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JROTEAAR(FMEA) fiESE

What is the Impact that ------------- will have on purity? 1) minimal 9) significant
What is the Probability that variations in ------------ will occur? 1) unlikely 9) highly likely
What is our Ability to Detect a meaningful variation in --------------- at a meaningful control point? 1) certain 9) unlikely
5 0/ S
Unit Operation Parameter LIS Comments
S/ <2/ 9/rPN
Distillative Solvent Switch Temperature / Time, etc. 1/5]1| 5 Distillation perfqrmgd_und_er vacuum, at .IOW
temperature, minimizing risk of hydrolysis
Distillative Solvent Switch Water content at end of Distillation sl1| 45 Higher water = higher degradation
/ Crystallization (Crystallization Feed) In process control assay should ensure detection and
L Higher temperature = higher degradation
g(r);l/j:?ollr:zatlon AP Feed Feed Temperature 5[(1| 45 [Temperature alarms should enable quick detection
and control

Longer time = higher degradation
Addition Time 1| 5| 45 |Detection of prolonged addition time may occur too
late to prevent some degradation

Crystallization -- APl Feed
Solution

This parameters cannot impact impurity rejection,

Crystallization Seed wt percentage it since no rejection of hydrolysis degradate occurs.

Antisolvent percentage This parameters cannot impact impurity rejection,

rystallization . 1j1(1] 1 . . )
Crystallizatio (charge ratio) since no rejection of hydrolysis degradate occurs.
Crystallization Crystallization temperature 1/5]1| 5 Is:;i)erature 's low enough that no degradation will
Crystallization Other crystallization parameters 1j1(1] 1 These parameters cannot impact impurity rejection,

since no rejection of hydrolysis degradate occurs.
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Case Study

ICH Quality Implementation Working Group -

RERT—4H

plementation Training Workshop
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< /
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R 0.10% - ././l/.
0.00% —— * .
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B§RE (hr)
0.1% 0.04%
0.5% 0.16%
1.0% 0.27%
2.0% 0.52%
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J (PSD) 0) =]

Integrated Implementation Training Workshop

1

What is the Impact that

------------- will have on PSD? 1) minimal 5) moderate 9) significant

What is the Probability

that variations in ------------ will occur? 1) unlikely 5) moderately likely 9) highly likely

What is our Ability to Detect a meaningful variation in

Unit Operation

Parameter

Comments

Prior knowledge (slowness of crystallization kinetics) ensures that the
hot crystallizer feed will be well dispersed and thermally equilibrated

Crystallization

Addition Time (Feed Rate)

Crystallization

Seed wt percentage

Crystallization Feed Temperature Ho1L S before crystallizing. Hence no impact of feed temp variation on
crystal size.
Crystallization Water content of Feed 1l5l5]| 25 Prior knowledge (solubility data) shows that small variations in water

do not affect crystalliation kinetics.

405

Fast addition could result in uncontrolled crystallization. Detection of
short addition time could occur too late to prevent this uncontrolled
crystallization, and thus impact final PSD.

225

Prior knowledge (Chemical Engineering theory) highlights seed wt
percentage variations as a potential source of final PSD variation

Yield loss to crystallization already low (< 5%), so reasonable

Crystallization Antisolvent percentage 1 [variations in antisolvent percentage (+/- 10%) will not affect the
percent of batch crystallized, and will not affect PSD
Change in crystallization temperature is easily detected, but rated
Crystallization Temperature 405 |high since no possible corrective action (such as, if seed has been
dissolved)
o o . Prior knowledge indicates that final PSD highly sensitive to agitation
Crystallization Agitation (tip speed) 225 during crystallization, thus requiring further study.
Crystallization Seed particle size distribution 9 iﬁ;ﬁggpSD controlled by release assay performed after air attrition
Crystallization Feed Concentration 1 |Same logic as for antisolvent percentage

© ICH, Tokyo, October 2010
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What is the lmpact that - will have on PS0Y 1) minimal o) significant
YWhat is the Probabhility that variations in ------------ will accur? 1) unlikely 31 highly likely
YWhat is our Ability to Detect a meaningful variation in -------------- at a meaningful control point? 1) certain 91 unlikely
'
: . [ EYE =y
Unit Operation Parameter vé@? Comments
§T o

7R : RERETIE % (DOE)

Crystallization

Addition Time (Feed Rate)

Crystallization

seed wt percentage

Tt

405

Fast addition could result in uncaontralled crystallization. Detection
of short addition time could occur too late to prevent this
uncontrolled crystallization, and thus impact final PSD.

