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TR EHAZEARA SRR BB K E | AR AEERER)
Guidance For Preclinical Testing Of Implanted Blood Access Devices For
Hemodialysis (draft)

(4]

I AREGREEFZHMAHMEE SLERTET  BERAAREARHEE

MEEFAB2ER  ROSBERABRFLCETHZEZR  BAEHE
BRERRTHENESSAMER c RATEREEESRLEH HERE
AR E A ERETS (SEBARMRARA/RERAKRE) ZHH# -

2. ARBIABEBEBERITZLLEHIE  BEHARBTEANAR  EREH
AR ABEREARELRY EEABMAELSHME - BHsn
HzeeMB A EN 0 BREHREFRRAEFE 8 I 25T
(AR ARATARR R/ REE RS ) BH ARGRBARE R TR T H -

3. BMARMARETHECERBRAMSL(GERAFEIZ AR EEARLHETK
) FE - RERRESBERBREE -

4. ko BOREATAPIRANE S - BN AR M OB A SRS -

EEAGLABRER LA FHEZZERIE

5. FEABRw AR REREKINZ S AT ARTHARAEE - b EHERA
ITHERK AR RAEREFLE I ECTARL  BEERH T
FERAEE > BRI MUK A F A REURAT ERAE 2K
¥ -

6.%i&&ﬁzﬂﬂﬁ&@ﬁ$h@%ﬁ%@ﬁ%ﬁfxmswmﬂén
M BARME BRI EREN QP REERE > B 2SR
B3R ok BoAn B SOBK SRS VSRS R LR B R R TR ) 2 AkE

7. kI GETHFET - BLERBELCRERR > BERFERIIRE
B AT -

—~ AREFRZBHREH FEE (Scope) :

AXAEFARE A (DFIERAE HS540 £5) " 324 bR EA A A
A 2% 38 38 # F (implanted blood access devices for hemodialysis) | % 2T %
B+ R E2 LB R (2)E# Ik E £ (arteriovenous shunt cannula) ~ f &
#H (vessel tip) ~ 4% F T & % (subclavian catheter) ~ # A &, o % 3 47 £ %
(implanted hemodialysis catheter) ~ # A &, = BF o /& 35 47 # % (implanted
triple-lumen hemodialysis catheter) » # A R, % 1% 4o % 3% 47 F £ (implanted
coated hemodialysis catheter) £ A Z 8 A FE =B 2 B B4 H1E - AT B
ERLHEARRESERBERBAAEL Ry (A TS)F > BIELRL
£HM EHE -
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Z~FEAEHABHRBSH A E AL 5 S &8 (regulation number) & H 4&
% (identification)
A dnIR e R R R B ROH B4R (Blood access device and accessories)
X251 H.5540
(a)48 7] © MR B B M R A M AR F 8 BT B b Rk A e BGEAT R
g EE - AT oRENE  RALFT 2460 — 34 RRERESZ
FRBAFTTH RUEL AR LRENZA - LEHLEEAMELR
BAF EH  FHEAME R EH R L2 F 2 4 o (DHEA R R EIEE
EORERNWEIACHE T UFHFI LS EEAANBEHREN &
ETHM=FRAE - —HRAULEEBHEN S ARAEESUAHERF 0R
BB BRAD) S A A F RS dok - ()& ()E =& AR kil
BEE

=~ & S4B B A (Product deseription and specification) :

1. ARIEFErRE AR o5 I ok 1% 2% % F (implanted blood access
device for hemodialysis){ 35 3242 7 18 & 18 LABUT B R AE B ik iE
HREAMIZHERAR > BHFF30RUE - ERABANZEE - EARN
A REATE > WHEERANERTHAERB R FaER B EHRZIA
ITEBA%KE 5 -

2. AKX AR E N kA% F (implanted blood access device for
hemodialysis) d7 & #& 7T 4 #h 2 Bl M & 4K 0 P 48, > 9] ko B % (catheter) 3,
F % (cannula) > ARSI HFHRFASBEANBERE Y - THEFERE
FHEIREY ARRNI0OR KA L AR -

3. M A& S4iti(device description) - A B 635
(1) i# A % #%(common name)({#] 4o 2 fo o % 3 47 4 %)

(2) 44 % 3% (trade or proprietary name)(f] 4w & 7| A7 & 2! 5% (list of all
model numbers))

