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PMDA Experience with QbD

* Applications with QbD in Japan

Number of approved products (until January in 2014)

2008 | 2009 | 2010 | 2011|2012 | 2013
3 3 2 11 11 12

 Consultations with PMDA on QbD

Number of Consultations (until January in 2014)

2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013
1 0 2 2 4 4 3

FoIlA®

wwm SaNOme Org

26™ ANNUAL EUROMEETING VIENNA 2014

WAREAE T (PMDARRSEERR) etk



% o R H 38 5 # kO H

o BIRTIIIER, BEENSK T LXK RINEZ BT
HENITZIZATIT DREERD TIRD I EEIN Q=

o (HEEZDLTIZLTCWEEIT. A 222tz on
THERNENT=2 92 L)

o MITZDH#HZEZ ., WGERFBRAERAGTHHFIZFESL
AL O T L, A2 Z2tEICREN2WVWE O
LEMEHSNL TV L2 LM, BEEHRIK TRIOM
HAIZHOWTH, (REEER EEEREE L ETHMOESIAH DI,
Il dh HEL T SRR OFREMTHLO1Z72-
TUW\A,

16



A B RNDEVINSIRTIE BN E
(FLRL)

H A f7) 7 (J*El f&)) ~DEE 5, n”c%f%fi@%ﬁbb i
TMOEA (=3 TEOENTWAER N EEHE
DHAEE DAY )

2 3R O E B ORI LB JfE2oX LT
?‘2753 FOEIKLLEEHORBBZKE LB E%
DHDILT

— HEN21HHROBRNEOEE L S EHETAHY
BT AZENTEALIIT ! !

17



AR O

o BRI/ FORE
LWV E B R (ICHERE) LOX vy
» EERGOEBR{L~DRF I
, BT ~D %t
e BARERFRREFBZZEAS OIS
 RERERTNEESEORE
o BARERF DS RIZMITTORE

18




EMERG NE R 2O
(HR)

K OFE RREETHY AR
2w I ETI
 —J5C, I‘Jl/ﬁ“ R 3 INBI2 BRI ThHh o THRGE 1A
anlC BT, (A — RS LA R EE S O B
BEAER TN @“ue/\@é’ak [TV 2 2NV IETR DD D
(Bl 2 I XBE HFER RN, RWIIELRS),

IR EKIIICHA AR A UL VB B2 T
TEY BRI N CTREHIC Lo TRENE

- BASER 5 (B /) I

N F7p 5 Y

RSN TS

AL TROBND,

& HE LN LT TND,

19



EERMERGNE R R0GE
(R 8 EER)

o MEDOERLLAEIKLE NN —THKFTHEOR
F(AROZLX 7 A4R)

o QTHEEHICIoTHEBTHIN CQWAEIREMLO M
HRABEORE (BLE TREREHOAM )

(ZBEEL T, BT H OIS L — VT ERN T A0
TIX?

20



HAE R HIZHBITE 7L BT 11—
o FBHINUOE H AR/ T

AR OSBRSS A L E U e ALY
, BIRTCOZLF YT 41—

o AN EERZLZORBRICBWTCIHNICHET A1 EHHDIT, EE
IZ DGR ET B A RT.

o BRI BLETRERONVF —ary FONEY) 2 TRE L LVEFEOR
R EICE I AR0ekICED, 2O EN B AR TICEE T DN E
HHNCRIESNAG AT, HATRRORELREITEBWT, LEBIZSUT
B EDIRBRDO—TBIC OV TR EIE TXS.

o WHI13: ARIKF FICHE T HRBRIEITRDAFIET, TNUHRHREDH
ELL EOERE R O ENHLG AL, TDOHEERWAIENTES.
=171, FOERIZONWTERWVDOHLE AT, HED HIETEREDHE
2179,

o R4 AN BREDOBLEL, BROKRB I EDIR RV
BR T EOREBIC DWW TIIE BT AZENTEA.