225

Prior knowledge (Chemical Engineering theory) highlights seed wt
percentage variations as a potential source of final PS0 variation

Crystallization

Ternperature

Crystallization

Agitation (tip speed)

405

Change in crystallization temperature is easily detected, but rated
high since no possible corrective action (such as, if seed has been
diszsohed)

225

Prior knowledge indicates that final P30 highly sensitive to
agitation during crystallization, thus requiring further study,
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«EERFEER : D0 /N = 2.2 ym, & K=21.4 um

Integrated Implementation Training Workshop

- B OMEIFEFELLIDIOD &R (5~20 um) S+ ThH 5

© ICH, Tokyo, October 2010

:
Study Factors Response
Feed Rate Seed Temp Tip Speed D90
(hrs)  (wt%) °C m/s (microns)
15 1 10 0.44 13.5
5 5 10 0.44 14.5
5 1 10 2.67 5.5
15 5 10 2.67 2.2
5 1 30 0.44 21.4
15 5 30 0.44 135
15 1 30 2.67 12.4
5 5 30 2.67 7.4
10 3 20 1.56 7.8
10 3 20 1.56 8.3
10 3 20 1.56 6.1
slide 29
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Wl = —_ 0
AESHBE — THAVAR—X
s BT T 2D FHBTICKYTHFAAR—ADREM
A[RELTED
* DOET—A20 T RAETILAELNDS
- PSD D90 =
19.3-2.51*A - 8.63*B + 0.447*C - 0.0656*A*C + 0.473*A"2 +
1.55*B"2
-A=HERDEE%, B=1EHEZERE(m/F), C=RE(°C)
- SRETEAMEATRY, REU-SE AT, SITHARREIL, HiE
DHIZHELLGNENTEINTILNS
* DOEAR—XRIZHITDHETILDEHE = 2.2~21.4 um
- ETILDREIEE] uym
* DOETERALERKIYLIRNERZRALT, ETILIZKYT
HAAR—ZADEHTEH O EE
- EFILAFRIT BHE D EL THA AT BE4EDOOE (2 i % 5 2
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THAAR—ZADWMEDA T3>

A o FHAURR—AELTRINA#ER, 240

FDEHDEAEHLEIZEDE, £ELD
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cEVHRRALEDEREZZELT, LEEDOAT
AV HIFEILEIREITOICEMNTES

- BIAIE, BEXEROLIAAEIZEHEER

CEETELLV:6, EEOEH:HEIIFEKIZL
T, EEDEAA=ENEHHFEZEIFLLTHL

Seed wt%

>

Temperature

CDEFAED=O, FRURELITEAICYYRONTIZI T IV AR—RZLUTDREYERT S,
BE = 20~30°C
EREAAE=1~2EE%
EH=1.1~25m/
A AE—K =5~ 158 (KNS EMA)
EUTHALADHIZEST, ETIVDFRENSIIEHERZBL THRNICEEINLSENERIND,
%Fﬁﬁ%ﬁk%&%&ﬁgéigz (R —IUIZIRTFLBWNI EMD, ETILIFMHID S (BlESHE) DR —)LIZ
‘L\—C ; —C o
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- ’7‘—ZB THAVAR—ZXNDIER (edge) B0 ¢
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© ICH, Tokyo, October 2010 ICI‘I' slide 33



u ICH Quality Implementation Working G Integrated Implementation Training Workshop

THAZAR—ZADIERKDA T 3>
T—RA
* TTRDTHAVAR—RZEEH{ED

=HIZERMIZHIEL TWLM=15E
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Seed wt%

Temperature

AR (X)X, RERFTEIATHEBRSN=EBHEAERT , FUERSD XFESRIEELEH, HROEB (X
S RESEEERT .

