DSUNRALA MDD TE=EF—

Cortellis CMC Intelligence

ENFEERDLIONAAOSHIZ
BRI CIZ, MREES
RS ES 1 —ILE U U— 2

2024F5H23H(K)

2 Clarivate”



J70-)N)TOHIRERRDZESE (PAC)MTDERE
- EREICTERZZEEHFBOHTIUNSE

- FEEBORFET IRATHGES
JA=XYh

GLOBAL CHALLENGES:

Specific and
Inconsistent supplementary

Divergent Variable
interpretation and implementation
classification local data and seproal decisions by periods after

systems format Regulators based completed
] timelines [1]
requirements on the same data regulatory action

Unpredictable
and variable
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Duplication of effort by Industry and Unpredictable change implementation

Regulators worldwide (receiving the periods after approval can have the

same change application) which can unintended consequence of delaying or
result in additional time to review, an staggering submissions across markets

increase in the backlog of PACs and especially those which have shared
divert focus away from critical changes packs

CI ° ™ Deavin, A.,Adam, S., Ausborn, S. et al. Path Forward to Optimise Post-approval Change Managementand
arlvate Facilitate Continuous Supply of Medicines and Vaccines of High Quality Worldwide. Ther Innov Regul Sci 57,

7-11(2023). https://doi.org/10.1007/s43441-022-00426-9
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Conditions

a)

Rttt poriod chor age period

1)

The change should not be the result of unexpected events ansmg duning manufacture or because of stability

COncems.

2. bxtemsion of storage period of a blebagical immaneloical

LL3

aclive inbitande nal i aceendande with an approved
stability protocol

Extention or mireduction of a re test period sorage perod
supparted by real time data
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Slurage condiliony

Change to more reslrickive storage conditions of fhe active
anhitamee
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2. Change in dorage conditions of bisbogical immarobogical

aclive sulslances, when the slabilily dudiss have pol been
performed im accordames with a currenth  approved
stahility profacal
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Change in vorage conditions of the active Substance

‘Changy to am appreved wability profocal
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2) The changes do not concern a widening of the acceptance criteria in the parameters tested, a removal of stability
indicating parameters or a reduction in the frequency of testing.

Documentation

1) Replacement of the relevant pages of the dossier that are affected by the variation. These must contain results of
appropnate recent real time stability studies; conducted in accordance with the GCC stability guidelines on at
least two (three for biological medicinal products) pilot or production scale batches of the active substance in
the authorized packaging material and covering the duration of the requested re-test period or requested storage
conditions.

2) Confirmation that stability studies have been done to the currently approved protocol. The studies must show
that the agreed relevant specifications are still met.

3) Copy of approved specifications of the active substance.

4) Justification for the proposed changes
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* Cream * Powder
* Drops * Solid oral
* Inhaler « Solid, modified
* Liquid injectable release
* Spray

Liquid oral
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Biosimilars
Blood derivatives
Cell therapy

Drug - devices
combination products

Gene therapy

Monoclonal antibodies

Recombinant hormones
and proteins

Vaccines

Tissue therapy
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Early Phase Late Phase FDA Review Post Approval

Preclinical Clinical Clinical & Approval

Preclinical Early Phase Clinical Late Phase Clinical Post Approval
Activities

CMC Intelligence Post-

c === ey 3
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Available at Launch Q2 End of Q2 End of Q3 End of Q4 End of Q4

Europe

European Union, France,
Germany, United Kingdom &
Switzerland

Americas
Brazil, Canada, Mexico &

United States

APAC
China, India & Japan
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Clarivate Regulatory Solutions




Regulatory solutions
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Cortellis Regulatory ClaRITA Regulatory consulting
Intelligence“" *Clarivate Regulatory Intelligence Tracker App

= (o 53
Cortellis CMC Intelligence™ Data feeds and APIs Technology consulting
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Cortellis CMC Intelligence | Small Molecules

Asia Pacific

» Australia, Bangladesh, Bangladesh Procurement Agency,
Cambodia China, China Procurement Agency Hong Kong,
India, India Procurement Agency, Indonesia, Japan, Malaysia,
Myanmar, Nepal, New Zealand, Pakistan, Philippines,
Singapore, South Korea, Taiwan, Thailand, Vietnam

East Asia & Pacific

» Australia China; China Procurement Agency; Hong Kong;
Japan; New Zealand; South Korea; Taiwan

South and South East Asia (15)

« Afghanistan; Bangladesh; Bangladesh Procurement Agency;
Cambodia; India; India Procurement Agency; Indonesia;
Malaysia; Myanmar; Nepal; Pakistan; Philippines; Singapore;
Thailand; Vietnam

Europe

» European Union; Armenia; Austria; Bulgaria; Belgium; Czech
Republic; Denmark; Estonia; Finland; France; Georgia;
Germany; Greece; Hungary; Ireland; ltaly; Kyrgyzstan; Latvia;
Lithuania; Netherlands; Norway; Poland; Portugal; Romania;
Russian Federation; Serbia; Slovakia; Slovenia; Spain;
Sweden; Switzerland; Tajikistan; Turkey; Ukraine; United
Kingdom

