16

AP g A B DR S AL R L F ORI A S SRR A B
2 BLEEERIE. BB Tt g o E e & B RTTE
LUCmDs B2 35800 id, Irlioo i 25 10 5 & & Lo, JEoRESr kL . 20
PRy H e &5 3AREIEAL U 2o FLiE 7 &5 720 v,

(B &)
10. s611% B3f%
TOMLHO THL2 UDFEL ] Kt BEHONELRINL 284 5 L0 Lo MR
DG S L TTIREL 8 Th bz
TS T g iz, BHORT IS T b Tk B Tk,
v W A O PR DR ELEINGR  BL A BHAA T A A J&m\%ﬂ@ﬁ%mﬁwf
FORENFENTE MO TEET 2640 LD Th S
T [HE oo PRSI W B A & 2 28 % ST WAk 250 | K i3, R
B ML, RO DURRR OPREE R A AW LG T o RN R IE o g s ks
SR RIFT e TRENEAE RS LOTHL 2
A THEE =5~ [ & ) MRS R s o s B R O VDRI 2 S AT ) 7o i DA
BB LA LiE ROGEDITH A OB TRTEAA VI LD THDL 2k,
) Mm\?m&w%#ﬁmif%é&wimﬁﬂbkﬁ\ﬂmwﬁm%ﬁ&\W%I&&
UFIRCHETUR TR OFS A AT U ST 2 354
) AR D VR OB O SV~ 0 S T RN L THRE R T A A

(5 i At
124 MLE¥ELE, PRENBNHOMWESCE L TS - X3 FOEHEICES
P BMFEE RN T 2 L O T2 E WL AR E . 2oL BE
BRF S, TMUZ B A 08T ST & | ROEBHBIF A 2 1T bR AT T e b 7w,
TR A ARIHO FR & SRR L S A RO A T B L RS B S AT
SOME LS Dk,
LW o, TRIRZEI RS E M ONUGEHINE & U L TSR A R L ook
WLy By 6 3BT 5 2 8

®’ )
11. 812% BBE

7o TEESEN IS e GV | &b EEEEIE o AR IR DN [E AR IR oy E R AL
LA A
=)

A OB A R T UL W LDOTH D



17

4 BT [EEONE, FRINEHORE RSN | 2i1E, ROFREZW I LDTHS
Z.

(7 ETEDNE

1) WM RERMBRNE O ZH, DRBREE T v P FT UL EGEE T

i) FEOSAEE R B, FEGT R R A

1) TN N R OV R

() BRI OEER

D) IS EENRIA oA A (A L i, RIkDL. BEARTLTE)
i) BESOPFERR

i) BT FRRS

v) BLEEESR. MRS O BLE MR BRI RISk AR AR

) IR TR Ok R D R

() GEERERE ORI

(A AL )

B13%  BLEEEL. EREGEMHOMESECE T AEHC L D ENET) £ &3, £0E
WIZFE - 2 NEEIORET 2 L 0 Thwl WL b a3, 208
Aoy B FHICET A cHEIc T E | ROJKFIBIT 2 ES 2 Th LT IUE
by,

— AL EE S A R A B L, SGE SO B R B L S A,
BOHERHBLLI &,

= UL 2 BER S ARINE A K U T R L, MUY A 2k,

= A PE. BRI ORE SR R OSEE R TE £ OB L 22 BIUEEE SR A R L . € OfE
o Bar b 3FEMBRET 52 L,

B &)
12. #13% MR
7 TEREMFEMAOGEE] L BRI T CAREThL L,
1 BIEe [—EMN] i, B L 2 EEREIHORE S RET 5 £ TOMME VS b

DHTHbHI L,
v BE5 [MNOWNE. BEREHAORERPFUEERE ] Lk, XOFHL W LDTHD
PN

(7 [ NE
i) B L 72808
i) EINONRE - 2EEMR O FR, UREPE, Kakvao P B UIEEERS



18

i) [ R

G BEINEI o fk 4

) IR i i ) o SRR AL (HOBtk D0, TR 2s)
i) B oA A

PN SR v AR

iv) BGERCEE, PR ER R OV RGE R R Bk ) A
() BRI R

() GBI IR

(AR
FlA% WL, %b#LmﬁmLt%t\%mu%ﬁ&t%uﬁdé\%wﬁ%mm
2882 b2l g &
BN St Hé%m%ﬂ@ﬂiﬁﬂ&UmHTW Do T EI T B O R
X
Bl RER 2 BUE R oo L T f T A T
= Hﬁﬁﬁmﬁ%@ﬁﬂ%W&L\%®W&@H#%3$%ﬁﬁT5:&

