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wﬁP Drug Product Monographs and General Chapters
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A3 Mattormin / Ol Merugrapn:

lis.4 PBM Concepts
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» APBM can include:
— Specified tests
* |dentification, Assay, others
— Specific acceptance criteria
* 97%-103%, NMT 0.1%, others
— Criteria-based procedures with:

» Procedure Performance Measures (Precision,
accuracy, others)

» Procedure Performance Acceptance Criteria (% RSD,
Bias, R?, others)
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lisd PPMs and PPACs

Quality Standards for Medicines, Dietary Supplements, and Food Ingredients

» USP General Chapter Validation of Compendial
Procedures <1225> defines the critical validation
parameters necessary to validate a procedure.

» Pre-set criteria assure that an acceptable
procedure will reliably assess whether an article
meets acceptance criteria of its Tests.

» USP now terms these criteria as Procedure
Performance Measures (PPM) and the
Procedure Performance Acceptance Criteria
(PPAC).

» PPM and PPAC may be used to determine
suitability of multiple acceptable procedures.

Isd Glutathione Example: Assay

Quality Standards for Medicines, Dietary Supplements, and Food Ingredients

IMPURITIES —
Inorganic Impurities o

01%

Glutathione (PBM)

Organic Impurite
ASSAY
« PROCEDURE
Standard solution: USP Glutathione RS in an
appropriate diluent [Note: Neat determination may
be substituted where appropriate]
Sample solution: Glutathione in an appropriate diluent
[Note: Neat determination may be substituted where
appropriate]
Analytical System: Use a procedure validated as
directed in <10> Criteria Defined Procedures, Assay
System performance
Sample: Standard solution

Performance Requirements
Precision and Accuracy, Assay <10>: Six
independent analyses of the Standard solution:
meets the requirements

Analysis:

Sample: Sample solution and Standard solution
Calculate the percentage of Glutathione found in the
Sample solution using the following calculation:

CicHiN:OcS 30732 gimol

Sulfanylethyllcarbamoyjbutanoic acid;
L Glutamy-L-cysteinylglycine

3-sulfanylpropan-2-yllamino]-
[70-18.8]

DEFINITION
Glutathione contains NLT 97.0 percent and NMT 103.0

basis

IDENTIFICATION
* Alnfrared Absorption <197K>

alida
efined Procedures, Assay.

Result = (Ru/Rs) x (Cs/Cu) x F x 100%

Ru = Response for the Sample solution
Rs = Response for the Standard solution
Cs = Concentration of the Standard solution
Cu = Concentration of the Sample solution
Rl (/) x €5/ xEx100%6 ol s omecionaonls)
Gty Acceptance criteria: 97.0% - 103.0% of
y serciricTisTs CioHzoCaN 0852

RoC!

F i
Accept 97.0%- 103.0% of
CaCaN:0iS: 3 a

F=C
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g Biologics: Horizontal Standards
O L L N NP 7 S tanciards for Medicines, Dietary Supplements, and Food Ingredients
First Entry Biosimilar
Private Safety
Labeling
Efficacy -
Quali - Quality
(Control Spec-r?wﬁuns: m (Control s‘:;er.iﬁnauunsl
Harizontal Standards
(General Chapters)
Public | <XXX> Overarching Guidance
<XXX> Comman Product Class
Quality Attributes:
<00 Analytical 00 Ancllary

el Summary

» Performance Based Monographs: Chemical
Drugs

— Agree on Tests

— Agree on acceptance criteria

— Allow different procedures

— Designate one for compliance purposes if necessary
» Biologics

— Harmonize horizontal standards

— These can include procedures with reference
materials

— Monographs/PBMs come later
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History of JP

rst published on June 25, 18
nd Implemented fromJuly 1, 1

evised In
891, 1906, 1920, 1932, 1951, 1
71, 1976, 1981, 1986, 1991,
, 2006(JP 15t), 2011(JP
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Legal Status of JP

» JPis published by the Japanese Government (the
Ministry of Health, Labour and Welfare: MHLW)
based on the provisions of Article 41, Paragraph 1 of
the Pharmaceutical Affairs Law.

