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Obijetivo de la presentacion

Antecedentes

Documentos de referencia disponiblesenla
regulacion de productos biologicos/biotecnologicos:

— OMS
— EMEA
— ICH
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Es una necesidad expresada por parte de los paises de la
Regidn el actualizarse en relacion a los documentos existentes
para evaluar este tipo de productos.

Asi mismo, es muy importante para la Region el subsanaslas
deficiencias existentes en cuanto a la armonizacion de la
regulacion de estos productos, de alli que se espera que
surjan iniciativas por parte de los participantes en la
identificacion de aspectos relevantes a considerar para contar
con un documento de registro sanitario armonizado en los
paises de América Latina y El Caribe.
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La OMS define a los productos blologlcos como
medicamentos obtenidos a partir de microorganismos, sangre
u otros tejidos vivos, cuyos procedimientos de fabricacion
pueden incluir uno o mas de los siguientes elementos:
crecimiento de cepas de microorganismos en distintos tipos. . .
de sustratos, empleo de células eucariotas, extraccion de
sustancias de tejidos bioldgicos, incluidos los humanos, ‘
animales y vegetales, productos obtenidos por ADN
recombinante 0 hibridomas, y la propagacion de
microorganismos en embriones o animales, entre otras.
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Segun la OMS, los productos biolégicos abarcan:

Vacunas

Alergenos

Antigenos

Hormonas

Citocinas

Enzimas

Derivados de sangre entera y de plasma humanos
Sueros inmunes

Inmunoglobulinas

Anticuerpos monoclonales

Productos de fermentacion (incluidos productos
elaborados por ADN recombinante) y

Agentes empleados para diagnaostico in vitro.
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Actualmente, de

productos biotecnologicos, bioterapeuticos, biosimilares, por
parte de diversos entes a nivel internacional considerados “de

referencia” para los paises de la Region, como son: OMS
ICH, EMEA, FDA, Health Canada, etc.

A manera de ejemplo:

emplea el nombre de medicamentos bioldgicos
terapéuticos y a la fecha no existe definicion para estos
productos en sus documentos de referencia.

La Unica definicion escrita es la que aparece en el borrador del
documento discutido en Corea del 28 — 29 de mayo en donde se
sefiala que son productos bioterapéuticos, algunos de los cuales
son producidos por tecnologia de AND recombinante.
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En el caso de los “ biosimilares” sucede lo siguiente:

no ha definido ain como denominara. a estos
productos, puesto que se proponen 2 mecanlsmos
distintos para su registro sanitario: |

» Biosimilar approach
» Stand-alone approach

A los denomina biosimilares y los define como
medicamentos biologicos los cuales son similares a
bioldgicos previamente registrados.

los llama “follow-on protein products”, y los define
como productos a base de proteinas y péeptidos que
Intentan ser suficientemente similares a productos
- o@ﬂ,m,mologlcos previamente registrados.
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Si bien no existen definiciones claras y armonlzadas
acerca de estos productos, existen maltiples
documentos de referencia para la regulacion y
control de productos biologicos/biotecnoldgicos, las
cuales se nhombran a continuacion.
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WHO Technical Report Series, No. 822, 1992:
Annex 1 Good manufacturing practices for biolagical productsr

Annex 3 Guidelines for assuring the quality of monoclonal
antibodies for use in humans

@ World Health Organization
WHO Technical Report Series, No. 814, 1991

© World Health Organization .
World Health Organization Technical Report Series, No. 771, 1988

, Annex 3
Annex 7 S : Guidelines for assuring the quality of

pharmaceutical and biological products
REQUIREMENTS FOR HUMAN INTERFERONS prepared by recombinant DNA technology
MADE BY RECOMB]NANT DNA TECHNIQUES -

(Requirements for Biological Substances No: ‘41) Worta Heath Orgamoatian. Tochnical Report Seris, No. 756, 1989

Annex 3

REQUIREMENTS FOR HUMAN INTERFERONS
PREPARED FROM LYMPHOBLASTOID CELLS

© World Health Organization
WHO Technical Report Series, MNo. 878. 1928

(Requirements for Biological Substances No. 42)
Organlmlén
> Panamericana Annex 1
S | de la Salud Requirements for the use of animal cells as

; % @ rosiar in vitro substrates for the production of
rgan n . .
ganizaci undial de la Salu b|o|og|cals

(Requirements for Biological Substances No. 50)




EMEA e ICH también poseen multiples documentos relacionados con
la evaluacion de calidad, seguridad y eficacia de productos
biotecnoldgicos, las mismas estan disponibles en las
correspondientes paginas Web:
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Challenge in Bitherapeutics
WHO Drug Information Vol 22, No. 1, 2008

Meeting report. WHO informal consultation on regulatory evaluation of therapeutlc
biological medicinal products.
19 — 20 April 2007

Good Governance for Medicines Promoting Transparency in Medicines Regulaﬂon and
Procurement. December, 2006

WHO Informal consultation on international nonproprietary names (INN) policy for f %

biosimilar products.
4 — 5 September 2006
INN working document 07.211

Annex 1. Requirements for the use of animal cells as in vitro substrates for the production
of biologicals.