2 BLERHI. WEHE T H OEROMAIC DS WEEEI I VE SR L Y
WPEACE . RO R A L L LIz faPEmmﬁ%WmL\%wwmm

[T 5 3 AT L 72 0 s

(®’ )
13. $14% BF

T [ AL Ui Lz#EH ] FE WE. T RIS TH L I L,

4 WGBS [BGENNC BT 5 IR SR S E R OIS v CERIIS
SRR o b i A P - N #&%ﬁhﬂﬁwf&%%ﬁﬂﬂﬂ%ﬁﬁﬁ&ﬁ%ﬁ%ﬂﬁ
WYHZATHh LT b0 L dHii S 47212, T DY L HOROFRN D TEMAYIZ E
Cif 2N T IniE e shwnwbnThad Ik

7 GMD MR

(1) ﬁﬂpm%m%%

(7 LA

(r) B AREELUL AR

Oy B AR

Gy Bk ’Eﬁ;ﬂ}!“}i{ A D HEF

o gl 51
() SRR O ¥R




19

&) N F—a v, FHOE EUNALEE B OB OB MO TIRIC B § 5 30 E
(@ N F—a BT 5 R

() IS B S
() [ONRAMELIC B89 B 367
() HIFLO H CMRR ORI R VYR E O HER.
() BRI B 5
0 ZLLEOGERNT b7z 5 Bk B A ¥

7 1ER TR0 H ORI, KA oy, KoPFHEEZLINTHL I,
(r) EMtEH 8

() HOsRaE Rz CHE

) BEEHI LB A O UCEES

(& NED
B15% AWm¥ERE. AL LHOIEELLEKL., FHICHET L CEHCHETE, ROE5I0H
FEEFLIThE T U T 5%\,

— fEEEICHL T, REEEEREEHICET 2 8E IR St TS 2 L.
= ABE MO ERK I E M R ﬂLTX* LINWETHI L,

= HWEINROEMOESEERL ., 20RO AL L IEMRAET L 2 L,

14. #E15% BfE
TOELIEO (o LolEEL2E] s, Rl 7 ERBETHL I L.
4 S EEER] i, BUEEERCCREEHERICHET 2 HI IS £ 0B o5

E%:%@%&ETW%HW%é%M%ﬁﬁwﬁﬁﬁﬁﬁiaUJ5“7%Wfﬁ%bh
7B —TD rﬁ M%Jti HERHIAHT L EHINB» L 253D THL I L,

T “#%mr EEECWEERICET A BEIMI Sk, EEOEEBIIIGE. KDFEH
EHLLOTHDLI L.

() GMP #iw (BAtREES 2 24.)

() BT AR

() MELN R (GUIBLERD 12 BY 5 GMP offE

() %W*%ﬁ?é#%"%hfé$ﬁ(%mmm%&*)

A BT [FHEMICER T 52 &) it HEIROEDEF EVICFHE L 72 - TEM
TEBETHE L,

7 WIS [HE CKOBRHEZFLLNTHDLZ L,

7 FEisFHH



20

o) AN NGE
BT O A
() BT EAT - 2O KA



=

21

$E58 “LULEOREFRICHI-DRIE

(ZRI_ by BT 72 2 i)

6% EELFIA O BE TRO—H A otk s (LT 2] Lvo.) o
AT SR (LU [FEtE ) &v0.) 13, SHRRitR e Jafa i Ric s o |
TS R EE BB T E M A R T A oo, RICHBIT A BRI Beh it it
b,

— LTS OHib

o LHERICFRARE (P [EREEAE] bvo.) BT A R A

= AZFEOELGEATIC B TR B Th LT B Z E0FTEHEIC L S M
B 7y TR

W SRt MRS I B L AT WA BRI b B R

F B NSRS o LS EEOUI MR BLIC R LR O LR R D, FrEONNE
AL A LI TORITR BT AT B B LHEBESRL b Dk R

AN SRR ORI URRC BT 2 EEEO N E

1 Foftt AR M ER R S ER OB Y K A TR T B LB E

o=
sl

2 EELEROEELEIR. BTHONESFIE L WA E LR ER R SRR
JEHER SRR AR ST TIRIC w&aié RoE L el id e s, 250 I
BAIBWT, ZiHOXEII OV TE, FBHE. B6 K. B FRWELFENHHZEIH,
#b%f\é%ﬁlu%%%#@6ﬁ7%ﬁl&ﬂ%%$ﬁm&%ﬁﬁ¢%:t%ﬁof
ENDLDET A,