ENTNOmARIE, BEREGEERNICEITS, BT (U AR—RZXT,
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R s THAUAR—ZAMIER (edge)
HVEN R 0D 6 B (knowledge

space) DimE—HLTLNDIEE

- EMNEERZITLY, BRDE=ENEEE
DEREIKTH_ENTES

Seed Wt%

Temperature

AR (X)X, RERFTEIATHEBRSN=EBHEAERT , FUERSD XFESRIEELEH, HROEB (X
S RESEEERT .
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[RED G
THAOAR—X L E RS

c EIHERRICHITHENYFHA
- INTGA—REE
- BEERTIIEEZDERB KR EFH LTINS
- BITEHENSGA=BIET A RAR—AAIZH S
- BBR
- REERBBRDKADEZRTET S
- RRRFEICEWLWTINK S EBYMENAEIND
- FRIETIILEZRAUWIE, FAIESTIE, HETIIE/NSA—FZLH>TEIZEES
nNa5ZeEMn, BEMICHERZITOBEILZL

*mBEVAT LA
- THAVAR—ZAADEEB IV T HFAUAR—R ([T HEREEETE
BEENZELI= AT RIEE AL

- "ESATHAIILIZEKY, BEDTHARAR=RIZEILLNELDZEELHS
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JREED &HT
FHAUAR—Z L E IR R

ALF 2 gaAfT mE 20 ~ 30°C | 23~27CTEETH
BT E S BB | 5~ 15 MR | REOREETEETD
B0 YA KT EIHESH
HTE S BISEE | 11~25ms | #EEOLTEERELATL
TRIET S
HFE Sif | BREEw | 1~2E8% oo Ral s TRE
MK | AR RN | KHEE | LEEURE | TRRSHICEOTEETS
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JBED/NYFI))—X

 RIRRAFEITHLTEBINSHER
- MK EMEIZHPLCIZEL>THIET S
- THAUVAR—RABLVEETHETILEEBRAL-GS, AESH
DHERITFE
- COEHHAETIE, LEORFIEHEEBERTEHMETAD=HIZ
BAWAHEETILCEROHFEEERT S0, AIELITD
AERZEMT D
- COEHMHABRICEENTLNVGEWNZEDMOD R EHER
* BIEHNTA—EINTHL I AR—XAIZHDHLETER
- BE=20~30°C
- BERTAAE=1~2BEY%
- #EH¥=11~25m/#
- {H4AFFfE =5~ 156 ]
- REMBEPOKSENIEE%RHE
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FHIHREDEK

FHEMIEEDOQDDD RN

BRI A

> 5%%%%+E5>7‘-“4f4>7«\°> %IE$£H%> INYFYY—2R

BARFEDERS:

R YT LA L
B FTHE 1) —RHER

(&, St3, BHMHE)
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R BT
SEMBERME(CQA)

QTPP

T K Ot

N

AR5 30 mga &5 % RV ERES

T o

ﬂ:

ZhHiE 2 im L T et &
< O IRGES D 72D DB

T i,
WALt (GRS RO
i

PRI OV EE

<

#A0E B VERR L MR tAED & B 5 F|

)

30 mg#E D EH & 73%J100 mg TELRE 6

B SRS Lo kX S 74»i&&%%&#
%

L95,

£k

CQAIZFEEICHBONh TLWAHE N SESH
T (Bl BEDRFIBARDEER)

CQAIZ, MBURITEAANERAWTSUIHIFLT
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&

1hin

=5 TEEH T ANZCOA

» MFID CQA
- TERLUVEEN—H

-
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M EEETFENERDIEN

c FTEX/—ILDHE
- BCSHOZR2(GBMEEMNEL, REBELFLY)
- KD EEZEZITOTLY
- 185EHT=Y30 mg(EYMEFEINLERIFLY)

E TS EDER
- BRXERTIET7EX/—/ILDMKS \ﬁw)')x’]h\.—,%é
- EYERENBNO, SR OIRENGKTLEEN —EDORERITEE
- ERATREED DT ILTIRMHED KNS TETHS
¢ ij_nlﬁ
,@DL%IJ@EEA EPEERERIER KLY, ABEIIRED D REZESISEII N, EA
d~ \

- RESLORMEIOMFEZEZEE
- BHMEEITERERENRIFEGLHELDIC, 2B EDHBHZERAL, TOLEREZE
@19 5 (MEERIREBETRODEERBED/NTUR)
- BRICI/EoNTOHABEICEDE, R DAL T IILLI—MEEIRT S
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fE 7| AL 73