21



FERERETNEH 2O A
(BRETAR)

¢ H )_J@ﬁz@jié’_

HEHICFTREEL 26,

15, (3)

AL ODE

RKIAHZLET, (DEHKLDOM,

(2) ICHE: %8 |7 Fi

BRI Té

(4) B JA23QbD7eE D EHFTDE 2 5 OREIC

SIRNTIIINZT D,
e T2 H

Hri. b OLE, B

JA 2 AT T, RS OFRER
DORNZEE L2 036 B SRR W) | Z R s 2 i

RIREBER T ED

LT L — AT — 25 RS A,

22



Oy 2
E' *ﬁ% ﬁ@% n%ﬁifﬁﬂ tFEEREFRE1) (2
. EXRER HENRBAS
P N O
a0 | sEMERN N ERS < -
BaS | +X%(B)EAS — £ XS AEAS
. EXLENNERS
|
Eufﬁﬁﬁ L BEFRE | [grenpzzas
=] M < : WG ()
I HAEFE —E
I WG (Inhalation)
| = o
PiERREZERSR
I WG CRiE hakiRik)
| BeNERS
I $HERBREZRAS WG (46 R BR 5 3)
|
: EXRaHEAS
ERFAMNRNIEZT/RE WG(Pros. Harmonization)
RERETRSE

23



AN H D

o BARERITORE

HLW R EE#EFE (ICH
%= 3K MmO EB L ~DR I

P EIRT~ DRI

BEH¥E) LOFvo7

e BERRRITR %%%éé“@iﬁi

BUERERN/NEE

= X%}Effﬂ)éﬁ(ﬁ

RE

Iz TR

24



RIEMIENEB 2 TOM R

o [GRs)80E TR (LG T E) OEWHRIK T, BEfFoESE
TSRO RN ERK R E B AR TN RN e
AT D 2

o [BR2JEXGLOMNEEFRICHBWT, MG TREMOE A
TAZLENA TR S E BT 2

o [FBRS) TRERETHFEROPTTCHBINHIN., BT EREL
L TCOINRBEZRITUT- TN EeE 2 b AR E T
a7 2

o [FARA)RFTEERMIZONWT, RUETROBMZR L. HD
WITRLE TR AICEL TRE. 2ZFWMEL L TEED D
ZEDA N EIRITIHHN?

25



l‘.,

@E%nnﬁ'%@*fflfﬁéfiﬁ%nmnn’g%v A%T 7
CEDAWEERT ST 2

o AP (FpICHOE

T/

KAK)

o HHEREYE BL O HHE B R A

W 2 (NNAF RS

o THFN O B R R

$iih)

:IIJ

A%

~F

26



(305 2  BE 36 oD SV S - BT, B TRt E

T B2 A A T SRR PV AT A @

o HEREER (NIROIEH)

o K5ra & (NIROIE )
o FERRLE TRICE T%)*En‘%% BRI, 8
UFUBE, MR, JRERITHRY 53 7"(@@37@61&“(#@@)

07/(:!Fﬂ%// (EEIZBWTLEEHRLLTEH)

o TH

(PAT%‘:ﬁH We'=2Y s ’?DQbD777 2—F)

. %ﬁﬂi’]
o BEHIMTE

27



BRRRRGTNA

[ & TARRICREE 2 )R 7 R O B LED UL

(MWRFTEEMOMNE TRICHAT 2R EFRIZON T, KA
BEWME~OUHEHETT

(QELE TREHRRICOWVTHEELRRRIT —BRREIZIE 325

[f& TRICHDLMEEROELZ R T IEEMLERICRBTDH

HORA A DE A ]

(1) EP®“Production” DIH|ZFH Y 75, “WMGEE " OEE A RSER
et YN

(2) EP® “Potential Adulteration” DIR|ZFHY T3, “NIEIRAMDE”
(REENRAWE ?) OEAZEA

[ i) Cag'E) ORI EIZDOWT]

(I%Tfﬁ%*ﬁﬁmn%)ﬂb\ A AZAONNTT D MERRO E

(2) B2 REO R G TR EE SERLASH JA

28



RS T RIZB 32 J5) PR3 Fhaod
FAEDOULEE )

o RMTEFKLOME TREZENTH LT, SNEARE
Hais il 2EFREICNE 55 M (FT1XICH
AR AD P Tt OO R H{k)

o MITEIMORE TEREFEOEY FIZOWTHRHA,
ZEFRE N T A5 (FTIXICHAAZ A
DOPTEU LD R FHAE)

o BLE TREEHAR CILHSIARERIEIZOWTIE
5 7 — AR U CREMR AU ER 95 5 ) (— %
B TIIR VS DIIREER ?)

