IS BE R &
B) oD DRV B) poDMRDINVENE | EU-GMP Al @ A
ZHERFL 153 BA LT wHERFL (B %B51E 3 | uni-directional air flow and
5L, B5Z&, lower velocities may be
PERTADBFGRZY—Y | used in closed isolators and
7 —ARRABSE{# T | glove boxes.
%4, 0.45m/sec = 20%
DL FOEHELE S
By TAL L —F =0k
REAERIZ BT,
SR ) 705
abdHd
5) RIEOB LR TLY | TEARKL 2) OB L EET
IRRIMBTERSN TS L5, B A%
Tl RIGORBERD Higlo T 5720, BT
NYF —aAZBV TR EOEFEE LT,
T T AMEDHFIEIZEL
DHEFETHZE, Fin. &
W se— BB E U
B XIEZDORTHEMELNS
HHEICBWTI, HE
[FEROREREITOIZE,
6) —HRKROED VDD | BEREL
BEICBOOL, BED
BACBRPR SN
Br BT T REMENSD
DT, ST NG E-T
EDLIZHRIC L%
HEPA 74/L4—®DikiH
UJRGEIZ DU CE N E
2TV, FEH DGR
DHERF S QWD L% 7k
BEHTL,
7) EBRERIEOREE | 7) EHBMERSOME(E | FDA EET 1 50 R,
EBZROELBIZEBD EEROEREIZBY | EU-GMP A1 OB i

T, EODNI-IEGE

T, (EENEORLGIC

2T, BB E 2R
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LSV EHERFT D701 %t 3 B1HEYY A2 %A L7,

YR E R AR E L. EDbLNIEEEL

L. FTEDHRIE A HE AVEHERFT DI OE | EEESER KIROBREE

Fah sz E i YK EESERETS | © 30 BiX, FL—F C

RETHZE, Z&, IR 7 a—r Ui
W, EEERINTIT | 4o 20 BEBFEREN
30/ /W, £OMDI | H Y, ZEFERHER CTF
BRIRON, 7L—RCIZ | ¥ E L TR HWbH
MY THEEE TIH20E | TWAEEERALEZLO
SEMERETAIEY | T H B, F

HELYY,

AT E OHRIEED MR S
NTHBTEEEHRIC
BETHIL,

18014644-4 Tl Class7
DEARHEIF DS 30 [E
EHESN TS, #xt
BB CIE RV & h
b, TEE LW, LDk
Ba v,

8)

BUEIEES K T LIEE

HIRELE, BNOD
ichei AR SE Saw/ et | (2
ERFOEIRL VL]
BT AIENRDOND,
[ERESE -8 T SN
id, 15~20 02 TIE(E
ERFOFHL~UICE
ETAHIENEELL,

9)

EEESR KIS LU

BRI AE DT

DOERE T, KEHE
DB EN
BV EBDREZ S
SHBHZEEHSTZOIT,
TEAHET LKA
il Tozd, BRICKTS
BR O RIEICERT,
PR O R E T U ER T

B TORMICIEDE
B &BN,
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TS HER B &
LI ER R THL,
8)  BEERTOZELE |9  SSEETORTELSE | EHEBET
RO G — 2 BOSKHAG— 2D | FHRORBE L
TCEL., EBOEE CELL, EEOEE
KO GRORAEA T B ORmOREN TR
WiLIb DO THHZ L% ICHELI=b D ThAHT L%
FRELTHRLTE, F-, KIS HIE, F-, e
BB DM Az LAEEW DRANZEDE R B
DAEREEDTE L~ BOWEEEL -~ RIE
BAE BNV TREBIZOWTRSL,
AL, YREEICRLE LRRMEEIRD FIERIC
NEE I g5 8, W95,
7. 3 HEPA T4 A—0 | EHEL
T2
7.3.1  SEFEH
1) HEPA 74V &2—Zi3,
PEE0.3 1w mPh bk F
299.97% LA EDOBhRTHY
LALMRREETH LR
ARG E DR ER
BfFsh sz,
2) HEXIE (7L —F A) | 2) HERKIE(ZL—F A) | PAO O% K F&H
R OEBESRRIE (VL —F B) | ROEEZBR (FL—F B) | B e (s e ¥ 7
ICRWTHEATS HEPA 740 | ICRWTCERITS HEPA 74 | #I3{L 4B E 2 . DOP %
F=DY =TT AN PAO | #—DY—2F 2k iE. PAO | Hi
(Poly-alpha-olefin) .,  DOP REDEE

