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Mock P2 “Sakura Bloom Tablets”

® 2.3.P.3.3-1 YO SEEHEOSEETHOITRERNS A—4 LEEER
BELRWEES, BMEH LT A58 F0HA) (2/2)
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BEETR FEEFEIZ CPP TH Y CMA I E 2 HEEBR RV, B
S 15 kN HFH & 0 RVHEEE T PAR BHER STV D 2 & RUYTEE
FTeEE “6~14 kKN” 6~14 kN (EHFER ) BRZY TV A NCTHEEEA~T 1 — M3y 7§l & hiT
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EﬂngE}: L/fu_o
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Mock P2 “Sakura Bloom Tablets”

2.3.P3.3.2 EEFE

2.3.P233 ICRiE LA EFHEIKICE S, 8, MASN—HEOEHEDE CQA LTNZE DD CQA
EUTHMBEBICH LTHER 23 P332 ITRTEEETIZ L L L,

# 2.3.P3.3-2 CQA EE=A Y VITHIRRUMERE L OBERF

[EaRE

EHEE .
e | REEEE EHEH 194 mg=
3% DEHIZH 5
BA—ME | T8 | REEEERE TERARBREOREFTEEKRE | @« E 25 90.0 ~
e O 5 &/ (NIR ) I X 2 #IEEEIEL | 110.0%2H 5, 20D
Feedback #ll1#l P AN TBA
Feedback 95,
B (JRE) | ChrF8) 3 WIEDT YA L A= ZANTE | 25 um AT *
TR A S i 7 HL, BHEHEII0%IZRD LD — %
whL | SRR TR CHF 5 (FBRM 12 £ 5 %71 90~210 um
8 | BB — B Feedback fillfHl, FT#EE I | 3~11.5kp *
ENEERE T X BT EEEHIE)
PR R (S8) B -
TR R (FEsEaER) NIR 1T X 2 FeadilBi -

REEEEOTEEHEL, THEOTVEHENREERE 199 mg OE3%O&HEICH D] & Lz, Thidi
FlOEEOHKEN [95.0~105.0%] THAZD, SEHEE+HICHET A DOOEED TEEHE
LCEBHRBEIY OV ETIE L LT,

BRI —ME 0 TREHEEIT [ME4E 90~110%2H 5] & Lz, ik, BEH—EHBROBEE &
LT [85.0%~115.0%D&EHEZEZ 5 b DN 6 LN BH D72, 85.0%~115.0%& 0 &\ VE ~ &
DOEEEE LT 90.0~110.0%%RE L, ZOHEAEANNTHEILT 4 — Ry Z7HlHZT S U
TVERRELTH I LT, BIEFLRHAS—MHRREER T2 ZENFREEEZ b, B, FHEEL
EHREENCEH LEEEOEAEEZEETH-D, CMA THIREEEREL2ZEMCEHET L
3 EHET LTz,

FAHMEIZ DWW TIE 12.3.P2.3.43 CQAEHIME ] WR L= L Hic, RIER £, EREkrhi 78, FE
WEZRT & LEEHTRR (TR [cEES&, RIRT 2 EHT 5,

BHER= A—BXFRHK A8 — C X ERINLN 78 — D X REERE — E X JRHNL 728 X REER B

ZORITESWTER L2 Bl i 2 X 2.3.P.3.32 1277, 23.P5ICE LB ThH HEHE 80%
PLEZ 7 TSI ER TR SN DEFEE, 7 R EOEHMEARIET 5T A VA=
LT, BEEEOARL—Ta & LT, BHENHIONIZRD L7 4 — 7+ U — Nl %
Eiid 5, DFV ., BEEFRIG U TIDOTFT A v A_— AN TR R 7% & BiEmED B iE
EEBEENRET A & T, BHETREEINFEIC—E L 72D L0 REHZERT 5,

<E MBS UT, BEHTFHXKOFRRBRZEZBR LT VA U AR—ZADEEE, VA7 EKEERE
|METIELEET S >
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Mock P2 “Sakura Bloom Tablets”
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REERF (um)
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346678910111213%%

SRR (kp)
23P332 BHEFAKICEDSVGEHE

2.3.P3.3.3 mEREOE=2—FE

23P332 DEBEFEICESE, GERURIAFIH—MDO RIRT & LT, fTEEROEAIE E%S NIR &
THRIET % LargeNIETE=F U /M*é el Ui, BT, FRERR TR, SRR TR, B
GEREEE CHRERL SN A B FHRIFICE S RIRT #E T 528 & LT,

2.3.P.3.3.3.1 EHTFE

EHMIZRT 2 CMA TH HERBER R FREYE=F ) 7 3T5 kS LT FBRM #8A L=,
FBRM DBPFEFRMFIZONTIE, B —MBRCRERFICOZHREL, LTOLBVICRE L,
X 2.3.P.3.3-3 1% OB K 2R3,

I FBRM: C35
TR E B E SR T TR

HE7a—7%: ¢35 mm
Feed back
1 I coniroi S)’Stem ........