3 FEREYAT B 1 EBNFICHET AR, CEHC I N Th LT IUE L H v,

4 FEAE, FEEOMEERE I MR R M E B A NEEH OS5 R
IER G L Tl L e R RetEicd L T L 0B Lo iid o H % v,

5 ZELHEIL. H o UORELAHIC, ROFHCHBITIZEA2ITHLE LT IE e b % v,
— BIHBZFRUCELFICHETIWRELIT) T &,

= BT OMGREAORIR % BRER O MO SR M LTI L OS2 2 &,
= B BOMEOFRORSE R L. TOERDH S L 3 EMRETE L,

15. $16% BIfR
71O [EEMEMAOMEIR] L3 FOR#EEs L O GONEL TE VI &
DTHDI L,



o

A IOITHE 5oy THARENERME) i, ROBWEE S LA THAZ &,
7 BaSE R I 2 s
() BUEAHIERE IO 5 BN
() R EN T A
7 BRIy (SR OBEIC BV ORI T AT W5 2 F nEEdd
2k AR iR ] Xk, FEEEHARI R HAT L 0 L MRS A 7 B
&w%ﬁ%mmﬁ&ﬁﬁbnfwé:k%%mwm%m¢é$WT%5:&D%E%%&
AT 1 Feon 3 [ LA R BNz o 72 B LS s | 1o s T A —ERUAR RIS IR B
TR AN S 258 BEERILERER OBGEANC L h A ) T A 2 &, F 72, TRy |
i, Wil HBE L Y Ly LiThb AL ThH b 2 &,
T [WIEBNT e [EREEHICHT 28805 K, SREo St o SR AVRE N, U0
M USR0S 2 B 2B A0V RICEY 2R R 0L 0 ThH B Ik,
A WIS [MEEEO Bk i3, KOBEEZF0LLOTHL Z
(7)) IR EEEEA - AR ORI B 2 THIH
(O Sz LR ey B o B 4 4 S0
() COWZ B4 B ABUMRICIA L 2o v R BB B 5
B EEE-LTO FRELEH] S KOFHEASULOTHL I L,
() M E @ AR T AT B 5 5
() BT H, MY 2 Bk iz MY 5 R
) BT NI B L B AR ORI DR I 1 B A
(0 MEEEGRIARIC BRI L oA oBiE I BT A g0
G AL LT B A
¥ F 2T LR [EEER Ut E S AT B URIC R A B A BRT 5
ERLSoTRNALDET A 83, EHEHAPETEII S 2HYT ) S LRy 28
Jio oW TERTUE Lt wionTths 2 &,
727E L. FEERGE, SRES S 2o T =2 g VBT A EROSE L T A 2k,
7 54 THO (R o0 BN R RL HY M SR O AT I AR B TR BN N R B AT R & RLIE
WIREM L OIRAT L Ao i, MEBERRAENN O ZEt R A, Y BGOSR R O
WELO TS E DA b2 2 8 RO R R EFEM L . Mo HEA T2 2 8 R v g b
DTHLI E,
e S IHO) [h b UdtEE Lz ik, BiRCI0. 7 SRS THL Z &,

#1784  BENEIL. BEENRIHIOSE RS H o R LOBLEETC b2 B EITIE,
Sy AL R 2 A SR AR R X VR I il ) 7o TR 2 R T & Joeh . aEHR M UL
WS BT A SRS oy e A OB E I A S R T iU e 5 7,



23

2 MRS REOMEIC L) S o BIHE MRS SRR SLERATEE
FLHETE SRS TR AR L i uE e A

A A PN %%Lb“f\Zh%mﬁ%mﬂmfﬁ‘%5x‘%6%\m8%MU%
m%@ﬂﬁuﬁﬁbbT\%ﬂ%ﬂ@@ﬁﬁfﬁﬁ%ﬁlﬁﬁﬁ%$mwﬁ%ﬁﬁfé:
FEL-TRENLLDET A,

® )

16. SE17% M%

7O e (ERGEMNEOBE IR SO L EoMENIC AL 28] K, F—a
WG A OBERNZ b2 ) FEREREINA 2 HiE Y 5 B HNEZRACEERD T
Ry LaTHEI L,

4§ 1o ERRCEITIEUBIC B A RAEMO TR OMeERFIE] LiE, §iES.
+ EFETH 1T, Htﬁf%%m%%%ka BRETAHZ EFUEEEZ LN
HXWICESLITHEN I LNDTHEZ &,

v 2L LEEO [FRFNOBENTT) BEERICRABHAA LTI L 2
Lo TRN2L0ETAH] 23, HEEICE W T 8IS TRICH T 2 BHIZ DWW L
HINTLNLDTH BT L,




25

& B IR BLE P ORISR IR SBT3
B 3HE[GMP — F (R) | R U

(Bay)