( Dioctylphthalate ) (IE &1 1%
DEHP (diethylhexylphthalate) &
W, ) EOBEYI R T ay v
ROTUTIZE, R T L
EEATIEE BT, %
EMOEEEHR LUV ILE
FCReRR Lz Lo 45

(Poly-alpha-olefin) . aTats

AT e, RE=T7ey L

ZERTHIESICBVTL, %
EMOEEEELRW L%
BBl L CERT AL,
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SR

R &

7.3.2  TANE—ELTIRO

1) HEPA Z74n&—iL, #Eft
R OVEIRZY —7
FANEATHIZE, V-0 T
ARD FIE R ORI
VT, HEPA 74 V#
— DR BB K UM
HHZISCE N ED D
z&,

7.3.2  TAAE—PEITEO

RER K OEHIRER

1) HEPA Z4N%—i%, &t
R VERIECY— 2T
ANEATHZE, U= T ARD
FER OBEEIC DV TE,
HEPA 7A4NZ—DiRE R
B R OMEF B IS U
PHCEDHTE,
BRI N B 4R
FIDHEPAT A )V 5 —D
FEEMTIHEETHIEIC
BRI DL,
BEXIBDIANEZ— D
ESEIRE AN a
DI AEYIE G A%
LU CRICE VBB LT
BEET, 1FIC2E L ED

HECREEERHERTLD
EDEFELLY,

FDA #i A % AIV2 For
example, such testing
should be performed

twice a year for the

aseptic processing
room.
WHO-GMP 47 In

“critical areas” HEPA
filters should be leak
tested in situ at least
twice a year.
EU-GMP A1 : FoahfE L
(TA Y L—2—IZBL
TIHUTORRRH 5,)
Monitoring should be
carried out
should
frequent leak testing of
the

routinely
and include
isolator and

glove/sleeve system.

2) BEERIR(FL—FA)ICE
B4 AHEPAT 4 VA —IZ

2) BHEERIR (7L —RA) IR
B4 BAHEPAZ (/VHA—|TD

DNTHE, REUEGED W, IR LRGED —

P — MW THR AT PEZ DV TR TR R Y

W R OVEHIBIIC A EMICRET DL,

BT, BRAEEMOBEEIZOVT
BT HED,

3) HEPAZANE—DZEFERHE | 3) HEPAZANZ—DEELTE
fsh i B B OVE BRI AR T R OVESIBICRA
BEITHIE, THZE,

ZANF—DHEEVDYR
T IMNKEWIRTLZIBVNT
i, HEBREEERICE
HHZEBEELL,

4) KRG —r 2R LsET

4) EFHBEXBICEWT K

OB
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HEELILRIEAAED
IE5E . XIZZER0& g
BHIELTVB L
NIBEITBN L, F
f’E%&C%OTHEPA7z{
N —DIREEITIHDL
T52L8,

BES i3
BE . LT DR TG~ IS T35
HOG BT, & B IIZDAEEMERS S
WX e— St o LREIZRBOTIL, &
THDHZL% TR =V DEEEL D THHI L
BT, EHREMRTBIL,
5) HEPAZALZ—D558E | 5) HEPAZANZ—D5ESMEIC | BErED B RE(L

W RIE Ui -2 AN TS

BHLIDREMNEC-BE
XITZERDSENHLTC
WAEHBTS R A IR
WL, FIREICE-T
HEPAZ A& —D)— 2
BEEITHZL
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(s 2] B10%E FERECCFRERUCROEHE

BUTRH BER B
10. BEE QBB RVRO | GRERICLD)
EE
10. 1 RHOEHE (BURFDHUC £ D)
10.1.1 —AREE{: (BEREHIC L D) WHO 4.34
1) Bt A, B Components, bulk-product
R REHE, YT containers and equipment
V7 RGN O] should be handled after the
ERELRETOL final cleaning process in
such a way that they are no
recontaminated. The stage
of processing of components,
bulk-product containers and
equipment should be
properly identified.
2)  EEOZIANSLER | EREHICED) EU GMP Annex 1
B OERICEE-T 64 Precautions to minimize
i3, YRR D807 contamination should be
BEHHZE, taken during all processing
stages. including the stages
before sterilization.
WHO 4.23
Precautions to minimize
contamination should be
taken during all processing
stages. including the stages
before sterilization.
3) EHMNEETHLHILE| ) EERMEKENICIAS | 1SO 13408-1
BERINODGEICE haERHIEE chD | 6.4.2.3 Materials taken into

W, EBE AR MR
THF — AR TD
Libic, MBITIGLT
AT ME R R A
ET DL,

a4

the critical processing zone
shall be sterilized except in
justified cases. If sterilization
is not possible (e.g. particle
counter) . the materials

and/or equipment shall be
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Such
material might be included in

biodecontaminated.

the monitoring programme.

