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Points to remember on MF system in Japan

@ Notesfor changing information registered in MF
Emphasis on
Regulatory requirements B Whenmanufacturing methods in MF are partially changed, a MF
ith regard to APis in Japan 1. Marketing license/ approval system under - - = -
WIEh rog: P Phiarmsceutical Alfalrs Law registrantis required to obtalin approval for partial change or 1o
2. Crugmaster il sysem submit minor change notification.
3. GMP compllance Inspaction by PMDA
(site inspection & Desktop Inspection) B The concepts of “partial change approval application™ and
Pharmaceuticals and Medkal Devices Agency 4 - . = N = i
Yoshikazu HAYASHI e SV o “minor change notification” are described in PFSB/ELD
WIHLAIPMIBR sien Dffal st Motification No. 0210001, Feb10, 2005. etc.

A MF registrant (an in-country caretaker for the overseas manufacturer of APIs)
should notify any change to the registered information [which includes minor
change notification) to the marketing approval applicant and marketing approval
holder of the relevant pharmaceutical product.

Example of description (a part of the process)
Common issues experienced in overseas GMP inspections

Step 1 {Crifical process)
Mlix 24 1-triphenylmathyl-1 Htatrazole- 571045 mmﬂhlhp}.aul [1] [¢21.6 k), 2-formyl-5-

[(1E,3E)1,3-pentadieny]]-1 H-imidszola [2] [ ll, pm.a; IT . and - - . - N
Gimefomaldsyaalisn Ly 2 [25°C £ Al amd B Insufficient commitment by Japanese marketing authorization
mix forther at [25°C fo urzl]. Filter the saction EL!}EI'LF and remove the inscluble matter holders to supervise and manage manufacturers

3l totha residne, and axtract it with athyl
LY and “10%" zaline solution [{30 L. 1
i by appromimatsly one-half Stirthe

Concantrate the filtrate under vammm . Add water [
acatata [{50 LJl. Wash tha organic laver with water

; . s Lack of knowledge in some ‘MF in-country caretakers” about
Concentrate the orgamic laver undar vaouum until it is redw

residueat [5°C for 3 . Centrifizs the precipitated crvstalsmgd wash o ish stbadl oootnee [ pharmaceutical regulation in Japan under the PAL. Due to this,
-21'3T-i-1|-1111."1ﬂ'-i ;&"»ﬁli ﬁviﬂl;ﬂ&tﬁwlﬂ&fw Bte 19{-011-1 d.obrg :hsm‘l’“fm_ s they sometimes fail to provide adeguate information to
tatrazola-F-y] Amathel} 5-[{1E.3 8 -pemtadiany]}-2-howd e notification .

¥4 bipbenylmetil}: 3{(1E,3E)1 Y pentadienyl}-2-hydrony _.gF L overseas manufacturers/ MF holders, which makes them

Step 2
Mix tha [3] approswimataly [{22 kz)l] obtainad in St 1, “10%" hydrochlosic acid [{200 L), and
tatrshydrofiean [{400 Ly at [2 1. Addy'10%" sodivm hydroxida aqueous solution [ . R
{200 L3l tothe reaction mixturs, Concentrats the mixal liquid under vaorem . Add warar [{100 Lyl B Lack of EOOd communication among Japanese marketlng
to the rezidus, Filteritand remove insoluble matter Adjlet the pE of tha filtrars to pk 3= 0.5 with authorization holders, overseas manufacturers and MF in-

‘35%" hedrochloric acid. Centrifiigs the precipitated crvetels, snd wash them with water Dy the -
copatels ansior vammrm 2 {40°CH, g 1[2° {1 Hcteazale 5y Dibiphensl 4- country caretakers based on the relations of trust

difficult to take appropriate actions

ylmethyl} 5-[{1E 3E}-1,3-pantadieny. damole [4].
Stepd oo Scope of partial change
approval application

— 4} -

http://www.pmda.go.jp/english/presentations/pdf/presentations_20101027-29.pdf
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> FB R KB E (MRA : Mutual Recognition Agreement)
H -ECH B &R E

> BHZE (MOU : Memorandum of Understanding)
FAY ADx—T  RA R A—RF) 7

> ICH
RITDEEIZE ST
08 (WHIBASISET 2HIF51)
QO(mEBEVAINAVAVNMIETAONIAZ14Y)
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» PIC/S(Pharmaceutical Inspection Convention and
Pharmaceutical Inspection Cooperation Scheme)
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PIC/S GMP HAR (/S—HM:EERDOHBEH)
Annex8: [RH RURBRHMROY T
Annex9: & &, 2V)—L (FLE) Hl. B D HEE
Annex10:RAF|(Z7YV—ILE|) D&
Annex12: EEMHBETHOMGFHRDERIZDLNT
Annex15: 94 1) 247 —30 RUN)T—3Y
Annex19: 5% &

Recommendation: /\!) F—3 3> RA4—T52 . 1Q. OQRUVIEEEEE S
DFatER/N\)F—ay ., EEN\)T—3ay

WG2

Annex1 : ERFEEROEE

Annex17 :/INTAM) YD1 )—X

Recommendation: /A AR) YO —RDHAFT X

Recommendation: & & & EiEIZRSH/N\UT—3>

Recommendation : SR A ER TOHE 22

Recommendation: EEE ER U BREFABRTO7IVL—2—DFERAIZDOWT
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WG6 | Annex7:EAEDELE
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WGS8 | Annex13:;REREDILE
WG9

Annex14: ABREODOME, T5AXATHLEIETHIEETZORE
Recommendation: ;& EEE D -HDPIC/S GMP A F

Recommendation: 75XV R VR EHZ DO DPIC/SEEHAR
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