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Abstract Objective: To compare integrity test method of two sterilization level hydrophobic filters, to put
forward suggestions for their applicability and the key points to be grasped in order to provide references for
peers to carry out similar work. Methods: The regulatory requirements for sterilization level filters used in the
process of sterile preparations were discussed. The basic principles, influencing factors, as well as advantages
and disadvantages of the bubble point test and water intrusion test were compared. Results: The two methods
were based on the same test principle. The applicable restriction conditions were slightly different. Both methods
can effectively guarantee the integrity of the sterilizing filtration system and reduce the pharmaceutical quality
risk. Conclusion: The water intrusion test does not require the introduction of the organic solvent or other low-
surface-tension solvents for wetting. As a result, it is easy to be carried out and more suitable for the integrity test
of the sterilization level hydrophobic filters used in the production process of the sterile preparations in hospitals.
Keywords: sterile preparations; pharmaceutical production; hydrophobic filter; integrity test; bubble point test;

water intrusion test; aseptic filtration

VEZ i mEM, 2500 W57 . BEREHIF]; E-mail: kezhihong1 76@163.com
SEEVER : WRERIE, RIEAEZ900; F5007 . BEREZsé; Tel: (0596 ) 2975701; E-mail: cjs1223@souhu.com



1208

2018 9 32 9

FE25 S TR A 2 A, ok uE AR SRR AIR
oCH R BRIE Y AT — PR T B, X RIE =
Pt A EZEA . Hil, RESETZ0 2
ia P IRRE R T, BRI IS JC R g
SR B 200 B 10 R ) BT 3 DB 25 0 e S e 3
PEMER A Z5 R, ik, RS BRI A
PIIGE ) e e M ik 20, EEEE T
VR S X I TR b 7K P 2ot s P e i T 178 7 Pl
WOrEHAT T SHaY, ®RfT2%,

1

Bk B G JE AR R AR TE T4 T AR Jr Je ok
A R T AR BE S AR B2 107 cfu 4 I B 1 M1 PP R BT 1Y)
e, H R WS e ) LA RE (25
ARG (20104E183T) ) (RIFRHTIR
GMP ) JCH 24 B sRa - HAE . BRI IERT
G, ARG S0 vk s B L Se s v e T
AT LS. WA A R AR L YRR
RIS EE SRR, (B2 CMPE R ) 15
e NOXAE AR A BRI DE AR s, JFE
FEAE G R 247 BUHE M0 vk, Wiy,
PO IR0 5 kb i A & e

ST M MR —
Integrity Instrument

1

IKZAMRRE, XFREOKE, T 13
TR S ANB AN IR, A5 S5 £ i 2 i B/
Jii (FDA) BRIEZRERKIEL IEAS e BRI EDK
IK TR G A YR e SR . KR AT
PN AL BRI B I, (EAS I T e 5 DB
IFERK, e SO KB ABUK PR A AL

V@O i ARVACEUTICALATIAIR

]\_..._

iR

Upstream Valve

Gt (PDA) BoARM 261 E R iy & Kl IE
FRGEAE T B e A T oe et L
R T ied e o R P AL AR A A DB A A IE
B2 . KATHBERT R B A se Bt . g ALAE |
DR IRRERE | BRI AR SO RO, K
MO, el mEHE R, e
IEAHERICL . I, BRI S i o8 B P ik
Je il 2 il K BEBERRIRT T A e e 2,
7 it J DXL LY S B A
2

2.1

AR Y0 S 2 T 0 1 2 I K T MR AR
W S PR B A . B
BRI, R ST g AL, TR
W EEBMFLA, 75T THRR 8 — M — & s
T, A G B R AL P B A BT X B A s g B
S AT T o S L B A 809 U R A5 s
A 2 = SR £ w2 A PU R ey I VAR
UL B9 AR R A 2 Y, Al AR A i 2
FIRE P R L