BRI :5 s
m Binder |, i  Sprayrate

Y solution ! control

: Signal

Control panel

,———LJ\, Granule
FBRM | particle size

23.P3.3-3 HRBET 1 — /Ay UHIEHOBRE

Granules

ERL R ORI FROBEELE(LE FBRM IZ X o TU 7/ A A THIE L, ERE ORLTED BIEEICZ
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Mock P2 “Sakura Bloom Tablets”

BEIVNCATV—EEE T 4 — Ky JHIHIT 5, EREORFRIZOWVTIL, B o RERF&
POEHENRK 0% L 725 LR BBEEELHRET S, TOREBEDORFRET a7 7 A L2 HELE
L, 20707 7 A4 VIR THRFENRREVESIFIA T V—EELZ/ NS HFENNIWVEAIT
ATV —EEERELTHLI, VTAEA LTI 4—FR_\yraryba—§ 3,

2.3.P3.3.3.2 TR

EROEAE—MIZXT5 CMA ThHhAREDCDEE, BEREOCEHE LU IEIER B L
'Cfnz%ﬂ 2 L_Oé“ﬂfm}“%fz”/74’ VTCEZF VT LARROEET S Z LI L, fTEEDRIEE

LD, FTEENORIEBRR» CIRERTEE (FHEES) OFIE & TR OGO FRNHEER
ﬁ&éhé FZ, EHRICHENY Y VTR SN D R ERFERNEBAEEEIC L 0 T8
BT 44— R 7 S, BERREE (REES) CHEENFEEBENHESND VAT AEER
AL, #&XN%X23P3.3-41277,

GRIZHT D CMA THHIEEEEICOWVWTIE, FEHED 194 mg+3%DEFH % S 72 55612 il
EITHOVAT AR L,

iR - FEES
AR =
(EEEAEED SEFIRHES

HERY RS 2%
<z

R g f@%a~»[]————ww“*-%m%&§£
%%%%
, g%aﬁ%
@ VRANCE
g AR
DL REHOER
PRE—%
EREEES
ERFEES

2.3.P.3.3-4 T8 & & Feedback fil{H D HIEE

R —MEIZxTT 5 CMA THDITEER O ERITIC OV TIEINIR BIC THREOERBE 2 T £
”&)/ﬁb\ﬁm%ﬁzéﬁA&mawf%é@%ﬁéﬁﬁﬁémﬂ74—bﬂzﬂﬁ@%ﬁ5
el L, REOFEREIX, 474 2 NIREIZ ié%ﬁ@f%ﬁfﬂm%ﬂﬁﬁﬁﬂ%u%m
L, FEBELEFEENCEHLEEEDOE A ER 90~110% &N 7 HE I BEEE2HET D Z
LT B,

RIEFE © JEECEREE

IR : NIR

MHEs ©  InGaAs

A% #iFH 12,500~3,600 cm™

A%y B 64

S5PERE 8 em

fEMTYE . PLS (Partial Least Squares) [BIJ& 34T
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Mock P2 “Sakura Bloom Tablets”

BHMEICKT 5 CMA TH D REEFEICOWTIL, FTETEZE L TR 2 REIC B 8100103k X B
D, v ITATRHELRRLEETDHZ L2 LT, BEEEIZOWT, FFNLE DN RER 772
T ORI EERCR TR0 DIAH R 900% & 72 5 BIEER % E L, FTEEEIHIEERIC X0 | FTEE#ic
TA—=RKNRNy I TBHVATLERALE,

2.3.P3.3.3.3 BEIRE

BEKRTHROT 4V ha—F ¢ L TEEOREBY T 75 10 okt LT, #23.P3.3-3 ITRT
FFEIZTHER M) ORIEZITO> Z & & Lz, R, BERTHRDOZ s v bha—T 4 o TEEDOR
BV TV T3 EICH LT, LTI RTT v bT 4 2 NIR B THRRERAITI)I Z L& L,

% 23.P3.33 HEECLAMEE (5E) OBIESE
HIE FHiE AEEEKEICED ., BRUBREEE
B E$K 10 &

7 v b T4 2 NIR EIZ X AR ERE
BIFEFE  JREOERE

YR : NIR
BHES  InGaAs

3% % I 12,500~3,600 cm™

2y EE ;64 5]

SyfEEE 8 em

fEMTYE © PCA (Principal Component Analysis) B34
BIES . 38

2.3.P34 EEIRRUVEEGHFOEE

FUERBIER DS b, ik M), mERHER, RHY—ERR, FHRBREUZEIZOE RIRT
REMET DI LD, BRERBREICRD TREEGEZUTICER L,

2.3.P.3.4.1 RTRT O R AERIEE
23P23 BIETROBEREICTHOBERIZIC L 0., MR UM . FEsRilER, AW —MER.
EHRBRE NG EIZ-OE, RIRT EfifJ4E/2TEE TH 5 & HIEF LT,

2.3.P3.4.1.1 MK (4L 8] (RTRT)
HRHERTE B ORIk (UM8) @ RTRT & LT, ifﬁﬁﬂz%ﬂ‘ﬁ T4 a—T 4 T EE 10 D
NEBITDE, F23P333 W RLIZBBRBICLIAREBREZITHYIZ &L,

2.3.P3.4.12 rEREER (RTRT)

HRABRER OMERHBORIRT & LT, REIEKTHROTZ 4V ba—TF ¢ U7 HE3 BEFTOESE
DFEEICOE, 23P52 REBHE (OFFHE) ] OEO [HEKROREREFIE] wiEsE (RERHER)
Wt (1) 7y h7A4 U NIR BICEWVRBRZITO 2L & LT,