29



B8 TR OB ML, HONTRE TRFHIZEL
TRl Z2EHAFEL TEEDLZ LA Wi H IR
X2

o {LFIS . ICH-Q1 ? . ICH-Q3 (‘Rffit) ? . ICH-Q6A D—
il

o I EL . ICH-QBA (NAFEFK L DO )V A LM &
EHRIZEEIVER) | ICH-Q5B (A F EHK L OB s R B R AR D
ZEME) . ICH-Q5C (N\AF EEK LD ZEM:) 2. ICHQSD (/A%

% 3K T OMR EE4S)  ICH-Q6B (NN AZ [E K OB B IO
BRE)

¢ ICH-QN A +ar: ICH-Q8R2, ICH-Q11D X 4y

o HLE TREHZREKRNRBROMRBRETAHERO BRNfEET

30



THRFHGEROPTSHRIASH, R EREEL
Eﬁﬁ@ﬂiﬁéiﬁnﬂ/tﬁi)ﬂ:b Ve EZHNHEREERRA
2 e

o TR AT NV

o WWIRNAA—D T

o T ICERM O A ER)

o L— P — BB IR FEERNEE

o T—UH TN AR T DA ) — PR RER
o TEEHRY L NI'E 15 T H KDNA

31



[4 K7 SV & BlvE 2 J5) P 38 25 45
TRETA-DO T R

¢ EP Production ® B |ZF 5
+ PRODUCTION

¢ Statements under the heading Production draw attention to particular
aspects of the manufacturing process but are not necessarily
comprehensive. They constitute mandatory requirements for
manufacturers, unless otherwise stated. They may relate, for example,
to source materials; to the manufacturing process itself and its
validation and control; to in-process testing; or to testing that is to be
carried out by the manufacturer on the final article, either on selected
batches or on each batch prior to release. These statements cannot
necessarily be verified on a sample of the final article by an independent
analyst. The competent authority may establish that the instructions
have been followed, for example, by examination of data received from
the manufacturer, by inspection of manufacture or by testing
appropriate samples.

¢ The absence of a Production section does not imply that attention to
features such as those referred to above 1s not required.
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EP: ERYTHROPOIETIN
CONCENTRATED SOLUTION
PRODUCTION

Erythropoietin 1s produced in rodent cells in vitro by
a method based on recombinant DNA technology.

Prior to batch release, the following tests are carried
out on each batch of the final product, unless
exemption has been granted by the competent
authority.

Host cell-derived proteins: the limit 1s approved
by the competent authority.

Host cell- and vector-derived DNA: the limit 1s
approved by the competent authority.
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v PR TR &R
1] : Hepatitis A and Typhoid Polysaccharide Vaccine, Influenza
Vaccine, Human Coagulation Factor IX%Z%4%

v ELER SEARHIY) (18 2B SEDNA, 15 EH k7 7B %)
51 : Human Insulin, Somatropin, fth 264§

v RLGE T EICEE T 8L A (B RIS PLERER D
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B3| : A 3K 5 Recombinant technology derived—drugs. Human
Coagulation Factor [X
fi] : £ #Ginseng Dry Extract, Senna Leaf Dry Extract

VIER T NI MBI L CO R B G ERER, b RAZI AR
51 : Aprotininfth (LR R% 700 >6 40 H U 7= 2B By S A1)
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POTENTIAL ADULTERATION

¢ Due to the increasing number of fraudulent activities and cases
of adulteration, information may be made available to Ph. Eur. users to
help detect adulterated materials (i.e. active substances, excipients,
intermediate products, bulk products and finished products).

¢ To this purpose, a method for the detection of potential adulterants and
relevant limits, together with a reminder that all stages of production
and sourcing are subjected to a suitable quality system, may be included
in this section of monographs on substances for which an incident has
occurred or that present a risk of deliberate contamination. The
frequency of testing by manufacturers or by users (e.g. manufacturers of
intermediate products, bulk products and finished products, where
relevant) depends on a risk assessment, taking into account the level of
knowledge of the whole supply chain and national requirements.

¢ This section constitutes requirements for the whole supply chain, from
manufacturers to users (e.g. manufacturers of intermediate products,
bulk products and finished products, where relevant). The absence of
this section does not imply that attention to features such as those
referred to above is not required.
38
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Fluphenazine enantate @EP i & 55 (1)

Column: |
~ size:(=0.25m, D = 4.6 mm,

— stationary phase: spherical octadecylisilyl silica gel for

chromatography R (5 pm).
Mobile phase:

— mobile phase A: 10 g/L solution of ammonium carbonate R
adjusted to pH 7.5 with dilute hydrochloric acid R,

— mobile phase B: mobile phase A, acefonitrile R, methanol R

(7.5:45:45 V/V/V),
Time Mobile phase A Mobile phase B
(min) (per cent V/V) (per cent V/V)
0-7 a 20 ‘ 80
7-17 ' 200 80 — 100
17-80 0 100

Flow rate: 1.0 mL/min.

