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frég—2
BUERR 527K
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B

RHFEEICRIT HREEHFEOREGIZ A TITR LT,

Step1 (HEETR) (KUk'", fhH, B2, S8, ¥R

AF IV (QRAS)-2-T A E N 6-( b U TNF T AFNY1,2,34-F b T A Rk ) Y bt LT
A—k (CP-6) [11T @30kg) J, TrFe a7z [ (1300L) 1, RKEEF RY 7L

I (24kg) [ #iAA, 7o XEETF L (158~592kg) "%2M%, BT CHETD. K
HWazAEL, AIRIZS0% KEELT Y U LKBKREMZD. n-nFHh o2z, HELEZOL
DT H. AEEERMEL, =%/ — LBz, BEES [ (1400L) ] L7025 E TRMETS.

TH )= NVOEEICH L T2~35%"OEEICHEY T 2KEMATHAIL, [20C)] THEET

5. M L7-f@EmBEL, =% ) — NV THHT 5. fd% [425C] THEEL TTF L (2RAS)-
2-TBENA(A RFTANANRZLNT I/ )6-( U 70 F B AFN)34-U FaXx ) U U-1(2H)-
ANRFL—h (CP-7) [2]%2155. (& 253kg, IV 89%)

1) /oaXBcFLOR, 77 k770 OBROKRBET N DLV ABRT R Y
Lo R2AKFHOETT A L AN—REERT DT A—FTHY, CP-7-1DEEHFIHEHT
3.

2) =X ) —NOBERBIIHTIHKOEERE, =¥ /) —VOBEKEROERILOBEZT VA A
—AEBRT BT A—FTHY, FHHOEGHELZHIETS.

Step2 (BEEIR) (LY, #ilH, BHEY, o8, =8

Step I TEBNCP-7[2] T 250kg) 1, 3,5-ERA P U 7AFaAFARU LT a<wA K (CP-
8) [ 15kg) J RO Zmuxr&2 [ (750L) ] 2H5A%, T hI7n-TFATE=T LT
23 K (TBAB) [ (50kg) ] RU¥S50%”/KER(LT R U 7 AKEK [ (750L) J 22 CHE#ET
5. Yrmu AR ROKEMZ, MRL, ARMALAEBRCRETS. ARHEZREL, =4
J—NEMZ, BEEN [ (1800L) J &5 ETRMET L. =&/ —LOEEITH L T20~
35%DEBICHYTEKREMATZH, #850.15~05CTHmAIL, [18C) TH#ETS. HrHLE
%%%%%L,:5/wwf%@#é.%&%FQSCJT%@LTmfw@&wm4aywx
(R TN RAF AR DA PXFVHNAVR=AT 2/ 32-7 e v6(h ) 7rdm A b¥
)34-Tk Rax/ U AQE)-INARXTL— R3] (77 INVEE) 285, (INE 360
kg, U 90%)
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3) 35-ERA RN ZAFaAF AR YT awA R (CP-8) DR, Y/7unAX 08, K
{£F R U T LKBEDEIZT VA LV AR—RAZERT DT A—ZTHY, FFCPIDESR
HE 5.

4) =F )= NVOEEE, =& ) —VOEEIITHKOEE, HHEE, ROGERELXTY
A VAR—AEHERT DT A—FTHY, RECP-8DELHIHETD.

Step 3 (FEETRE)
BRIV =F L UARIZAI, “T7A = RILNIED 5.

REMES &

Step HZBWT, KEEFT MU VAT (424kg) ] OROVITY ABET U T A - 12KF08
I (1014kg) J V 2ERATIZENTES.
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BUEHUERR R F LRI 2REF EOBZEFEREUTIOR L,