Article 41, Paragraph 1

» To standardize and control the properties and quality of
drugs, the MHLW shall establish and publish the
Japanese Pharmacopoeia (JP),
after hearing the opinion of the Pharmaceutical Affairs
Food Sanitation Council (PAFSC).

Council Committee in MHLW and
Expert Committees in PMDA on JP

<MHLW>
JP Committee under the Pharmaceutical Affairs and
Food Sanitation Council(PAFSC)

<PMDA>

15 Expert Committees, 1 sub-Committee, 3 Working
Groups
Membership
- experts from National Institutes, Universities, etc.
- representatives from industry associations & other
interested parties
Frequency
- every two months 6
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System of Establishing JP caen N

MHLW, JP Committee / PAFSC* Afais o
- Basic Policies
- Determination of Drugs to be listed in JP

Request
PMDA
Company’s Draft Draft
Submission
Secretariat’s Draft Com-
Questions eI

_ Answers

JP Draft —

Public consultation

MHLW, JP Committee / PAFSC* SUbTc
- Adoption and Promulgation of JP consultation
- Publication of JP (English Translation)

Organization of ‘JP Expert Committees
Sub-expert Com.

—1 Com. on Chemicals (1), (2) |“ Sub-com. ‘
—1 Com. on Antibiotics

4‘ Com. on Biologicals ‘
—{ Com. on Crude Drugs (B) H Com. on Crude Drugs (A) |

Expert — Com. on Excipients
Committee | Com. on Drug Formulation

—1 Com. on Physicochemical Methods H Chromatography WG |

— Com. on Physical Methods
— Com. on Biological Methods “‘{ Aseptic process WG |

— Com. on Nomenclature for pharmaceuticals ‘

— Com. on International Harmonization ‘

— Com. on Pharmaceutical Water

— Com. on Reference Standards ‘ g
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JP16: Schedule to the
Notification

» Submission of the final draft from the PMDA to
the MHLW at the last of August, 2010

» Adoption of the draft by JP committee in the
Pharmaceutical Affairs and Food Sanitation
Council in September, 2010

e Public comment by the MHLW in October, 2010

« Notification at the last of March, 2011

Main Policies on Preparation
of JP16

» Complete entries of all drugs important in
healthcare and medical treatments

 Active introduction of up-to-date Science and
Technology

» Promotion of international harmonization

» Prompt partial revisions as required and smooth
application based on government policies

» Ensuring transparency of the revision process
and widespread application of JP to the public
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Increased Numbers of Official Monographs on Drugs in JP

Edition Date of publication Number of monographs
JP1 1886. 6. 25 468
JP6 1951.3.1 631
JP 13 1996. 3. 13 1292
Supp. I 1997.12. 26 1295
Supp. I 1999.12. 21 1307
JP 14 2001. 3. 30 1328
Supp. I 2002.12. 27 1362
Supp. I 2004.12. 28 1391
JP 15 2006. 3. 31 1483
Supp. | 2007.9. 28 1567
Supp. Il 2009. 9. 30 1673
JP 16 2011. 3. 31 1764

Key points in revisions in JP16

» Wholly revision of “General Rules for
Preparations”

» Revision of General Notices, Monographs and
General Information on pharmaceutical waters.

» Change of “component determination tests” to
“assays” in Monographs of Crude Drugs

» Revision of Names of Reagents and Test

Solutions

» Revision of dissolution tests in Monographs of JP

Preparations

10/18/2010



Basic Concept on the revision of
“General Rules for Preparations”

» General Rules for Preparations

= (1) classify preparations commonly used for medical treatments ,

= (2) give their definitions,

= (3) present manufacturing procedures, tests, container and storage, etc.

to insure the quality.