(3) 7A#H A i&(intended use)

4) 2ABRERAZBFUARFERFEHRE (Flo - KE > REF
S48 B o4& 8 Ko (French size) » 24 (cuf)mgfr 8 » 4 %
(connectors)iE M ek > LY H B Fo B 5 )

(5) FRMHAHMLERELIE: a ERZAGHEMENR CEME - BR
How (WT47) RETHEE - b FEZHLEBERTH
(component)# shE M ik ( AIE R (LB A) ) ¢ ARNERZF
B R B ey EL4E/ T B (accessories)Z 48 B 3.5 - (LAEELAF A A
#AEBAI CEG A B B4 S8 B M T H A6 sk
B2 80P HERN PRI )

4. FTHASTRAANTHEL T ZBEMSLBEA(TEA9948A188
A ZNE(FEHRAFTF0991608423%5) 2 B A SH M D H T iHL

2
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HeEmgk) RafETHER:

M)

@)

€)

“)
©)

TA#7 A i& (intended use) - i J& j (indications for use) » & .45 &
R B8~ AEAMAE - ARSI - 4E I ERRS  SURAE AR
%

HE o EaFEmAEENAE S AR (component)Z K L% - M E 4
7®

AT 2 & &b 4 py(component) s 45| 4o

1). B & prdzefb 38 (Catheter lumens and extensions);

2). #4 & (Clamps);

3). &4 (Cuffs);

4). Luer4f % # v (Luer adapters) (bloodline connectors);

5). # 0 7K JE (Hub);

6). & -4 E (Suture wing);

7). 4k $8(Caps);

8). # R (Coatings);

9). %k4-#|(Adhesives); and

10). # & #| 24 2 (Colorants or inks).

HAEMAE (Performance specifications)

%3t 231 (Design parameters) » 54w

1). %488 (Catheter type )

2). 4% = (Number of cuffs )

3). P35 E 4 (Inner and outer diameter)

4). £ (Length)

5). EREE 5] £44E A (Tunneler information)

w ~ JRER R 2 R o fE 3B B H(Non-clinical safety and performance data)

B A¥E -~ BRR/IBZBRATRER S Hik
1 4R EHs (1) #mpn#tER%: (Cytotoxicity) - TECEATAE 101 £ 7
. . (2) #®#L% (Sensitization) R 208 FDA &3 &
(Biocompagility test) (3) Itk & M %k (Irritation / 1011602755 %
Intracutaneous reactivity) + ISO 10993-1(2009)
(4) &HH25HEMHE% (Acute systemic | -+ ISO 10993-3(2003)
toxicity) - 1SO 10993-4(2002)
(5) Z1% &5 (Subchronic toxicity) | - ISO 10993-5(2009)
(6) ABF 28 (Genotoxicity) - ISO 10993-6(2007)
(7) #A % (Implantation) « ISO 10993-10(2002)
(8) Mmiz#aE M (Hemocompatibility) 58%,135;3 ~1H2006)
(9) %= A Py 4 % (Bacterial endotoxins)4-&
FoE2EE
2. MR (1) 7 # i ik (Pressure versus flow rates) | * ISO10555-1(2004)(2013)
- ASTM F1830-97 (2013)

3
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(Performance)

Z it e

(2) & % 4% 31k % (recirculation rates for
both forward and reverse flow
configurations) =

(3) #7 & &% ## (priming volumes) -

(4) 4% 03 (tensile testing) - polyurethane
HEZSEHEHBRAETED B105
(pounds) °

(5) A8 %585 ( air leakage test)

(6) #8854 i& 5 (liquid leakage test) °

(7) EF 2P ETHNER KGRI
(repeated clamping) -

(8) # B o 8] 4% (mechanical
hemolysis) o 4o & S3% A ¥Rt RA R
Wt M T A E S R SR

(9) BREEESHETEHFF LALEH
FER (G RaE  LE R ER
FFERTNE o

(10) & F 45 % % (Subcutaneous catheters)
Ao FRUETIEBZHFMNE
1% © B # 2 (infection rates) ~ i & i& 4
% 4t (adequacy of dialysis) ~ fu 5 = 45 £&