#&2.3.P.1-1 B 5 WNA

AlS HAEY Bl R 4 7 7 &E 30mg
1 #£(103mg)
A BRIy B HE TEX ) —N 30 mg
BIA ) ERAERE U YBAEILY T LK HE
BE A o nEEIC D<= k—s 10 mg
FHRIE e _
RAERA] Frdod ) a—nEgEr ) oL 5 mg
MR \ %ﬁijl*ﬁ%ﬁ'é(l‘ﬁ: ATT VBT R T A 2 mg
3‘?%?5’"' i) %;ﬁ?&ﬁ E7oAo—2 2.4 mg
JeRAEA] MoEE Mk 77 B =F—/ 6000 0.3 mg
el Hondlet E{EFF 0.3 mg
gax ) D = —E(Lek 83
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EETiE LIE

2.3.P.3.3 HEIRRERU7OEX-a2brO—)L
T ig I (3 R H
/ F—TIiE B & “—| FEX/—)L \
B K AL AKFDY
D-3v=h=
707 U0 I-NEET M)A
F-IIE B A2 | ATTUEEYY 2L
\’%’EIE T 8 /
FmITFe pZI TN “ t7°040-A, ¥H03 =L 6000,
A—F 4% BeibF4, =@t
EHRIE 8 %
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Case Study

EARBI)RITEAA

* BISBONTULAABERNT, LASLURETEOH
CLEEEDEFRINDCQAIZRIF T HEL M
- ARMFOEHMEMNCQAIZRIFTHELRTT S

ed Implementation Training Workshop

@%IZPOD N=AN
i et

TR

JRCRERL -1 A TR e Tz

in vivo MEHE

LR 22 e
WELEH 2 E

N4
- FREEDURY
=
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1511
BEED)T ILAA L)) — A ER
(Real Time Release Testing: RTRT)
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HEPLUVEETIEDE
INAATARASE) T EBHEIZR

1X0)E/?§lﬂi€‘;:ﬁ§:f

—=— 100z m

=
i

0.4

E

& 0.3 ——5pm
= ——20um
5 0.2 —4—50 4 m
-

=2

2

E

o

[

=
]
e
(= 7]
co

10 12
Time (hr)

E23P 233 mbhREJOIFSIL

EYBEDBREICLY, FHTOT7741/LD
AR D FF 1 (£ S FE EZE (critical) TIA 740

AT T

T I RENF

D90AY100 um®D REFETIL, BFHMEAETL,
CmaxH L UPAUCHET TS

09 DB £ Tln Vivo.” In Vitrof8BE (IVIVC) h\FE
.wémn\é

120

100 r

% Dissolved
[=p]
[]

0 15 30 45 60

Time (min)

IR - THE - R AR
—— 5 m-8kN-2%
—o— 20 m-8kN-2%
—&— 50 u m-8kN-2%
—=— 100  m—8kN-2%
—o— 20 p m—6kN-2%
—— 20 p m—12kN-2%
—— 20 uz m—8kN-1.5%
—o— 20 u m—8kN-2.5%

B92.3.P.2.3-2 [REMFE DY . ITRERTBRAZLZEH L ERHOOD
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] 3 N U M= =iy = o = 73 =ex
NmBEUVHREIEDOEZDER

SRHEC B EERIFTHEFODOEIZL SR

5?§~ H:I. 'I‘i ' : %2% -d— é E% ? 0) g % % Exp No  Run Order API MgSt LubT Hard Diss

- . 1 1 0.5 3000 1 60 101.24

DOE Eit,%ﬁ 2 14 15 3000 1 60 87.99

3 22 0.5 12000 1 60 99.13

. : 4 8 15 3000 10 60 86.03
AF - it 5 18 0.5 12000 10 60 94.73

- RERFE [API] 6 9 15 12000 10 60 83.04

Ny 7 15 0.5 3000 1 110 98.07

ﬂii :log D90, Hm . 8 2 0.5 12000 1 110 97.68

- ATTIVUER<YT =7 LD R ETE [MgSt] 9 6 15 12000 1 110 85.47

B4 - a2 10 16 0.5 3000 10 110 95.81

ﬁ!ﬁ ' Cfg Lg TN 11 20 15 3000 10 110 84.38

- JBRBEEFE [LubT) BfL: 5 12 3 15 12000 10 110 81

- AEIIEEE B A3y - 13 10 0.5 7500 5.5 85 96.85
SeFIBRRE Hard] B4:N 14 17 15 7500 5.5 85 85.13