9.1.1.1 Raw materials.
intermediates and
components introduced into
the critical processing zone
shall have been sterilized.

OREETEEZZETICIRA S
B EEHZOWTIE, &
BN RIES TV D
bOTHDHT &

4) BRI ERETHOE | QBB TREAR TURASH
BB T, ZO R 2 EEHC BV T, M
AFN—FT L DT —H JEBL DR K U8 A A
ZED, BN N5 LU T
7o B OUR B O et CEEN R EE FiE S %
VWIS U T3 SN 720 5 ETHZ L,

BERETDHIE, £
7= BBHZRB A4
PN e TE A

FEL., BEOMGEIC
LB ORETRD
PSAF =T U E R
ReHER52L,
4) EEEEXERNICHEA | EUGMP Annex 1
SNAEENL, HHH LU | 74 Microbiological
DEDHOLNIZHE T, 23 | contamination of starting
AF =T ORIEEFE | materials should be minimal.
MEL . BAEMEN CTHDHZ | Specifications should include
LERRERTHIL, requirements for
microbiological quality when
the need for this has been
indicated monitoring.
5) FBHCOWT, LD | 5)  EHANCHEHSNDE | 1SO 13408-19.1.2.1
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TRIZBWTURT R

BhZ, = Rh s RS

Materials used to

R AL ETO T BEEINTVHIE, manufacturer parenteral
AP OT R OLED TRRIZBW T, | and other products required
ENEHFIRDLN e B AR | or claimed to be free from
BV I THLTE ThnWg & D | endotoxins shall comply
NERINDHEEITE bz Rh¥ & | with a limit test for
WTH, EHbhc= AT CHHIEMREES | endotoxins defined and
VRV BLTChH NTWAHELDTHBHT | justified by the
BHEERIET BT —4 S manufacturer. This applies
EHERTHEEBIC, & to raw materials (including
G UE Aaficz water), intermediate
R il E products (such as bulk
THIE, solutions or suspensions)
and other components (such
as container components)
used as part of the product.
The levels of endotoxin shall
be determined by
pharmacopoeial procedures
unless it is necessary.
taking into account the
nature of the product, for
the manufacturer to define
and document an
alternative or modified test
procedure.

6) S, TORETE QUMD TRICE VT | IS0 13408-19.1.2.1
RBWTH = Ry B R L A08ihs | 1SO 13408-1 9.1.2.2
VALEE T T LR Thhs% 6, M | Data shall be available to
OTRIZBW TR EtOFER LN | demonstrate a knowledge of
REF v BE1TH% b BOLLIZ | the amount of endotoxin
AlZBWTiL, BEto JEL T EYZR— K | present on components prior
R m R by D iEEFRE | to treatment in a
L, ¥R T5HIE, 28, MLBRET | depyrogeneration process.
R ORE O RE DFEB DT REE Ly
Ji Ul i@ gz R h BEERTLILNE
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XUV D I R
ETHZE, £, FE
DRIV BEE
HegiczEL, Feto
ffaEic Lo E o
ELROT R
BEEHRN LR TS
Z&,

N BROESEERTS
EEE, = Rhey
VLB DR LB DT
RV BRHERTS
z&,

(BERERIZ L D)

10.1.2 NYF—gy

(BERFEHIZ L D)

1) BERSEETHIIL
EERINABAICE
W, M AR
FTHENYFT —ark R
Mg B,

(BURFEHRIC L D)

2) R IEEE CHDY
HIZBWTH, FEto
Bt QNS —
T ARG U@ IR R
BHEONRYF —g
CEERTHIE,

2)  REBOWBEEITOIS
BBV THE, B#
FEDNYF —ray
EEMTHIE,

3)  HEBORBEE~ %
EL T8 EICBNT
V. & DEFE LD
IR ERBIR OB
CREBIZOWTONRYF
—iarERETHZ

&

(BRI L D)

4) BRI, B
PR E I LD/ 3T AR
Uy 7YY —AXIIR T A
My 7YY —R{Z&>T

(BRFEHIC L D)
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WAHB BTV T,
WEL/RTAN 7YY —
AXNVER T AN 7YY
— AN T g F
EhT 22,