2.3.P3.4.1.3 REIH—1

R ERERIE B OAI—MERERD RTRT & LT, F v T4 o~ NIR I L 2RO B ERIE 2 T8
B RFIACEM L, ERBE L EEREENORESGEZE LT 5, 200 & (10 §&X20 FFR) &2
Wl 2 FEMET 5, [2.3.P.3.3.3.2 fTEETHE ] KO 12.3.P5.6.3.1 HH¥H—H (RTRT)] &5,
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Mock P2 “Sakura Bloom Tablets”

2.3.P3.4.14 B

FEORFRIZOW T, BRTREOBEKHER S LT L —Y —EIEELEIC L AR ESHBIFEER %
s, BIED o OB TICFERRIc- &, BB I VRESHEZRETS (RED
HRERER) , BRI ORI TRIX, FBRM ETEOLNIRITFED H b, ik SIoB ) 2 &% H
W5, REBEEIZOVWTIE, 123 P3.4.1.3 BA—ME) TRUEERIITY 7Y 7 Lz 200 82 (10
FEX20 BER) ZHWVWTHIET 2,

[2.3.P2.3.43 CQABRMM) IR L L oic, RER F&, EHEARL T, ROREEE LR T &
L7-EHFEE (FR) 123 %, RIRT #E T+ 5,

BEHER= A—BXEIER FB —CXIERFEIIR FR —DX BEEEE —EX BRI 7R X ZiEdE
ARUVATATETIREPEHETHIZLICLD, BFOBEHEREIFTI N TESLLEX, BED
EHRBRIIAKE TE 5 LT LT,

2.3.P34.15 =3
HRABRERDEERBO RTRT & LT, 23P34.1.3 8HH—M] TRLEALFA 2 NIR EIZ L
HBREEOEEBIE L FTEERZRFIHNCER L, 200 8212 oW TFOEXELEH UM EET 5,

2.3.P3.5 TatwRNYF—ar,/ ot REM

A LTV RIRT HE X, FFATERWAESBEOEE N H - ZEEIZIL, RIRT €7 V& BEE
#%, BXx V7 L—va 95, HEERE TR Mgy PAF— LV EROEAEKCRIELEZEE 21
oy b (F23P23-782) ZAWVWTCEHME LN, MALELROAE3I oy ANz o A2y
FT—a UIFED TE/T D,

Y7 FEEEEDHEE (CQA) 1. ThEERTACMAZHELAEI L THRE T LIk THe
RENB, V7 JEREEREICBITAEEBIETIL, T VORKBIEEE LTUTDORA VT F AT al
T LEEMRT S,

BHEF v

cBESNAT_NTONRN Y FICH LT CQA KN CMA @ L v FEITEZ ER L., FOL(NHAE
WNTHHZLEEICHERT D,

o P Ly ROSEHRESS & e o e AT, BERBRE L OLBRE EZITV., T VCHERD D 5E
WIXET NVERET D, T VCEREN RS EAIZIX, CPP & CMA OB TV D & T
TE 570, CMAPEE/REL2D X5, CPPOEHE2 RET,

EfTF =7
- HOEEMBEICETVEREL., BERBRIEL O EZITY, WEORMENHRMEIE o728
BT, ETNVEREHT S,

AR F 2w

cFRERCHERIROEE N H o 125, EIRERSE T A T A(Pharmaceutical Quality System (PQS))
DL, BT NVEME L BEREBRIE L OLEATT 5, MEORMENHFMEN L 2o BHAITIE, ETV
EEFT D,
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Mock P2 “Sakura Bloom Tablets”

2.3.P5 HAIDEE

ABE| O K ORBRFIEL., AR ORE., BEMERBOBBER OV, oy bR Fr— /L CliE
Loy Mo RICESWTRE L,

2.3.P.5.1 REEURERAZE

ABUH O HFFFABRIE B Ok, FERRER, WA —M, BHEROEE (T8 OHER I, RTRT
ZHMAT 5, BEIL. 2D RIRT Z HFAHEICHWDS Z & L L, ZORBKURBRITIEOBME LT
LT, T, FEHEIE LD AVITEEERBRICB WD TRER, BRI AW EERBROBEE L
ORERFIEICHOW TS, HEARH LI,