Step1 (HBEIR) R, i, B2, OB, 5

AFIV QRAS)2-T B EN-6-( N ) TFa AFN)1,234-T bTAg Fax ) U d-A VTR
A—h (CP-6) [11T (230ke) J *V, FhFekrkurZ> [ (1300L) J *, KEF Y ¥
5[ (424kg) 1 %Y A%, 7ooXEoFiLe (158~592kg) ~#2) iz, BT CH#
T5. FSNEEAEL, AIRIZS0%” 2 KBk M) 7 AKEREMZ D, n-~FT &M
Z, BB LEZOLDKT S, AEEEEREL, =% /—LEMx, BEEES [ (400L) ] EV
ERDETEMRTS. =4 ) — VOB EITK L T25~35%"%% OERICHYTHKEMZTH
AL, [20C] %% CH#TL. B LEFRESBEL, =% /) —ATHRIETS. Bk
[42.5°C] 53 TEBRL TZF L QRAS)2-T H EN-A(A NFLHLR=ZAT I 2)6-( Y TAF
0 AFN)3,4-P KX/ U dQH-IARF Y L—F (CP-7) R12H5. (& 253kg, X
K 89%)

1) 7eueXBFL0OE, T2 P77 0 OBRKRET M) VATV AEBET N U
Lo 12KFIOBIZT AV AR—RERERT D37 A—FThHY, CP-I-1DEEHIHEHT
5.

2) T = NVOHEERIINTIKOEER, =% /— /VOEKEEROERICOBRELT A A2
—AEERTDRTA—FTHY, THHOEGHEEZFIHETS.

Step2 (BEETLR) (KLY, MWl BRY, o8, =8

Step I TELNZCP-7[2] T (250kg) J #V, 35-LRA MY TAARAFAR VLT oA R
(CP-8) [ Q15kg) 1BV RO ruux&y [ (750L) J BV 25A%, T hFn-TFALT
vE=Zy AT IN (TBAB) [ (50kg) J %V RU¥50%” %2 KBk ~ U o LAk [ (750
L) 15D 2z CHETS. Yrmm Ay L ROKEMA, HHEL, A AR CIET
5. AHMEEREL, =¥/ -k, BEEN [ (1800L) ] *V L3 TRETS. =
% ) —VOEEIZx L T20~35%DERIZHE T HKEMAT-%, #50.15~0.5CTHAIL,
F18°Cl *3 TH#T+A. HHL-EREVHL, =% ) — L THRETS. fHEEd [42.5C) &
8) THBE L CT=F I/ 2RAS)-4-{[3,5-EA(h U 7A B AF )R DA bFR VAR =I)T
I 7327 E-6-(F Y TAFERANEIN)34-T RaXx ) U U -1QH)-IVARF T L— R3]
(77 INEE) 285, (NE360kg, ULE 90%)
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3) 35-ERXR MY TAFBAFAR DT awA, K (CP-8) D&, Yr/uaAZ 08, K&
bF b U D LKBRDOBIZT VAV AN—REERT DT A—FTHY, EFCP8DEL
w3 2.

4) =8 ) —NVOREER, =% ) —VOBEIIXT AKOEE, MEEE, ROWHREIT Y
A VAR—REBRT DT A—FTHY, EFCP-8OELHIHETS.

Step 3 (RETRE)
BlERY =F L UARED [T AR, “T 7 A= RZLED (ZEED 5.

REBEF
Step H2BWT, REET RV VAT (424kg) ] Y OROVIZO ABET U UL - 12KFH)
I (1014kg ] *Y 2ERTHZ R TES.

FE1) Ar— VX VEHTIHETHY, BHFE

E2) ZOBIITVA LV AN—REBRTHNNTA—FD—DThD, KT A—2%, BE
ENDEHTIIEECQAILE XD U A7 IHEWe), EETRERNRI A—FITHBESINR
MoTeDT, FREY X7 LHE L, BMEATREIETTERE L,

E3) BEIIEMEFE A

H4) ZOBETIAVAR—REERT HTA—FZD—DTHD, AT A—=F{F, BEE
TEATA—FTEHIZILOD, T/T A —F 2 +5I0RWEHICRE T 2 5 HEE
2LV EECQAILEZ D U R MER LTz, HRED R 7 LHBr L, BHMEFERE
7RiRRREL E LT,

ES) ZOREIIBEME FREME (F, SHERSEESE, SOPICEHLER)

E6) —REHRDOMEE & io#

E7) BREMEZHERT OO KRERLTLH
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F&—4

V7 7 INEROMETEROMBORMOE (23.526) IR INTWAMIETEROMRE OB
ERT7e—2TFTRICE LD, —0OT7a—it (HETIMENE BRESHEBEAILR
L. BASEBBROTM SBT3 MEHFELRET S 2 COMITER SN RHBRP) 275
i, METEROEE, HEHEORESICOVWTIL Prior Knowledge & Experience] & L THH
L7z, :