5  FERORTRNU Y
W EATIGE IR
Tk, ZDONYF—g
CEERTOHIE,

5) JFEL OB M v
VRLEEITISEICE
WL, ZDONRY T —
varEERTHE,
— R = Ry
YL, WmLe=
YRR % 3log LA

ISO 13408-1 9.1.2.3
When a depyrogeneration
process is used validation

studies shall be performed to

demonstrate that the
process will remove a
greater quantity of

ERDEEBIENE | endotoxin than might have
REND, been originally present in
the component or product.
Typically, a reduction by a
dry heat depyrogeneration
of at least three orders of
magnitude of spiked
endotoxin process is
required.
10.2 F#HEECROEE (BERERICL D)
10. 2. 1—fREAF
(BATRAVRL) D B#MBLOCROE | WHO 4.34
A, FERR. #RE) | Components, bulk-product

B, LY T
ABR IR A K OV E

EWERET S C

(Eo

containers and equipment
should be handled after the
final cleaning process in
such a way that they are no
recontaminated. The stage
of processing of components,
bulk-product containers and
equipment should be

properly identified.
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(BAT3e870)

2)

RHRBIUVROZ
AN HEE, #FA

ICE oL, B

ZHE D KD R

Ztho Z &,

EU GMP Annex 1

64 Precautions to minimize
contamination should be
taken during all processing
stages, including the stages
before sterilization.

WHO 4.23

Precautions to minimize
contamination should be
taken during all processing

stages, including the stages

before sterilization.

10.2. 1.1 1)AK¥EHE
REBROOREEREIZIT, B
BUK . SR AAKEORILE
Y AKEOLDEREL, 75
v = e LUK Beig 4 H
TE, TSRS A A
EHOWAZE,

3)

AEBLUORIEIA
Al - (S}

B HE Tl %

ok a AT 5
B, BT TEC

HESAEKE I

T ERED MY

DREFEHTHZ

&

FDA Guidance B.
Containers/Closures

1. Preparation
Pre-sterilization preparation
of glass containers usually
involves a series of wash and
rinse cycles. These cycles
serve an important role in
removing foreign matter. We
recommend use of rinse
water of high purity so as
not to contaminate
containers or parenterals
final rinse water
the

USP.

products,
should
specification of WFI,

meet

(BATRREARL)

H S RAER I o l

AShDREE, i,
HoNLOEDOLN
IBEE T, 233
—7 VORI EE L
THZL, BIEDHR
RLBEITIHEL TN A
AN—F L OEHES

EU GMP Annex 1

74 Microbiological
contamination of starting
materials should be minimal.
Specifications should include
requirements for
microbiological quality when
the need for this has been
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RARICERITD L,

indicated monitoring.

10.2.1.2 Fa Lk UROBEE
Jiik

B BREORBREICEBWT
i, 14. 22 B(CE R RE
EERAWDZE,

5)

BEERBICHRASH
D5, I, 2NY

T —hEh o E Y 7
HETHEETIZ
Lo

ISO 13408-1

6.4.2.3 Materials taken into
the critical processing zone
shall be sterilized except in
justified cases. If sterilization
is not possible (e.g. particle
counter) the materials
and/or equipment shall be
Such

material might be included in

biodecontaminated.

the monitoring programme.

9.1.1.1 Raw materials,
intermediates and
components introduced into
the critical processing zone
shall have been sterilized.

10.2.1.1 ¥E¥RE

i, REOEELEN, =
VRRRVUEEED 99.9%2
FEBRETIZEQ v E
OB &, N)TF—aitk
e FZRET 5L,

6)

EHACEASND
ReablUeid, =
VR ENER
oy (AR N

O Lo TEIZEBW

T o Fhfyvv
WP T DRV
BHEC "Moo
YRR UBRES
AHZRDHNDLA
NUTFTChHIEE
ERSNLGEH . E
o Ry
VENTTHLIE
DIRESN TS
DTHHZ L,

Bl Rh® T
BERETIHE

1SO 13408-19.1.2.1
Materials used to
manufacturer parenteral
and other products required
or claimed to be free from
endotoxins shall comply
with a limit test for
endotoxins defined and
justified by the
manufacturer. This applies
to raw materials (including
water), intermediate
products (such as bulk
solutions or suspensions)
and other components (such
as container components)
used as part of the product.

The levels of endotoxin shall
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L B, BRORHE

be determined by

WIS CCEEI72 471k | pharmacopoeial procedures

ERETHIEL, unless it is necessary.
taking into account the
nature of the product, for
the manufacturer to define
and document an
alternative or modified test
procedure.