% 2.3.P5.1.1 49 SETER 20 mg DEE R UVRERF %

HERTH B HEAFIE A
RTRT . .
PR ——— M8 B SR 5 @Al WRBEDT N ba—T 1 VT HE
B R
PRI R~ 7 kL] = e L e
RTRT = (NIR 1) Y7 ZBTEEE L HIE
o HPLC . e | EBHATR R IR DB EY
RETRHB g | EETRTRTTTA ) s 5.
AR RAMRIN SENATE R OEYERTR D> b 1572 284}
BN L S R R g HAENEY MEHETRIR D> BT 4R
2oy poy | FOTRERERESR | gy bRk~ 5 5,
EETRRIC ey heEE s 5
K9V 7Y T LR EE200 58D
. IR A7 Al | EEBEZRIE L & &, 85.0%~115.0%
By — RElE (NIR ) DHEEIBZS b OB 6 FLP, 2
TR 75.0%~125.0%DEEHZE 2 5 b DN
1 EUNTH B,
B & B8R —ERER BARBHFOSESN—MHRBOELE
TR AR Wk a~ N IS5 74— | IS
BHETVICEL AEH
ASEF
RTRT C JRERIE . L—P—[E | BHET S TER L 30 58E0
— Yk E oy Aigt PRHIERD 80%2L 1
it - #HIBBRLKL 7% : FBRM
- SREETREE . SERVREEEE
NI RHEBE (SRR ~ .
BEER S AT R 30 @ O fEIX 80%
EFRIMBUL 227~V | BEI—ERER (RTRT) OFROFE
P =N RIRT Y ¥ S b
=y E¥E (NIR i) BHENRRRED 95.0~105.0%
BE R BiER7a<w 757 40— | RARED 95.0~105.0%

*Decision Tree {256V, BHEIZRTRT ZEM L., RIRT 2 EHE TE R o> B A RBERBRE2EE T2,

2.3.P5.2 HMERTE (DAER)
AE OB R OREBRAFIEIL, JNCHET 2 b00E, BARERFEA, BAKAL, RO—KHAER
EEEATLLDOLT D,
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Mock P2 “Sakura Bloom Tablets”

Y2 T BRIESE DR K OB T 15

AGRHEFEEOFEHR A LE (RTRT&Conventional)

2.3.P.5.2.1 AR
2.3.P5.2.1.1 RTRT DR A*
2.3.P.3.4.1.1 &,

23.P5.2.1.2 BEHBROHRTE

<EWs >
23P522 HERREAER

2.3.P5.2.2.1 RTRT DB %

7Ty RFA4 NIR VEIZE DT 4 Vv bha—TF 4 o PEROEEOFEEORENCIL, HFEFT Ik
STHET D HFEEZRE Lz, HBlET ik, ®23P52-1 [ZRT LI, EHEEL 7T ERED
ZTNEND NIR A7 MV EVERENTZITA T TV =) 77 L AEAWTHERITH FETH
5o REBEINTZT 4NV a—T 4 o TENEEKSED Threshold N ThHIVEFEIEIE L HIET D, 2B,
7w hTFA 2 NIR {EIZ L A2EERBRBRN TERWEAIL, HPLC IBICLA2RBRE(To 2L & L,
ZIZT, BMIERRBRN T oG e Lk, HIE#SEK O NIR HBET /VCER L, BIER RS
BoNBRWEEICRET 5,

fo o o% 3 Plusho able

&

Threshold

2 principal component

e Mnk i hit

Agtive tablet

B principal component

2.3.P5.21 HAETILOBEE

23.P5.222 BEABROMEBRGE
<AEHE>
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2.3.P5.23
2.3.P5.2.3.1

RFH—1E
RTRT DB A%

2.3.P3.3.3.2 K11 2.3.P.3.4.1.3 &/,

Mock P2 “Sakura Bloom Tablets”

&z DBIFNC-DE 23P3332 FTEIRIR LEFET NIR BIC L VRO -FBEOTIER L =i
DEEZHAV, TRORIIE-> THELx DEFOEELZEHT 5,

iz DHHFIDOE R (%) =FREOCTHRE (%) XFEOEHE (ng) 194 FEEOCHMREE, mg)

2.3.P5.2.3.2 BEEHBROREBRA &
<A >

TRROT v Va YU —lfto CTRRZEMT D, DT Varyli—iF, gEOTFYa Yl

— LRI D,

RTRT OFERZAT 5 IO OMERIZ B E N, ERFERRRETH D,

l Yes No
AT 2 % TIZ RTRT IBIC B % 5 X D HEHREMED B B @B X TV 720,
l Yes l No
RTRT : FTHELRRIZISVVTHREE 200 SE2 7 L7z & . 85.0% U R 7 5 No ENT
~115.0%DFHEEE B Z 5 b D0 6 LI, 52 75.0%~125.0% (BERER L E Sy F
OHFEEBZHHOR 1ELNTH S, FEFTHE & HI) 2 ZEH])
i)
BIFIS 3B (RTRT) ORROEHENFERED Yes
95.0~105.0% Tdh 5,
No v Yes v ,
VR 7 5 No BERBR BEI/a~w b To77.0-) Yes
(K THLIEIC, RTRT OFf || 7A/Vb=a—T 4 V7RO B R N
RICEEL 5% HAREMRD BikEEE L&, SEY—HREO =
B BwMITRN) HECHEET D, POSERREEML
e &, FRED 95.0~105.0%TH D,
Yes A
v No
IRmTﬁﬁl EALEREEFLORES
PREEIY IV L—va
v ~ SR F =)
FERALEREETNVOZEEE2BERE (K = Yes
{2&7\5’7 ST 4=)ICLVEESRL. BE U % 7 24l
ETACRIE N & %5@5{3?‘50 N CRESE =
No HERTHE & k)
Yes
No
A4 A4 v
FRALERETTNVIIERICITEROE . Ry
MEEEIBRLTVS, " Ny FEZEHD
© 50
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Mock P2 “Sakura Bloom Tablets”