V7 7 INVFEEOBETEROMIEICIL, ICHQIUZERSNTWS TXVE#AFEFE] Wb
5QbD7 S —F DT RTCOERNEETL TS,

Prior Knowledge
& Experiences

Manufactu

]

Risk Control
(Re-iterations T R
As necessary)

l

fo

- 0--

Y

>

>

..-...'r.-_.__..__

e -

TS T—TrTy

CA: Criticality Assessment
RA: Risk Assessment
RC: Risk Control

K FEUETROBZBOEKRO 7 o—

& : A7 o—TILERE (QA) XIIWERYE (MA) OFMICIXTEEEFM (CA : Criticality
Assessment) &\ HIREEER Lz, ZHid, ICH Q-IWGAMERL L 72POINT TO CONSIDER
(R2) Iz TEVERHEDEEE (Quality Attribute Criticality) 12EIZfEEDE KM (Severity of
Harm) IZES&, VAIZ=XV A MOBRE LTEEERELLRY) LOELXFITES
&, UAZFHE (RA : Risk Assessment) & iZBAREICKAFT A L2 B LT,
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P77 INREy 7 ORETEROBRBORKZ (2.3.85.26) OEFILUTIZARTOEIOBRINT
BY., INHOEPTFTHE LT 0 —OBMREUTICRT,

23826 MNETROBRRBOSMR
1) ¥7 7 INREORAENZEESEFE (CQA)

JFREERE TROMBOERO 7 0 —O FTRODEHSIZHEY T3,

AETIX, BHoBESERSE 27 7 A (QTPP) »b, FEORAENHCQAZBEL
TVWBBEZEHLTWS, 477 INVREIEBEEOLAYTHA-0, BEITIERTCHI I3
NEEZBERLTATL— I RPRBE E Lz, XL T2, 20D, 77 ILE
KOYBEOHEE GERF, BENM) BMAICH L TEEBEEIRY, £2C, 77 INVEE
DREGETRORMEIIFMHOEANRRIL 2D,

PriorKnowledge | _ __ _ __ _ _ __
& Experiences T 1
T 4
! Manufacturin
T Process, IPC etc.
0 v
o — - > -
s — v
: ; [ wmarp |
= v S——— ¢ +
FREMETROMBOME 7 0 — DS &
2) BARORR

FEME TROBEOHKE D7 2 —D TRODES ( [ TOMM (Prior Knowledge) |
L LTEH) THYT 5,

Y277 INS2%E v 7 Tk, BARAMIOBIESE (OL— b)) 2oHRFETIRERE (—F
C) KEZENL—FORE (P 2@84&BETRL, BEZ 0L KEHELEMERLTY
<
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LR TEART T Prior Knowledge | @
& Experiences w

! Manufacturin
! Process, IPC etc.
1

v

REMNETRORBOBE 7 0 — DKL &ERT

3) HEHEOZ LR O RANEFEOBRIR

JREERGE TROMBEORE O 7 0 —0 FTROOHS ( (£ E TOmMEE (Prior Knowledge) |
ELTER) THYT 5,

Y7 7 INEROMEREL LTREO2OORKIGTERAHEANEHEL L, HBEWHEL L
TCP-6RUCP-8 % B E L 7= R UMW T, WEFHE (MA) % U AZEHE (RA) L THEHEEH
/EBECRB S RERLE EICHER L TV 5,

Prior Knowledge ®
& Experiences 4 W

Manufacturin
Process, IPC etc.

[ mapp |

A4

RRBE TEOMRE OB 7 0 — DK AT

4) AR AR CEEBMEZART DD Y 2 7 ¥l
FEMETERORBOBRE 7 0 —D FRAOOEHIICHYT S,
B+ 277 INVKRECQA (F#ity) Icx+ 2METROEEBAHET H-DI1Z, RECQAIZHTS
METROEBIOVWTY A7l (RA) 21ToTW5, D%, FECQAILEEE RIFTTH
ELRATA—4 (PP) 2METH7-0IC, METRAHAERE (BAHEK) co8lL, FEC



BETAEELRAMY (FIECQA) biétﬁi'é‘é/iﬁ)\éhé/ﬁﬁﬁénéﬁﬁiﬁf’ﬁ (8 RUER)
ZYRZFHEICE VEELTHS,

BB, BEEO 2 ZAREIISCTY A7l (RA) 20 ELERSh, FRECHER
PR TE/NT A—% (MAPP) BRVIAENBZ ENE, I TRAZT—LAPEHCRDIZL
FEET A, 1EOFr—2%R L,

Prior Knowledge | _ _ _ _ _ __ ___
& Experiences |

T Wi

Manufacturin
Process, IPC etc.

