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SCHEMA OF JOB DIEISCRIXIPTION
POGLIOD AND MEASIES VACGCCINE PRODUGCTION

QUALITY CONTROL BUREAU

(HD.Benny Kaligis)

|

|
!
|
i
|
|
¥

QUALITY
DEPARTHENT

CONTROL

PRODUCTION DIRECTOR

{¥et) J.

¥
VIRAL VACCINE PRODUCTION BUREAU

Sutaryo,58.

(MD) Ina Madiadipura,56.

i
i
- S
POLIO PRODUCTION DEPARTMENT
(MD) Harry Kartini,39.
1

|
!
|
!
{

I

|

Y
BULK

PREPARATION

(T)Wawan H,21.
(7)03ji R,23.

(7)Hidayat 's,23.

(T)Yudi K,21,

() badang <, 2t

"(F‘) Asef S,
(Ps) Engkes K,

¥
—- MONOVALENT BULK
PREPARATION
— BLENDING
- FILLING

SAFETY TEST

(Vet)Samiarso L,28.(T)Ai Hasanah,21.
{T)Cecep D,28. (T)Atik s,27.
{TJAhmad A, 28. (T)Iwan S,24.
(T)amin , 24. (T)Aceng 8,25

(¢5) [man {rs) pedt H,

. (Ps) Ronny

(fs) guyv
(Ps) Yad:

¥
TISSUE CULTURE -

v
VIRAL TESTING

{T)Itjeu,51.

(Ph)Dori U,27.
{(T) .Ukay 8,24.

|

i

Y .
NEURC

VIRULENCE TEST

(Vbt)Agus W,32.
{ T dAsep 8,

{T) Ratnasih,25.

|
|

1 4
MEASLES PRODUCTION DEPARTHENT
{HD)Erman Boedisetianto, 40.

i .

o

v v
-~ BULK ~POOLING
PREPARATION -FILLING

~-FREEZE DRYING

(T)Castam-F,46. (Ph)Yuliman, 30.
{T)Juhana, 25, (T)Achmad S,25.
\ (T)vWawan S,25. {H)Af fendi, 26.
COMMON "USE (T )M.Fathan, 24. (K)Dede ¥, 26.
(®)Yayan,20.

Y

ANIMAL HOUSE

(Vet) Sugeng R,

( T ) Syamsudin Pane

Keterangat:

£S5 = Primary School

PH = Primary High School
SH = Secondary High School
M = Mechanic

T = Technician

B = Biologist

Pt = Pharmacist

V = Veterinarian

MO = Medical Doctor

¥
GENERAL
SERYVICE

(M+)Tono B.W,28,

(H)Didin,22.
(K)(beny §,24.

{K)Komawirya,22.

“(H)Atep K,20.

. (H)Asep A,21.

(M) Tatang K ,23.

¥
MEDIUM

PREPARATION
& WASHING

(B)Basit $,40,

(T)Gaos §,49.

A
LABELLING &
PACKAGING

(SH)Dede R ,25.
{SH)Dadang 7.A.28,

(P5)Sadii, . (SH)Endang R,2z.
(W+)Dadang J,26. (SH)Ika,21.
(SH)Suwanda,25. (SH)Reni,23.
(M)Rudiana,28. (SH)Oom ,24.

(M)Wawan R,28.
(SH)Entis 8,21
(H)Asep 8,23.

(M )Susmadi,z0,
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2. Department of Polio Productionh &D&EEl
July 28 1992

Review and Tentafive Schedule for the OPY Production in Bio Farma

On the 27th and 28th of July 1992, polio staffs of Bio Farma,
experts from JPRI and Japanese mission reviewed briefly about past
technological development in Bio Farma and planned for interchange of
personnel and production schedule in near future and discussed about
problems.

1. Progress of technical.transfer.from JPRI up to July 1992
1-1 Indonesian c/p.visited JPRI
. . _ _
Name Period _ Disciplines

Dr.Ina A.Madiadipura Apr.26 - Dec.15, 1989 Production(Prod)
Quality control

(QC)
Dr.Harry Kartini S.
.Iskandar Nov.27,1989 - MNov.15, 1990 Administration
) (Admi)
Prod QC
Mrs.Itjeu 1. Salim Jan.19 - Jul. &, 1990 Prod QC

Dr.Agus W. Widayanto 0ct.12,1990 - May 17, 1991 NVT qc

Mr.Wawan Hermawan . Jun.17 - Dec.12, 1991 - Prod  QC
Dr.Benyamin Kaligis Jan. T - Feb.29, 1992 Admi QC
Dr.Samiarso Laksono Apr. 6 — Aug.28, 1992 Qc NVT
Mr. 0ji Rojikin Jun.15 - Oct.14, 1992 Prod QC

* Period stayed only JPRI, not indlude period of orientation and
language training in TIC and staying other laboratory