» Revision should be carried out in order to answer the current
medical needs, by means of incorporating the new technologies
and dosage forms, considering international harmonization.
» The General Rules for Preparations is the fundamental rules for
pharmaceuticals, including the newly developed ones, the generics,
and OTC drugs.

13

Major changes in the revised
General Rules for Preparations

» Dosage forms are classified first by the administration
route and/or application sites, second by the forms, third
by functions, and characteristics of the preparations.

» Independent categories of Crude Drugs (herbal drugs
and/or drugs for traditional chinese medicine)

» 28 dosage forms — 71 dosage forms

» Change of definition on granules and powders

» Creams are separated from Ointments

» General Notices refer to the definition, typical
manufacturing procedures, the characteristics of
individual pharmaceutical preparations, their
corresponding tests, container and storage, etc.

14
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Orally Disintegrating Tablets

3rd Tier: Blue

Yellow Highlight

. Preparations for Injection
3-1. Injections
3-1-1. Parenteral Infusions 10-2.

/Orodispersible Tablets 3-1-2.  Implants/Pellets
Chewable Tablets 3-1-3. Prolonged Release Injections
- == 11-1
Effervescent Tablets 4. Preparations for Dialysis
Dlslpe:'SIbIe ':'ablets 4-1. Dialysis Agents 11-1-1.Powders for
Soluble Tablets 4-1-1. Peritoneal Dialysis Agents 11 Liauidsands
4-1-2.  Hemodialysis Agents " Application
5. Preparations for Inhalation 11-1-1.  Liniments
Effervescent Granules f
5-1. Inhalations 11-1-2. Lotions
Liquids and Solutions for Oral 51-1. Dry Powder Inhalers 118

ministration

Preparations for Syrup
ellies for Oral Administration

ablets for Oro-mucosal Application

Sublingual Tablets

Buccal Tablets
Mucoadhesive Tablets
Medicated Chewing Gums
Sprays for Oro-mucosal Application
Semi-solid Preparations for Oro-
mucosal Application

Preparations for Gargles

11-3-1. Aerosols for C
11-3-2.PompSprays for
11-4.

5-1-2.  Inhalation Solutions
5-1-3. Metered-Dose Inhalers

. Preparations for Ophthalmic Ointments

Application 11-5. Creams
6-1. Ophthalmic Preparations 11-6. Gels
6-2. Ophthalmic Ointments 11-7.

7. Preparations for Otic Application 11-7-1.
7-1. Ear Preparations

8. Preparations for Nasa! Application Preparations Re

8-1. Nasal Preparations 1
8-1-1. Nasal Dry Powder Inhalers
8-1-2. Nasal Solutions

. Preparations for Rectal Application

1 Suppositories for Rectal

"~ Application

Semi-solid Preparations for Rectal
plication

Enemas for Rectal Application

g

s on Pharmaceuti

JP16
Water

Purified Water

Purified Water
in Cont

Purified Water — ¢ Sterile Purified Wa

Injection _|: Sterile Water fo
Sterile Water
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o Purified Water
Sterile Water for Injection

(1) Conductivity
(2) Total Organic Carbon

e Purified Water in Containers
Sterile Purified Water in Co
Sterile Water for Injection ir

(1) Conductivity
(2)KMnO 4-reducing sub

ollow the main policies in prepa

publication of JP English Edition
improvement of the JP Home Page - to
ative for users -

up the revision of “General Rules for Prep
: General quality tests for preparations
et, as follows:

2ase test from transdermal preparations

ase test from suppository
e test from implants

Containers and storage
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Indian Pharmacopoeia Commission e

®* The Indian Pharmacopoeia Commission
Is the Standards Setting Institution for
Drugs in India

® [t is an autonomous body under the
Ministry of Health & Family Welfare,
Gouvt. of India, New Delhi

GNS-IPC (India) 3

Indian Pharmacopoeia Commission e

Vision
To promote the highest standards of drugs for use
in humans and animals within practical limits of th e

technologies available for manufacturing and
analysis

Mission

To promote public health in India by bringing out
authoritative and officially accepted standards for
guality of drugs including APIs, excipients and
dosage forms, used by health professionals,
patients and consumers