S

4 (maintenance of blood flow)~ & #5 %
B #5538 14 ( long-term patency) ~ 48
i #1388 (4o $5A % 4t (non-coring
needle) » AR AR ZTEER
# R (Test results on repeated use of any
ports) ; #b#b o thEEE Sk BAFE R4
EHELTZREAHEASZBAT

FoAXFABRERAZ R B

- ASTM F1841-97 (2013)
- US FDA guidance: Class

II Special Controls
Guidance Document:
Implanted Blood Access
Devices for Hemodialysis
DRAFT GUIDANCE
Document issued on: June
28,2013

3. %R
(Coating)

WwELEBBEAFRRHEEE > R4

FRIEH -

1) ERHEEHBMAEREELL Exz
P+ % (materials) ; Z#)

(2) R T AL E AR (o5
%)

(3) 2Rz ERA(BRENRA

Q) sREHMELHALER

(5) 4o & So¥F T F B 2 BR R A # (clinical

+ US FDA guidance: Class
IT Special Controls
Guidance Document:
Implanted Blood Access
Devices for Hemodialysis
DRAFT GUIDANCE
Document issued on: June
28,2013

4
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benefit): | % 4244 T £ 35 K S5 2 BR A
WE(FHEHER) -

6) WESFBEA TR EFEES
B FARMAZRRAGE -

4. £t JE 3247 3 1 58 21 (Sterilization validation) 5§ | + BARH EHR K ES
) 1% SAL(Sterility assurance level): s #7107 - R
(Sterilty) - ISO11135-1 (2007)

- 1SO11137-1(2007)
« ISO11137-2(2006)
« ISO11137-3(2006)
- 1SO17665-1(2006)
+ ISO 11607-1 (2006)
- USP <71>

&~ 2# Xk (References)
1. 4Tt 4 5 A(DOH Documents)
(1) EnsEHEmirangsr
(2) 49k R334 30 46(GLP)
@) FEHREAFAE99F8 A 18 8 4T H 0991608423 3 " Bk M BMSH B A
BER&ZHPHERA
(4) FTHEMTEE NS 10147 A 20 B FDA B % 1011602755 3% T A At s T Bi S
HEBREEHRATHRTRENE | T EHELET
2. AR SBHEEGEH (US FDA Guidance Documents)

(1) Class II Special Controls Guidance Document: Implanted Blood Access Devices for

Hemodialysis DRAFT GUIDANCE Document issued on: June 28, 2013
3. EFEAE E4b@ 4% E (ISO Standards)

(2) ISO 10993-1 (2003) Biological evaluation of medical devices - Part 1: Evaluation and
testing within a risk management system.

(3) ISO 10993-1 (2009) Biological evaluation of medical devices -- Part 1: Evaluation and
testing within a risk management system.

(4) ISO 10993-2 (2006) Biological evaluation of medical devices — Part 2: Animal welfare
requirements.

(5) ISO 10993-3 (2003) Biological evaluation of medical devices - Part 3: Tests for genotoxicity,
carcinogenicity and reproductive toxicity.

(6) ISO 10993-4 (2002) Biological evaluation of medical devices - Part 4: Selection of tests for
interactions with blood.

(7) ISO 10993-5 (2009) Biological evaluation of medical devices - Part 5: Tests for in vitro
cytotoxicity.

(8) ISO 10993-6 (2007) Biological evaluation of medical devices -- Part 6: Tests for local effects
after implantation.

(9) ISO 10993-7 (2008) Biological evaluation of medical devices -- Part 7: Ethylene oxide
sterilization residuals.

(10)ISO 10993-10 (2010) Biological evaluation of medical devices - Part 10: Tests for irritation
and skin sensitization.

(11)ISO 10993-11 (2006) Biological evaluation of medical devices - Part 11: Tests for systemic
toxicity.

(12)ISO 11607-1 (2006) Packaging for terminally sterilized medical devices.

(13)ISO11135-1 (2007) Sterilization of health care products - Ethylene oxide - Part 1:
Requirements for development, validation.

(14)IS0O11137-1 (2006) Sterilization of health care products -- Radiation -- Part 1: Requirements
for development, validation and routine control of a sterilization process for medical devices.