1-2 JPRI expert viéited Bio Farma

Name Period Disciplines
Dr.Yutaka Doi Jan.11 - Feb. 3, 1990 Admi
Mr.Yoshio Tano tay 10 - Aug._ﬁ, 1990 Qe
Mr.Hiroshi Yarimizu Sep.27 —~ Dec.26, 1990 Prod qc
Mr.Hitoshi Horie Jan.28 - May 10, 1991 Qc
Dr.Toshio Karasawa Apr.25 - Sep.30; 1991 Prod Qc

-1 -
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Dr.Shinobu Abe
Mr.Hiroshi Yamamoto
Dr.Yutaka Doi

Mr. Isann Takekuchi
Mr.Hideo Ohyama

Mr.Hiroshi Yarimizu

------------------------------------------------------------------------------------

Dr.Shinobu Abe
Mr.Keishi Sato

Mr.Hitoshi Horie

. Sep

Aug

Sep.9,1992 - Jan.30,1993

1981

.24 - Dec.23,

. 6 - Jun. 4, 1992
. 1 = Apr.29, 1992
.1 - Jun.30, 1992
.1 - Jul.31, 1992
.27 - Dec. 26, 1992
.23 - Oct.24, 1992

Jan.21 - Apr.20,1993

1-3 Progress of production and QC

Qe NVT
Prod Qc
Admi
Kitchen
Media

QC Prod

Qc NVT
Prod

Qc

Trial production has started since Apr. 29, 1992 sacrificing

2 cynomolgus monkeys per week for Sabin type 1 virus culture

1-4 Establishment of NVT laboratory and accumulation of average

lesion. score for WHO NVT reference viruses

Sabin type 1 virus (80+2) - -2 times

Sabin type 2 virus (50+2)

Sabin type 3 virus {50+2)

2 times

1 times

2. Share of procurement on the indispensable materials in future

2-1 By JICA

a. Frozen clean green monkey kidney cells

b. Adult geen monkeys for breeding

c. Polio seed viruses

d. Poliovirus AS and diagnostic reagents until Bio Farma can

prepare themselves

2-2 By Bio Farma

a. Aniwals (cynomolgus monkeys, rabbits ect.)

4_2_
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" b. Media

c. Chemical reagents (including proteoclytic enzymes and vaccine
stabilizer)

d. Calf sera
e. Glasswares and plastic containers
f. Filters (for media filtration and laminarflow systems)

g. UV lamps etc.

3. Sending of Indonesian trainee to JPRI in FY1992

Dr.Samiarso Laksono Feb.18 - Sep. 1, 1992

Hr.0ji Rojikin Jun. 8 - Qct.17, 1992
Mr.Dori Ugijadi Aug.24 - Dec.22, 1992
Mr.Hidayat Supriat Jan. - Apr. 1993

4. Visiting of experts from JPRI in FY1992 and 1993

See attached sheet

5. Plan in FY1992
5-1 Production .
Sacrificing 2 - 3 cynomolgus monkeys per week, single virus
~ harvests and fundamerital data will be accumulalted.

5-1-1 Establishment of screening technology for the selection of
clean cynomolgus monkeys

5-1-2 Estimation of average virus yield (virus titer and volume) from
a clean.monkey :

5-1-3 Estimation of monkey mumber shall be sacrificed to produce
expected TOPV production

5-1-4 Accumulation of single virus harvests for each type to make
monovalent bulks '

5-1-5 Training of monovalent pool production using type 1 and type 2
Japanese 0K'ed virus pool donated through JICA

5-1-6 Producltion of Bio Farma's monovalent bulks for each type virus

_3_.
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5-2 In process Qc

5-2-1 Preparation of materials to be used for QC

1) Preparation of viruses other than polioviruses such as,SV40,
5V5, Measles, Herpes simplex, simian immunodeficiency

2) Banking of adventitious agent free cynomolgus monkey kidney
cells

3) Bamking of contimious cell lines such as, Véro HEp 20, GHK 2
“dnd Hela

4) Preparation of concentrated and purified pollov1rus 1mmune
antigens .

5) Preparation and standardization of enough volume of anti-
poliovirus rabbit sera

5-2-2 Start of green monkey breeding in Captivity
5-2-3 Establishment of in process QC technigque

1) Observation of 25% control cell cultures and grading of
single harvest

2). Detection of CPE agents in the TCF and VCF using cynomolgus
monkey kidney, green monkey kidoey, rabbit kidney and Vero
cells
3) rct and d marker tests
4) HNeurovirulence tests in cynomolgus monkeys

a. For WHO NVT reference type 1, 2 and 3 viruses

Data shall be accumulated not less than 4 times for each
type

b. For Indonesian NVT reference type 1, 2 and 3 viruses

6 Plan in FY1993
Reviewing the data from FY1992, monkey to be sacrificed shall be
incleased
6-1 Production of monovalent bulks
Two monovalent bulks for type 1 and a monovalent bulk for type 3