EhE

Pressure Gauge

RS

Wetted Filter

5 IMNEERS

Open to atmosphere

(¥ dre /N J7 2207 2 Al — B A — 5 TR D 5
JKi e A7 SRR A, R R LA 2.
2.2

AL I 372 A5 7K AR A I 3 1) 52 i TR 2R
H TS, WKL,

zhgysh



2018 9

1209

iR

Upstream Valve

SEEEME L
Integrity Instrument

SMEERS
Open to atmosphere

2
1
WH A A A it 7
OUESTEIR, TRRFE R AR ERE,  OKBAMRIE RO,
QMBI — I A WL B HL AR A QR BRI N I R R 1 2 B T
K CHEEST K4tk ) o
Ml
W e (222) ol BUKIEEIE 20 ~ 25 1,
%
T @uER e AR A PR R A A A @ FUERE . K MR — B0k, 3B A
OMIFFLRAREBFRARR , WA AR, GERIBHNE B THREIED .
O IE N HCH RS2 O IE NI RS2
OEFBIT, T IS A AR R DIES D 5 IR 4 K T AT 43 S B o8
L 1, R, AT,
 OBWPRMMELR, TR TS0 A 5 QR 1 TR ) F ) A s, 7 H A K e ]
1 {9 R RSk ]
g BT R 5 R A e 2 ORIMLEHT , I B HHES R 2 S
I B LK BIE DL AN 2SR
g OFBIRRREL R, TEAIIARL OB, BIETIER LU, W NER L
g T B SRR AR AR R 2
G IENE 5% B ELAT — 2 T MU e T 2 00 i 2
e, AT .
OFEHETERR . TSy, SRR %R, BoREamiE  OBRERE, RGeS, TR, BA R
(B SMATRES , FE IR 2 FUTELR IR
QS it K75 5 R uE L QUM AU BARE
o OURBRSEIIER, BRI R AT, OXRE T EAT BRI R
9,7\
Y @ik B BRI IE, R R IR e . @R TR RIS,
ORI — M A WL R B ML AR A, AR GREM I EETK, B,
@LISA IR, BYHOR (SUa SRR ) THESHE  ©F RRIAZ Sk se &t
Horh g S R AR IE S S5
zhgysh

iNESE piaRACEUTICAL A RN 2



1210 2018 9 32 9
3 UL AL EE, 2017, (8) : 45-48
3.1 31 b, iU ARA0 Vede KR 254032 AT, A

AN RO v P e B A AR S LR L R
THEL ALUEARERE . MR . T ARSI
HEATEEA VAR, ARSI AR I A 8 5 A
RE, ARBIRIEBRFE IR R G R et FRALHIZ
Jo g AU o A Y A I3t 7 3 P T i 7K D 559 1) 2k
UEAS, FLUBMERE R R M (PVDEF) | %
W (PP) . R (PE) %, RIS,
m&%ﬁ YERFEAT 8 T ﬁJ?mmcﬁ%nmm

CTEHIEAE T TEREIAE . AR AR ) R R HAE
%@ﬂmmiuﬁﬁmmﬁwﬁ%LmLﬁ%@
filo AARAMAIEATE Z S | AP R EALR K
TIE WA TN, 7 50 I 5 o 5 R ot T R
AT AL, ERAEMIE, T3S A T B B TG o i 5
A 7 o R R TR s K T S D A B e A R, ]
FRAZ AR ANGE T DA g 7K M 19 5 VO 3R 2 0
B (PTFE ) RugMEmg i ugas, xr s A 55 1Y g
JE,  ERIGE R RT SRl  HAM el AP A e 22
3.2

B A BN ARG, A Se Bk
AR JC R 7R A i AR s T, R SRR LA R

MU (1) RATRERIELNNIA, DIFRARSL X
PRI AR s (2) SRl RESR I A S,

DARRARUEAS TS e U5 (3) AT REAEAR T
TR XK, 306 Y AR R PG T A T 2
BARE, DRIFAERAETE;  (4) RATRER T
KX, [ e IEK IR LA &0, b ERE N R
KA h, PR E T E IR,

(1] WFEE. ESEFERRE T AN HE). HaRrEsy,
2014, (14) . 83-85.
[2]  BXER, TR VRIRIR A NSO R SR AR e A g N

V@O i ARV ACEUTCAL AT

[5]

[6]

(8]

[9]

[10]

[11]

[12]

[13]

[14]

HEZ B, 2017, 16 (9) : 233-234.

TAT. DAMAY 795 250 A4 Bt & BT
(2010 4F-#&1T) [S]. 2010.

] R £ 24 i B A SR 24 AT A B v R 24

i GMP #6574 [M]. dbat: rhEBE25RHE I kL, 2008.

FRAZ, FBAHE. BT ok B 58 B AN B U PEAR (],

BE25 TR VAT, 2011, 32 (4) @ 30-33

TR AUEBRA T2 5 0 R A TS B2 TR,

2016, 37 (3) : 18-23

%%“f . SRR AR (PisE) BPE
a)@NEEG AT LR, 2016, (3) : 44-46.

SK-aim, PR O UE R g 5 e MR R

PLELfF ., 2010, (20) : 15-19,26

RERE, kHE. M UE AR AR SE B R RAL I TF 2 (0], B

TR, 2008, 29 (2) ; 20-27.

ST, BT JCRZh A P B

B UL ) R i T T kD). e TR

30-32.

INFIR. B At i i e e I W e O 8 ). £k

TASBE, 2016, (6) : 9

FH 225, AT A T A T P I T A 0 28 s 2 0 3

WEFE)). BE25 T AR, 2010, 31 (3) & 16-19

BOIGERN , ATHENN . LA Z B R A o A AR T 3 8 % 52

M ZE)). Wdkfk T, 2012, , 35 (10) : 33-

35, 41.

X A P i VA A A T VR A A T o v 3

HET]. ﬁ%jzaiﬂ&f%m 2013, (17) :

FEALZE. BRI 8 A e @Wﬂlﬁf&ﬂuﬁﬁ[ﬂ Bl

HEE, (20) : 15-19, 34.

8 SEFEEI A
2016, (2) :

U8 U

2017,

(ffm B 2017469A 198 % EHT)

zhgysh