®14% o, BEEMBNEHOREMERO2HIC, RERORERMCREL T8
T BEH 2175 s 4o, BEEMENEZ LTk ) SE0ERGFHTFE~DOXIE 2 Jhgl
SLé, Lo TRt LA Ex HINET 5,

(EHE)

wmog ZoET [ERSENN] &3, EEREUEET 2I0BL T, LEr, waetk
M UBVEN AR L, 2. FORBSORRION L GERIE, REHEEO BRI TERNS
naE 9.,

2 T TR X, TNTOEGEIREZRI LN TH- T, R 5EE
iRl Z X v,

3 Coofeuee [ER] iz, BEERREMHOMECHCLN Y (W TH 5 EERIE

FlizaHEng et &) Tho> T, EMRUHRHEKEZR LDE VD,

4 CoREET [EH) s, RO, Fi PEEEIc AR, FHSIZAMd s 7L
Bvig,

5 ZodsiET iR i3, BEEMENROREOTHIMET 26NN TH- T,
B LI DBORETRAPRDL I o) » TR 2 EERENHE L2005 w9,

B _B)

1. 81, 2& BfF

(1) FEEME Z2oFMRL2FERCEL T, MElRgcsuw L) REOERENIECICRED
MENHEREFRLZZEAHME LT, BHBADTHIERES L CERSNTELZEZAT
b, — N ERSENACEL i, i E T S AROEBIEER RREEC L -
TIME ORI T & 2h% A, ERGTFICRELOBELRLZ L 2lEEL
T, CORFEREFHIELLZLNTHD L,

(2} WhW A GMP (FEIRE TR O S B L ORI BT A 58 o [T, EEULE
(GMP v 7 b)) &gt (GMP ~— ¥) DWigadER - CEREI N LD TH L2 X,

(3) HAEBHIZWSH LN TV ZEHEJBINFTH - T, [T (ERI365EF 4
BHE LT B2WES &0 (BUEERR RSSO RO LB L i W ERL
O BHE ORI ) | O &2 B ERERIRNFNC OV, SR TR SRS
B 2FE S 1 | OFEBICHE S L S, A TINHERBIILMEGINELNT




26

bHHIE,

(4)  BRERR IR o Bk i, . HRECES & SRR TR RE. HUL . BB R A
PRI, M) A EETHE A LT CHIETRD S R LTV B, B T Bk
LI AU D & BB B 300 R MY AR, RIS Bk e
B2 % VR (PREE AL B AR 0 f B & B NS S AT 2 R 2 2l 208 DIpRIR & A
e BRIz ) b Ch b 2 X,

(5)  PRASWEMNOREUL % < 2ol Sslkl, W, SRR LD 2 o TR
Wl 2 n ERGIRINA O [ R R 88 2 MU S 50 b ae .
o A ORRE RARIEER WL TB(NELnThHE D L,

(— M2 )
H35F HERLLTIE. WA (TR S T.) 2T 2 01 BB O e B R O g L
A TV AT b,
2 BRESWE (DEMAE S, ) BRI X AL D SR A OFREEL (R A DO R & Bt
RN UKD 2 e, i & - T, WY 2 32 R DN AT 9 iz s
DLW L JICEE SN TE O, o, RN BEDNEES 7 2 2 7 S B IR OB - 1o &
WL oo Lo Th b
3 ﬁmﬁH(IM%_“ )m&mﬁﬂ(ﬂﬁ&wmm%&%mf%ﬁﬁ&wm@iﬁ%
o) AR — ORI USRS IR S T IS, TR A L 5
L LN TWE Tk,

%

[’

2. B3% MR
() %5 1oy TRGSRT ] ROogs 3 0oy T Jews TIRSEE ] ook b B &5 2
t el

ToOTREE ] Hi. MEERMENH S ST AREM I A I LD TR DB I L,
[PEemr ) g, kPSRRI o SRS 2 475 BRI T d - T HIHIr, N, ¥
AEE R, AABRMCRE S, BB AR, MR, oI R ERT & e
THLITORIESITRENLRECLNTHLE I L.

