-1 (2006)
c BRFRGROE E

+ FDA Guidance

Coronary Drug-Eluting
Stents— Nonclinical and
Clinical Studies (draft)

« USpP<71>

3.2 R (Pyrogen)

& 28 B = B M % & (Bacterial endotoxins) 4 & 7 5% 2 46
B - '

« USP<85>
« USP<151>

H
(Drug-Coated Balloon
Catheter performance
testing) - '

4R B AR RN

(1) E.<TE# (Dimensional verification)

(2) AXEPHE - AHMKRA D4R (Delivery,
deployment, and retraction) ,

(3) AFEPHEASE (Catheter bond strength)

(4) kiR (Tip pull test)

(5) fFFEH M R e s A B (Flexibility and kink
test)

(6) AFFEEmABERR (Torque strength test)

(7) £.Fk%a2 %% % (Balloon rated burst pressure, RBP)

(8) #.FRi% M3, (Balloon fatigue test)

(9) %.3UEEM (Balloon compliance)

(10) £, 3K M AR/ 34 4 ¥ R (Balloon inflation and deflation

. time) .

(D% SR B (Freedom from leakage and damage from

inflation)

(12) #8 4t 7 5% 12 (Radiopacity)

© ARG TR

RETRIRAE

s BREBREIROT L

» Class II Special

Controls Guidance
Document for Certain
Percutaneous ’
Transluminal Coronary
Angioplasty (PTCA)
Catheters

« FDA Guidance .

Non-Clinical
Engineering Tests and
Recommended
Labeling for
Intravascular Stents and
Associated Delivery
Systems

+ ASTM F2119-07
- ISO 25539-1 (2003)

SAKERFME
(Coating
Characterization)

(D) 12 ®E (Chemistry)

® % & 3.8 A& 5 ¥ (ex. Polymer) (if any)
® =7 & | 34547 (Drug)
® 44 35 % ¥ (Total drug content)
® 35 3 mk o B 8 B (Dose density)
Q) O RBEHERHHHYMHRAEE (Longitudinal and
circumferential coating uniformity/ thickness)
(3) #B x5+ (Coating integrity)
OLERREMMRMEEWRMMZIER R
) (Acute coating integrity time through delivery and
inflation)
(4) &R mEwf 2t (Adhesion durability)
(5) 22 shigEm)i (In-vitro eluting/ dissolution)
(6) 44 F3F4& (Particulate evaluation)
(8) A ébdh A 7EHI% 8 (Impurities and residual solvents)

- S FRHEERG TR

BRATHAR AR

c FEGRERLE X

« FDA Guidance
~ Coronary Drug-Eluting
- Stents — Nonclinical

and Clinical Studies
(draft).

» Non-Clinical

Engineering Tests and
Recommended '
Labeling for
Intravascular Stents and
Associated Delivery
Systems

« Class II Special

Controls Guidance
Document for Certain
Percutaneous




Transluminal Coronary
Angioplasty (PTCA)
Catheters

6ELR»HIEHRE
(Pharmacology and
Toxicity for Drug
Substance)

ic3

(D HBERETZHMASHE BEEELEBRRKB RS
MRS AT R BB F R B
ZAMEENEMN L EGYUTEARES Filrz 2
L SESHEE BB BTAMER S SRR
u%%&%%%£kﬁoﬂ&#mﬁi%ﬁﬁﬁﬁﬁa
2 HFEL > AFE(RRRR)
® BTSRRI RS ETRMEHEASYELER
SR -

® gtk B9 IXES *Hﬂ:%’*iwﬁk \ﬁfiﬁiﬁzfmé
(foldo + o ~ 2R - PlEdbE - BRAE)ME
&%%’ﬁuéiﬁ%ﬁ%ﬁﬁ=ﬁﬁﬁﬁ%ﬁﬁ
BB fu LU EL -

® —fnEMESBTUAREELESY(E - LEE
)BT RBRIUTAMBE PR EE L RS
FERARZEEH -

® SIE/EMMEHE: %i*%ﬁ%%%%éﬁ“%ﬁ
- %%%ﬁﬁ#ﬂmﬁﬁzﬁﬁﬁﬁ A
R B R .

