forms.
Level 2 : The changes which may give impacts on the quality of pharmaceutical dosage forms.
Level 3 : The changes which will give significant impacts on the quality of pharmaceutical

dosage forms.

2. Test (see Table 1)
In vitro and in vivo equivalence data and stability data should be suitably retained in each

manufacture or laboratory.

Level 1

A. Bioequivalence test
1) Dissolution test
If dissolution specifications are rationally established according to ICH Q6A guideline
(Iyakushin No.568), the test product should be confirmed to meet the requirement.
In other cases, dissolution tests should be carried out under conditions specified for the
paddle method at 50 and 100 rpm in the Guideline for Bicequivalence Studies of Generic
products (Section.3.B.1.) where surfactants should not be added into the dissolution
medium for drugs with narrow therapeutic ranges unless justified. The equivalence in
dissolution should be judged according the Guideline for Bioequivalence Studies for
Formulation Changes of Oral Solid Dosage Forms (Section 5. (1) and (2)).
2) Human test
If test and reference products are not equivalent in dissolution, bioequivalence tests
should be performed according to the guideline for bicequivalence studies of generic
products. However, the human study will be exempted with appropriate justification.

B. Stability test '
Long term test ( 1 lot ).

Level 2
A. Bioequivalence test

1) Dissolution test

If dissolution specifications are rationally established according to ICH QBA guideline
(Iyakushin No.568), the dissolution test should be performed under the specification
condition. In other cases, dissolution tests should be carried out under conditions
Iaccording to the Guideline for Bicequivalence Studies of Generic products (Section.3.B.L.)
where for the change in nonrelease controlling excipients, dissolution test should be done
under five conditions at 50 rpm and one condition at 100 rpm by paddle method, and for
the change in release controlling excipients, dissolution test be done under five
conditions at 50 rpm by paddle method and each condition at 100 and 200 rpm by paddle
and basket methods. Surfactants should not be added into the dissolution medium for



drugs with narrow therapeutic ranges unless justified. The equivalence in dissolution
should be judged according the Guideline for Bicequivalence Studies for Formulation
Changes of Oral Solid Dosage Forms (Section 5. (1) and (2)).
2) Human test
If test and reference products are not equivalent in dissolution, bicequivalence tests
should be performed according to the guideline for bioequivalence studies of generic
products. However, the human study will be exempted with appropriate justification.

B. Stability test
Long term test ( 1 lot ) and accelerated test (1 lot, 3 months).

Level 3.
A. Bioequivalence test
Human bioequivalence tests should be performed according to the guideline for
bioequivalence studies of generic products. However, the human study will be exempted

with appropriate justification.

B. Stability test
The long term test (3 lot) and accelerated test (3 months, 3 lot). At least, one of the lots
should be production scale. Stability data of one lot, at least, should be submitted and
those of others not submitted be retained in each manufacture which should be shown

according to the request.



Table 1. Levels of manufacturing changes and required tests

granulation to direct

compression of powder):

Level Item Content. Bioequivalence test ¥ | Stability
Level 1 Lot size Change in manufacturing scale | 1) Rational release |Long term
(Minor which unlikely affect drug specification is (1 lot)
change) quality.. established according

Site Site change (same equipment, to ICH Q6A Guideline
SOP, environmental condition (Iyakushin No.568):
and controls, and personnel To meet, the
received the common education | requirement.
and training). 2) Other: Equivalence
Equipment Equipment change (Same design| in dissolution profiles
and operating principle) under multiple
= — conditions @ shown in
Manufacturing [Process changes such as mixing Guideline for
process tlme_anQ operation ‘spee.zd within | p. o quivalence Studies
application and validation of Generic products &
ranges.
Level 22 [Physico-chemic [Change in physicochemical 1) Rational release  |Long term
(Moderate |al property oflproperties such as crystal form or| specification is (1 lots)
change) |component particle size of drug or release established according [Accelerated
controlling excipients to ICH Q6A Guideline [(3 months,
(Component and composition are| (Iyakushin No.568): |1 lot)
not changed). Equivalence in
Change in physicochemical dissolution profile
properties such as crystal form or| under the specification
particle size of nonrelease test condition
controlling excipients 3) Other: Equivalence
(Component and composition are} in dissolution profiles
not changed). under multiple
Lot size Change in manufacturing scale | conditionse shown in
which may affect drug quality, | Guideline for Generic
1)  Same design and operating] products @
principle of equipment
2)  Similar SOP and same
formulation.
Site Site change (same equipment,
SOP, environmental condition
and controls, but different
education and training of
personnel between sites).
Equipment Equipment change (different,
design and operating principle)
Process Process change such as mixing
time and operation speed outside
of application and validation
ranges,
Level 3 Process Change exceeding the above Human study unlessLong term
(Major change which will give a justification. (3 lots)?
change) significant impact on the drug Accelerated
quality such as a change in the (3 months,
type of process (e.g., from wet 3 lot)?




c)
d)
e)

The test of level 1 is applicable with appropriate justification.

When the equivalence in dissolution can not be shown, in vivo bioequivalence tests should be
performed according to the guideline for bicequivalence studies of generic products. However,
the in vivo study can be exempted with appropriate justification.

Dissolution test should be done under five conditions at 50 rpm and one condition at 100 rpm
specified in Section 3.B.I. of the guideline for bioequivalence studies of generic products.
Surfactants should not be added into the dissolution medium for drugs with narrow therapeutic
ranges unless justified.

For the change in nonrelease controlling excipients, dissolution test should be done under five
conditions at 50 rpm and one condition at 100 rpm by paddle method specified in the chapter
3.B.1. of the guideline for bicequivalence studies of generic products, and for the change in
release controlling excipients, dissolution test be done under five conditions at 50 rpm by paddle
method and each condition at 100 and 200 rpm by paddle and basket methods.

At least, one lot of production scale. Stability data of one lot, at least, should be submitted and
those of others not submitted be retained in each manufacture which should be shown when

requested by regulatory authorities.
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