GNS-IPC (India) 4




Mandates of the Commission e

» Publication of Indian Pharmacopoeia the book
of standards for Drugs in India

» Bringing out the National Formulary of India,
the reference book  for healthcare
professionals

» Providing IP Reference Substances

» Nodal agency for establishing national/
international collaboration with  similarly
placed bodies

GNS-IPC (India) 5

Industry Perspective IPE)

> Global naamidimgy-
3d - Volume
14% - Value
> India is a rescogizeed flor swuypplvong qoabtity

medicines
v Anti TB sesgneatit
v’ Antiretrovirals
v'Vaccines
v'Herbal dinugs
» Manufacturing C3pphbitity flor caoremimiceal aadd
current cotugss dieingryy sypseanss

v' 60,000 Formulations iin 60 catatpuiges

GNS-IPC (India) Contd 6




Indian Strength e

> Contract resssanth amtl manufacturing (CRRMY)
sector iis ggoanigg at 18%

> A company muownty ARAD to |hdiea coulldl ssaree cost
as much as 30% to 50%

» Thus, Imdieam compames hHsaee capability to
produce piteameaacriitcdds
0 less ttieam Mallf of winadt it cossss nerssess
0 conduct ctilmicdl ttiddds at lésss team ome tenth of US

costs

0 conduct resssacth at |ésss theam ome eighth of wihat it
cost atimmsi

GNS-IPC (India) 7

Global Acceptance e

India & China to drive Global Growth for
2010 & 2011 — OECD Report (Paris)

The Organization for Economic Co-operation and
Development (OECD) has forecasted the Indian
Economy to grow 8.6% this year

GNS-IPC (India) 8




Government Initiatives ‘ILPE@

» Independent Shtenudadds Sty

Institution of drdiggys

» Transparent aanad Accountable

Regulatory Sygstem

» Trained amil Talented NYkmpomesT
» Special Enomomic Zomess flor Phhamaa

Sector

GNS-IPC (India)

Highlights of IP 2010 (e» edition) ~ '©
> Total momogyaphs ~22000
» New monographs — 2887
» Updated mmumumgyepis > 6600
> Harmonized tie nmooogogrphhs on
New Updated
Vaccines & Segaa - 08 06
Herbal 22 17
Veterinary 08 27
Excipients 31 02

GNS-IPC (India)
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Highlights of IP 2010

» Most of existing assay and related substance
tests are updated by liquid chromatography

» Focus on Liposomal technology

» Special emphasis:
o Antimalarials
o Antiretroviral (drugs for AIDS and Swine Flu)
0 Anticancer drugs
o Excipients
0 Anticoagulant (Heparin)
o Appendices

» On user friendly format

GNS-IPC (India) Contd

1

Highlights of IP 2010

» Updated General Chapter
o0 Microbiology

Effectiveness of antimicrobial preservatives,
microbial contamination in  pharmaceutical
preparation and identification of Shigella boydii

strain, first time has been introduced
Biotechnology

Vaccines & Sera

Chemicals and Reagents

Analytical Methods

o O O O

GNS-IPC (India)
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National Formulary of India 2010 e

Y

To Promote rational use of medicines
Contains 350 monographs of medicines

Special focus on Interactions
o Drug — Drug

o Drug — Food

0 Drug — Contraceptive

o Drug — Alcohol

» Emphasis on medicines safety during
pregnancy

» Focus on Therapeutic Drug Monitoring,
Dose calculation for renal impairment etc.