The volume shall be scaled up than the bulks prepared in 1992

6-2 Production 2 lots of TOPV
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1) TGPV Lot 1(2 - 3 filling batches) Aug. 1993
40L/batch x 2 or 3 batches 10 doses/vial
800,000 - 1,200,000 doses

2} TOPV Lot 2(3 - ¢ filling batches) Mar. 1994
40L/batch x 3 or 4 batches 10 doses/vial

1,200,000 - 1,600,000 doses

T._Problems

7-1

T-4

7-5

7-6

T

Constant supply of young and clean cynomolgus monkeys for

production and pregnant or baby monkeys for cell culture test

Constant procurement of mycoplasma and hovine virus free and

poliovirus inhibitor less calf sera

Procurement of large glassware and Roux bottles for cell culture
Selection and decision of TOPY stabilizer

Decision of materials for filling works(vial, rubber stopper,
alluminum cap)

Amount of vaccine doses to be filled in a vial and volume of one
dose

This conditions should be refrected considerably to the capacity

of production, cost of final preduct and the space of storage and

transportation

Discussions between Bio Farma and FDA of Indonesia about national

control system on the domestic measles and polic vaccines
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Jul, 28, 1992

A tentative scheduls for the production and dlspatch of expart from JPRI

Expert from JPRI ‘Nain works in Bio Farma
19927 4
51 027
6
7| | Mr. YARINIZY
------ “(QC. NOMOV. BULKY -o-oomeremrmssemcs s o gt
8 . 023
9 ? v. ABECYND) Type 1 Bulk ) VCF
----------------------------------------- T - < _ }from'
10 Type 2 Bulk/ JPRI
----------------------- Nr, SATOH---++-24----mmeeeee
11 (CC, VC. :
----------------------- - Homov, Bulk)------------rs :
12] L26 i © Type I Bulk
1993/ 1 o2l - o Type 3 Bulk
.......................... 030 PO R
2 Mr.HORIE | :
il At e (QC. Lmm Ag- T e e e e
3 . As ) o Type 2 Bulk
KN 120
5| [Hr UliTA(V!D) A Trial mixture
------ -(SIV. Foany --
& Ag As)
......................... 0.1 B T -4y P U
71°s 29
-------------------------- Hr, SATOH- -+ Qe emeeee
8 (Tgm)f, Bulk @ TOPY 1
g ' _ © Type 1 Bulk
---------------------------- 30-- - B, YAMAMOTO-{---- v cosmerbosmmmemmees frmrssns e e
10 (TOPY. Bulk)
11
12] o186
1994,/ 1
------ -1-Hr. ABE(VHD)
2 | | QT, T0PY)
3
4| 1
5
6
i o Type 3 Bulk
8
9 o Type 2 Bulk
10 © 0PV 4
11
12 © TOPY 5.
1995,/ 1
2 © TOPV §
3 .0 Type 1 Bulk
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EYALUATION OF HONKEY USED FOR PRODUCTION

Code of o Not 0 K Body Weight
Fat No. Neph Origin '} 0 K % of
Honkey appearance of -CPE| CPE CPE oK 0 K Honkey
<07 7 < DY > D7
a(-) 1 C Cé cianjur - D3, 2,4 H
2 Cc 25 Primaco 1 - - 1,4
. T 1]FE0% T
3 DCsS3 Cianjur 1 1,7
q CCs4 Cianjur | bio 3,1 -
g(h) i £ 10 Primaco - D& 2,6 -
2 E 18 Primaco - Dio 2,0 243,751
3 E 22 Prinaco - D11 , '
4 E 44 Primaco - 04 2,6
. 241,63~
5 E 47 Primaco - D4 1,9
6 E 50 Primace - 013 2,9
7 F 4 Sumatera 1 1,2
8 F o1l Sumatera 1 1,6
9 F 12 Sumatera - D12 0,5
10 G 18 Sumatera 1 1,0
i
11 H 2 Sumatera 1 1,6
12 H 7 Sumatera 1 : x,5
. ]
e Ty Py P T TP PO LU SIS S SN FE——
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opy PRGO

1. Screening of monkeys

DUETION

Code no of monkey No. of monkeys | No. of No. of Precéntage
Sample Tested | FaT -/t | of Neg monkey
f 45 45 10 22.2%
B 41 41 15 36.6%
3 - 20 4 20.0%
C 40 40 6 15.0%
cC & & 1 16.7%
CCU 3 3 ¢ 0
0Cs 6 6 2 33.3%
E 50 49 6 12.2%
F 22 14 5 35.7%
G 27 26 2 7.6%
H 175 156 15 9.6%
I - &0 2 3.3%
Total 466 68 14.5 %
2. Production of 22 batches :
vol of Cell Suspension / m = 6.0 1t
Vol of Virus suspension / m = 4.2 1t
FaT (-} Monk = 3.271t
3. Productien Control :
~ Dbservation of 2$ % Control-bottles
- Virus testing
- RCT Marker test
- Results attached
4. NVT z
Training : 2x  {Type 1, Type 2)