77 (s ) &, BURLo R R DM A3 A (R R BT AR 2 R 7o AR 2 3 )
DL AT FTANITEE RS, SERTS o OMETNIC B W T S L
BT - C, EESICAETAHKSE, 27—+ 7—5, WH., EMfmASZ, #5
WERES. T, SR AEAITRIRLEZLLNTHL L,

(2) & 11He [T 20 BE DM MR EHR] L, KDZ L2 w3 8D THS

=k

N G O



27

7T AR R Xk, WA RS T A LS EL BN SRR TH D
A 2 BLE T A AT F NS LEL BB A VSRELZ W) LD TH B I b,

A T 2 At M PR L S AR HBY & § 2 RE OB R BUEY 5 72l L 23
Wit R PR S %l 2 72 A R R E 2 W LD TH B Z L,

(3) %2 DA OME L) BAMEEET ) DR LW BEESNTE Y,

EIRRCRFPERTHENLOTH BT L] Lk, KNI EAECWILDTHEI &,

T OgNEFzEOMBOBE AR TAL JICEE SN HERVENLDTHEL D
X,

4 B BB (90 B2 E0BRIC L BRI EY ST RURSTIESIC
T2 5L ICEE S NLHE, BEXVURENLNTHLZ &,

7 Fof, FE O B AERIE B S Lol o R BE L TREGTS LB
NELDTHBEI L,

T HiT. ABRWETOETICEWT, SEOWN B8 LY ) WRIFRORES, HAED
B SRRl OB RE N e Rlc e R b 2 U‘@LFHWI%Q IFFEENALANELDOTH
Z\} : é: o

(4) H2ERCHEIMEo [FUESE ] L3, BFESERGRING &AL R B 2 A
DA E VG LDTH N, AL T OB S B EE RSN E R — D b D TH - T
FOFEHIEMN A XL > TRAZRICTL2MBEREMBE L ZvbLnwinThb I &,

{5) %BmwFﬂﬁﬁﬁmﬁLhﬂmén5$ﬁkvﬁﬁji R URED ) b

— S (O v T & Ml B 22 R USROG S )ﬁﬂﬁm@m%Munmé
HWAHEZZULATHDZ L, 2750, —DBIETHICEWT, A, TRFOINRR
FELZ LD, RSO RELERE SN BHA8T. HEOKRE, SBSE0lL
B Z Ui LR N; %&U%Eu LS NA/MER BRI VLTWLNTHDL I &,

(6) # 3T [ A H O R FEMm O VLR o0 B i R v AR e (BRI A
ﬁ%t%@?éﬁhﬂwmmaﬁﬁ%zﬁdﬂv%m—%#mtﬁimt I nTtnwb
BAEEGLLNTHLI L,

(7) W3 [ IEGAFIL T A2EFBL LML TW2E 28] Sk, ROBEOWTLD
ZEECILDTHEI L,

T MRS B AV PARGE TH B L, BRI HASOUSRE T A AE TH L T L,
A B HORERESRIFIZITbA T WL ) BEI A TwE 2 &,

v oMo FEIC L) . BREROBEIRLOEERRIMFI O R e i s %
G2 7 WIS ERIS L TwW B Z &,

(#r2)
FAR EEHE. KTEHD L ACEAT LN THS I &, L. = ARUFI



TR AR TR O BN B AV BRI TH B EM BT TR ) T

1 Bk, MW&U%ﬁ#@W?%U\#ﬂ‘M{f% .

w R T B B m&uTﬁf@%#%W%tB%énfw%:&u

- W%%ﬁﬁmmiﬁmﬁwMWfﬁﬁé:t

= BLA. B RoliFoizon@es 152k,

iR Km\me‘HyﬁU“FRu:n%wmf%me%&:@

o GENOHEK R PERER . A mHe R T A ol M TR D Dk,
b BRSO ONBESEM O AR B B R I SR B A 2 T s Dk

T AFEEHDMO DWW T T 52 L,

) MRS X OATES A R BT BAITE, oMM S LA A AT B D b,
® )
3. B4% BF

(1) w2 R D3 M O A 500 | &3, W Aifods - LT olEE, Ikins,
Blidyy, 23, i, JAWES, TFAKEEO LA S U EYC L 2B FIA F
W) L Thba Ik,

wh

(2) oy [MEERIT ) DI O W) (i, 5, SRR R A BERICAT S o A

ZARNICI A L D TH D Ik,

3) ho [ZHSEETLZLD] »iT. LAJﬂ‘%“¢L,LW4ﬁ” - T, HREAHT D S

THIPESTREND LD TH D =

(4) FW[%K&U%%%@ﬂﬁuﬁf&ﬁﬁlﬁﬁﬁ%%iTW%:&Jtﬂ\lﬁ¢tﬁ

JE

2L 72 BEK A OSBERE A R R R 2 AT L 720 L iR eS¢ 5 2 L ht v k9
2Bk, BRI 2 2Dl IR 8 R 2 v 3 DO Th B T &, EAREY BT & TR

kB REOR) i L wbaThE I,

(5) Fo [WmonzoHaFefii] &k, Wf. MR, BT TR o TR v

Loyth ok,

Cizeany
ES5E REESICR. KICEDLHELA HETHLDTHAI &,
4 W%ﬁﬁtmz%w it FEA B2 DBEYICT ) DB O L WENTH D
b