(BATRCERL) D BEEHDOELE, | EUGMPAnnex 1

I AEMIE Y | 64 Precautions to minimize

L= N h¥ 2 | contamination should be

159 % B Ik 35 7= | taken during all processing

DHOEY % | stages, including the stages

11528 before sterilization.
WHO 4.23
Precautions to minimize
contamination should be
taken during all processing
stages, including the stages
before sterilization.

(TR L) 10.2.2  N\UF—vay ISO 13408-19.1.2.3
1 BEa B LU OB | When a  depyrogeneration

BHED/S)F — | process is used validation

varkzEH 35 | studies shall be performed to

& demonstrate that  the

2) BEBLOBROB | process will remove a
TURhRT VA | greater quantity of

ZITOBEITEVT
1, EDNYF —
avkETHIL,
—HRICH = VR R
Y LREEHML
e Fh%y 3
log YA B SHS
ZENERINA,

endotoxin than might have
been originally present in
the component or product,.
Typically, a reduction by a
dry heat depyrogeneration
of at least three orders of
magnitude of spiked

endotoxin process is
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required.

10.2.1.1 ik

2) kv

AR QO Y /N e
BB IVE LB RS T
HEHBENDIHBEICBNT
i, B AR S
A BT b T =Y
A, BEBEORLE 2~5%
Y EREMXEREE TS
TEWEELYY,

10.2.2 BHECEROER
AR

B AR 5 T BRI
BHERTHTE,

UIES
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M., Hatao F., rapidly released from human | Biophys. 2 18
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Ogawa T., Mimura | cells in response to
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Tanamoto K.
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Furusho N, Tatebe | in Food Red Nos. 104 Soc. Japan
C, Kubota H, (phloxine) and 105 (rose
Yanagi T, Bengal) by GC-ECD
Yasukouchi Y,
Mori Y, Yamashita
Y, lizuka T,
Takahata K,
Takahashi J, Sato
K, Tanamoto K.

.53.




Tada A, Sugimoto | Examination of original plant |dJ. Food. Hyg.| 50 | 16-21 2009
N, Sato K, of Jamaica quassia extract, a |Soc. Japan
Akiyama T, natural bittering agent, based
Asanoma M, Yun |on composition of the
YS, Yamazaki T, |constituents
Tanamoto K.
Kawamura Y, Migration tests of cadmium J. Food. Hyg.| 50 [93-96 2009
Mutsuga M, and lead from paint film of Soc. Japan
Yamauchi T, Ueda | baby toys
S, Tanamoto K.
Ito Y., Sugimoto Cepaic acid, a novel Tetrahedron |50 |4084-40 | 2009
N., Akiyama T., xanthylium pigment from the |Lett. 86
YamazakiT. & dried outer scales of the yellow
Tanamoto K. onion Allium cepa
KT, HAE | gNMRICESSERY VRRE | HARMRLT |16 2833|2009
B, KREZET HGE| A VXV FA VLY O OE | ERE
Fofo. 7ERER, R | EHE
B, SHgE—. %
BT, APREE
&, BEARAETF W
ik, cE—, &
Bz, s
SHRT. ¥AE |EERNAY 774 SO/ | BARRLF (16 (92-96 | 2009
B HERT. A E FaEE
RF, IR, 1
e, HcE—
Tatebe C., Analysis of residual solvent in | Japn. J. 16 78-83 2009
Kawasaki H., thickeners by headspace gas | Food Chem
Kubota H., Sato chromatography using a Safety
K., Tanamoto K. & | standard addition method
Kawamura Y.
Mutsuga M, Lee | Analysis of primary aromatic |Shokuhin 50 |160-166 {2009
YK, Kawamura Y, |amines in paper products Eiseigaku
Tanamoto K. Zasshi
WA, (LndE | MIBEBOEEICR T 2RES | BRI |40 |18 2009
B, BRERE, AR OHE
B, FREER
L OEEE, —&E | AR RAMMERF S A7 5 | Space Utiliz, |26 8689 2009
B, kEEmEE, B | (CELSS) (331 2 KO£ | Res.
g, WAER AR S AT LD
PA%E
Takashi Baba, Bacterial population dynamics | Microbes 24 1163-167 | 2009
Nobuyasu in a reverse-osmosis water Environ.
Yamaguchi, Rie purification system
Matsumoto and determined by fluorescent
Masao Nasu staining and PCR-denaturing
gradient gel electrophoresis
Nobuyasu Staphylococcus epidermidis | J. Health 55 | 726-731 | 2009
Yamaguchi, Yasuo | forms floating micro-colonies | Sci.

Motoyama, Mami
Matsumoto,
Tomoaki Ichijo,
Hideto, Nagumo,

in platelet concentrates at the
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