Y VY

GNS-IPC (India) 13

Challenges IPE)

» Acquisition of
o0 Monographs
o Candidate materials (RS)
o Training
* Trained Manpower
= Application by stakeholders
o Surveillance

GNS-IPC (India) 14




Concluding Remarks e

» Sharing of information on
0 Monographs
o Reference Substances

o Training

Harmonization of standards: improve the
quality and reduce the cost of medicines

GNS-IPC (India) 15
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Quality of medicines in globalised word: Dreams and reality
o0 Internacional Conference, EDQM — Council of Europe
14 — 15 October 2010, Prague, Czech Republic

National Health Surveillance Agency
(ANVISA) and the challenges for the
construction of MERCOSUR
Pharmacopoeia

Dr. Gérson Antbnio Pianetti
President — Brazilian Pharmacopoeia Commission

=N Agéncia Nacional }ARN‘[/’-\CO])F];‘\
—l'-— de Vigilancia Sanitaria i (Al ST
I
®0 Brazilian Health Surveillance System

«Population of 191,480,630
«Area of 8,514,876,599 sq. km

o Part of the Unified Health System
o Formed by the tree levels of government

« 27 states

+ 5,565 municipalities

(federal, state, and municipal)
o Co-ordinated by ANVISA
o Articulated and decentralised activities

Source: IBGE 2009

Federal State Municipal
Ministry of Health State Health Secretariats Municipal Health Secretariats
Brazilian Health Surveillance Agency State Health Surveillance Offices Municipal Health Surveillance

Brazilian Institute of Health Quality Control Public Health Laboratories Offices




PP Unified Health System (SUS)

o Federal Constitution of 1988: “health is a right of all and a duty of the State”.

o SUS legal principles: universal access, full assistance, equality, community
participation, political-administrative decentralisation with a single direction at
each government level.

o SUS: one of the largest public health systems worldwide, including from a
simple ambulatory health care up to organ transplantation. This ensures full,
universal and free access to the whole population in the country (over 190
million people).

L Agéncia Nacional
P

de Vigilancia Sanitaria BRASILEIRA
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Brazilian Health Surveillance Agency
(ANVISA)

o State company under a special regimen: administrative independence
and financial autonomy

v officially related — not subordinated — to the Ministry of Health;

v annual signature of the Management Contract (indicators and
goals);

v stability of its directors (mandate);
v technical criteria for decision making;
v predictability and transparency of the regulatory process.

o Co-ordinates the Brazilian Health Surveillance System
o Regulates products and services subjected to health surveillance

o Since its creation (1999), its competences included “TO PROMOTE THE
PERIODICAL PHARMACOPOEIA REVIEW AND UPDATE".

L Agéncia Nacional
P

de Vigilancia Sanitaria BRASILEIRA
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00 Brazilian Regulation System

AU BA A
101 4 *\
dud ¥
L ad N e

Food Drugs Sanitising products Tobacco
b ;' i
)
Health services Cosmetics
r
Post-commercialisation  gyertising Ports, airports and International
borders

surveillance

Toxicology

Blood, tissues and
organs

\_./n'/'
SNVS Co-ordination

00 Brazilian Pharmaceutical Market

0 450 drug industries

0 2,000 drug distributors

0 65,000 private drug stores
0 2.5 billion drug units / year

Brazil is now the tenth largest pharmaceutical consumer market
worldwide — US$14.5 billion in sales. Branded and OTC drug sales
accounted for 57% and 27%, respectively, of total sales in 2009. The
generic drugs have a significantly increased participation in total sales, and
accounted for the remaining 16%. (Source: IMS Health, 2010.)

L Agéncia Nacional
F de Vigilancia Sanitaria
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Brazilian Pharmacopoeia
o0

Mission
To promote the population’s health protection, establishing quality
requirements — specifications, limits and procedures to health strategic

inputs, particularly drugs, supporting health regulation actions in this area,
and inducing the Brazilian technical development.

Vision
To be a technical-scientific reference in Brazil and acknowledged
internationally.

Operation

o Brazilian Pharmacopoeia Commission — CFB — 17 members;
0 Theme technical committees (18) — 130 members;

o Brazilian Pharmacopoeia Co-ordination (COFAR — ANVISA).