I !
I I
I i
! i
! 1

| v Y

|- . e
MA/PP ®
v -

JEIREE TR OBR O 7 0 — 03 Y T

5) FROEHERT v 7 OBBEOT VA A—2R

EEEME TROBROEE 7 0 — 0 TRO@OEHMIT YT 3,

U R Z7EMEIC L VRSN EAER (Step IR UStep 20 IS TRERER{ETIRE) 2o
T, BERTFA VL BERFEEICL Y, SEFE/ WEFEET2IRBRFA-F DR
BEREL., THA VA= /HBAAL—AEHEL LEEBRBREREZ TR L TS, £, V2R

b —RARABELLER. FNER, 27— 2R CETIREBRICOVTHERICERL
TW3, (72, BONERNOHEMEBYE (BAEK) JLoEEE) X7FELZITV. BET
BT A—FILONTEELTWVS,

EREEE (DOE) ORFHERZ U X ZFHE (RA) L, TEAFA—F (PP) OEEHHFHE
CQADZETNTHEAHAY - HERERMICH BICERE L. PPAAEEMICRE e @M A L =R JRE
CQAREEBLYEX DHAITEETLR/ T A—F (CPP) LYE L, £, PPOEBH M
B9« BREMICABICEELTH, HENICIE IV 2 RWVIZLEPPAER L2V L FIECQAILEE
B35 3 WA RUPPOEE) & FICQA L DEERED bNRWEEIE, ZOMOTRERNT 2
—4% (other PP) LHIELT,

~ 307 =



®

|

_MA | Process l DOEs ]
Development and Models
Characterization Univariate Expts.
lem
> D> -
Drug Product l
Process
Development and Cri > Other PP
Characterization

FUREME TR OB OB 7 0 — D% % @i

6) BETROEEEONM

JFEME TROMBOBE 7 o—0 TROOEHZICHYET 5,

MESNEHEETR AT A RUEESHFEICHT 2 2E0 2T A L AR—-ZARVER
BEPLEONIFEY R 7FFHEORREEILOTERL TWV5D,

®

1
1
i
I
1
i

CA: Criticality Assessment
RA: Risk Assessment
RC: Risk Control

Manufacturing Process Description

FRERE TROMRE OB 7 0 — O AT




BE

ICHQIl JFEOBERUEE (R

3.1.2 BFEOFE
FVEAEFEERAVEEAORETROBRICLERER
HANORBEICHEL RIETTHEORFCEFEANTRE RS L0110, FECEETIRAEN
HEELEREE (CQA) 2HET D,
B REETREZED D,
BETRAZIML. BEL, BELT 20D ERNLFEITTUTEE L,

o BIZBELNIHH., ERRVYRITERAAY Mb, JHED CQA ICHELRIELE
DERE (FlxX, R HRYE. BRE. B, oz 2BAl FEESED) &
VIR IA—FER/RET D,

o WERMRUOIRNRT A —F LFED CQA ZEhEM T 5HRERIBEREZ A LMY 5,

IVEAFEFEZLREY AR VA L MEMBELDETERATAZ LICLD, FlAETV

AV ANR—ZADREREL, BWUREHBKEBRET LN TE D,

32 BETROREBREROREDY
321 BETERAREOKREHIRERN
JFECQADY A |k
BivE TREOVE IO 288 LB R SERE L - B O SR 23
JFE CQA ICHEZ RITT L RESNT-WERBERVIENT A —F OER2HNA
HOEPBETHA L AR—RADEER ORI A
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fré&—5
HEl OB (Regulatory Flexibility) (22T

