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BERBEHEN

b 2 g RCH (ECTHE

1948 |17478(Baby) {449 2ELED69%
1951 52.9%

1964 34.8%

58-70 37.7%

71-76 |18 7.9%

5777 [1238 18.33

1996 (127351 457 16.39% of all death
1996 {28 20% of all

DTPw&(DTPa 0F OMER

DffPw DiFa

R liconse Yidd(m) | Licenac Yield (nd)
L licensed 942m Toommed 206,000
Lig lcensed 154m tastlicame | 22,000
oz ticensed 247m Toemed 60,000
Lot licesmsed 1546m Licansed 30,000
Lol Ticemsed 17.28m ficomeed. £7,000
ot licawod &m Siccrsed —

M: millton

DTPw&DTPa ) VF BB
BB S (F8%)

DaF iz £ L il b EHInG

i) 37.6-38TC 38.1-39C >30T

DiPw -] 58/320 11/668 B/568

24 52/320013.5) 20066719 3/667(0.15)

38 201320 8/666 0/666

DTPa § 20/309 1/672 06T
24 17/302(5.0) 2/665(0.25) 0/865(0)

48 /309 21372 /672

Placebo 6 237311 3/667 /66T
] 16/311(5.5) 1/666(0.25) 0/666{(0)

48 12/311 0/665

1/665

DTPaJOF BERO B R
B (RFEEEERE)

I RFR B 3~ ik
0.6-2.50m  2.6-5.0cm 0.6-2.5om 2.6-5.0cm
DTPw__ 44/668(6.6)  7/668(1.0)  53/664(R.0Y  16/664(2.4)
DTPa  1U6TS(1.6)  1/675(D.1)  9/673(1.3) 0/673(0)
Placebo  S/667(0.7)  0/66TDY 3/663(0.5) 0/663(0)

from CHN J Bidl 6(3).113,1993. Prog Mizcbidl itmimal 3:6,5993
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General reaction of the children after booster inoculation

T—RE—ROBIR I (3£5F)

o 45 by ) T

Local r (red of the children after booster #
FEEIY ﬁﬁ%& No 37.5-38.0°C 3s.£c-39.0 =39.00C(%) o F -3 T3 No 0.6-2.5%m 2.5-5.0cm
LT (%) (%)
DTPat I3 78 64%) 1(1.3%) ] DTFa 6 78 0{0%%) 0
DTPa 24 78 4 0 o + 24 78 0(0%) o
48 78 2 0 0 DiP2 48 i (L)) 0
DTPw+ 3 106 11(10.4%) 4(38%)  1(0.9%) DTPw 5 106 o0%) ]
DTPw 24 106 1 7 0 + 24 106 2{1.9%) 0
48 106 4 2 0 DIPw 48 106 }2.8%) [}
DTPw+ [3 133 645%) 1{0.8%) [ DIPw 6 133 0(C%) 0
DTPa 24 £33 5 2 0 + 24 133 2(1.5%) [
4] 133 3 ] a DTPa 48 133 1{0.8%) 0
o CHIN 7 Bial 8F:115,1995. o CEN G Moot B3) 1351995
»
T—R4— OB R () AR
Locat reaction(induration) of the children afier booster inoculation _
TrF L P e Ne 0.62.5m  2,8-5.00m (%) « CHET2 AR
TTPa 6 7% (%) [
N 24 78 2(2.6%) o - 3EEEE: 107,184 %8
DTPa 48 8 22.6%) o
Dirw § 106 1(0.9%) ] « 1EREE: 1038218 (T—R45—)
+ b1l 106 £(4.7%) 3({2.8%) .
DIPw 48 196 4% A(L.8%) « MRT<EFRMRBEREShAh of
DTPw 6 133 (0%} [
+ 24 133 3(2.3%) 0
DIPa 48 133 1{0.8%) 0
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NICPBP

National Institute for the Control of
Pharnaceuticals & Biological Products
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b EINCLAE &R

* Department of State
— State Drug Administration (SDA)
« NICPBP
+ New Drug Evaluation Committee (NDEC)
+ GMP Inspection
« Adverse Reaction Center
« Committee of Chinese Pharmacopoeia
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A2

Qualification Requirements for
Aseptic Processing/ISO 13408

Tsuguo Sasaki, Ph.D.