o AFHGFMER EASEIEZEREEMERE -

O ABBBEFELERN BERPITLEBARETEHS
ZHE-CZHZBEE MREER RSN AR
BEEMEELEFHRAENSEREM -

® HUBMME  MELESEBENMEE RETHEE
B RESEMERBRIEAER -

O R IFEMER 0 do KRB IER - B AAT bR
% - ‘

AL SRR I BT RANAER B LEBMAREN L2

Ui o kB AR BA T 2 MR | EMIRA -

QHHE L TERBRZ BRI R THOUERANHERXH

HRSTZRBRA TS ETEAERENIBERL ST

B AMEFRBELT  ARMEIZIFERRBRE

BT RAE T RN AERER > 0H(aR

FRA)

® HIERER L ERAIHESSEYEREE B
YER Sk B g - -

® o B BRI B LR FE A AR R B AR IE 43R T 2 8 ] E
ﬁ?éaﬁ—”j?%ft%iuaﬁk AR B B B B AR A

S TR RE GRS 0 RART "THHEHR
(Animal studies) | B Ao Ll#R 5 o

® THRLANSZLHIMEEBBBEEARERN SR
o BRETEI SNEREEREHETIGN
EHEH -

0 FELASZERAEHLBARGAERE  BR
F 8 2 ks KRB R A MRS | B4R R AR B AR
ey EdE R 48R oM -

(B) Eudiim¥ a3k imid SR E RSN

WEEE  BEHERFEAREA SR E A

B 2 IR AGRER AT IR B ISR E B4 iE A

BRI W -

A PR A B L 8 R AR AT A de Bk |

o %uﬁ:#gﬁ%'ﬁﬂ’%ﬁzﬁ

R

cERERRRES

MM E B

c B IR RARE R

FAEMRIE(GLP)

= #8 Bl = ICH Guidance

Documents




(4) HRNOEE LHAMEAIFEL T2 HGIFBR |

FAMBEERHFMRG 0 BR T R R HRE R

BAERE ) (GLP)#EITZ -

T. AB A M SGER M
(Tolerances and
Suitability for Human
Use)

ESRA AR R M BRI T AR o A
(Tolerances and Suitability for Human Use) | ; B 7 &85
ﬁaaﬁk o RBRRS XA AR Y G ERE SR
BRHCAERE R B T AMA SRR
(Tolerances and Suitability for Human Use) |

» MEDDEV 2.1/3 rev 3

(2007) Borderline
Products, Drug Delivery
Products and Medical
Devices Incorporating, as
An Integral Part, An
Ancillary Medicinal
Substance or Ancillary
Human Blood
Derivative.

» Committee for Medicinal

Products for Human Use
(CHMP) : Guideline on
the Non-Clinical
Development of Fixed
Combinations of

Medicinal Products
‘ . (2008).

BEL Ay BHREY (n%ﬁﬂiﬁw&z$wmA’*ﬁm%*ﬁLﬁ#ﬁ B EREREER
(Pharmacokinetic and RELBAEHRBAEE > THROAHRZHYEREE | A
Pharmacodynamic for 2EH > BARTRIGBREZERG | ROAES | PETRH BT X
Drug Substance) HRERT » flde: BRAKFMBZEDRSLEAN | RHRuLE

S AT AR RS2 B E 0 RBEAIRATENE LA | - Committee for

PEFEEHNANABER LB T2 AEE » sbefsf | Medicinal Products for

P 2 R R DTS A NEE S Human Use (CHMP) :

HFREFETZREM -

(2) #H8 & BT 23R MR LABAT RBARERL
ABEZ A~ ARB RS - B TRBEAHN
AEEZNRARIEAREZ -
ABRBIPIITRETRAFEHFWREIGH T LT
2 ERERLZBERAEE  ERAHHBRZTER
{E4T AR B RE (No observed adverse effect level »
NOAEL) &y % &
RMEEFH TR 22U ETERE ) —BRHT
DA LAT E 2 % 2% 56 E (NOAEL safety margin)
>100 8 FRASATHANNRE AE GFFRES T
AETZERERZAERAHR -
ﬁ%*iﬁz%&\%ﬁ ﬁﬁﬁzﬁ%ﬁaz%g
E%:&u