2.3.P524 patunkica
2.3.P52.4.1 RTRT MREE A%
2.3.P3.4.1.4 B,

23.P5242 BERROHRA &
<>

TEHDOFTLVa V) =it TRBRYERT 5,

RTRT DFEEZ1T 2 I DHESRICEE N2 FRTRERRETH D,
l Yes No
RTRT FRNZEES 5 2 2 WEENEO H @S & TWiaw, o RER T2,
ERITRRI ORI TR, RUSRFEHEENMERSBETE T3S,
Yes l No
v U 2 7§l No i
RIRT : YL FDOFHA v A=A %= (BERBREE > (NvF
SRR T : 25um BUF M FTHE & ) & EEAH])
SRR ORLTEE © 90~210um
FREEREEE : 3~11.5kp Yes
No Yes
X v
U A 7§l No | BEHER (BHMR) : 74 rh=3 | ves
(RIFELIFIZ, RTRT ORERIZE =7 4 7 EREROCTERRRE
Bh 5 2 DEREMED B BB Eg L7z & & 305D QEIL 0% >
V) DOEMEICES
A
Yes No
\4
RTRT #E&
SHEE % CoA IZFEH
v Yes
RTRT : BB T2, ERRRIORI TR, KUK | oo R -]
EEELRT & LEEETRSICESE BHL p| (EBERBRZE
72 30 RS OBRMHER, 0% ETH B, HEFTRE & HIER)
No
No FRLZEETFRERORES
PREEFXYV T L—g
\4 SRy F—rg )
BEAER (EHRR) 2EHEL. BHTH A
ANOZYMEHER L, WHTFRRICHHES N
NI & EHERT S, ©
Yes
7 X \ 4
R U BT RRI ER T ER 0T N i
HEZRBL TV, (N FERZEH])
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Mock P2 “Sakura Bloom Tablets”

2.3.P525 EX
2.3.P5.2.5.1 RTRT D&EER A%
2.3.P3.4.1.5 B,

2.3P5.231 TNIREICL VKD 200 EEDE L2 DEEEL Y  EWELZ?EH L. SEFEHT 5,

2.3.P5252 BEHBROKRA X
<HMWE>

2.3.P523 BRI —HEICHRHEOT IV a vV U =it TRBA2ERT 5,
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2.3.P5.3

2.3.P5.31

MERAZ (BWAR ONIT—ay

RTRT OREAE (W AE) OnNUTF—ay

Mock P2 “Sakura Bloom Tablets”

ETRICBITAHETEREDOS V74 ' NIRIEBETIRICBI AHERABRDOT v F 74 2 NIR
BIZo&, NUF— 3 U 2FERLZ,

2.3.P.5.3.1.1

REITERE<FUIM4UNR E>

(1) MEETTNVOER (Fx¥ V7L —vay)
FHEOEGEHENFTED 60, 80, 100, 120 TN 140% TH 5 5 KEDER 2 /ER L1-, FAKEIZO
= SEEOEREHAV, NIRIEIZE D AT M EBERBORBRFE RiKk7a<w 777 4—) 1
LA EBEAYRE L. BEETFTVICHRIAAT, NIR EQHEIFEIZIL, Ao BHEZ AW, @izt X
oY VY7 =T EBRAWE,
BEET VOB AT A= 2Bt LTZRERIL, LT ERolz, TOREBEET VOu—FT 4 7
2T b FEEDO NIR A7 FVIZHEELIL TWA Z & RER SN,

HH FER
FEAT I B R I 6100 — 5500 cm™
AR N VETALERYE — Ry + o Z—1EHb
PLS F ¥k 3
EAH BRI 0.985
FHIFRZE 0.67%

Q) BMEEFTNVLOHRE (NUF—3)

Fx VT b —va NCHWES O L TR D8R (5 KHEXSZ §E) ZHAV, NIRIEIZLHARZ |
N EBRFERBRORBRAE REZ e~ NI 7 4—) LED2BEELZTE LTz, BOI7- NIR A7
FZDOF % U 7 b— 3 VORBRIER SN EREET T MCE TIH, EBEZEH L, T0kE
BIZLITERY, NUF—v g v OERERR- L,

HEH TR O EL 1 it o
BN 5 K¥EXn=3 OFEROEMBERENT | EHEEHREC: 0.981
097 LA ETH B,
=Ny 70, 100 KON 130%/K¥EDFEHFI D | 70%/K 1
HPLC & EfE & NIR G EBEZHEL | fx : 5%, 4%. -3%. FE¥ : 2%
TREROEX, Herx0EEMEITE | 100%K%E
5%. FEHEIZE2%LUNTH S, Bx : 3%, -4%. -1%. F¥: -1%
130%7Kk 1
Bz 1%, 2%, -3%. ¥ 0%
FEE RMSEP (HE#£EE) X, 1.5%LLTF | RMSEP : 0.75%
ThHD,
Hi A BN - BE - BEORKR LD HW | 70%~130%
35,
FE N Bx DEHARTF (OO0, AA, OO | BFRERME, BEE, BEXELN
mE) BELHREERWTIMET | 7=,
Do