ICHQI1®D XU IZ) DOERBIZHH O (Regulatory Flexibility) (22T, BAFDO L H iz
TV 3,

ICH Q11 JREEDFA% & g (B
T Hic
- BIAIDICH Q CiEgm I NI L 212, RIEL FORETRED L W IRWERIL, Hflo
;D%ﬁ%@ﬁ@ﬁﬁ%ﬁﬁtwmgﬁ%%< EMTED, ZORBOBAMEOTREIT, %
IZ LS ARE AR R DRI 5 Bl 4 D R PRI D L ~VLic 5 <,

P 7T INSPE Y ZIZBNT S, HEOMAEZ T 2RELEVAENTHDDT, LT
IR 2 SLE T 5, e, ID ORFBIIEAFHE ENAHE THRE LHI/FFEERTH D | EE
OAEBHFICE L T, MEHCER LERESY —VOEENE, BIEBRREITo g0 L

. HEAEICBITHICHQI RUQIVEDHE Y R v RX VAV MRME VAT LOFERMKIL D
EOIEEELERIND D, ARPHFRMIERBEREY 7 L2 RAETH > TH I
SNBRTERWZ E2HETINERD D,

1) BEHFEORR

AT 7 ERROFIEC L DEEFEOTBOERNE TRIOR Lz, EROFEEZRVEE
A, BEOBETIEOTRTONRT A—2|JIRERE/ BEESOTH SR OND, REV Y
DL, LVEAFFECTHRE LS \mgmw%L&w:&#%ﬁ:@é@f\_ﬂ
BDINT A—FIZDNT iat%ﬁ/amam FEH LN EEZRELTVD,

RG A= REE %%@%& QbDF Ik QbDZ 4
CP-6 230 kg O EE RLEY CP-7-1 DA E
THF 1300 L - FoER SOl CP-7-1 DARRIZ
Na,CO; 42.4 kg - FEER g2 CP-7-1 DRI B2
7 ooXBrFIL 206 kg EE EL CP-7-1 @Eﬁk&’g”
R R B B E 2l
50% NaOH aq 1000 L CE# 1
n-Hexane 700 L SoE
T AE & 2000 L FEE
EtOH RKifEE 1400 L EREL
K BIME 25~35% Ek D
fEmIIRE : 20°C FRE FoEk Tﬂ%@%ﬁu%ﬁ&%ﬁ
BLIRIRE 42.5C x4 ok SRR T B AT

QbDFIE : KW EATEFiL
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2) BREBROLEANS A—F 2BEFERRHAREHRL THRE
BLUERFTABFFEZICRIT 2HEFEOSEFR ((H&—2) ORIV T, EEH LT
BTG A—ZIZOVWTERERRHEMRERL LI2flZ2 L TR,

—EEERNOEOND NI SN FFAEF (PAR : proven acceptable range) & IRV | K
I Z I EBRFHENEMIEIC L D . TEEAT A— 2 BEE LG EOBENRN S, FEAER
(EOF : Edge of Failure) & THENT A—F L OBERICET HIMANERE>TEY, VR IH+4
IR L T2 & EBER D ZEMRHRD, 72720, BRELE DR L7256, EBREHEETK
WIETHA U AR—ZAONAITH-7-E LTH, GMPOBREIZHEVREDOREEIT O LENR D
V. ZOBRREL LHWSNHEITHTTERV I LIV ETHRLY,

2-1) BEIBATIA—FIBEINRNPSLTR/NT A—4F (other PP) DIEFH

Step IS LRRIZBITA 7 eV XFBF LOEIT, ZEEEREEICLVBRELIZER.
JRHECQAILBRMAEEL RIFTH0o0, BEOHMETIIEALRVERIELFERL TH, THY
DAEMEITRE LIZRBROIBRETH Y, £z, Bt LEBICB W T RESREMIBD bR
Mmof, ZOREMNSL, JaArFBIFLOBITEETRE NG A —F TRWVWEOMOD T/ T A
—4% (otherPP) ThHV, FREREY R L TE 72, BoNT FA v A= 2 ZIETEHD
BEMAERRBENBEERL LTREL TS,

2-2) YV RIBHGICEBENTZEETLRANT A—4 (CPP) DIEE#&

Step 1DFEERIL TRRICEIT HKDEIT, ZEEERFEIEICL VR LR, FECQAIZH
SHAD - BERERVICEEE S B2, EETRE/RT A—4 (CPP) I ESNTZ, Ll b, R
TELET A AN—R L) b I LIIRWVEFHZRET 2EEERIRICL Y, fREY X 712D
Licle®, BMEFERHARERL LTREL TV,
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Process DOEs
Development and j<— Models
Characterization Univariate Expts.