(15)ISO 11137-2 (2013) Sterilization of health care products -- Radiation -- Part 2: Establishing
the sterilization dose

(16)ISO 11137-3 (2006) Sterilization of health care products -- Radiation -- Part 3: Guidance on
dosimetric aspects

(17)ISO 10555-1 (2004) Sterile, Single-use intravascular catheters - Part 1: General requirements

5
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(except for minimum force at break recommendation should be 10 pounds for polyurethane
catheters due to the more frequent handling of hemodialysis catheters compared to general
catheters, the great prevalence of polyurethane as the main material, and that polyurethane
typically can support 50 Ibs or more.)
(18)ISO 10555-1 (2013) Intravascular catheters -- Sterile and single-use catheters -- Part 1:
General requirements
(19)1SO 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
4. £ E #E3(USP)
(1) <85> Bacterial Endotoxins
(2) <71> Sterility
5. EEMHFEEE 4% £ (ASTM Standards)
(1) ASTMF1830-97 (2013) Standard Practice for Selection of Blood for In Vitro Evaluation of
Blood Pumps
(2) ASTM F1841-97(2013) Standard Practice for Assessment of Hemolysis in Continuous Flow
Blood Pumps
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"HUERF AR THATRUM EREAREMN ) BRTEEARL EE)
Guidance for Pre-clinical Testing of Resorbable Adhesion Barrier Devices for Use in
Abdominal and/or Pelvic Surgery(draft)

(]

1LABRAREGRUEABHEATHEEZL IR B LE  BATAREAME A RITHEE2ZE
¥ ACSEBARBIANEHZER  EABHERECPHENRAAAMER - BT

BABEEESES HERTHUAERETERETIE (SERTARA/RBRARYE) 25

;f,-} o
2AMBBERBATLLETEHIE  RARBREANAL ATV ARR  HHFAAR
BRL2 FEARRAELEHRELE STz RRSEN  ZREFRBERKRE
EFFE B 2 BRETE (SEANARR/RERRR) B8 AARAEERTEHEH -
3EERATAIR T HE O RBRRAB (4 AREAB 2045 BE AR MK - ik Bk
BB REE -

4 BB RETRIIBRIEAL  BRMBH BRI SN IERSE  ABTASPEAEREZ
2R -

55 R A AR EREI 22 FF R RITAREE > L ELBATH TR o XRigE
AEREAIEZHFOITARK  BERLEFITARRBE - BB RS ER
£ LRI R R ZARE -

6. % ik M X BIRF R AARBEEMF|EEFERR > A FRAMA > BimH o
B FREH QR EERM - B 8 BURR U B4 B OB RAHE M 238 E R
ETIEW b EsE i

Tk FIEHEHFEIT - BERBEUEERR » WSR2 RMIEFRATRR -

—~ RAEBHZBH EHHE(Scope)

FERERP—AERERTEET SRR TR U RTF R AR A FREEZTRUEMR
HEEEH o
AXAFARERAF OSRANCHIME T ABERRITERZ TR AR -

~ AR A R B H A A F A5 5% 4 8 (Classification):

2ETRILFEAREE & [-RAZUNHTFHEER

+ & #4533 B 4% (Product description and specification) :

(=) A&z &E#H - HH - -RE - M Ae -  BREEFHEHEREETHEE

1. #HBEHHESZEHAMEN > 64
(1) HAz 458 2/ A & 5] (644245 % (initiator) ~ 4L (catalyst) ~ % B %] (crosslinker) + 2 5 |
(modifier) - £ 8 (monomer) %) RIBRMEBRH2HED - RH LB R R(AFZ L0 sEk -
I RACSZIEE) - # L B R4 47 % £ [material certificate or certificate of analysis (COA)]
(2) BHIMRBLEHAMHGHEHARREARETHEERA LALIELZ LS R FEDZAR-
2. BEBMAESZHGE - RAE M- AREMEH > 645
(1) 4732 4% A& (essential physical characteristic)(4o & b 2 2 FJE ~ St S Em )
(2) & su##E (4o R~ (physical dimensions)~ & & (thickness)~ FLF& *_/)s(pore size). B FLFE JE (porosity) & (3=

1
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B % ALHHH)

3)
(4)
&)
(6)
™)