WE LA OLI F AESENEMNR ~OEHRO B Z N WA Z R TX
v AR OCEIE. WRITAZENTELZLOTHB I L,

= W%ﬁuﬂﬂﬁﬂﬁﬁkﬁ%ﬁhl5Kﬁ5ﬂf“%lkuffL\JjﬁiLWﬂ

= R, MEED . 2> 2 RIS LR HOTHN, o, THDEL S




29

BEADOTWENTELNTWE I &,

RORIE, KESTHLLTTEROL Wy 7 )= 40, BNF I BRI
INLOL O ERILBEICHENE LA LN TELZLOTHLI L,

~ BINOSA T, 7 FEORIZ, FORNNIC AT EL LWL ) TRMENDL DT
hbHIE, PRI WRYESTHLEERIOMY Tl

boORFRELE ODRAE Zte.) OVt - TUTA - USFHOEE AT 5 liEd i ST
W AREHAIIE, RIERA BT A EITEL SN TWB T &,

F BRI PR L. EE OB AT 5200 BELHRTH S T L,
) EKEAFETHIE, 2L, BMCEROBEN L WESITIE IR Thv,

4. F5S5F BE
(1) 4o [YEREEWNICHZ 5FERG . EEX TS DWMWICIT ) DTSR LWL D TH S
el riE, KNZEEWSLDOTHEI L,
T EEBIEMEIANO R, REWEOTERSE LWL ) BB ThH - T FHRYES L
WiEDLNTHD Z b,
A4 EEPICBT L RE, FEVBILCREINLILE2FTLNATHL I &,

(2 oo [EERMNOEOBEEE L LHTWEJICELNTWE I &) L3, BRI
ONZER IZEE LT 2O B Ic A E R 2 2 b Dk ICAES N T BN E
LOTHL L,

3) wo [ MBERLENMEEELSN ORI L 2 EEMBENF~DTLRO B F DL WIGE] &
CCROWTHRADEENT EE ) LOTHLI L,
T AN FETA - BRFORENENRLE OB TITb L 2356
£ AZEOHNCAHBA LT — o x 7 —8, EREHFOHE(LERMSH B5HE.
7 FOMOTHI LV EROB TG L) FH I N TV LA,
) »~o BT 226 TE240] sid, Frba A, Bl B, BERFONMOBA
BT 20O EBEELTHOF T oy 7FEE ) LNTHL Ik,
(6) o [BMIBRAHET 2HEITEL LN TR 8] sz, KOWTHHrDI EE v
LOTHLI E,
TR H O - TETA - BEFOEESRIRCITbN L JFHRINTWE 2k,
A B Eh —HDOBMONGT - FTA - DEFOFRMIEILIN T B 2k,
7 Fofa iz L0 @Xﬁmmﬁﬁﬁﬁﬁmb% VRIIA O BERE N Nt S
52 VI EHE N TwB I X,



30

(SR, Y8 R P B Wi)
FOoRE MUK AL MR R A KA L

M EATE S 2k,

B et I W T B A e

(B 8)

5. B6% Bk

[ B DG i R 2 o hic LB S i A 9 A 2 &0, A H K, L ALERA
el BRI KL Wie LAY AR OB BT B e B R R O T A

W LOTHL Ik,

(AR R )
ET7% EEL A, rPRIMAR R ER R
2L Wng AL NEE ML iR B R A R

AN 20

o, Rk ERROHLND L EIZ IO T,

L_alé Iﬁhf HSE. ﬁ]]ﬁ()‘%ﬁﬁ%1ﬁif\f‘é Z (Eo
[ B FR5E L 72 iR B R AR B S 2 fthon 2
%ﬁ%ﬁﬁ%%gﬂ%tf@ﬁmaﬂ BT HE AR ST HE