_j"u<""

Medium Risk:
Impact to CQA, but

ER0E (%)

Manufacturing Process Description

REMETRORREOHIE 7 v — O Y &
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3) REDOHH

AEy 7 EUROFECIIEEOHBHREDENE TERIOR LI, REROFEEZAVEE
B, FFE L7 RECQAIZ DWW TIIRERMBICHRE L TREIZBWTHREZ T2 2 L1225, £V
EATZFETEE LESAICE., 8ETHEAT A —F WERE - OBRSARIC /2D T, 7
PA U AR=2 BN LIEEFR, TENRBEROFIAC, HEWE., THEFEOWERMESEO L

MEBLZBATL L&), FEIRETIRBEOR/MEEZREL TV D,

CQAITERETCREBR IS )

JFEECQA FREEfE SEEOBERICEEND D QbDZ %1%
R DFiE QbDFIE

EeE ()
B

CP-8
EEmE (2)
| Eofs (Ex) ] :

i OaE =0.5% Yes/Yes Yes/Yes
EE L T s D I
LGP S10ppm | Yes/Yes |  Yes/Yes

CP-3, -4, -5, -6 DAET <25 ppm Yes/Yes

TR

Yes/Yes

(A% y 7HROER)

vryagAZ s =600 ppm
EE 98~102% Yes/Yes Yes/Yes

QbDF ik : KV EATZFIE
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SHEMRREER IOV 7 7 IVEEE Y 7 S 2 DHEFERIZOWVT ¢

AT BRI F I EMEREES L OV 7 T INVFREE Y 7 S22mEDEED
b:*% CERRU7=, b L. BAEBREZRZRDD L X121, BAREBRONENELT
Do
For users of English version of the Study report and Sakuramil S2 mock:
MHLW Study Group translated the Study report and Sakuramil S2 mock into English

in order to provide readers with useful information. If differences existbetween

English and Japanese original versions, Japanese original version should be referred.
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Health and Labor Sciences Research Grants in FY2011
(Research on Regulatory Science of Pharmaceuticals and Medical Devices)
Joint Research Report
Research on Development and Manufacturing Information of Drug Substances
— R&D of Drug Substances by the Methodology of Quality by Design —

Joint Researcher: Haruhiro Okuda, Head, Division of Drugs,

National Institute of Health Sciences
Research Summary

Manufacturing methods of drug products have been registered and strictly controlled by the
governments. Since companies need to submit an application or notification of change to the
regulatory authorities even when they just hope to change Process Parameters (PPs) after marketing,
both companies and the regulatory authorities have been consuming a lot of time, labor, and cost.
Therefore, the International Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) announced the following policies: the
state-of-the-art science and the concept of Quality Risk Management shall be adopted in Research
and Development (R&D) and quality control of drug products; and if development is implemented in
accord with the above policy, the guideline also indicates principle where the above described can
create a basis for flexible regulatory approaches. Although a reasonable quality control and cost
reduction will be made possible by these policies, the specific methods for R&D have not been
clearly indicated. Therefore, it becomes an urgent task to specifically indicate the whole concept of
scientific R&D and reviews based on the actual situations in Japan.

In the last fiscal year, we illustrated the example of scientific R&D, and in order to make the
processes of R&D and reviews more efficient, we investigated the actual situations of R&D of drug
substances, which in accord with the methodology of so-called Quality by Design (QbD). Based
on the information, we created the document sample of R&D report titled The Mock-up Sample of
CTD 2.3.5.2 Drug Substances for Sakuramil (Draft) for submitting to the regulatory authority in
Japan. In this fiscal year, we refined the document sample in accord with ICH Q11 Guideline, as
well as created the example of description in Manufacturing Methods in Application Form (AF)
both in Japanese and English versions based on the discussion on the risk-based description taking
account of the content of the sample.