National Institute of Infectious Discases

ISO 13408 series
» Aseptic processing of health care products

*+ Part 1: General requirements

= Part 2: Filtration

 Part 3: Lyophilization

= Part 4: Sterilization in place (SIP}
* Part 5: Cleaning in place (CIP)

+ Part 6; Isolator/barrier technology

Establishment of Qualification
Requirements (1)
* The Product with specification of the quality
characteristics to be achieved in the process.

* Fagilities, including layout, material and personnel
flow, HVAC system and separation concept for
maintenance of the required cleanroom conditions.

Establishment of Qualification
Requirements (2)

+ Utility systems, including systems for purification,
storage and distribution of water and process
gasses.

*» Equipment, including a complete list of equipment
with a description of its intended use and purpose
in the process,

+ The overall process with a flow chart and with
identification of unit operations and key
equipment,




Unit Operations (1)

* The process should be divided into unit operatiens each of
which is achieving a defined step in the process by a
contribution to the overall quality characteristies of the

product.

* For all unit operations their contribution to achieve the
overall quality characteristics of the product shall be
defined,

Unit Operations (2)

* Equipment properties, process parameters to be achieved,
settings of key equipment, and other factors that are
instrumental to reach the necessary contribution of the unit
operation are considered critical process steps or
parameters which shall be defined and their role in the
process verified during validation.

* Acceptance criteria shall be established for critical process
steps and parameters,

* Facilitics, systems and key equipment shall be qualified to
correctly perform in the unit operation.

User Requirements for Facilities,
Systems, Key Equipment (1)

+ Suitability of the facility for the unit operation to be
performed therein (e.g. cleanroom with sufficient
segregation to achieve the required cleanliness conditions).

Suitebility of the system, or equipment to achieve the
intended outcome of the unit operation (¢.g. water system
delivering water of the required purity, sterilizer which
performs suitable sterilization cycles for the type of
product to be sterilized)

User Requirements for Facilities,
Systems, Key Equipment (2)

« Suitability of the equipment to be operated under the
conditions as required (e.g. filling equipment serviceable
without routinely bresking cleanroom segregation).

* Cleanability or sterilizability of the equipment as required
in the unit operation (e.g. equipment with CIP/SIP
equipment to avoid aseptic handling).

 Compliance with applicable ISO and/or GMP requirements.




Design Qualification (1)
+ the required functions of the item.

« the essential parts including for example piping,
electric wiring, valves, switches,

+ any essentia! controlling instruments with a
specification of the required precision and
calibration requirements.

+ any required safety features.

Design Qualification (2)

« any required handling or maintenance features (e.g.
cleanability, sterilizability, servicability).

+ materials of construction.

* required compatibility with facilities, utilities and
services to be supplied by the user.

» the extent of documentation necessary to be
supplied for installation, operation, maintenance.

* the extent of training to be supplied to the
operators.

Installation Qualification (1Q)

+ 1Q shall include, but not be limited to the
following:

« installation of piping, electric wiring, valves,
switches, instruments checked to current
enginecring drawing and specifications; (Change
Control).

« verification of compatibility with facilities,
utilities and services.

Installation Qualification (1Q)

» completeness of the installation with availability
of all required instruaments and safety features.

« documentation of any modifications to facilities,
utilities and services needed to install the system
or equipment,

+ collection and collation of supplier operating and
working instructions and maintenance
requirements; (Change Control).




Installation Qualification {IQ)

« calibration requirements; (Change Control).
« verification of materials of construction.

+ a formal report attesting correct delivery

and installation, signed by supplier and user.

Operational Qualification (OQ)
* OQ shall include, but not be limited to the following:

* tests to verify the specified functions of the facility,
system, or key equipment under expected
operational conditions and at the defined upper
and/or lower limits of performance;
(Requalification).

+ documentation of any setting of switches,
controllers, gauches etc. or necessary to achieve
the functions as specified; (Change Control).

Operational Qualification (OQ)

¢ documentation of any setting for facility systems,
utilities and services needed to achieve correct
functionality (Change Control).

* tests to verify the functionality of all safety features; (Re-
qualification).

+ calibration of all measuring equipment in accordance with
calibration requirctnents; (Maintenance).

