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JAPAN PHRMACEUTICAL TRADERS’ASSOCIATION
(JAPTA)

1 Objectives

JAPTA will contribute to the improvement of the national
healthcare by supporting adequate provision of medicines through

fervent efforts of stable import and supply of safe and good quality
APIs, etc.

2 Membership

JAPTA consists of traders of medicines, APIs, their related
products, cosmetic materials, additives for food, etc. who agree to
the objectives of the Association and are accepted as regular or

assoclate members.




JAPAN PHRMACEUTICAL TRADERS’ASSOCIATION
(JAPTA)

3 Operation of Quality Assay Labs

JAPTA operates quality assay laboratories in Tokyo and Osaka,
which meet GMP standards.

4 Dissemination of Japanese Pharmaceutical Regulation and
Contribution to International Harmonization

JAPTA also hold seminars and conferences for member companies
and their customers on Japanese pharmaceutical regulations.
Especially, we also present our services to foreign API
manufacturers in their countries so that smooth business can be
achieved by providing Japanese pharmaceutical regulatory
information.
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The content of the presentation includes the personal views of the
performers, and should be officially confirmed by the relevant
notice.
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Outline of Revised Pharmaceuticals
and Medical Devices Act

EEAmn, BFEEREONE. AIMEROCEZEEORREICET 5
Act on Securing Quality, Efficacy and Safety of Products Including
Pharmaceuticals and Medical Devices (PMD Act)

PMD Act has been amended to on Dec. of 2019.
And 1t 1s implemented on Sep. 1 of 2020 to 2022.

Implementation
Pharmaceutical Affairs Law(revised) April, 1 of 2005
Pharmaceuticals and Medical Devices Act Nov. 25 of 2014

: : : Sep. 1 of 2020 (1)
Pharmaceuticals and Medical Devices Act August 1 of 2021(2)

(revised) August 1 of 2022(3)




Outline of Revised Pharmaceuticals
and Medical Devices Act

Main purpose

AREEREOSEL

Rationalization of approval examination system

"B, EREERICET 2 ZeXROML
Strengthen Safety Measures regarding Drugs, Medical Devices

[f£4T] 20205F9A1H
[Implementation] Sep. 1 of 2020

-ERICESED L R EEEFEORA
Adoption of internationally consistent quality control method
B ST DO AR

Development of legal compliance system, etc.

[f£47] 20214%8A 1R
[Implementation] August 1 of 2021

XA - BR/OHY FORELE

Review of pharmacists and pharmacies, etc.

[fE47] 202248A 1R
[Implementation] August 1 of 2022




Adoption of internationally consistent
quality control method

BH=FLD=0D_ Article 13-3-2
(EEAENEREEE ORE OB 21T O REFTICR 5 BRER)

New Registration system for a foreign manufacturer that only storing operation

[New system]

RE DHZAT O HAEBUEFTIC OV TREZZITI 2 LIk V., S EREEERELZIR
1%‘#55%%@1 fct‘/\O

It 1s not necessary to get an Accreditation by registering a foreign manufacturer
that only storing operation.

[Current system]

REDHZITIONEREFT ThHh> THHAEREEXERELRETILERH B,
It 1s necessary to get an Accreditation for a foreign manufacturer that only
storing operation.




Adoption of internationally consistent
quality control method

BH=FL£D=0D_ Article 13-3-2
(EEAENEREEE ORE OB 21T O REFTICR 5 BRER)

New Registration system for a foreign manufacturer that only storing operation

Wixbr<,
In this case, the manufacturer that only storing operation dose not include
following case.
- RO, REEIT O RIERT
A manufacturer that performs labeling, packaging, testing.
- T HFPHIEERT O ORE 217 5 BERT
A manufacturer that stores a product just before the market releasing decision.
- BCETIREEDIRD DN 5B ORE 21T 5 RERT
A manufacturer that stores products that require special management, such
as biological products and radiopharmaceuticals.

RE DHEAT 5 BERTIIX L THOMPEEMRAENLEL R D,
The manufacturer that only storing operation must accept GMP Compliance
Inspection.

BEFIISEBICEHT D,

Registration needs to be renewed every 5 years.




