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- Medical devices: PR is mandatory

- Pharmaceutical products: PR is

PR for Health Care
Products in Japan

for terminally sterilized products,
except for EOG sterilization.

being introduced.
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. Definition of Parametric
Release/JP

-~ A release procedure based on an

evaluation of the production
records and critical parameters of
the sterilization process, based on
the results of validation, in lieu of
release based on testing results of
the final product.
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. Definition of Parametric
Release/ISO

- Declaring a product as sterile,
based on the records
demonstrating that the process
parameters were delivered within

specified tolerances rather-than-
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.Parametric Release

- General Notices/USP, EP, JP
+ ICH/Q6A Guideline

< USP <1222> Terminally Sterilized
Pharmaceutical Products -
Parametric Release (draft)

- JP <Sterility Assurance of
Terminally Sterilized
Pharmaceutical Products>




. Traditional Autoclaving

~JP:121°C for 20 min.
"USP/EP: 121°C for 15 min.

Alternative: FO>8 (EMEA, 1996)

. General Notices

for Preparation of Injections,
Ophthalmic Solution/Ointments

~“Unless otherwise specified,
these pharmaceutical
preparations must meet the
requirements of the Sterility
Test
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, General Notices/JP
Article 6 (2001)

+ When a high level of sterility assurance
is maintained consistently, based on the
records derived from validation studies
of the manufacturing process and the
in-process controls, the sterility test
usually required for the release of the

product may be omitted.
Vg \: -
ngh Level of Sterlllty
Assurance

~ Terminally sterilized drugs:
= Not difficult to demonstrate SAL<10-6

+ How should we consider Fo<8 products ? -

- Aseptically processed drugs:

s No way to demonstrate SAL<10-¢, but may
be possible in future
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. Sterilizing Methods for
Pharmaceuticals
- Method Manufacturer
-~ Autoclave 83
- Steam 7
. Microwave 2
~ Pulsed-light 1

- Others 2
- (Industry survey in Japan, 2000)
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. FO Values for Moist
Heated Pharmaceuticals

Fo value Manufacturer
C <2 12
2~<8 8
- 8~<20 7
20~<40 45
40~<60 7
_>60 0
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. Releasing of Autoclaved
Pharmaceuticals

~ Method Manufacturer
- Sterility test 69
- Sterility test and BI 10
- Sterility test and others 4

+ (Industry survey in Japan, 2000)

o — % - P

L U

i~ - o -

. ICH/Q6A Guideline

s Test Procedures and Acceptance Criteria for
New Drug Substances and New Drug
Products: Chemical Substances

~ Feasibility study in Japan (1998-2000)
s Periodic/skip tests
» In-process tests
+ Parametric release
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. Proposed Methods for PR

Method Heat Bioburden @ | TAMC® Heat
treatment resistance
1 >15 min < 1,000 Periodic Periodic
at 121C
Fo=8 < 1~100 Periodic Periodic
Fo>2 Aseptic | Periodic ¢ | Periodic @
processing

&) Mean bioburden count plus three times its standard deviation, obtained by
extensive bioburden estimation.

b} Total aerobic microbial count.

¢) For pre-filtration sclution.
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. Majority Opinion on PR

" Two years ago: We’ll never apply PR
even to WFI or Saline because the risk
is much greater than in the case of
release based on the Sterility Test.

"Recently: We’d like to consider the PR
for terminally sterilized pharmaceuticals.

— 01—



- - h“&%% . R
f ; TR > e "

. Procedure for Application
for PR in Japan

- Application to local governor.

- Review of the application at the
central governmental office.

-~ GMP inspection at the plant from
local /central governmental offices.

- Approval if inspection is satisfactory.
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. Q & A Issues for the PR

-~ If one of the parameters is out of specification, can we do re-
sterilization of the product?

. Bioburden was over specification; should we recall the
product batch?

~ Can we use BI/CI for the sterilization of PR products?

-~ Can we sterilize PR products and non-PR products together in
the same autoclave?

~ Give some examples of process changes affecting sterility
assurance of PR products.

- How should we examine the heat resistance of the bioburden?
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- Q & A (example)

Q: If one of the parameters is out of
specification, can we do re-sterilization of the
product?

A: Yes, you can do it, if you have validation
data showing that there is no change in the
efficacy, safety and quality of the products
after the re-sterilization and if you specified
re-sterilizing conditions in your SOP. You must
investigate the reason why the parameter was
out of specification.
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