*'Jg%?‘ﬁ’f‘”‘%mg&ﬁ*ﬂtﬁ% (Single dose IV
dose escalation study).%nuﬁé.?é‘éé%ﬂfkéﬁ?‘ Sk
BF (ETAT)  WRBRZBHARELTERE
BERpmotRbRAZRAGTEHE (Max1mum
tolerance dose)EF 2 ABEAT M ~ MR ES
ZoRETHREFRSTELATRZIAETAL
HERTEARET R 2 AT S/AM -

® % B E Ak T B ER IS (Multiple dose IV
dose escalation study):Z{E A FEARFEF &R
B R R nE W BRAAE G HIRIESZ

PHERECHFRABREEILF ERARRE

HoRBREHN A B ERAGHEREEARYE

EHE HEIMM -

B(AUC & Cupia RATMABE |

Guideline on the
Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008)

c HEHAETZHAS

B EHATZRRE
BzEEEH THF
TEZGRGRLE X
EEMRES BEK
SR HBEREN -




® & P#73%5% (Mass balance study): 7 3 JE & %5k
STEBIHMEARTZ R R, RS TS
HEABMZEAUEEFTRER AR ZIHAR
BERR AT (SLAEANH R HEM) -

@B R BN KM% (nviro and in-vivo
metabolic studies): 48 SF X BRI T AR THE S
BRTETEREFRMRTRELRT ¢irH X
FENRASEL AL ABEYS
(Population PK approach)&) 7  3%4& & & £ 3 8 %
BARBRIHBNEST AR -

@) FHFEEREH -
(4) ERNEE: LREEREE R R 2 54 F ik

J&&-F & 2% 4 & 547 7 ik #E 21 (Bioanalytical method

validation) 2 #8 & -

0.ESBERZHRE
(Drug Release Kinetic
. Information)

SN A B FEKE) 7 3 45 (BEvaluation of in-vivo
drug release) : A EMH NP A THRABLEL A BLES
Hik® Lz SN MG MR R EwE LB
B UBRAZFARRESR A ADBEAINADASR
SE BB ENBAGNE, F—HRAEF LB E R
Bl P2z B0 E  WBEFAREELBAKET
BRRAEMBBERI LA RRZEMBRG NS -
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* Committee for
Medicinal Products for
Human Use (CHMP) :
Guideline on the
Non-Clinical
Development of Fixed
Combinations of
Medicinal Products
(2008).

10. &, % (Packaging)

(1) %52 &8 > 4 3% 5 2514 383X (Whole package physical
integrity test)-

(2) E# B 4% 2 & H 83k (Force testing during shipping
and distribution)

+ 1SO 11607-1(2006)

- ISO 2248 (1985)

« ISO 8318 (2000)
REUgEE

» FDA Guidance
Coronary Drug-Eluting
Stents— Nonclinical and
Clinical Studies (draft)

- FDA Guidance ]
Coronary Drug-Eluting
Stents — Nonclinical
and Clinical Studies
-Companion Document
(draft)
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® &% (Packaging)R # Bt (Sterility)
® R ~FEx# (dimensional verification)
® 53/ % £ & 45 (Coating characterization)
a. #2445 % & (Total drug content)
b. #FBUE 4 % % E(Dose density)
C. A RIELER MM YHMEEE (Longitudinal and
circumferential coating uniformity/ thickness)
d. #E %M (Coating integrity)
&M E R 7 8RR (Acute coating integrity)
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+ FDA Guidance
Coronary Drug-Eluting
Stents— Nonclinical and
Clinical Studies (draft).

» FDA Guidance
Non-Clinical
Engineering Tests and
Recommended Labeling
for Intravascular Stents

f. EBE W Z &AM (Adhesion durability)



g. B EERAI (In-vitro eluting/ dissolution) ~and Associated Delivery
h. #7344 (Particulate evaluation) Systems

i, 7 #b4 B 7% 7% 8  (Impurities and resdual solvents) | = Class II Special Controls
® 3 4tk (Performance) Guidance Document for

a. RHBERE IR K 6 R T R i ool
(Delivery, inflation, deflation and retrieval) - Angioplasty (PTCA)
A3ksE B E R (Balloon rated burst pressure) Cathiters

#.3% % (Balloon fatigue) . |

#.HE M (Balloon compliance)