Adoption of internationally consistent
quality control method

FTHUELD " Article 14-2
(FEYERERLGE DR AFT4E)

New application system of periodic GMP Compliance Inspection

[New system]

F—DOHRETERORSOEREMIIOE, BEEREP EHIMPEESHREDHFE LT
HZ ENTED, A—DRETRORSOERRZIL, £2TOHEEEDE, (FEfE
(BT

For all products that are same manufacturing process category, the
manufacturer can apply an application of periodic GMP Compliance Inspection.
(Every 3 years.)

[Current system]

BEDEREMIZOE, RERTEXEP EHMHESHEREDOHFELITY. (BFEEIC
L))

For specific product, only MAH can apply an application of periodic GMP
Compliance Inspection for specific product. (Every 5 years.)

10



Adoption of internationally consistent
quality control method

BN Article 14-2
New application system of periodic GMP Compliance Inspection

[Selection of Application systeml]
EHGMPE A HREDOBRFEICY Y | ROV AT ADFHROT AT LERIRT 5,

When applying periodic GMP Compliance Inspection, it can be selected either New system or
Current system.

[Selection conditions]

EHLDLDVAT LEBRT D003, A—RELERR SO BELADHROENZ
%Eﬁ—éﬂ‘giﬁ&)éo

It is necessary to carefully consider which one to select, the number of products in the same
manufacturing process category and the difference in validity period.

If MAH approves, the application from the manufacturing site will be possible.

[Issuance of Certificate]

AEDFERMPEA M HER SV, MRS S D, EERRIEYN AT &
hi-ga. EBEOEHMESMHRED HFFFIILER,

The certificate will be issued to the manufacturer that meets the inspection.

If the certificate exists, there is no need to apply each product for periodic GMP Compliance
Inspection. 11




Adoption of internationally consistent
quality control method

BN Article 14-2
New application system of periodic GMP Compliance Inspection

[Inspection fee]

For the products except Biological Products, Radioactive pharmaceuticals etc.,
Inspection fee is as follows;

Basic charge: 593,800JPY [around 5600*US$]

Price per one product: 13,700 JPY [around 128*US$]

Price per one MAH: 10,000 JPY [around 128*US$]

Travel and Stay expensive

Daily allowance: 200,000JPY [around 1900*US$] x required number of
days

* 1US$:107JPY

** It is possible to pay in local currency. (In this case, please care must be taken so that

the payment amount does not fall below the billed amount.)

12




Adoption of internationally consistent
quality control method

BN Article 14-2
New application system of periodic GMP Compliance Inspection

For example,

Number of the products to apply: 5

Number of the MAHs to use: 10

Inspection Days: 4 days (total 6 days as 2 days to move)
[Total Inspection fee]

Basic charge: 593,800]PY

Price per one products: 13,700 JPY x 5 =68,500 JPY
Price per one MAHs: 10,000 JPY x 10 =100,000 JPY
Daily allowance: 200,000JPY x 6 =1,200,000 JPY

Total fee: 1,962,300 JPY (18,340US$)

+ Travel and Stay expensive (+Interpreter fee)
* 1US$:107JPY

13




Adoption of internationally consistent
quality control method

BN Article 14-2
New application system of periodic GMP Compliance Inspection

(6%, HRIPLERZ L]
- SAERLEEE X E R FE FHED,
Can forelgn manufacturers apply directly?
- REHESGEIC XV B VAT APERINTWAIEE. FiHMLE oEeHHREI
kamEVX7Aim§ﬂ%%kﬁéwwo
If the quality system is confirmed by the certificate, is the quality
system excluded from the conformity survey of new product?
- RERRGERITRICH A 2 HE 4 2 8.RIT EORIZH S D,
After the certificate is issued, how will MAH that newly wish to use it be
handled?

14




Adoption of internationally consistent
quality control method

BHUEDED  Article 14-7-2
(EXdn, BRI mE OIS OKR INZEFHIR LI EEFHEORER)
Confirmation of Post Approval Change Management Protocol

MAHIX, ARB2ZTEFEEXRGLOABINZEFEHO—HOERIZ[A D FEIZOVWT, RIZEY
TARIEREZTA LN TX B,

MAH can receive confirmation of plans for partial changes to the approved matters of
approved pharmaceutical products in the following cases.

REHFEDOER

Change of manufacturing method.