Td - T, FPE

6. 7% MR

(1) TG A RS o o SRR R

LR B S LT B U M
RUbd A BT B AR OERE AV ) LD TAB I K

(2) 7272 Lisen [ SSEEESE 0o RBRT RG220k EaodiE

SR B AR 2 R R U CRTOEIC BV T

BB % L7, Mag sk e oAb oo S5 i o) sl B i 5

=& A3 B O T Tl o BB BB S SRR A

(3)  Frrs Loy [REBEds 2 <

F129 F R4 55 410-5- 00 (PR3 T oo B
2O ) DFEL L MU 2 ORIEEE

P A U B A 2 T AT K &l
HUBMA R OV Oy B B OF ek B i i B

A L 7o AR B AR B T A
AR A AT o I Hid. BEE

SRR ST EREBRE A T h Y
KT A 2
o, RLEHTWEREHLNA L E] OHIBNHE, P 4F6
RGN B A B RCE Ot B R
FIZLTHLMINELDTHELEZ &,

ETHBE,

D HIH]



Proposal: Self-Imposed Standard of
Good Manufacturing Practice for
Pharmaceutical Excipients

(GMP Software: Draft) and
Its Commentary



CONTENTS

Chapter 1 General Description 1

Commentary
Commentary
Commentary
Commentary

1. Points Related Articles 1 and 2 2
2. Points Related to Article 3 4

3. Points Related Article 4 5

4, Points Related to Article 5 6

Chapter 2 Manufacturing Control 7

Commentary
Commentary

5. Points Related to Article 6
6. Points Related to Article 7

Chapter 3 Quality Control

Commentary

Commentary

7. Points Related to Article 8 i1
8. Points Related to Article 9 13

Chapter 4 Other Duties Pertaining to Manufacturing Control and Quality Control

17

Commentary
Commentary
Commentary
Commentary
Commentary
Commentary

9. Points Related to Article 10 17
10. Points Related to Article 11 19
11. Points Related to Article 12 20
12. Points Related to Article 13 21
13. Points Related to Article 14 22
14. Points Related to Article 15 24

Chapter 5 Manufacturing at Two ro More than Two Manufacturing Plants 25

Commentary
Commentary

15. Points Related to Article 16 26
16. Points Related to Article 17 28



33

Chapter 1 General Description

(Purpose)

Article 1 The purpose of this self-imposed Standard is to provide guidance on self imposed
controls needed for assuring the quality of pharmaceutical excipients, and to enable pharmaceutical
excipients to match with requirements raised through the development of pharmaceutical drug
products of a higher quality, both with a final intent to promote and level up the public health care.

(Definitions)

Article 2 In this Standard the term  “pharmaceutical excipient” means any substance to be
added during the course of formulating a pharmaceutical drug product for ensuring the stability,
safety or homogeneity, and for promoting the dissolution or controlling the release, depending on
characteristic features of the dosage form.

2. Inthis Standard “packaging materials” mean packages, containers, liners of a product, and
labels to be attached onto the packages and the containers.

3. Inthe Standard “lot” means a group of a product manufactured to have uniform character
and quality through a series of manufacturing processes during the same cycle of manufacture
(including a material produced in the intermediate process of manufacture and required with further
processing before it becomes a product; the same is applied to
Item 2 of Paragraph 1 in Article 4; D of Item 2 in Article 7; A and D of Item 1 in Article 9) and a
group of raw materials.

4. In this Standard “control unit” means a group of packaging materials with the identity
confirmed.

5. In this Standard “a fixed period of time” means a period of time during which the
confirmed identity is maintained.

6. In this Standard “validation” means establishing documented evidences that expected
results will be given through procedures, process, and the other methods of manufacturing control
and quality control (hereinafter referred toas  “manufacturing procedures”  for brevity).

7. In this Standard “particulars to be indicated on the direct package/container” mean those
that follow:

A. Name or designation and address of the manufacturer (including the distributor, where
applicable) or of the marketing import trader.

B. Nomenclature (the specified name of a product listed in “ Specifications of



Pharmaceutical Excipients, 1993” (Official Notice No. 614, dated July 8, 1993, issued by
Director-General, Pharmaceutical Affairs Bureau, the Ministry of Health and Welfare, hereinafter
referred to as  “SPE”  for brevity) or the general nomenclature for any pharmaceutical product
unlisted in SPE and yet having a general nomenclature.

C. Manufacturing number or manufacturing code number.

D. Quantity of the contents, such as weight, volume, or quantity of unit.

E. Purpose of the use and handling instructions or any additional instructions, if needed.

F. In addition to the above, any particulars legally required.

8. Inthis Standard particulars for compliance asto  “packing/seal” are those that follow:

A. Packages/containers to be used for packaging shall not cause the contents to be
deteriorated or cross-contaminated,

B. The packages/containers shall have the aforementioned indications at easily recognizable
locations.

C. The packages/containers packed with a pharmaceutical excipient shall be sealed by the
said pharmaceutical excipient manufacturer, when the manufacturer will market or grant the said
product.