(3) EEFERE TCOMIE

TERL LT BT T V2 EAFEREO NIR EEICHEAGAL, EAEES KM L7ZRIZBWT NIR ¥EIZ
L2EANOEERMELZRE L, 0%, HPLCEIL L2 EEEETE L,
NIR HBIZ L 52 EfE L HPLC I X AE5 B & OEHEREZEIT 1.0% ThH Y . B2 fHEBREN TR
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=Tz,

2.3.P5.31.2 HERHER <7y b5 4 U NIR E>
(D) HEIETNAVOER (F¥ U7 1L—3y)

ABHNOEREFR VT T EREZE 3Ty b, SETOTA 7TV —IZHlBAR, HEET L EE
B L7z, NIRIEOHEIEIZIE, Ao B#EEZ AW, T Xt Y Y7 b =T 2 A,

MBI T VORI T A —F BB LI RIL. T e Rot, ZOBREBEET VOO —F 4 7
AN R L& FEEO NIR A7 VBRI L TV A Z L EER ST,

H H it
AT IR BB I 10000 — 7500 cm™, 6500 — 5500 cm’
ALY N VHTALER R ZIRGy
PCA %54k 2

Q) HBETNVOBE (RNYT—3)

Fr VT L—va AW ELD LR AERERVT T EREE, TOMOEA| 3 FEEEE A,
NIR A7 "V ETE LT 7 FRTEEOHBITT MZ S CTIID R, EREOAEE EHE SN,
FRLANOEEANIREE L HE ST,

2.3.P53.2 ZEMERBTRELGHRAZ (OFAHE) ONYT—ay

AREDORBRIFIEDONRY T — 2 0%, [HHFENY F—va VICBET37 %2 b (EEER) 2o
W (PR 747 B 20 B BEE 755 8) KO [I9HENT T —va VicET5 7% A b (it
FiE) 22T (ERR 94 10 A 28 Af EIRFEE 338 5) IZESWO TR L7z,

<A >

2.3.P5.6 HERURBEAZOZ A
2.3.P56.3 WHEI—1E
2.3.P.5.6.3.1 WHEIH—1 (RTRT)

B T REPIC ey FAERAPRMT ALY T Y v 7 LEEEE2008OSEFRIE LR &
X, 85.0%~115.0%DHFHAEZE 2 5 b DD 6 HLLN, 7D 75.0%~125.0%D&FHEZB 25 b D7 1 {#
LNTH 5,

2.3.P56.4 B
2.3.P5.6.4.1 BHME (BEHER)
R 30 oD Q EIX 80%

<EZHMEREITEE>

2.3P56.4.2 BHME (RTRT)
HEE  IWHET I TER LT 30 o m OB EDS 80%LL

EHMEIZ RTRT 285 & & OBBEOZHEIZ OV TR TIZRR S,
BEHETVIC L 2 FREHEROE N 2T 2546, BRI EHBEEEOF M E 257D, BER

Brhk WA OHRKE 130 50 Q EIX 80%) L RIZEDHME L LT, 130 SREDEH RN 80%LL
b 2BETS, BHEOEL DIEHHXITHOWWTIEL., BHEFREREHO -, R 76, RS
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BRI 7S, ROREHELR T & L THLESHEICIE S mEBRET o RS, WTIHoERAIC
BOTHIXLDER XXN AN TH-7-Z &b, BEREBRIZBIT 2 S2 0REZHLH2ICHEET DD
DEBEZ b, £72, TETRIE L/IRBRIE, BEERAl (M oy bR T—V) OREERBRAE
REONEEER T — NV TORERFHER»O L, THIRIESND EE XD,

2.3.P5.6.5 =]
<EW >

(]
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%ﬁ?%%ﬁ%/ﬁ wAHE
MA—MEC ) TAZA LY ) —RRBR AT S & & ORBOZYMEICONT
A @R AR SR e

ICH CRAfnE N7z BAZFERFF, KEZERF, BKINZERFFH D UDU (Uniformity of Dosage Units : 24A]
BW—ERER) BT, T X LT 1 BRMEE 10, 2 BB 30 BMEBTAEAL L 2 B
RERTH Y, BIE JP16 O—ERBRIEIC [6.02 HAIH—MERBRE] & LTUEEINTWS, BEOH
ENX, B0V LIERREEDDHEE V= |M—-X|+ks) ZFE L. HEENREZBIRVE
EEMEELTHHERR S, BEELZANIEEBEMNOK THET 25HEBROMEEE Lo TN 5,
7L, ZORBREL, BRREFINSREBRY IV ERERS D, ERTOAEIRS DEFEHEE LY
B RS CHIBTHSER N E VWO RENRD D,

108D LIL308E WO D RN It A X L3RR ), PAT (Process Analytical Technology)
EPRAWTCEZEOY I EERY ) B _\ﬁﬁﬁwﬁ@mg%%ﬁ¢ét ZiE, THEEER & EE
EREREPLHE T ENRLEENTHS, OC HIBRIZRBITHZ ;hEu@EEJM%: X1 ic#EXEE LT
RLTr 2 DOV PN ERREWMAND 21T, o OB A BT 5 FTREME N RESRIEIC T 1
25 L EEBEEBLUTHEZRETALERD S, RERICEKE L CTHIN SN2 8O RE & R ERICHE
BRI BDIE, HEEFERICHEY TS, SRR 10~5%UTOHRE L~ NVTHb, ThbbInlLR
L&D BRI S HAT SN A RN E B X BN D, ZHICx L, PAT OBAIIAEEE BIR %
L LIBE 2 EEENRET b2 A7 B4ET B,