BN EEITHE LRWERE TRV &

The change meets with the established standards.
BRI R B E 52 Vb D%

The changes do not affect efficacy or efficacy etc.

[fee] Application: 20,600JPY (193US$)
Confirmation: 323,000~1,386,800JPY (3,019~12,961US$)

B DB 1Ak D AR EFRDE RIS D B WEFIT OV T GRAERFEF030958 15, RAER
F£0309% 1 5, k3043 A 9 H)IT XL W #IT L CW RIS L S iz,
The pre consultation system for PACMP that had been implemented on a trial basis from

April, 2018 by notification has been legislated. -




Adoption of internationally consistent
quality control method

BHUEDED T  Article 14-7-2
Confirmation of Post Approval Change Management Protocol

ICH Q12 Life Cycle Management

PACMPOER Elements of a PACMP

- BREBTHEERNZEOZYMEZ STt/ A detailed description of the proposed
change(s)

- BRTILIEEOEENREEBLTMT 57 DICERT 2RBREOBRFNO—E A list of specific
tests and studies to be performed to evaluate the potential impact of the proposed change(s)

c AR INTWVWAEEEIE~D@EAM The suitability of the approved control strategy

« FOMODNE T T R&EEMH Any other conditions to be met

- A XIIELERICB T 2BEORRP O/ OLNLY 27 DBEBICERRBET —4
Supportive data from previous experience with the same or similar products to allow for risk
mitigation

/BT DHBEE LTIV — Proposed reporting category

- PQSD T THREGERI R MRIENITION D Z & DOFEFR Confirmation that ongoing verification will be
performed under the PQS.

*Elements of PACMP are consistent with Questions and answers on post approval change
management protocols (EMA, 30 March 2012) and

Comparability Protocols for Human Drugs and Biologics ( DRAFT GUIDANCE , FDA, April

2016 ) 16




Adoption of internationally consistent
quality control method

BHUEDED T  Article 14-7-2
Confirmation of Post Approval Change Management Protocol

AEHBEOWRTEETNDZ L
PACMPIZER SN ATEBIXICH Q12D H A RIA U TH—IN T35,

ZEBIZH L TERINAEWRERONRIL, e — " NVIZEEHRKONDZ &
BEIFEIN5,

It is expected that the contents of the technical data required for each
item will be globally consistent.

Contents of required Technical data
for PACMP

Japan It 1s desirable

‘ to be globally
consistent.

Elements of a PACMP

17



Adoption of internationally consistent
quality control method

BHUEDED T  Article 14-7-2
Confirmation of Post Approval Change Management Protocol

% F8 = K M RERRAH R

-MFgﬁﬁﬁﬁm%ﬁ%\MFK%Té%ﬁ@%ﬁ%ﬂ%ﬁﬂ@+ﬁﬁ%mowfwﬁm%
AT

Prior to the new registration of MF, a new consultation system regarding the arrangement
of issues regarding MF in advance and the adequacy of documents, etc.

* MFICR @G S NI HHRDORERIZBE T DFHRT AT L
New consultation system regarding changes in matters registered in MF
BREREDORYMEIIONT, T—F DFEEICE SN TOEREITI.
In new system, the validity of minor changes is reviewed based on the data review.
RERDBHEHTIE, T—FIEIEEIfTORL TR,

In the conventional simple consultation, the examination based on the data is not performed.

No data-based review
[Current system] Simple Consultation Fee: 22,600JPY(211US$)

Arrangement of issues/
[New system] [ New Consultation ] Data-based review

Fee: 320,000JPY(2,991US$)

18




Change Control system in the approval system

Change Control system

Comparison for Reporting Categories

Basic relationship

J-DMF

US-DMF

ASMF

CEP

75 B B ik
(Partial change)

Major change

Type II variation

Major revisions (MAJ)

RN B B
(Minor change)

Moderate change

Type IB variation

Minor revisions

(CBE in 30 days/
or CBE)

Type IAn variation

Immediate
notifications (IN)

Minor change

(Annual report)

Type IA variation

Notification with
annual reporting (AN)

Renewal




Change Control system in the approval system

Change Control system

Comparison for Reporting Categories

EEEHEVRATLATEENDZ &1

%A ¥ & HiXMinor change & XER LTV 528, US-DMF®Minor
change<°"ASMF®DType IA variation  {EF L TEEI NI BN H 5,
US-DMF®Minor change® & XA T2 LE N H 5,

It 1s translated as Minor change, but it may be confused with Minor change of
US-DMF and Type IA variation of ASMF. It is necessary to distinguish it from
US-DMF Minor change etc.