(Requirements for biological substances No. 50)

WHO technical report series No. 878, 1998

D6

Annex 3: Guidelines for assuring the quality of monoclonal antibodies for use in humans.
WHO technical report series No. 822, 1992
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Annex 3. Guidelines for assuring the quality of pharmaceutical and biological products
prepared by recombinant DNA technology. -
WHO technical report series No. 814, 1991

Annex 3. Requirements for human interferons prepared from lymphoblastoid.cells.
(Requirements for biological substances No. 42)
WHO technical report series No. 786, 1989

Annex 7. Requirements for human interferons made by recombinant DNA techniquesl.h'i':".f!f-_

(Requirements for biological substances No. 41)
WHO technical report series No. 771, 1988

WHO International biological reference preparations
Held and distributed by the WHO International laboratories for biological standards
Cytokines/Growth factors

WHO Regulatory Guidance for Biosimilar Products
Power point presentation. May 2007
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ICH Harmonised Tripartite Guidelines

Quality of biotechnological products: stability —testing of
biotechnological/biological products Q5C. 1995 :

Specifications: Test procedures and acceptance - criteria for
biotechnological/biological products Q6B. 1999 :

Comparability of biotechnological/biological products subject to
changes in their manufacturing process Q5E. 2004
Final concept paper Q5E. 2002

Stability testing of new drug substances and products Q1A (R2). 2003

Good manufacturing practice guide for active pharmaceutical
ingredients Q7. 2000

Preclinical safety evaluation of biotechnology-derived pharmaceuticals
S6. 1997
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Committee for medicinal products for human use'(CHMP)
Guideline on similar biological medicinal products..CHMP/437/04. 2005

Committee for medicinal products for human use (CHMP)

guideline on similar biological medicinal. products - containing
biotechnology-derived proteins as active substance quality issues.
EMEA/CHMP/BWP/49348/2005

Committee for medicinal products for human use (CHMP)
Concept paper on similar biological medicinal products conta.mmg Iow

molecular weight heparins-non-clinical ’ (
EMEA/CHMP/BMWP/496286/2006 '--:t.".r’

is

)‘F '
Committee for medicinal products for human use (CHMP) /4

Annex to guideline on similar biological medicinal products contalnmg
biotechnology-derived proteins as active substance: non-clinical and
clinical issues.

Guidance on similar medicinal products containing recombinarit
granulocyte-colony stimulating factor. EMEA/CHMP/BMWP/31329/2005

Committee for medicinal products for human use (CHMP)

Annex to guideline on similar biological medicinal products containing
biotechnology-derived proteins as active substance: non-clinical and
clinical issues.

Guidance on similar medicinal products containing recombinant human
soluble insulin.

EMEA/CHMP/BMWP/32775/2005




(’._

Organlzaclén
Panamericana

X7 | de la Salud

)
i

‘ih-i"

D@ s
Organizacién Mundlat de la Salud

Committee for medicinal products for human use (CHMP)

Annex to guideline on similar biological medicinal products containing
biotechnology-derived proteins as active substance: non-clinical and
clinical issues. : .
Guidance on similar medicinal products: containing recombinant
erythropoietin.

EMEA/CHMP/BMWP/94526/2005

g

Committee for medicinal products for human use (CHMP)
Annex to guideline on similar biological medicinal products sontaining
biotechnology-derived proteins as active substance: non- climcal and 5
clinical issues.
Guidance on similar medicinal products containing somatropnr@; _
EMEA/CHMP/BMWP/94528/2005

Committee for medicinal products for human use (CHMP) '
Guideline on similar biological medicinal products contalnlng
biotechnology-derived proteins as active substance: non-clinical and
clinical issues. EMEA/CHMP/BMWP/42832/2005

Committee for human medicinal products (CHMP)

Guideline on comparability of biotechnology-derived medicinal
products after a change in the manufacturing process. Non-clinical
and clinical issues. EMEA/CHMP/BMWP/101695/2006

Committee for medicinal products for human use (CHMP)

Guideline on immunogenicity assessment of biotechnology-derived
therapeutic proteins.

EMEA/CHMP/BMWP/14327/2006




Committee for proprietary medicinal products (CPMP)

Guideline on comparability of medicinal products containing biotechnology-
derived proteins as active substance. Non-clinical and - clinical® issues.
EMEA/CPMP/3097/02/2003

Committee for proprietary medicinal products (CPMP) . -
Guideline on comparability of medicinal products contai_'__hing biotechh'c‘)'rogy-u_____
derived proteins as active  substance: " fquality  issues. [
EMEA/CPMP/BWP/3207/00/2003 R

ICH Topic Q 5 E Comparability ob biotechnological/biological prod{j'cts ; fg‘%

Note for guidance on biotechnological/biological products subject ;5
changes in their manufacturing process. CPMP/ICH/5721/03 /g

Committee for medicinal products for human use (CHMP) ’
Concept paper on similar biological medicinal products contalnlng
recombinant alpha-interferon.

Annex to the guideline on similar biological medicinal products contammg
biotechnology derived proteins as active substance-(non) clinical issues.
CHMP/BMWP/7241/2006

End of consultation 1 August 2006

Press release European Medicines Agency adopts first positive opinion for

(PR |Organizacién a similar biological medicinal product. 2006
- Panamericana

X7 de Ia Salud EUROPABIO. Biological and Biosimilar Medicines. Healthcare Biotech

) Fact Sheet. 2005
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Health Canada

Draft guidance for sponsors: Information and submission -requirements. for

subsequent entry biologics (SEBS)
2008/01/30 Distributed for comment purposes only

12t International conference of drug regulatory authorities. Recommendations’
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Todos los documentos mostrados en esta presentac:lon y
entregados en el CD de la reunion estan disponibles en la paglna
Web de Vacunas y Bioldgicos desarrollada por la OPS
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