Operational Qualification (0Q)

+ verification of suitability for operation and
servicability under the conditions as required.

« verification of cleanability and sterilizability as
specified.

+ training of operators and service personnel as

specified.

+ a formal report including official release of the
facility, system, or key equipment for performance
qualification.




Performance Qualification

+ PQ shall include, but not be limited to the following:

= tests using productions materials, qualified substitutes or
simulated product to verify the specified outcome of the
process consucted in or by use of the facility, system, or
key equipment under operational conditions and under
defined worst case conditions; (Requalification).

* documentation of any setting for facility systems, uttlities
and services needed to achieve correct output of the unit
operation within the process (Change Control).

Performance Qualification

= setting of operating limits for control instruments, (Change

Control),

specification of necessary in-process controls including
{imits of accepiance.

accumulation of monitoring results demonstrating the
facility, system, or key equipment to achieve the specified
process conditions homogencously throughout the process
and consistently in repeated process runs; (Revalidation,
Change Control).

Performance Qualification

* documentation of monitoring results and setting of
monitoring plans including sites, frequencies and alert and
action levels; (Change Control).

+ finalization of operating procedures and cleaning
procedures; {Change Contro!),

« finalization of preventive maintenance requircments and
schedules; (Change Control).

« specification of requirernents and frequencies for re-
qualification (Re-qualification).

Qualification of Established (in-
use) facilities, systems, and
Equipment: 1Q

mstailation of piping, electric wiring, valves, switches,
instruments checked to current engineering drawing and
specifications; drawings updated to reflect actual situation
where necessary.

verification of calibration requirements.

actualisation of operating and working instructions and
maintenance requirements where necessary.

veriftcation of materials of construction for any
modifications which may have not been documented.




Qualification of Established {in-use)
facilities, systems, and Equipment:
0oQ

tests to verify the specified functions of the
facility, system, or key equipment under expected
operational conditions and at the defined upper
and/or lower limits of performance.

= documentation of any setting of switches,
controllers, gauches etc. or necessary to achieve
the functions as specified.

Qualification of Established (in-
use) facilities, systems, and
Equipment:

oQ
+ documentation of any setting for facility systems,

utilities and services needed fo achieve correct
functionality,

« tests to verify the fimctionality of all safety
features.

« calibration of all measuring equipment in
accordance with calibration requirements.

Qualification of Established (in-use)
facilities, systems, and Equipment:
PQ

* tests using productions materials, qualified substitutes or
simulated product to verify the specified outcome of the
process conducted in or by use of the facility, system, or
key equipment under operational conditions and under
defined worst case conditions.

* documentation of any sctting for facility systerms, utilitics
and services needed to achieve correet output of the unit
operation within the process.

+ verification of setting of operating limits for control
instruments.

Qualification of Established (in-use)
facilities, systems, and Equipment:
PQ

* verification from monitoring results that the
facility, system, or key equipment achieves the
specified process conditions homogeneously
throughout the process and consistently in
repeated process runs.

« verification of operating procedures and cleaning
procedures.

« verification of preventive maintenance
requirements and schedules.




Re-qualification, Change Control

*+ The function of the facility especially items
marked “quality control” in the gualification
outline above, system or key equipment shall be
requalified to a defined depth at a documented
schedule.

+ Changes to the system, especially to the items
marked “quality control” in the qualification
outline above shall be evaluated in a formal
change control procedure (to be discussed).

Sterility Testing Results for
Biologics in Japan, 1948 - 2000

Current Topics in Japan

* GMP requirements for products derived
from human/animal cells or tissues (April,
2001)

+ Implementation of ICH/Q7A
{November, 2001)
* International cooperation

ICH/Q6A Guideline

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

* Feasibility study in Japan (1998-2000)
—Periodic/skip tests
—In-process tests
—Parametric release




Parametric Release for Health
Care Products in Japan
+ Medical devices: PR is mandatory for

terminally sterilized products, except for
EOG sterilization.

» Pharmaceutical products: PR is being
introduced,

Finished Pharmaceutical Products
in Japan (1984-1999)

Clanges of Tetal Production/Impart of
Finhwd Pharmaceuticsl Products in JAPAN {1984-1999)
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