FUEEBY AR/ H 4505 R (Balloon inflation and deflation
time)
5 35 388k (Freedom from leakage and damage from
inflation)

WA A7 B (Catheter bond strength)
a‘% wh b R dr 4 MR (Flexibility and kink test)
271 3% & (Torque strength)

2 3% 4 B 35k (Tip pull test )
HIEE a2 b B R

3 %;;zﬁ(Samphng)ﬁE B #2450 o B F R M R4 A (Sampling protocol) » # 5 3 # % & 4o Worst case
scenario s, Four corners size matrix e
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A~ £33 3CEk (References)
(—) ~ #7 £ 3BF] 3 ER(MOHW Documents)
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4 Ba R B $E 4E ML #(GLP)
5 kR A
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8. & AIRIIR G TR RATRI AR
9. BEHRBIKE I A B X B SRR
(=) s REHTEE §EC) AR HE B LT EE(EMEA)ZKR (Documents) -
1. Council Directive 93/42/EEC concerning medical devices, last amended by Directive 2007/47/EC of the
European Parliament and of the Council. |

EMEA/CHMP/EWP/110540/2007: Guideline on the clinical and non-clinical evaluation during the

D

consultation procedure on medicinal substances contained in drug-eluting (r_nedi'cinal substance-eluting)

coronary stents.

3. MEDDEYV 2.7.1(2008) Evaluation of clinical data: A guide for manufacturers and notified bodies. Appendix
1 : Clinical Evaluation of Coronary Stents. ) '
4. MEDDEV 2.1/3 rev 3 (2007) Borderline Products, Drug Delivery Products and Medical Devices
Incorporating, as An Inte grél Part, An Ancillary Medicinal Substance or Ancillary Human Blood Derivative.
5 Committee for Medicinal Products for Human Use (CHMP) : Guideline on the Non-Clinical Development of

Fixed Combinations of Medicinal Products (2008)



(=) £ @ﬁ‘w‘fz%d’h%‘ﬁ% %% (FDA Guidance Documents)
1. Supplement Definitions, Bundling Multiple Devices in a Single Application, and Fees for Combination
Products.
2. Combination Products: Submission and Resolution of Formal Disputes Regarding the Timeliness of
Premarket Review of a Combination Product (Dispute Resolution Guidance).
3. Content and Format of Investigational New Drug Applications (INDs) for Phase 1 Studies of Drugs,
Including Well-Characterized, Therapeutic, Biotechnology-derived Products.
Current Good Manufacturing Practice for Combination Products.
Dissolution Testing of Immediate Release Solid Oral Dosage Forms.
Drug Master Files.
Drug Metabolism/Drug Interaction Studies in the Drug Development Process: Studies In Vitro.

Environmental Assessment of Human Drug and Biologics Applications.

L ® N

Estimating the Safe Starting Dose in Clinical Trials for Therapeutics in Adult Healthy Volunteers.

10. Extended Release Oral Dosage Forms: Development, Evaluation, and Application of I Vitro/In Vivo
Correlations. _

11.Format and Content of the Human Pharmacokineticé and Bioavailability Séction of an Abplication.

12.Format and Content of the Nonclinical Pharmacology/Toxicology Section of an Application.

13. How to Write a Request for Designation.

14. Immunotoxicology Evaluation of Investigational New Drugs INDs for Phase 2 and Phase 3 Studies:
Chemistry, Manufacturing, and Controls Information. '

15. Master Files: Part ITI — Guidance on Scientific and Technical Information.

- 16. Nonclinical Studies for Development of Pharmaceutical Excipients. .
17.PAT — A Framework for Innovative Pharmaceutical Development, Manufacturing, and Quality Assurance.
18. Premarket Approval Application Modular Review.

19. Single Dose Acute Toxicology Testing for Pharmaceuticals.

20. Submitting Supporting Documentation in Drug Applications for the Manufacture of Drug Substances.

21. Submitting Documentation for the Manufacturing of and Controls for Drug Products.

22.Class II Special Controls Guidance Document for Certain Percutaneous Transluminal Coronary Angioplasty

(PTCA) Catheters

23. Coronary Drug-Eluting Stents - Nonclinical and Clinical Studies (draft), 2008/03/26.

24. Coronary Drug-Eluting Stents - Nonclinical and Clinical Studies -Companion Document (draft). 2008/04/07
25. Non-Clinical Engineering Tests and Recommended Labeling for Intravascular Stents and Associated |
| Delivery Systems.