[Commentary]
1. Points Related to Articles 1 and 2

(1) For pharmaceutical drug products and pharmaceutical active ingredients as bulk drug
substances, compliance to relevant regulations has been regarded as application approval criteria,
for the purpose of assuring a high level of quality of the drug product and the pharmaceutical active
ingredient through the manufacturing process. For pharmaceutical excipients, the quality has been
assured up to the present through various firm-claimed control standards. Such a situation as
above has resulted in establishing this self-imposed Standard to harmonize well with the existing
regulations for pharmaceutical drug products and pharmaceutical active ingredients.

(2) This Standard is applied to “the manufacture” of a pharmaceutical excipient, but not to the
activity of only importing the excipient.  “Subdividing” activity is regarded as part of
“manufacturing”  activities, and accordingly, this Standard are applicable.
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(3) It should be remembered that the purpose of this GMP (Standard of Manufacturing and
Quality Controls for Pharmaceutical Excipients) can be achieved through compliance to the control-
related Standard (GMP software) coupled with the equipment-related Standard (GMP hardware).

(4) The manufacture of a pharmaceutical excipient is markedly different at the root point from
that of a pharmaceutical drug product. This has made it necessary to control the process of
manufacturing apharmaceutical excipient step by step just from its starting materials.

(5) Terms used in this control-related Standard and for equipment-related Standard are defined
as follows:

A. “Excipient product” means a finished excipient product, which has completed the whole
manufacturing process.

B. “Raw materials” means any materials to be used in the manufacture of a pbarmaceutical
excipient (including those not contained in a finished pharmaceutical excipient product), except for
packaging materials and intermediate products.

C. “Instrument calibration” means to clarify the reationship between a value indicated by an
instrument and the true value, using standardized instruments, standard references, and the like,

D. “Indication materials” means labels and instruction sheets.

E. “Intermediate product” means a product which is produced in an intermediate process of
the manufacture of a pharmaceutical excipient, and which will be made into a pharmaceutical

excipient product through subsequent processing.

(Manufacturer)
Article 3 Each manufacturer of a pharmaceutical excipient (hereinafier referred to as
“manufacturer”  for brevity) shall have a manufacturing control manager who has the
responsibility of the unit pertaining to manufacturing control and a quality control manager who has
the responsibility of the unit pertaining to quality control, each under the
control by a product security pharmacist for pharmaceutical excipients (hereinafter referred to as
“product security pharmacist”  for brevity).
2. The product security pharmacist shall be qualified as pharmacist.
3. The unit pertaining to quality control shall be independent of a unit pertaining to

manufacturing control.

4, The manufacturing control manager shall not hold concurrently the post of quality control
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manager.
5. Each manufacturer shall establish a GMP organization chart, in consideration of descriptions

in each of the above Paragraphs, to make a clear in-house statement.

{Commentary]
2. Points Related to Article 3

A, In an unavoidable case, the product security pharmacist may hold concurrently the post of
either the manufacturing control manager or the quality control manager.

B. Paragraph 2 purports that the product security pharmacist in charge of supervising the whole
of manufacture should be a pharmacist having a knowledge on pharmaceutical drug products, with
a prerequisite that pharmaceutical excipients are used for phamaceutical drug products. It is
noted that the delay for implementation legally allowable is 5 years and that during this period the
post of product security pharmacist may be held by an individual who has been engaged in working
on the manufacture of pharmaceutical excipients for not less than 3 years after completing the
course on pharmaceutics or on chemistry at school equal to or higher than senior high school.

C. The organization chart, stated in Paragraph 5 for a clear in-house statement, should be
accompanied with each real name of individuals in charge. This is predicated on the intention

firstly of preventing any deviation of the actual state of GMP implementation from the rightful

state, and secondly clarifying who are responsible for implementing individual duties.

Article 4 The product security pharmacist shall perform each of the duties given in the
following Items.

(1)  Supervising both the manufacturing control manager and the quality control manager.

(2) Appropriately evaluating results from manufacturing control and quality control to make
decision for release approval of an excipient product from the manufacturing plant.

(3) Reviewing the documents reported in accordance with Item 2 of Paragraph 1 in Article 11,
Itemn 2 of Paragraph 1 in Article 14, Item 2 of Article 15, and Item 2 of Paragraph 5 in Article 16, to
confirm that validation, internal audit, education and training, as well as confirmations specified in
Item 1 of Paragraph 5 in Article 16, have been all appropriately conducted.

(4) Duties specified in Articles 12 and 13.

2. Each manufacturer shall avoid any hindrance to implementing the duties of product security