Qualifying Test

1x Type 3 {Not vet finished)
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PROGRESS RECORD OF POLIVIRUS TYPE

_o:I-. SINGLE HARVESTS
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1 25 % Cell
Honkey (Sex [Body [bate | Monkey Anti Produ- |Date |Cortex|Cells Control |VCF
Ho Wei- | of | Origin bodies |ction | of (Weight [Suspen Yol

ht  [Arri- vs Code MNeph tion | HAd CRE ({1t}
kgq) [val rect vol(l (140)
FV |5V s e |0 D T
- §__ 40 L x 10 4 |14
_ 11-5 ) 4-29 5.4
C32 H _4 & 21 Primaco ¥ 192014a ) 92 7.6 [(0.99) i~ [ND + 3.6
11-5 . : 4-29 6.0
c23 F 4.5 F1 Primaco + 19201B§ 92 8.5 {£{0.99} |- |ND + 4.0
11-25 . 5-7 8.8
CCo F 2.4 | 9 Cianjur | - 1920241 92 | 11.9 [(0.94) |- |nD | + 6.3
1i-5 . 5-7 4.2
c25 M 1.6 | 91 . Primaco - 192028 .92 4.8 [{0.79) |- - - 2.8
: 3-17 | 5-13 5.5 | _
DCS3 | H 1.7 92 Cianjur - 192034 ) 92 6.8 [{(0.86) |- - - 3.8
e I ESS VAN I . 5-13 8.5 -
0LS4 F 3.1 92 Cianjur - 192038 92 10.9 [(0.89) |- - + 6.3
4-27 | + 5-20 7.7
7 E10 F 2.6 92 Primaco - 192044 | 92 7.7 |(0.70)} |- |ND + 5.0
. la-27 + 5-20 7.9
E18 F. 2.0 92 Frimaco - 192048 | 92 7.9 |(0.70) - [ND t 5.4
Ct4-27 + 5-27 8.2
€22 | F [ 2.1 92 | Primaco | - 192054192 | 7.0 [(0.60) |- [n0 | + 5.7
_ 427 + 5-27 " l10.5
Ed4 F 2.6 92 Primaco - 1920581 92 9.0 [(0.60)1- IND + 7.0
’ 4-27 ) ¥ 6-3 6.3
£47 F 1.9 92 Primaco - 19206A] 92 7.8 [{0.99)]|- [ND + 4.2
4-27 : + {63 6.7
E50 y 2.9} 92 Primaco | - 192068{ 92 8.6 [{1.03)}- | - | + 4.4
4-28 . + &-10 3.5
F4 M 1.2 | 92 Sumatera] - 192074 92 3.7 |(0.85) |- | - - 2.2
- 4-78 + l6-10 6.1
F1l1 H 1.4 92 ‘Sumatera| - 192078] 92 5.3 |{0.70) |~ - - 4.3
4-28 + &6-17 1.4
Flz F 0.5 92 Sumatera| - 19208A} 92 2.1 |{1.20) |- [ND + 0.6
) 5=6 ’ + 6-17 2.1
_G18 H | 1.0 | 92 | Sumatera} - 192088 92 3.1 J(r.i8) |- | - - 1.2
' 5-20 + 6-24 5.6 -
H2 M 1,61 92 Sumatera| - 19209n| 92 5.9 {(0.84) - ~ - 3.9
5-20 S 6-241) 7.0
H7 i 1.5 | 92 Sumatera} - 192098 92 5.0 |(0.57)} ]|~ - - 4.7
i .. §-20 : 71 4.0
H44 | F 0.8 | 92 | Sumatera} - 19210a| 92 3.0 |(0.60)
_ 5-20 | s 7-1 12.3
Hiz iy} 1.7 | 92 Sumatera| - 192108} 92 | 8.4 [{0.55)
: 5-20 | - + 7-8 5.0
Ha2 | H | 1.8 | 92 Sumatera| - 192114} 92 6.8 j(1.22)|
o |5-20 o ¥ 7-8 3.0
Her | F ] 1.0.] 92 | Sumateraj - | 192118] 92 } 3.7 j(1.10) R