26. General Considerations for Animal Studies for Cardiovascular Devices.

(m) ~ ZEMHRE 445 (ASTM Standards)

1. ASTM F1984-99 Whole Complement Activation in Serum by Solid Materials.

2. ASTM F2065-00el Alternative Pathway Complement Activation in Serum by Solid Materials.

3. ASTM F2119-07 Standard Test Method for Evaluation of MR Image Artifacts from Passive Implants



4. ASTM F1980 (2007) Standard Guide for Accelerated Aging of Sterile Barrier Systems for Medical Devices
@) 8" % 3 %, 4 #2165 #(ICH Guidance Documents) 7
1. Q1A(R2) Stability Testing of New Drug Substances and Products.
Q1B Photostability Testing of New Drug Substances and Producrts.
Q1D Bracketing and Matrixing Designs for Stability Testing of New Drug Substances and Products.
Q2B Validation of Analytical Procedures: Methodology. |
Q3A(R) Impurities in New Drug Substances.
Q.3B(R) Impurities in New Drug Products.
Q3C Impurities: Residual Solvents, December.

ga e e it b e b

Q6A Specifications: Test Procedures and A'cceptémce Criteria for New Drug Substances and New Drug
Products: Chemical Subskurices! _
9. 82B Genotoxwlty A Standard Battery for Genot0x101ty Testing of Pharmaceuticals.
10. S7A Safety Pharmacology Studies for Human Pharmaceuticals.
11.82A Spemﬁc Aspects of Regulatory Genotoxicity Tests for Pharmaceuticals.
(%) ~ BRERLEBAZFJSO Standards)
1. ISO 10993-1 (2009) Biological evaluation of medical devices -- Part 1: Evaluation and testing within a risk
management system. '
2. ISO 10993-2 (2006) Biological evaluation of medical devices - Part 2: Animal welfare requirements.
3. ISO 10993 -3 (2009) Biological evaluation of medical devices - Part 3: Tests for genotoxicity, carcinogenicity
and reproductive toxicity. '
4. TSO 10993-4 (2002) Biological evaluation of medical devices - Part 4: Selection of tests for interactions with
blood.
5. ISO 10993-5 (2009) Biological evaluation of medical devices - Part 5: Tests for in vitro cytotoxicity.
6. 1SO 10993-7 (2008) Biological evaluation of medical devices -- Part 7: Ethylene oxide sterilization residuals.
7. 18O 10993-10 (2010) Biological evaluation of medical devices - Part 10: Tests for irritation and skin
- sensitization. )
8. ISO 10993-11 (2009) Biological evalyation of medical devices - Part 11: Tests for systemic toxicity.
9. ISO 10993-12 (2009) Biological evaluation of medical dévices — Part 12: Sample preparation and reference.
10.1SO 11607 (2000) Packaging for Terminally Sterilized Medical Devices.
1 I.ISO 11607-1 (2006) Packaging for terminally sterilized medical devices - Part 1:Requirements for materials,
sterﬂe barrier systems and packaging systems.
12.1S0 11607-2 (2006) Packaging for terminally sterilized medical devices - Part 2:Validation requirements for
forming, sealing and assembly processes. ‘
13.1SO 2248 (1985) Packaging — Complete, filled transport packages — Vertical impact test by dropping.
14.1SO 8318 (2000) Packaging — Complete, filled transport packages and unit loads — Sinusoidal vibration tests
using a variable ﬁequency.
15.1S011 135—1 (2014) Sterilization of health care products - Ethylene oxide - Part 1: Requirements for

development, validation.



16.1SO11137-1 (2006) Sterilization of health care products — Radiation- Part 1: Requirements for development,
validation and routine control of a sterilization process for medical devices.

17.1S0O 25539-1 (2003) Cardiovascular implants - Endovascular devices -Part 1: Endovascular prostheses.

() ~ A B H#(USP)
1. <788> Particulate Matter in Injections (Small Volume)

. <85> Bacterial Endotoxins
. <71> Sterility

. <151> Rabbit Pﬁogen Test
. <724> Drug Release

(= R I

. <905> Content Uniformity