SAE

Az ey L HAA E(RTH 1)
I~ IR R

1A i& 4238 M 34

B b 35 24 F )
BB/ BAH AT M2 48 B B R

(8) ®mEF

(9) #R&

A0MRAFH X AFBE - AFHRIBHRTIE - RARRFHE
(ADFHESUFERAN AL T ZHRUDLBRE(TEA 99818 HAF AL B EHBAMIH
FomAz BAE i %)
3. HumaRdsmEs - e
1) EHEZRBAREZAM - REKS R FHRA
(2) B £ BRH(B4 2 2388 9 B (residual levels of manufacturing reagents) €4 8% 48§
(residual levels of heavy metals)) 2 iR & & LB R 4 Z

w9~ B BRATR -4 bk B ol 51 )38 K # (Safety and performance data)

B B

BAE ~ F R RSB AT R

= £ F &

1. & dy4a B 5
(Biocompatibility
test)

(1)4a B 5+ 3 % (Cytotoxicity)

(2)3% £ 3 5 (Sensitization)

(3)#) 3k 3% & P ) 33 5 (Iritaion / Intracutaneous reactivity)
(4)& M4 & M M K8 (Acute systemic toxicity)

(5)& | &+ 3 5% (Genotoxicity)

(6) 2= 12 1+ 4% # B (Subchronic toxicity)

(7). A 55 (Implantation)

A E AR T Rl

(8)1% +£ 3 1t 3% % (Chronic toxicity)

(9) & 14 H & (Carcinogenicity)

(10) 4 78 8125 F &1 3% (Reproductive and developmental toxicity)

ISO 10993-1(2009)®
ISO 10993-3(2003)
1SO 10993-5(2009)
ISO 10993-6(2007)
1SO 10993-10(2010)
ISO 10993-11(2006)

2. & #(Sterility)

it 47 3% B 5 74 (Sterilization validation) - —#% #1 & FEsE 4% SAL(Sterility
assurance level). s # 107 ¢

ISO17665-1(2006)
1SO11135-1(2007)@
IS011137-1(2006)*
1SO11137-2(2006)
1S011137-3(2006)"

3. &R 5 (Pyrogen
test)

BETHRERBEFASHEMEMZME -

REBBART

4, {LE MG EE
(Chemical
Characterization)

ERBERAHAHGCERETENRASERE

] 3 B4 B (extractables) &, 7K 44 (impurities) 547 » o E4 8 ~
RGEE ~ REREEF

BRI R

(1)
)

A3)

A BB g B BRAR R R
AR E RS SRR
x
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BARE 2 A3 KA Go B ~ BB SUE MR ) AT M LR R A8 o 58 s
R, 0 fpldo - A
5. IE R AN E s |(1) Sh#(appearance)

% (Physical and (2) #5355 & (tear strength) %3705k % J (tensile strength)

Mechanical (3) Zt 7 (viscosity) .3 14 (cohesivity)

Properties) (4) F-#5 4-F £ (average molecular weight)
(5) #w48 X B 4% (particle distribution)
(6) pH{E

6. IETHBEMNE ESBEHLERBAGRBREDHAR > UAZSAL R |RERSRAE
5 (Stability Study |& F 8 k] 2 £ 1b 3% Bk (real-time aging) =% 48 5 31 = foif £ L E %
& Shelf-life Tset) (accelerated aging)

7~ 24 @k (References)

1. US FDA Guidance for Industry : Guidance for Resorbable Adhesion Barrier Devices for Use in Abdominal and/or
Pelvic Surgery (2002)

2. 180 10993-1 Biological evaluation of medical devices -- Part 1: Evaluation and testing within a risk management
system (2009)

3. IS0 17655-1 Sterilization of health care products - Moist heat - Part 1: Requirements for the development,
validation and routine control of a sterilization process for medical devices (2006)

4. ISO11135-1 Sterilization of health care products - Ethylene oxide - Part 1: Requirements for development,
validation and routine control of a sterilization process for medical devices (2007)

5. ISOI11137-1 Sterilization of health care products -- Radiation -- Part 1: Requirements for development, validation

and routine control of a sterilization process for medical devices (2006)

ISO11137-2 Sterilization of health care products -- Radiation -- Part 2: Establishing the sterilization dose (2006)

7. ISO11137-3 Sterilization of health care products -- Radiation -- Part 3: Guidance on dosimetric aspects (2006)

o






2013/10/02(% £)