Upon the creation, the research group was formed by researchers in the industry, government and
academia to analyze and discuss the obtained information. The group members are: National

Institute of Health Sciences (NIHS); reviewers and inspectors of PMDA; the industrial circles
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(companies participated in the Japan Pharmaceutical Manufacturers Association or Japan Bulk

Pharmaceutical Manufacturers Association).

Collaborators

(in random order)

Satoshi Nagayama (Pfizer Japan Inc.)
Kenji Ozaki (Shionogi & Co., Ltd.)
Tomio Iguchi (The Japan Health Sciences
Foundation)

Takashi Hasegawa (Otsuka
Pharmaceutical Co., Ltd.)

Tomonori Nakagawa (Otsuka
Pharmaceutical Co., Ltd.)

Hirohide Nakamura (Godo Shusei Co.,
Ltd.)

Nariaki Ii (Central Glass Co., Ltd.)
Takao Tsunematsu (Tokuyama
Corporation)

Jun Yamada (Pfizer Japan Inc.)

Hitoshi Kida (Asahi Kasei Pharma
Corporation)

Takeshi Mushiroi (Nippon Shinyaku Co.,
Ltd.)
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A. Research Objective

Quality is the basis to ensure the efficacy
and safety of drug products, and hence the
effort to secure quality has been
implemented under strict regulations.
Pharmaceutical companies have to create a
detailed description of each Process
Parameter (PP) in Application Form (AF),
and must conduct manufacture within the
control range of approved PP.  Since
submission of an application or a notice of
change is necessary when any change is
need to be made in PPs or their control
ranges by an introduction of new
manufacturing equipment or process
improvement, etc., both companies and the
regulatory authority have consumed a lot of
time, labor, and cost. In order to break this
situation, ICH created the so-called Q-Trio
Guidelines (Q8, Q9 and Q10) to introduce
the concept of quality system in
pharmaceutical regulations for emphasizing
the responsibility and spontaneous effort of
companies, and announced the policy that

the state-of-the-art science and the concept



of Quality Risk Management should be
adopted in R&D, manufacturing control,
and quality control of drug products.
Moreover, if the product is put into
scientific and systematic R&D and
demonstrated quality controls based on the
results, the guideline also indicates areas
where the demonstration of quality controls
can create a basis for flexible regulatory
approaches.

The implementation of reasonable
manufacturing control and quality control
are became possible by the above policies,
and companies can reduce manufacturing
costs including change control costs,
while having a consistent manufacturing
control and quality control from the stage
of development to that of post-marketing.
However, regarding the specific methods
to implement the above policies, there is
no clear description in ICH Guidelines.
Therefore, there is a concern that, even if
R&D and application for approval are
made in accord with the new policies,
there will be a delay in development and
of drug products if the
of the of

application contents based on research

reviews
interpretation validity
results is different between the applicant
and the authority. It is an urgent to task

for the industry, government and
academia to corporate for investigation
and research on the cases of R&D
utilizing the state-of-the-art science in
order to clarify the explanation of control

strategy justification through J-NDA
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submission documents.

Meanwhile, ICH started the discussion
on the guideline concerning development
and manufacture of drug substances (Q11)
in Jun, 2008 and has reached the final
agreement (Step 4) in Apr, 2012 (the
procedure for signing is ongoing at
Q11

guideline aiming to adopt the concept

drafting of this report). is a
indicated in Q-Trio Guidelines for drug
substances, and it has been hoped to adopt
into Japanese pharmaceutical regulations
promptly and smoothly.

This research group is formed for the
purpose of creating an effective guidance
for R&D of drug products in order to
implement the new quality assurance
policy briefly indicated in ICH guidelines
promptly in Japan. The final goal is to

promote scientific approval reviews
which lead to more secured quality of
drug products through this research.

In the research in FY2009, we clarified
the requirements of starting materials, etc.
based on the discussion on the starting
point (starting materials) of drug
substance manufacture which determines
the processes subject to pharmaceutical
regulations by the regulatory authority.

In the in FY2010, we
investigated the actual situation of R&D

based on the research result in FY2009,

research

and created the document sample of R&D
report titled The Mock-up Sample of CTD
2.3.8.2 Drug Substances for Sakuramil
(Excerpt) for submitting to the regulatory