Detection: spectrophotometer at 260 nm.
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Fluphenazine enantate @EP i B 55k (2)

Injection: 10 pL.

Relative retention with reference to fluphenazine decanoate
(retention time = about 34 min): impurity A = about 0.13;
impurity B = about 0.33; impurity C = about 0.76;

impurity D = about 0.82.

SyStem suitability: reference solution (a):

— resolution: minimum 6 between the peaks due to impurity C
and impurity D.

Limits:

— impurity A: not more than the area of the corresponding

peak in the chromatogram obtained with reference
solution (c) (0.5 per cent), '

— impurity B: not more than the area of the corresponding
peak in the chromatogram obtained with reference
solution (c) (1.0 per cent),

— any other impurity: not more than the area of the principal
peak in the chromatogram obtained with reference
solution (b) (0.5 per cent),

— total: not more than 2.0 per cent,

— disregard limit for any other impurity: 0.1 times the area
of the principal peak in the chromatogram obtained with
reference solution (b) (0.05 per cent).

IMPURITIES

3o

3
A. X =80, R = H: fluphenazine S-oxide,
B. X =S, R = H: fluphenazine,
C. X=S8, R = CO{CH,],;-CH,: fluphenazine enantate,
D. X = 8§, R = CO{CH,}-CH;: fluphenazine octanoate,
E. X =S, R = CO-{CH,],-CH;,: fluphenazine nonanoate,
F. X =S8, R=CO-[CH,},-CH,: fluphenazine undecanoate,
G. X=S§, R = CO-[CH,),;CH;: fluphenazine dodecanoate.
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Procedure 1 : &fk/b— b &L I T D Rl EE

HyCO
HsCO

HaCO

O

jijig + OHCCN’\Q

:ZEZKIT@«@
!

H,CO

Donepezil Hydrochloride

Tabie 1
Belative Acceptance
Retention Criterla,
Narsa Time NMT (%)
Desbenzyl donepezile 0.33 0.2
Hydroxydonepezil® 0.54 0.2 |
|_Donepezil related compound As 092 0.1
|_Donepezil hydrochloride 1.0 -
| Any individual unspecified impurity — 0.1
Total impurities — 1.0

1 5,6-Dimethoxy-2-(piperidin-4-yimethylindan-1-one.
b 2{(1 -Benzylpiperidin-4-yi)}(hydroxy)methyi}-5,6-dimethoxyindan- 1-one.
¢ (£)-2-[(1-BenzyIpiperidn-4-yi)methylene}-S, 6-dimethoxyndan-1-one.

O

H3CO.
I~

O OH
H,CO
© OO0
H,CO

HiCO.

HaCO

o]

G0
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Procedure 2 : S/ — & HE{LE TV D RS
H3CO. 2 H,CO o HaCO 2
Hacoﬁ:(> s oo chomN 2 chom\c e
e
)+ RS Sk — HiCO 2
i RS AR 2R A m/i\C@

Donepezil Hydrochloride

P2

=

Table 3
Relativa | Relative | Acceptance
Retention | Response Criterla,
_Name Time" __Factor MMT (%)
|_Desbenzy| donepezile 0.23 15 015
Donepezil pyridine
|__analog (DPMI)e 0.49 1.9 0.15
Oonepedibenzyl
|_bromides 0.68 0.73 0.15
Doneperil L
|_hydrochloride 1.0 1.0
Dehydrodeoxy
1.72 2.0 0.15
|_Deoxydonepezil 2.12 _0.67 D.15
Any individual unspeci- L ]
|_fied impurity 1.0 0.1
|_Total Impurities — — 0.s

* Relative retention times are based on 1-mlL gradient delay volume.

1 5,6-Dimethoxy-2-(plperidin-4-yimethyl)indan-1-one.

» 5,6-Dimethoxy-2-(pyridin-4-yimethyi)indan-1-one.

< 1,1-Dibenzyl-4-[(5,6-dimethoxy-1-oxocindan-2-y)methyl]piperidinium.
4 1-Benzyl4-{(5.6-dIimethaxyinden-2-yl)methyf]piperidine.

* 1-Benzyl4-[(S,6-dimethaxyindan-2-yl)methyl]piperidine.

a b

HsCO e HaCO o _
HyCO HaCO

HC1

Hscom\CN;b ::z:"/@
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