. e 15 19 1 3000 5.5 85 91.87
B e _ 16 21 1 12000 5.5 85 90.72

- 205 DEFR TOAEH K (%) [Diss] 17 7 1 7500 1 85 91.95

. 18 4 1 7500 10 85 88.9

* DOET 'lfar‘/ : 19 5 1 7500 5.5 60 92.37
— N 20 11 1 7500 5.5 110 90.95

- ImBINEhT-RIDESETE (ZXETIL) 22 13 1 7500 5.5 85 90.86

23 23 1 7500 55 85 89

- > 5 T =e 4
20+3 DL RTRAT i S MHIRFOPHSBERENASVEFEEE

I 58, RPAAD)—=24DOEZF{T>TH&LLY
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Case Study
BHEICEEETRITTERTF

° In-vitroi S HICEEER
FTER: ]

- EERFENRRD |
l%(—ﬁ%@CQA}/

4t

- BRFIEEHRREORE -
%(i DIELN

(=B R INTA—

API Mg Lubrication Tablet Mg St*LubT
Particle Stearate Blending Hardness
Size SSA time

B3 ISPE PQLIF—L®DPaul Stott (AZ)DTF—42%EHRE
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BHEEDFAETIV

e FRF7ITYX L
- SRHEMEDOTHAUAR—ADEHFHIRIR
- BFIEZFAF FEHES 7 (D0), X771 v T

RV ADLKERE, F8RFIESFFE, EAIEE (T4
£ EEE)

Prediction algorithm:
Diss = 108.9 — 11.96 x AP| — 7.556x10° x MgSt — 0.1849 x LubT —
3.783x1072 x Hard — 2.557x10° x MgSt x LubT
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BHEEDFHETIV

° NHERMEDERA
- EHOREA (FRICTEEM, BIEFER)
* ETILDIER
- ETILDFARREEBED/N\VFDBHABRERDLEE
- BWEIZIGLT, £ERDBHRARICKSET L DRI HRETE

INYF1 INYTF2 IN\YF3
EFILTH 89.8 87.3 88.5
92.8 90.3 91.5
B B S
BUEBREER (88.4~94.2) | (89.0~102.5) (90.5~93.5)
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AHE . THAAR—X

s REMFEBLVRT TV R Y LAOLRE
FB(SSA) N AHEIZERIZFIEZENLZHEmITAYE

Diss (% at 20 min) \

12000 Lubrication time = 5.5 min (ctr)
N Hardness = 85 N (ctr)
11000—_
10000- - .
< 9000- BHMENFEE LT
2 7000+ Space PRI
6000
5000- JI5820DEHM(RERFEEX
4000- TPV T A LD TREE)
3000 LN N A N E N A N Y N RN N I EE B EN R N R @*EE{’E%%%?
05 06 07 08 09 10 11 12 13 14 'I.B
: : \
API particle size (Log D90) $#32 - Paul Stott EE(AZ)O)?—/)Y%EE&E:‘Z
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Nl E
ajunps

s JARMEDCOANDEE

- - S IR AR

e

- RENEST
- MITIEEDEE

- RATTIVUBRIT A LDLRERE
- ZANEFHDOIRIE

o TF/\TA—A (Critical Process Parameter: CPP) DB

- BIRFIEE IIRDESKME
- ITREN(BRETHRAEEIZEHETEHE)
- fTEE A DT4—R I FIHS ZT L

* FRIBFERETIL

- RREMOBHFABROROYIZHER

- BIZIE,

REMFEORBICHLCE-TEOHEZRIAEICL, FHITREEZRALT S
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1512 :
TERLUVEEN—THDUTILEAL))—X
S ER (RTRT)
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| = '
mmBYRIDTEAA R
CQALELTOEERLUESEN —HICRIZTTRE
. BEYRITEAAVCOERE, BELTE BESE BEAIEBLVERFIESTEN
COALLTOREEBLUSEN — I HEE R FTAEEMERLTINS
- BIEROREE BROAEETHEE (HVAC) &3 EEIY FO—/LIckY SIS
N5 (GMPEIR)