_PROGRESS RECORD OF POLIVIRUS TYPE
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. . S ' r. 25 % cell
Monkey |Sex |Body |Date | Honkey Antil Produ- {Date [CortexiCells Control |[VCF
No Wei- of Origin . bodies ction of (Weight |Suspen [ Yol
ght Jarri- vs Code = [Neph tion | HAd CPE, |(1t)
" lval rect vol(l {140)
FVY |5V ..o (D
3 |40 X 10 4114
5-20 : 7-16 3.2
H45 | F 0.6 92 | Sumateral t 192124 | 92 | 3.8 [(1.08)
_ 5-20 : o |7-16 4.8
Hag | 1.5 92 | Sumatera| * 192128 | 92 | 6.2 |(1.16)
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3. Depariment of Measles Production» & D %i#s

|
[ : . .
, PROGRESS REPORT FOR MEASLES VACCINE PRODUCTION

I. RESUME OF PRODUCTION RESULT OF MEASLES BULK AND VACCINE.
1.July 1991 to Dec.19%1: '

- Single harvest : 7 batches from 13 batches (=53%)
- Clarif.of Bulk : 5 batches from 7 batches {(=71%}) {Avrg.=58%}
- Fihal Product : 3 batches from 6 batches (=50%)
=Vaccine)
2.Jan.1992 to July 1992:
- Single harvest : 14 batches from I8 batches (=77.7%)
- Clarif.of Bulk : 5 batches from 10 batches {(=50%) {Avrg.=67.5%)

- Final Product : 3 batches from 4 batches (=T75%)
{=Vaccine) ] _

1I.PROBLEMS.
i. Technical : - contamination.
- not enaugh'equipment/material, for example :
~.small pooling tank { 40 L , 60 L ) ,
~ siphon ,
- uniform III.
2. Trouble of Equipment : - Facfory_fault.

- Not enaugh spare part.

III.SOLVE THE PROBLEMS :
1. Technical:- Still need short term expert to assist during start
the commercial production. '
- Counterpart training. in Biken.
2. Trouble of Eéuipment : .
- Need calibration/Validation equipment.
~ Counterpart training in Factory of equipment.

-~ Enaugh spare part.

IV.TENTATIVE ANNUAL ROUTINE PRODUCTION OF MEASLES VACCINE & BULK.

VACCINE : 1,000,000 VIAL/YEAR ———> 30 BATCHES @ 331000 VIALS
x 3 ml- ‘
30x FREEZE DRYING
. l { 30 WEEKS )
FINAL BULK ; 3,000,000 ml

P —

: 10 (  dilution rate )}
BULK : ?906800 mni-————r-—— % 502 —_— 450 L.

15 L / BATCH

30 BATCHES
EXPLANTATION 30 x (= 30 WEEKS)
OF EGGS P e e m — oo - :
SPF EGGS NEEDED : . .. . — o o oo o e oo 20 30 x 100 EGGS (=3,000 EGGS)
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CONCLUSION OF DISCUSSION FOR MEASLES ( BULK & VACCINE ) PRODUC-
TION ON JULY 27,1992

I.PROBLEM & SOLVE THE PROBLEM.
1.Contamination ; the cause is technical work.
5till need training ; - in Japan : counterpart training.
; in Indonesia : short term expert.

{ 2 expert/year }

2.Request for schedule of short-term expert: for Measles Production

1993 - 1994

.1

6 7 8 98101112y 1 2 3456 789

Item:

[y
o]
[}
e
o

1.Routine Mea-

sles Bulk Prod &«—» «—p .S
{large scale)

Z.Houtine Mea-
sles Vaccine « » ) &« » K
Prod.{ F.D.) _ i ’

Note: 1., Mr.Koyama/dr.Otsuka.

Z. Hr.Okada/Mr.Hara.
3. Need sonme equipment/materials :
- small poeling tank { 40 L , 80 L } : request for 1993.

- siphon & rubber closer : will come in September/October’$z./Aev 'y,

- uniform-III : request for 1993.
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MINUTES OF DISCUSSION (MEASLES VACCINE)
JULY =27 - 28, 13992 :

1, Dr. T. Konobe
2, Mr. K. Mivatake
3, Mr, H. Okada

Present

4, Drs., J. Sutaryo

5, Dr, Benny Kaligis

6. Drs, Maman Hideyaet

7. Dr. Erman Boedisetianto

8, Dra. Antik Tjantika

9. Drh. Lia St. Halimah
10, Drs., Basit Sadifin
11. Drh. Sugeng Raharso
12, Drs. Juliman
13. Drs. Enghus Kuswafa
14. Mr. Tomo Usmadi
15, Mr. Tono Dwi Rusanto

I. Statements :

1, Disinfectant : Bio Farme will try to find in Indonesia
{Pacomn & Envirtont) ' '

2, Japanese Expert {Mr. Ando) wil{ he(p Bio Farman to find c/o
type of chicken. '

3. SPF chichken eggs from vehsindo ecan be used for production
if pass of all monitoring item aend for introduction in
genetically system,

4. Rubber stopper jor using Freeze Drying vaccine

The stability test The weighing test |}
of vaccine of rubber -stopper. |

1
"
]
1
i
1, Daikyo V1I0-75-2 : good
'
E
1
1
1

1

t

]

good :

¥

. 3

2, West 537M/4833/45 good not good !
- ]

1

3. West S8YM/9310/50 not yet good !
¥

1
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! ' 1
1

from Biken ! good ' good : good '
1 1 ) t
1 ] ] 1

from Gibeo : good ' {ess ifower than (a))|
1 ] 1 i
1 1 3 [}

focal serum ! good , good : good ,
1 i 1 1
1 3 1 ]

IL,

Imr.

iv.