TEBHER ) BANEFEAELER)
Guidance for Preclinical Testing of Tissue Adhesive (draft)

©L:D

LERAZEGRUBRSHEMNEESSRBOUE  ERTARERMNERARITERI 22
HAOLGEREBRFE TN LEL EREBHERFRYHENREABHER - BHTF
BREAMEESESR HEREHBMARE T ERET4 (ABANARA/RERRHRYE) 28
715'. o

2ARARRERERTZEL TR EARBREMNAE  ZAPHMAER » AHFEAR
B2 FENERAELSHEE SHER 2 22N RERE  ZREHREIRAL
EAFIA B ZEENFRE (SEANARR/RERRR) BH 3ARBAEB N CMELN -

SEAMARETHECIERRARALABEIZ AR ERR RS TR Tk - Bk
BB mEE -

4P ARITAFIRRAE > BRMAWXRIASHRITERE  UBTARM AL HE
BRI -

5.5 FRR e A RAEE XA ZEFFERITHFRBLE AL UL B AFHERE S wARA
ERBEAPEGFFRCTHRAL  BRLEEFTRARAREE  BAREH R R 2R ITER
ELURAIT R R 2R -

6.8 B E A ziﬁdif%ﬁuﬁ#ﬁﬁ*ﬁ])j‘siﬁﬁﬁﬂé%fﬁx Fl» 2B FE A > B ESan
R FHREN S Qe FEFEW » B B8R 305k R A8 B U R F S M P43 R0
FHRBRA R AR -

Tk P 2EFERAET - BLIHATERRK  HRBELBIRBREETRR -

—~ FAFEH 2 EREH L (Scope)

AREAGBBEHBANESEORLBH LB A RAG IR FHBUBA(LAMEEE R UR — &
WEB)-

=~ FAEEABREH A E AL 55 & 5 E(regulation number) & i 42 %) (identification)

A4 b1 1 L4010 a5k 3 | (Tissue adhesive)
&R ANEAEBLSLAREEE  ARARABRSFHEU(AAHEESEF RO R —AHEED) -

= ~ & &4 & JR#&(Product description and specification) :

(=) BB AESNARCZHLERAMEH > AFE(ERER):
l. 62%4%

2. A& AL B AEHE(CAS)

3. B

4. HHEER

5. 57X R5FE

6. RERBREE

7. #ikE S RAERRE

(=)~ #EBda W A R B FHE 04 BRI RBRM)

1. 354

2. pHMEARRMEZRBEAR - TERTHF ik Hio fRRHE - ButdiRAsE - THo4
3. &

4, K€
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5. R E 8L

(Z) - BHARA A E S R T SH

1.5+ 8

2 M A (4o AL 2 A R B B R 3 BOEE E AR R A
EEA B EFEILREA])

3R
4. A T #
SHiE

6.8 8 7 X

BAE(E R RF) -

&R FE)

w9~ 222 B o 45 R 3 & 4 (Safety and performance data)

A H

BAE B R BRI ETRR

% £ F %

1AL 244 F #4&
(Chemical requirement)

(HEE

()% A BB A R A3 0A

(3)El 4t 5% 14 (Setting time)

(AR SRR RE > BB KR BEL T BIms
HREREMZFELE

CERAE

FDA guidance(2010)""

(1) 4% 5% B : 5] 88 35 8 (peel testing) ~ 7 4 3 5 (creep ASTM D333(}(2004)(§)
testing) ~ 3& 71 3 %k (tensile testing) - ASTM D3654(2006)%
N % 26 g - ; . &5 ASTM D882(2009)
24 FE PG A (2)%h 3 3% B : 3 fd 3% K (tensile strength) ~ B4 K TR F 0% -
. . : . v ASTM F2255(2005)

(Physical properties) J& (tensile or overlap shear strength) ~ %] 85k 4 38 7 (peel ASTM F2256(2005)©
adhesion strength) ~ ##% 7% & (impact strength) ASTM F2258(2005)

ASTM F2458(2005)®

3.4 M F R
(Biocompatibility test)

(1)4= B &t 3 2 (Cytotoxicity)

(2)38B &3 Bx (Sensitization)

(3) )5 & & 73 B 303K S (Lrritation / Intracutaneous reactivity)
(4) & & 1 38k (Acute systemic toxicity) *
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