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w. Important Process
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. to focus on Critical Risks

<W. 2. to manage Risks

w. 3. to translate into Knowledge

w 4. to conduct Risk Communication
. eg. tolerable level
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BA/BE during development
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w“ 2. Standard formulation and QbD
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1. Computer aided formulation development
Microsoft Access for Windoews

2. for IR tablet through fluid bed granulation

Japanese formulator’s preference

3. Collaboration with University
Professor Hashida, Kyote Univ. (leader)

Scientists of 13 Japanese Pharmaceutical Cempanies




Decision Tree

Optimization
of composition

Standard
formula

DS properties

NMT5% or 5-80%

Flowability, Compressibility
Disintegration, Solubility

N Compatibility Diluent, Disintegrant, Binder, Lubricant

f
Increase disintegrant

lubricant

Add glidant
surface active agent
diluent

Optional
approach <

Recommended
formula




mg!Tablet

mg!Tablet

100 C50%)

100 (50%]

Total Weight

FE Granulator, Batch Size

FD-5%, 5.76kg

ME-O1, 1kg

Spray Rate

E0gimin

1dgimin

Cranule Density
[Tapped, Lonse)

0.50, 0.54

0413, 0622

Angle of Repose (© )

34

3

Particle Size Distribubion
%)
+30/+H500+T 0L 00!
140/200¢-200

0.5/112.6/258.0/124 5
16.8/T.2M9.8

0.4/9 2116 8112 5¢
2361711595

Tahlet

Correct 12HUE, 2 kg

Correct 12HUE b kg

Tooling

.0mm (Conrex), 16

g.0mm (Convex), x12

Hardrness

5.5 kg

6.2 kg

Friability

0.14%

0.10%

Weight CCWH)

0.51%

0.20%

Capping

Mo

Mo

Disintegraton [mirn)

8.6

Bi5

Diszolution [Test Media)

1048, 2089, 30r08 (Water)

structured approach?

15 90, 30100 [Water)




\|. 3. BE vs ‘Assessing BE’

“. BA/BE during development

*BE IS to assure therapeutic equivalence.
“. but BA/BE guidelines say BE study Is
necessary even before establishing

efficacy and safety,

||. o |
eading to regulatoery uncertainty.
H. active working group in JPMA

presentation of idea
Proposal of assessing BE procedures during
drug development;
Pharmaceutical Quality Forum: 1st Symposium 14




w Formulations during Development
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Changes during development

Proposed procedures to link formulations

Correlation between Development Phases and Types of Study Before dose finding

TYPE OF STUDY Dissolution

bjectve
A and/or BA
design

condudNDIVIDUAL ST

analysis

report —» BA comparison
study

Before Phase Il

During and after Phase IlI

BE study

ICH E8 "General Considerations for Clinical Trials"
3.1.3 Phases of Clinical Development




“y Q8 ICH process

u.
‘ e Nov 2004 Step 2 : Q8 draft

| "
<‘| O @210]0)5 Translation

". 1 20 2005 Public Comment
(Your Input Is crucial.)

ICH Brussels meeting




