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Outline

° Backgrouncd
° Subrnission Statistics
° Current approacnes in review rmanagerment
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Bacrgrourd

—  FDA Modernization Act - Novernoer, 1997
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eciion 118 provides requirernent for manufacturing
N
314.70 revised in April, 2004
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nanges guidance publisned — Apr]l 2004

- Hmrlrme el JEJCELI CGMPs for 21st Century — A risk Base

— PAT — Septemper 2004

— Enforcernent Discretion for Cornpencdia Cnanges —
Novernoer, 2004



21 CFR 314,70 provide for four filing categories

° Category pased on potential for aclverse effect on |D, strengin,
uality, purity or potency

° major change substantial potential
e moderate change mocderate potential

° minor change rinimal potential



Prior Approval Supplements
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CBE Supplements
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CBE Supplement
Expiration Date

0 CBE-30
24 B CBEO

HE 8 B 8 B

Ul

o
N

FY 2004 FY 2005 FY 2006



CBE Supplement
Formulation Revision
(SUPAC Level 1 Change)
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CBE Supplement
Facility Addition
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CBE Supplement

Manufacturing Revision
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CBE Supplement

Packaging Change
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CBE Supplement
Control Revision

400 760 752

FY 2004 FY 2005

FY 2006



CBE Supplement

Labeling
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CBE Supplement
Microbiology
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Current Approaches in Review Managernert

Legacy products
° Triage of CBE subrnissions at Tearn Level

| on type of change and risk associated

oo
\\'\
%
g
=)

° Use of comparanility protocols in change managerment
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Legacy products vs. new supmissions

Filing relief for legacy procduct — manage py
cornparaoility profoc ol

FOr new suprnission — Recornrmending Question-pased
Review (QOR) suprnission

QLR — mowledy gain in product developrnent and
provide scientific basis for change management in
new suornissions
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Material control, product & process understanding ancd factor:
critical for pmduu cuality
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risk to product quality associated witn eacn unit
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Roadmap for cnange rmanagerment pased on scientific
unclerstancling
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nt and change managernent
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Regulatory flexioility in filing requirernent for post approval
crarige
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