Pooling taﬁk 150 [itre : tﬁe‘ﬁearing should be replaced by

fharder one.

Expert dispatch

Two shoert term expe€t annuafly for Bufk Production, Finaf
Product and Quafity Controfl Respectively.

Counterpart Training

1. Counterpart training :

]

~ .

a.

b.

for preparation of antigen and antibody, reangents for
SPF monitoring.

for preparetion of mycoplasma, mycobecteria, fungi and
bacteria; growth test, vialibility test, sensitivity
test,

for Group Treining Course for Biofegical Product
Technofogy with emphasis on Measfes QC and Basic
Technology of GMP Controf, '

For validation and calibration of equipment.

Request for Equipment / Material

1., smalf{ poofling tank {40 L, 60 L : & 2 pcs) request for 1993

2

. uniform III {1 pc uniform : 75 set) request for 1993

smal{ incubator chamber for stabiflity test.
Egg incubator (300 eggs capacity),

Pacoma soflution : 10 Can {( @ 18 fitre}
Vitamin "TannarichA” : 4 can { & 138 fitre)
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4. Bureat of Quality Control A& dEF}

MANPOWER ASSIGNMENT IN QC (July 1992)

Quality control manager

Head of viral vaccine control

Extraneous virus & potency test

{in vitro)

Extraneous virus & safety test

(in vivo)

Tissue culture mainbtenance

Sterility test

Chemical test

SP¥ monitoring/immunological test

Neurovirulence test
Polio QC

Attendant

Total manpower : 21
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Dr. Benny Kaligis
Dra. Antik T.
Drh. Lia S.H.

Ms. Siti Aminah
Mr. Nurdin Wijaya

Mr. Tatang Ridwan
Mr. Nasru Taman

Ms. Rini Karyani

Ms. Dindin Nuryamah
Mr. Dikdik Sodikin

Drs. Engkus Kuswala

Drh. Lia S.H.
Mr. Aman Priyatna

brh. Agus ¥W.W.
Drs. Dori Ugiyadi
Mr. M. Jafar

Mr. M. Sobirin
Mr. Rasman

Mr. Suwanda

Mr. Dody
Mr. Hada
Mr. Mamat



Name

PRAINING IN JAPAN

Duration

Time

Subject

Dra. Antik T.

Drh. Lia S.H.

Ny. Dindin N.
Tatang Ridwan
Aman Priyatna

Rini Karyani.

Drh. Agus W.W.

3 months

6 months

3 months

6 months_

3 months

3 months

10 months

3 months

12 months

Oct-Dec 1988

Oct’90-March'91l

Oct-Dec 1988

Oct'90-March'®9l

Sept-Dec 1989

Sept-Dec 1989
May'91-March'92

Sept-Dec 1991

Oct'90-0ct’91

—205—.

Group training

Basic technology
Counterpart training
Microbiological test

Group training
Basic technology
Counterpart training
SPF monitoring

Counterpart training
Basic technology

Group training
Basic technology

Group training
QC measles vaccine

Counterpart training
Cells maintenance &
Test in cell culture

Counterpart training
Neurovirulence test
& small animal test .



Japanese Expert

Name Subject Duration
Pathological test of QC; Sept - Dec.1993
preparation antigen dan
antibody
Preparation of local refe- April - July 1993
rence, stability test, and
GMP

- Growth test, viability test, April - July 1993
sensitivity test for prepa-
ration of sterility test

~ Maintenance of Bacterial,
fungi, mycoplasma & myco-
bacteria for positive control
of sterility test
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Problems of Quality Control ;

1. Propagation of positive control : RAV-1
. RAV-2
REV
BVD
IBRV
PI 3 ; etc.

2, Purification of Antigen - Ultraconcentrator
- Ultracentrifuge

3. Preparation of Antigen and Antibody
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1.

SUMMARY OF MEETING ON JULY 27, 1992

QUALITY CONTROL

ACHIEVEMENT

Quality Control Test for

1. Production of test vaccine lot.

2, Production of working seed lot.

3. Production of bulk materials.

4., Production of final product.

PROBLEMS

a. Preparation and supplying of reagents for monitoring of
SPF -~ chicken flock.

b. Preparation of antigen and antibody for testing of routine
production of bulk and final product (measles Ag & Ab}.

c. Purification of antigen by Ultraconcentrator and Ultracen-
trifugation and other methods.

d. Propagation of viruses for positive control test such as

RAV~-1, RAV-2, REV, BVD, IBRV, PI3 viruses, eltc.
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5. EQUIPMENT

a. Small Incubator Chamber for Stahility test,

b. Egg Incubator (200 eggé capacity).
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5) Department of Animal Breedings & D%

CONCLUSION MEETING 27— 7'—1992

- Procentage of SPB chicken eggs embryonated alwost same with in Biken.