Foreign Relations
o0 RDC N° 37/2009 — ANVISA: admissibility of
pharmacopoeias

o Article 1. In the absence of an official monograph of raw material, dosage
forms, correlates, and general methods in the Brazilian Pharmacopoeia, the
official monograph of the latest edition of the following international
compendia may be adopted:

Argentinean Pharmacopoeia - British Pharmacopoeia — Europ ean
Pharmacopoeia — French Pharmacopoeia — German Pharmacopoe ia —
International Pharmacopoeia (WHO) - Japanese Pharmacopoe ia —
Mexican Pharmacopoeia — North-American Pharmacopoeia and
Portuguese Pharmacopoeia.

o Article 2. In the absence of chemical reference substances certified by the
Brazilian Pharmacopoeia, the CRS certified by the Pharmacopoeias
referred to in Article 1 may be used.

FARMACOPEIA

L Agéncia Nacional
i_ BRASILEIRA

de Vigilancia Sanitaria
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Foreign Relations

®o Brazil — Argentina — MERCOSUL

o Brazilian Health Surveillance Agency (ANVISA) and Argentine
Administration of Drug, Food and Medical Technology (ANMAT): important
step towards exchange in the area of drugs and APIs, in October 2007;

o the health authorities signed an understanding memorandum for the
exchange of experiences and knowledge on Pharmacopoeia, in order to
develop and increase the list of Chemical Reference Substances;

o the subject was included in the Brazil / Argentina Integration and Co-
operation Mechanism, coordinated by the presidents of those countries,
who strongly recommended ANVISA and ANMAT to continue the
cooperation project, aiming at strengthening Brazil and Argentina
Pharmacopoeias;

o start of work on technical cooperation between Brazil and Argentina
Pharmacopoeias.

L Agéncia Nacional
P

de Vigilancia Sanitaria BRASILEIRA d
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PPS Brazil-Argentina Bilateral Agreement

OBJECTIVES

o Seek technical, methodological and procedure convergences;

o Strengthen the pharmacopoeias of these countries through the effective
bilateral co-operation and the exchange of technological knowledge to
increase the local production of reference chemical substances and, as a
result, contribute towards reducing the technological dependence on RCS
imports, which reflects on cost reduction for Brazilian companies;

o Identify and characterise the APIs initially produced in each country, as well
as their related substances;

o Promote the Brazilian production of APIs and, at the same time, work on
the development of Reference Substances for both countries;

o Promote the development of pharmacopoeia subject in the context of
MERCOSUR.

L Agéncia Nacional
P

de Vigilancia Sanitaria BRASILEIRA d
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o0 Perspectives

o The MERCOSUR Common Market Group (GMC) recommended SGT11 to
work on a strategy to create the MERCOSUR Pharmacopoeia;

o Joint project for the institutional strengthening of health authorities in the
pharmacopoeia area for the development of RCS, thus contributing towards
the future creation of the block’s Pharmacopoeia;

o Promotion of standards/ requirements needed to APl good quality, high
safety and low cost of API acquisition; Brazil becomes a respectful buyer;

o Reduction of Brazilian vulnerability;
Development of the Brazilian API production;

Strengthening of MERCOSUR block (Argentina, Brazil, Paraguay, and
Uruguay) and Latin American pharmacopoeias.

L Agéncia Nacional
P

de Vigilancia Sanitaria BRASILEIRA
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X ) Conclusions

MERCOSUR Pharmacopoeia may lead to less dependence on
imports of chemical reference standards from other pharmacopoeias,
resulting in less cost when acquiring those substances, with a positive
impact on the State Parties, in addition to being a priceless instrument for
regulating the quality of pharmaceutical-chemical and pharmaceutical
products, as well as promoting scientific and technologic development. In
summary, it contributes towards strengthening the region’s economy and
increasing the population’s quality of life.
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Brazilian Pharmacopoeia

Site: www.anvisa.gov.br/farmacopeia

Email: farmacopeia@anvisa.gov.br

FARMACOPEIA

BERASILEIRA
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