Probability of Acceptance

good Lot Quality

X1 OC#BRITRIT HHEHGR & EEECROBER

AHFFREETIL, PhRMA ARFICERELZHEFRBR TH D Large-N IE[1IR2] L EDOHERTH S
Modified Large-N {EDH|EZEELSRRIZ L, T2 7HTESEORAI)—MEHMK 238 E L7z, Large-N i£72
5 TN Modified Large-N IEIZE-3< OC B & 2 1or L7z, BITD P16 (AR @ OC #hafg & b
B L TCH D & Large-N IETIHHEHEBR L~V TIPI6 BBR E —FT D X 912725 T 5 23, Modified
Large-N {5 CIXEEEER L~V T, £V JP16 & —EERFE WL IICRAZIT b s, BEMICHREZ X
DEELL LEEEbZITBNAN, MR OEEEZE XD L, FEFLERL N2 —KIEDZ L1IIH
REDOTREASY A7 ZELTAHZLICORNEEDEETHH LELD,

%72, Ph. Bur. 23822 U 72 PAT |23 L 72 UDU HIZE &% (Ph.Eur.2.9.47) [3] #% 1 12/~ L7z, Ph. Eur.
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@ Alternative 1 1% JP16 @ UDU &k & B U ERR (HEHEkZAWD) LEHEEER (ol ¥ ©
MEETHY ., Alternative 2 IX[REME DR 2 2 EOFHERR (1l HEB LV 2 k) OHEETH
Do ZNH2ODOF T a D OCHIHR (K3) % th#i 9% & Alternative 1 (B3 #1 D optionl) & Alternative
2 (X 3 H1 D option2) HAEEHEFLR L~/LT, JP16 (X3 Hd ICHUDU) & KZR2ZEITRD bR,
TE- T, AFEHEEB L~V T RIRT BEAZICRBEREEIC R D FREIMENE S 25,

ABFRIEC I T Large-N HASIZOWTEREIT O ICH2 0 | HEEFLR, £EEAROEE IE
BEILD) ZEDPBRBETHDIERAMEE L, FIZ RIRT ICB T 2 RBBHKIC OV CIEER ARSI E
G, (EREORBRE C AEEERICBWTHAIBRE—K L2V E, HAEEOE CAREDO Y 27
MRELMRDEEIRMENELD EEBZ BN, ZOX D EEREDNSG, Large-N OHEHEEL LT
ZEE LWL PhRMA @ Modified Large-N] 7214 Ph. Eur. O TH B2, ERDM LARVFEED
URZIZHETE D Ph. EmDOFERLVENTWD EE X2, £7z, Ph. Eur.® Alternative 1 Jx 182
BHET DL, Y UTAT A ARRKRENGEITFHEER TL 0 BEN GO0, £EMHE
A LS\ Alternative 2 2S#EEE X0 5 L fEfafT T 72, & o T, AEAE| OBEFH—M 0 HEPHIEICIE, Ph
Eur.® Alternative2 ZE:H3 2E L LT,

B, V7 TRIEET v 7 TRHEERBRIZOVWTH U TV Z A 5V U —23BRE AW 508, 8EIY
—EDREICHNWONT T DA ZEOFHELZARAIOGEEE L THATAIEL L,

%X Large-N £
7 X Modified Large-N ¥

10 -

0.9 === = 100 oy = 100
@===p = 250 [

0.8 - n=250
ey = 500 ===y = 500

077 ==1P16{n=30) == P16 {n = 30)

0.6 -
0.5 -
0.4

Probability of Acceptance

03

Probability of Acceptance

02 -
0.1

L
g
------

0.0

5.0 6.0 7.0 8.0 9.0 10.0 11.0

SD (% label claim) 5.0 6.0 7.0 8.0 9.0 10.0 11.0

SD (% label claim)

X 2 Large-N £ & Modified Large-N 5D OC Hif#
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Batch mean = 100 %

" SR —  Nsamp 100

-~ Nsamp 200
. ) : <+ Nsamp 500

-« Nsamp 1000
7 . ' 1% ' e {CH UDU

option 1 (blus)
option 2 {red)

Probability to pass [%]
10 20 30 40 50 60 70 80 90 100

0
i

Batch Standard Deviation [%]

3  Ph.Eur2.9.47 ® OC g% (Alternative1 & Alternative 2)

Table 1 Ph.Eur 322 L7- PAT 1238 L7~ UDU H|EHE#

Sample size(n) Alternative 1 Alternative 2
Acceptance constant(k) C2 (£25.0%) Cl (£15.0%) C2 (£25.0%)
50 - - - -
75 - - - -
100 2.15 0 3 0
150 2.19 0 4 0
200 221 1 6 1
300 2.23 2 8 2
500 2.25 4 13 4
1000 2.27 8 25 8
2000 2.29 18 47 18
5000 2.30 47 112 47
10000 2.31 94 217 94
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Sakura Bloom Tablets P2 Mock

Disclaimer

This mock provides an example of the contents to be included in CTD 2.3.P.2 “Pharmaceutical
Development” section for a drug product that had been developed by using the Quality by Design (QbD)
methodology presented in ICH Q8, Q9, Q10 and Q11. It is supposed to be into CTD Module 2.3 (Quality
Overall Summary). In addition, in order to help readers’ better understanding, some additional contents
corresponding to 2.3.P.3”Manufacture” and 2.3.P.5”Control of Drug Product” are also included in this
mock.