- Disinfectant (Pacoma and Baviront) should be tfied to find in Indonesia (import
or change to another disinfectant that usually used in breeder farm in Indonesia.

- SPF eggs (/0 homozvgotes type that Bio Farma request are not available because
embryonated eggs very low caused by inbreeding.

~ Mr. Ando will help us to find C/0 type chicken in Bio Farma.

- SPF chicken eggs that seed from Vaksindo can be used for production if pass all
of monltorlng items; and for introduction in genetically system.

- Autoclave, in new facility.

Material request :

- Pacoma solution 10 Can 8 18 liter

- Vitamin “Tannarich” 4 Can @ 18 liter
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THE MINUTES OF DISCUSSION
BETWEEN THE JAPANESE ADVISORY SURVEY TEAM
AND THE AUTHORITIES CONCERNED OF THE GOVERNMENT OF
TIE REPUBLIC OF INDONESIA
ON THE FUNDAMENTAL TEGHNOLOGY TRANSFER PROJECT
FOR PRODUCTION OF LIVE ATTENUATED
MEASLES AND POLIOMYELITIS VACCINES

The Japanese Advisory Survey Team (hereinafter”referred to
as "the Team") ongan17ed by Jabqn.lnternational Cooperation
Agancy (hplelnafret referred to as "JICA") and headed by Dr.
Takeo Konobe, Director, Kéhonji Institute, <the Research
Foundation for Microbial Diseases of.Osaka UniverSity, visited
the Republic of Indonesia from July 22 to July 30, 1992 for the
purpose of rveviewing the aclivities concerning ‘the Fundamental
Technelegy Transfer Project for Production of Live Attenuétéd
Measles and Poliomyelitis Vaccines (hereiﬁdfter referred to as
"the Project”) and discussing the future impiementation'plan‘df
the Projectl. _ '

During its stlay, the Team exchanged views and had a series
of discussions with Perum Bio Farma about the activities and
implementation of the Project. _

As a vesull of the discnssions, hoth sides agreed upon the

malters referred to in the document attached hereto.

(é Bandung, July 29, 1992

-

e Kol ~

Pr. Takeo Konobe Drs. Darodjatun, MBA

('/7 o Leader, President Director
§§%%r~ Advisory Survey Team Perum Bio Farma ( _‘
ey

Japan International

Cooperation Agency
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7.

GENERAL REVIEW

The Project has been started from first of September
1989 for five-years for the purpose of Fundamental
Technology Transfer for production and quality control of
live attenuvated measles and poliomyelitis vaccines in Perum
Bio Farma, the Republic of Indonesia.

In accordance with the Record of Discussions signed on
9 of June, 1989 by both sides, JICA has dispatched 3 long-
term experts and 30 short-term experts to Indonesia and has
accepted 21 counterparts for training in Japan, and supply
necessary equipment also has taken important steps, for
smooth_implementation of the Project.

Both sides reviewed the activities of the achievement
made so. far with regard to the implementation of the
Pfojeet. Thus, based on the common recognition of the
present state of the art of the Project, hoth sides
confirmed the continuous cooperation between the Japanese
and Indonesian Governments for the further progress of the

Project.
ACHTEVEMENT OF TENTATIVE SCHEDULE OF IMPLEMENTATION

The technical cooperation activities under the Project
which have been carried out in Fiscal Year 1989, Fiscal Year

1990 and Fiscal Year 1991 are presented in ANNEX I, II and

A Kﬁ\jﬁ(

TI1.
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[11. SPEGIFIC DISCUSSIONS

Al MEASLES VACCINE

1. Pisinfectant {Pacoma & Environt) : Bio Farma will try to
find in Indonesia. Biken will advise the téchnﬁcal data of
disjnfectant and alternatives if available.

2. Japénese Expert (Mf. Ando) will help Bio Farma to find C/0O
type of chicken. |

3. SPF chirken eggs from Vaksindo can be used for production
if pass of all monitoring item and forrintrdduction in
genetically systen.

4. Rubber stopper for using Freeze Drying yacbing :

' lubber stopper i The stability test | The weighing test !
! ! of vaccine i of rubber stopper |
T LR e oo e !
V1. Daikyo VIO-75-2 H good ! good !
1 1 1 ]
] ] t ]
V2. West S8iM/4833745 goorl H fair !
1] ¥ N i 1
] ] ) . ]
1 3. West S$87M/9310/50 _ not yet A good !
! : .} ({waiting resull) | :

* All the rubber stopper are meeting the requirement with certain
grade of quality.

Test of Calf Serum

2]

good

1 i ]
H 1 i
) . 1 1]
voa. from Diken gond ! good H
I 1 1
1 1 . 1
i b from Gibeo good ' faiv lower than(al* |
; ) . ;
i c. local serum good ' good good ¥%} )
: - : :
Note : %) In general all calf serum are passed the test.