2 Clarivate”

Central and Western Europe

* European Union; Austria; Belgium; Denmark; Finland;
France; Germany; Greece; Ireland; Italy; Netherlands;
Norway; Poland; Portugal; Spain; Sweden; Switzerland;
United Kingdom

Eastern Europe (15)

» European Union; Bulgaria; Belgium; Czech Republic;
Estonia; Hungary; Latvia; Lithuania; Romania; Russian
Federation; Serbia; Slovakia; Slovenia; Turkey; Ukraine

Eurasia

* European Union; Armenia; Georgia; Kyrgyzstan; Russian
Federation; Tajikistan; Ukraine; Turkey

24
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Middle East, Africa

» Algeria; Angola; Benin; Botswana; Burkina Faso; Burundi;
Cameroon; Central African Republic; Chad; Cote d'lvoire;
Democratic Republic of Congo; Djibouti; Egypt; Equatorial
Guinea; Eritrea; Eswatini (formerly Swaziland); Ethiopia;
Ethiopia Procurement Agency; Gabon; Gambia; Ghana;
Guinea; Guinea Bissau; Iraq; Israel; Jordan; Kenya; Lebanon;
Liberia; Madagascar; Malawi; Mali; Morocco; Mozambique;
Namibia; Niger; Nigeria; Republic of Congo; Rwanda;
Senegal; Sierra Leone; Saudi Arabia; Somalia; South Africa;
South Sudan; Sudan; Tanzania; Togo; Tunisia; Uganda;
United Arab Emirates; Yemen; Zambia; Zanzibar; Zimbabwe

Middle East

* lIsrael; Iraq; Jordan; Lebanon; Saudi Arabia; United Arab
Emirates; Yemen

North Africa
« Algeria; Egypt; Morocco; Tunisia

Sub-Saharan Africa

* Angola; Benin; Botswana; Burkina Faso; Burundi; Cameroon;

2 Clarivate”

Central African Republic; Chad; Cote d'lvoire; Democratic
Republic of Congo; Djibouti; Equatorial Guinea; Eritrea;
Eswatini (formerly Swaziland); Ethiopia; Ethiopia Procurement
Agency; Gabon; Gambia; Ghana; Guinea; Guinea Bissau;
Kenya; Liberia; Madagascar; Malawi; Mali; Mozambique;
Namibia; Niger; Nigeria; Republic of Congo; Rwanda;
Senegal; Sierra Leone; Somalia; South Africa; South Sudan;
Sudan; Tanzania; Togo; Uganda; Zambia; Zanzibar;
Zimbabwe

Latin America

* Argentina; Bolivia; Brazil; Chile; Colombia; Costa Rica;
Guatemala; Guyana; Honduras; Mexico; Panama; Peru;
Venezuela

North America
 (Canada; United States
International

e International Conference on Harmonisation (ICH), PAHO,
Partnership for Supply Chain Management (PFSCM), The
Global Fund, UN FPA Procurement Services, WHO
Prequalification

25



c

Appendix 2
CMC Biologics#AREHEEhR
IV RBRHT IS LIRS SRE




Cortellis CMC Intelligence | Biologics
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Recombinant
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North America
« Canada, United States

Europe

« European Union, Austria, Belgium, Bulgaria, Croatia,
Czech Republic, Denmark, Estonia, Finland, France,
Germany, Greece, Hungary, Ireland, Italy, Latvia,
Lithuania, Netherlands, Norway, Poland, Portugal,
Romania, Russia, Serbia, Slovakia, Spain, Sweden,
Switzerland, Turkey, Ukraine, United Kingdom

Asia Pacific
« Australia, China, Hong Kong, New Zealand, India,

Indonesia, Malaysia, Philippines, Thailand, Japan, South
Korea, Singapore, Vietnam

2 Clarivate”

Latin America

Argentina, Brazil, Chile, Costa Rica, Guatemala, Mexico,
Peru, Venezuela

Middle East, Africa

Algeria, Egypt, Israel, Nigeria, Saudi Arabia, South Africa,
Tunisia, United Arab Emirates

International

ICH (International Council for Harmonisation), WHO

28
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Cortellis CMC Intelligence Post-Approval Variations
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Available at Launch Q2 End of Q2 End of Q3

Europe

European Union, France,
Germany, United Kingdom &
Switzerland

Americas
Brazil, Canada, Mexico &

United States

APAC
China, India & Japan
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End of Q4

End of Q4
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About Clarivate

Clarivate is the leading global information services provider. We connect people and organizations to intelligence they can trust to transform their
perspective, their work and our world. Our subscription and technology-based solutions are coupled with deep domain expertise and cover the areas
of Academia & Government, Life Sciences & Healthcare and Intellectual Property. For more information, please visit clarivate.com

© 2024 Clarivate. All rights reserved
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