[Example]
J-DMF

Minor change ‘ Minor change(INR)

INR: Immediate Notification required after the time of releasing




Change Control system in the approval system

Change Control system

Comparison for Reporting Categories

EESHATATEENAZ &2

BREBIAT HZONTTa—r "V REEEZ NS E T, US-DMFRASMF®
Moderate change & FlI#72 Y AT LB EATEHZ ENEEN B,

In order to achieve global consistency of change control systems, it 1s desirable
to introduce a system similar to Moderate change of US-DMF and ASMF.

J-DMF

Partial change

Minor change
(INR)

Y

Partial change

Moderate change

Minor change

| ERAERGOZERRICET 2 BRESE

S ORISR & E B T2 OB
| (3) EBUCHHETREI M 12 BRORIS
| © HiE - HiES
@ R AREE
 WEFRO—WEEL BT BHAITIL. EHA - PIDA
el e s U
S (BESEEEC OV TERAE S LOBAN S
| DRELOR
' ® ZERERAF— A

*1% F E K MMFRERAHRR OIS FHIC L Y FE DR R D P EaME




Change Control system in the approval system

Change Control system

Comparison for Reporting Categories

EREHIAT LATEENSZ L-3
US-DMFR® ASMFCIIBZREERICKH L TOEREL T ) —R, BRICY 2o THE
LR BERER LzGuidelineZFHIT LTV 3,

ERERILDBERXIGS ML 72 H6uidelineDHIEBEEN D,

It 1s desirable to establish a guideline that clarifies the measures required for
change control.

US-DMEF: Guidance for Industry-Changes to an
Approved NDA or ANDA (April, 2004)

ASMF: Variations Guideline (2013/C223/01)




Another proposal for MF system

Pre-examination system

MFJ R 7 ATEENSZ &-1

MFOHEEIIFIAT2RAOEARHFBICL VEESRIBIND,

BED Y AT LI Z T, Certification of Suitability to the EP
monograph(CEP) @ X 5 RERIBENITONA VAT AOHHALEE LWVODOT
72D,

It would be desirable to use a system that undergoes pre-examination, such as
the Certification of Suitability to the EP monograph (CEP).

1% FE R ZESMPRESBAE RR D& A 12 K 0 RIS DRI R D FIREME

23



Another proposal for MF system

In-Country Care Taker

MFY AT LATEENDZ &-2

HEREREPMF2RET 256, FBBRIERITHRAIZE2805%03, F2HIZ L VK
REENEEANTBETILEN DD, HAFBICHEEBRARAZ vy 7 2R DFOX
JRERBRBEEICONTIE, BEDOYV AT AICIA T, EHERFENTRERY A
TADOPABEE LD TIARWVD,

For foreign manufacturers who have staff who are fluent in Japanese, it would
be desirable to use a system that allows direct application in addition to the
current system.

Ensuring
confidentiality

Man
In-Country
mation n of »
Deva lfmi(\)fm ng proces®
manuiac

t stage
1 data of Deve
Detaﬂ da

24



Another proposal for Notifications

BE/H A KT 4 > Notification(s)/Guideline(s)

BHITA R4 DRERHTEENDZ L

AEREEEOHBELRE L, BH/ITA FIA V- TBER2REZRD 5
TeDIZiX, T o DFH & RRFICERROARPEEN D,

In order to promote the understanding of foreign manufacturers and request
appropriate responses in accordance with notifications / guidelines, it 1s

desirable to publish an English translation at the same time as these
promulgation.

INOORIENEELRFEE L., F—ERHABITOWVWTEATA FIAL DR
HEFIZHERRONAENEEN S,

Even if 1t 1s difficult to deal with these 1ssues, it 1s desirable to publish an
English translation of key words when notification / guidelines are issued.

(%] HYERESERE

QM S HEAEMHHREICRIT S TREFEAIE] IOV T,
“Certification of conformity’” & XL TCUW\\A

25



Outline of Revised Pharmaceuticals
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Thank you for your Attention
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