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1.2

1.3.

critica



2.1.

herbal products

Periodic/skip testing

2.5.



2.2. Release vs. shelf-life acceptance

criteria

2.3. I n-processtests

24, Design and development considerations



) )

2.5. Limited data available at filing

2.6. Parametric release

2.7. Alternative procedures



2.8.

2.9.

EU

Evolving technologies

Phar macopoeial tests and acceptance criteria

EU

EU

EU



2.10.

2.11. Reference standard

3.1.
3.1.1.

critica

3.1.2.

Impact of drug substance on drug product specifications

2.3



primary stability batches

3.2.

3.2.1

E2) Description



b) Identification

HPLC/UV-diode array HPLC/MS

C) Assay

specific, stability-indicating assay

d) Impurities

3.2.2.

a Description

GC/IMS

2.5.

3.3.1.d)



b) | dentification

2 HPLC/UV- diode array HPLC/MS
GC/IMS

C) Assay

specific, stability-indicating assay

d) Impurities



3.3.

3.3.1L

b)

Physicochemical properties
pH

Particle size

Polymorphic forms

2.5.



CO RN )

1) )

3)

d) Tests for chiral new drug substances



f)

(1)
)

Water content

Inorganic impurities



0) Microbial limits

3.3.2.
3

3.3.1.

3.3.2.1 Solid oral drug products

a Dissolution

immediate-rel ease dosage forms 1
modified-rel ease dosage forms
extended-rel ease dosage forms
ddlayed-rel ease dosage forms
1 2 2

)

3.3.2.1b



immediate-rel ease dosage forms

(2)

extended-rel ease dosage forms

20% 50 10%
(©)
b) Disintegration
pH
250mL
80%
C) Hardness/friability

)

in vitro/in vivo

invitro
10%
40 60%
pH1.2 6.8 1
pH1.2, 4.0, 6.8 15
1
2.3.

chewable tablet



d)

€)

f)

3.3.2.2.

Uniformity of dosage units

Water content

Microbial limits

Liquid oral drug products



a Uniformity of dosage units

dispensing equipment

b) pH
pH

C) Microbial limits



d)

€)

f)

Extractables

Antimicrobial preservative content

Antioxidant preservative content



9)

h)

Alcohol content

Dissolution

immediate-rel ease dosage forms

modified-rel ease dosage forms

Particle size distribution

in vivo

invivo



)

k)

3.3.2.3.

Redispersibility

Rheological properties

Reconstitution time

Water content

Parenteral drug products

Uniformity of dosage units

2.3



b) pH

pH
C) Sterility
d) Endotoxins/Pyrogens
€ Particulate matter

sub-visble particulates

vishble particulates

f) Water content

0) Antimicrobial preservative content

2.6.



h)

)

Extractables

Antioxidant preservative content

Functionality testing of delivery system

piston release force

power injector function force

tip cap removal force

piston travel force



k) Osmoldlity

) Particle size distribution

invivo

m) Redispersibility

n) Reconstitution time






Specification

critical

Acceptance criteria

Universal test

Chiral

Polymor phism

Identified impurity

Specific test



Unidentified impurity

I n-process tests

Specified impurity

Reagent

Extendedr elease

New drug substance

new molecular entity new

chemical entity

New drug product

Rapidly dissolving products

80% (1)pH1.2, (2)pH4.0, (3)pH6.8 15

Immediate r elease



Enantiomers

Combination product

2
Highly water soluble drugs
pH1.2 6.8 pH 1 250mL
pH6.8 37+ 0.5 1.0mg/mL

400mg 1
400mg/1.0mg/mL = 400mL 250mL

Quality

Impurity

Degradation product
pH

Decomposition product

delayedrelease

Modifiedrelease

100mg 200mg



Solvent

Racemate






1)

2)

1

No

No

Yes




1)

2) A
3)

B

Yes

No

\ 4

1

No

\ 4

2)
((AorB)+C + D)

Yes




Yes

No

Yes

No




Yes

lYeS

Yes

No

No

(

)

No

(

)




No

Yes

Yes

No




1)

2)

3)

4)

5)

6)

Yes

Yes

No

2)

4)

6)
4)

3)

5)

5)




No

l Yes

Yes

No

Yes

Yes

No

No

Yes




No

pH

pH 1.2 6.8
250
ml.

(PH1.2 4.0
6.8 15
80%)

Yes

No

No

No

Yes




Yes

No




No

No

Yes
Yes l
in vitro/ in vivo
in vitro
Yes

in vitro
/in vivo

No




No

Yes

No

No

Yes

No