The purpose of this mock is to envision development of drug product (more specifically, film-coated
tablets containing new chemical entity) using the Enhanced Approach methodology (whose definition is the
same as advanced methodology or QbD approach). Note that we are not intending to create any new
regulatory requirement or eliminate any existing regulatory requirement. Also, note that this mock may not
cover all the items to be required for 2.3.P.2 or CTD Module 2.

While there was an expectation that a QOS normally should not exceed 40 pages of text excluding tablets
and figures as the CTD guideline (June 21%, 2009, Iyakuhin #899, appendix 3) was implemented, we didn’t
adhere to this point in authoring this mock because we believe that we should show the reviewers not only
data but additional background for understanding of the product and process. Thus, this mock was prepared
- without taking account of page restriction. Note that this P2 mock is intended for INDA (New Drug
Application in Japan) but not for US NDA or EU MAA. It is also noted that while a QOS is considered a
primary review document to reviewers in Japan, its role may be different in review of the US NDA or the
EU MAA. In Japan, the CMC contents provided in the Application Form (Module 1) will only be

considered regulatory commitments.

Sakura Bleom Tablets Mock Sub-group
MHLW sponsored QbD Drug Product Study Group
February 2015
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Permeable

International conference on harmonization of technical requirements for registration of pharmaceuticals
for human use (ICH) has developed the policy that “enhanced QbD (Quality by Design) approach” based
on pharmaceutical science and quality risk management concept in pharmaceutical development and quality
control enables pharmaceutical industries to obtain regulatory flexibility [ICH Q8(R2)]. Indicating the
example of enhanced QbD approach in pharmaceutical development has been considered to promote the
effective evaluation of the product development study on the basis of common understanding between
regulatory authorities and industries.

One of the advantages to employ “enhanced QbD approach” defined in ICH Q8(R2) is application of
Real Time Release Testing (RTRT) with comprehensive process understanding and Process Analytical
Technology (PAT). Although the RTRT has a potential advantage for pharmaceutical industry, there are
very limited practical examples to apply RTRT with enhanced QbD approach, especially in Japanese
domestic companies. The potential reason is considered complicated relationship between design space and
RTRT defined in ICH Q8(R2), and practical difficulty in establishing the “design space” described in the
mock-up or case study at the public domain. "Material attribute" and "process parameter" become the
keywords in considering relations of design space and RTRT. In "Sakura tablets" of quality overall
summary P2 mock-up (description example) concerning the public welfare labor science research, not only
“material attributes” like the particle size of drug substance, but also "process parameter" like the lubricant
blending time or compression pressure are included in the factor that composes the design space of Sakura
tablets. These material attribute and process parameters in addition to the lubricant specific surface area are
included as the factor of dissolution RTRT prediction model, and this equation is described in justification
of specification and test methods in the mock-up application form.

However, for example, the possibility that so-called major change as a regulatory action occurs is very
high when commercial manufacturing blender is changed leading to changes in the blending time to obtain
suitable blending state as before, if the design space is constructed using process parameters. This shows
that the enhanced QbD approach to which regulatory flexibility is sure to improve may have a critical issue
with less regulatory flexibility if the process parameter is employed for the factor that composes the design
space and RTRT like Sakura tablets. So we decided to create a mock-up CTD P2 “Sakura Bloom Tablets”
in which critical material attributes (CMAs) are used as the factors for not only RTRT model calculation
but also design space construction in order to solve the issue where the process parameters were excluded
from the design space factor as much as possible, and the factors for RTRT are connected directly to those
of design space. This approach is intentional since the resultant design space factors to be also used for
RTRT are not linked to equipment or process parameters and therefore are site, scale, and equipment
independent. In this mock-up, CMAs are controlled with PAT tools within the appropriate range adjusting
process parameters. Also, the fluidized bed granulation method that is one of the typical manufacturing
methods in the Japanese domestic companies is adopted, and the concept of Large-N standard examined in
our sectional committee and advanced control strategy examples are included for content uniformity of
RTRT.
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Description and Composition of the Drug Product (Sakura Bloom Tablets, Film-coated

Tablet)

Pharmaceutical Development (Sakura Bloom Tablets, Film-coated Tablet)

Components of the Drug Product
Drug Substance

Excipients

Drug Product
Formulation Development
Overage

Physicochemical and Biological Properties

Development of manufacturing processes
Initial risk assessment

Determination of CMAs affecting each CQA
Indentification of p-CMAs

Identification of CMA

Determination of CPPS affecting each CMA
Extraction of potential CPPs (p-CPPs)
Identification of CPP

Construction of the control strategy
Uniformity of dosage units (CQA)

Assay (CQA)

Dissolution (CQA)

Specifications except for CQA

Review of the risk assessment after implementation of the control strategy
Risk assessment of CMA

Risk assessment of CPP

Overall evaluation of risk assessment

Container Closure System

Microbiological Attributes

Compeatibility
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