JiR K -1

a—Tq7
T

TR

flyEF o A
H BA T

i TR fhe

VSt rllllll

FIoE T2

- R RY
- HEEEDYRY

B
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SBAETIEOEEOA TS 3
HEEFEMN)TILAA L)) —ZXAEZH D R ER

ErELERRE 1 : FENSRIEE FELERRE 2 - WHXSIEE
e REFFM e NIRIZXDHRAMKATH
o REEEE o JHEERITE
TEEME
- G >
. A Ar—
o JFIERI TR

E23P.237 REEIROEEREHRE

) EEERE 1 AEA LSS, FEETFREA LTy PEHE L, REHMEVRSHEEOT
BTG A—HLDBEZEDETERTOTFHA L AALA—ZAFFBEL, BTS2 LBAERTH

Do
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TITFEEE A7 3Vl

TFHAAR—RERFRT B0, BEITIR/INSA—L25F @D
EERETEE

et F:

BEBOA/(T, OEnEE, EEE, RERFE

sgno. | T | asr | mamsm ) | EESEE pm) | RGOS (7| 6 DI (um)
1 2 AL 2 10 v Al 5
2 7 ALY 16 10 v 40
\ 3 10 I 2 30 v Al 40
'\_ 4 5 45 16 30 v 5
5 6 I 2 10 K7 LA 40
$ 6 1 AL 16 10 K7 2 Al 5
1 I'\ 7 8 A 2 30 KZ 2 A 5
LIJ 8 11 EH 16 30 K7 LA 40
O 9 3 FEEHE 9 20 v 20
D 10 12 = 9 20 K7 LA 20
11 9 T 9 20 v 20
12 4 FEYE 9 20 KZ 2 Al 20
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TEEE A7 322

TIEEBITEEICIIESY—HDE=2)2YT

s BEEYDHENZTRIIT 516 D EHEBR
“NIRIZKDEERANEEHEEREEGHD IT4—F/\ vl

- [REAFE

ZDEHAETIE, $hEHLSSES
s HMERERRT S0, %
FEEY—4ZT=4—F5=HDF
V5L UNIREER

HE - 300X

Y —RE AT - RE SRR

HIE ik LB SE

YR High energy air cooled NIR source
Ftiss R FE InGaAs AR

i E

A% v 7500~4000cm™
Ay Bl 16 (2]
STHEERE 8cm’

ALY RVRTALEES{E  MSC (Multiplicative Scatter Correction)
BEfTiE  PLS (Partial Least Squares)iZ
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TEREHE 7r7°~>a>2

IREBMTEEICLDER

c BEDRT—ILT YD ’Eﬁﬁw
I A=A ZAETRS
’\%;+(N|R>=£1§Fﬁ

* BB %%1’F(i;(’\7|*)l/0)1‘$—%
1@%@%’31@75\77# TR
[TEL-BFFRTRT

- JSbh—IdfEtE AR E
F=IEERZAWNTHEE

o J4—k/N\YIHIHTES#Z
=1t

s XL, EEYMNRRTERR
-—C{ﬁ*ﬁb &L\utgﬁﬁmu
- %‘ﬁ#@ =ICKYS—4%

- REFRTIEHEO4EH
ERZETHh
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Pilot Scale
Full Scale

Plateau region

mean spectral standard deviation

)
»

0 32 64

96 128

Number of Revolutions of Blender

T—2BETILAERSND

ETIILOEFHETEHFI A AT 6E

#HiEF . ISPE POQLIF—LDT—3EHE

ICH
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RIS HEEE
(==
HiEIREICBITARER I E=EIHE
FOR - FfES
FREYED Bh{E=
(ERE 2B H) FE 4R M 8T
B TN - — R
Lk b v B s
Gemmamm  \ - mEo—n [ FEHaE
R HRaES
T —_ JE fﬁ
ES
o7 HE
g T REERIHEBRED
sv—n M K4 ﬁﬂﬁ
ShkET—F
B RHIEIE S
HEBHIEES

Z4—R I\ DI —TERNHERDEHIE E B Sl
HEHMEE SHPEEN RSN, HEHHEB, SITREOTEBEESERY,
REBERHT LK RAERE I
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T2 —1E0)TILIA L)) —RGEER
* T INEAL) ) —RGEERICLDEE

- BEY—HIIEEIRBITCTRISNDIGEERAIXAVTAUNIRS ;TS
£5)
- BEEmMPDEREZHPLCTEEY S
- REEEIX, ARFBRFICREEINTULNIEA U SAUNIRIZTAIETR
- I TIRRIFBTOD I —F/\YIIL—TIZ &5 iEEIE = Hl1EH

* RRERTREERLVEEY—H(CU) DR
BRZITHO7ELN

- BEY—MOREL EERPORENOEESSVEFEEFHOMEAS
HEICESOTEEZRIALTVWDCEEMMIETHNE, FFIDEEMNF
EIEZTRTET D)=, BBRZITo-EHEICIE, EESSLVEREEUDY
— BT AR EAMDEABTmI=I ZEEL5D,
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#ﬁ Wi

= T B A

= H

o WARMEIIRBIZHESL, RERSN S
- REHERM
- ATT7IVUEBRI RO LDLERETE
- EEOMHE
- (HPLCIZK%EEMPDRENDTEE) X (IFRIE=) TR
- BRESEHE(TOr—F YOI ICKSRFEEEE
- BTG RA LS T-Y108E, BEDHEXIEERTE2%KH
- B
- FUTAUNIRIZKY, BEEDRAGEEMDYEN) NEEZXH -7
- EFIEEEEERAERITS
- R
- ZBNYTFDANBLIVIEBENSGA—E2ZRAN=FRIETILIZKY, BEHEMN
HEREZB-IIELEFE
- ANBEUVIE/NGA=RE, IRXRTHFINTHAUAR—XRNTHD
- ERIEEOEED-HITEEEZEEYT S
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ZEMRER, FERG LORE, HEREELE, U7 IILEZA L)) —RAFHEBRIEHT
SHVMERIZERTS
- TEEDFHTEEE: RRE (30 mg) DI5~105%
- BREBBEMOHY—HOHERE
- BE&i%:HPLC
s BARMHIREIESL, HBEShS
- BREOHEST
- RTTIVEERT AL LDEEREIE
o EEDFHE (EFDH|IFEEAE 95~105%)
- (HPLCIZKZERERFPDERENEE) x (FHIEE)EHER
- BHIEEHE (T —FN Y IIIL—D) L5 EFEEEE
- HUTYUTRAUMET=Y108E, BE DM IELERE2%FK
e SEN—M(EFDHEREIATERKIESE
- FUSAUNIRIZKY, BEDK A GEEROYEN) NEELEE-T
- RHEEEEEREWETRTS
o WM (HFDFFEERAE 309 T8EWLLL)
- BINYTFDAANBIVIENSGA—ZEZANFRETIVIZKY, BHENHEREEZE-T
NENETFE
- ANBELUVIREBNTGA—EL, TRXTHEBEIN=-THFAUOAR—IARNTHD
- REIEEDBEEDE-HITHEEZEETS
e KPE(EFDHERE ZEEWLUT)
- ZOEFIATEDORRS
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JRADTBAAVLDH#EYRL
EREDURY [ EURY
[%ﬁ;ﬂéﬂugﬂg;m} BB X FMEA J ;ffj;\X FMEA } "é‘ﬂ&lﬂﬁ>{ FMEA J

[ " R¥
—> REHEST R FEHEST R Il

ES —> | REROYHEYE | —> BERN @ |— 74—5EI§\P§F7§$M§11

RIRFA — BRFIE > ATTV Mg
BRAIES —E HRER

oDl = | ERERAEE | —>

o
2EEN-% | —> RARHEE —> | BBEESH
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INYFI))—RF7TA—F

QA./Qualified Person (QP) &5 B &REE
* PQSOHLET/N\YFREDEEZEN
- BINTGA—IADBEIN=T A AR—IXAKNTHS

- BYGEEEE)TIVEAL)) —RABEEBENE RSN TEY,
SN -EEEEITEELTLS

s TREEHIIHUTELBEYULETILAHSZE(GMPER
BEDXER)

s FHIETILIE, HEYALTSOITHER -HRFFIND
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i A
* QbDIZLBHFREDIERELT, FYRWIREMBAFTOND
s BMAMBEBRIRDAVMDBESHIRHEINS
* MBVRIIRDAVNEEBMIZERTHIE
* EERFTEICIIERBOT7TTA—F A AIEE
s THAVAR—ADRRAEELT, BEROFAENEFRSND
- FRIETIVIE, HELHEFITOILELHS

o Y7 ILAEAAL))—REER (RTRT) XA TLay
- R LEAWLERINFONS [ EEME
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