*%) Local serum need more investigation for virus contami-

naljon.

3 %&M@;- _
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Expert dispateh

Two

times short term experts will be dispatched annually for

routine Bulk Production, Final Product and Quality Control.

Connlerpart Training

[

1.

for preparation of antigen and antibody, reagents for SPF
monitoring.

for preparation of mycoplasma, mycobacteria, fungi and
bacteria; growth test, wvialibility test, sensitivity
test.

for Group Training Course for Biologicatl Product
Technology with emphasis on Measles QC and Basic

Technology of GMP Control.

Request for Eduipmenl/ﬁaterials for 1993

[ ]

Smail Pooling Tank 40 I, and 60 L : @ 2 pes.
Uniform TI1T {1 pe uniform) : 75 set.

Smali Incubator Chamber (climatic chamber) for
stability testl {4°C and 37°().

Egg dIncubator {300 eggs capacity).

Pacoﬁa solution : 10 Can {( @ 18 litre}

Vitamin "Tannarich" : 4 can { @ 18 litre)
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B. ORAL

POLIO VACCINE

. Progress of technical transfer {rom JPRI'up to July 1992

]

1.1. Indonesian c/p visited JPRI (See Annex 11I)

1.2,

1.3,

JPRI experlt visited Bio Farma (See Annex I)

Progress Of production and quality control

Tria] prodﬁctjon has been starterd since April 29,
1992 sacrificing 2 cynomnlgus monkeys per week for
Sabin tfpe 1 virus culture.

Establishment of NVT laboratory and accﬂmuiation of

average lesion score for WHO NVT reference viruses.

Sabin type 1 virus {80 + 2) 2 times
. Sabin type 2 virus (SO + 2} 2 times
Sabin type 3 virus (S0 + 2) 1 time

Share of procurement on the indispensable materials in

fature.

2.1.

By JICA

a. Frozen clean green monkey kidney cells

bh. Adult green monkevs for breeding

c. Polio seed viruses

d. Poliovirus AS and diagnostic reagents among others
SI1V antigens until Bio Farma can prepare

themselves.

By Bio Farma

a. Antmals {cynomolgns monkeys, rabbits, etc.)

b, Media

v, Chemical reagents (including proteclytic enzymes

aml  vaceine stabilizer)

(93}
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d. Calf sera

¢. Glasswareées and plastic containers

f. Filters {for media filtration and laminar flow
systems}.

g. UV lamps, etc.

Sending of counterpart

3.

3.

1.

2.

Fiscal Year 1992
Mr. 0ji Rojikin June.B ~ Oétober 17, 1992
Mr. Dori Ugiyadi August 24 - December 22,1992
Mr, Hidayat Supriatna January - April 1993

Fiscal Year 1993

Bio Farma requests to send 3 to 4 persons.

Visiting of experts from JPRT in Fiscal Year 1992 and 1993

{Ses

Plan

5.

1.

attached sheet).

in Fiscal Year 1992

Production

Sacrificing 2-3 cynomolgus monkeyvs per week, single

virus harvests and fundamental data will be

accumulatéd.

3.1.1. Establishment of screéening technology for the
seléction of clean cynomolgus monkevs.

Estimation of average virus yield {(virus titer

Wh
—
N

and volume) from a clean monkey.
5.1.3. Estimation of monkey number shall be
sacrificed Lo produce expected TOPV

production.

1)

At K(}J/A
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5.

5.1.4. Accumulaltion of single virus harvests for each
tyvpe to make monovalent bulks.

Training of wmonovalent poel producticn using

o1
—
[S4]

type 1 and type 2 Japanese OK'ed virus pool
donated through JIGA.

.1.6. Production of Bio Farma's monovalent bulks for

[Se]

cach type virus,
In process gquality control
5.2.1. Prepafation of materials to be used for
quality_controi.
1}). Preﬁaration of viruses cher than
polinviruses such as 5V40, 8V5, Measles,
Herpes simplex, simian immuﬁodeficiency.
2). Banking of adventitious agent free
cynomolgus monkey'kidney cells.
31. Banking of cvontinuous cell lines such as
Vero, HEP-2C, GMK-2 and Hela..,
4). Preparation of concentrated and purified
peliovivus immune antigens.
5. Prepafation and standardization of enough
valume ¢f antipoliovirus rabbit sera.
5.2.2. Start of green monkey breeding in captivity.
5.2.3. Establishment of in process 'quality control
technique.,
1). Observation of 25 % control cell cultures
and grading of single harvest.
2). Detection of CPE agcnts in the TCF and VCF

using rcynomolgus monkey kidney, green

% 2 KQ\A;
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monkey kidney, rabbit kidney and Vero
cells.
3). ret and d marker tests
4). Neurovirulence tests in cynomolgus monkeys
a. For WHO NVT reference type 1, 2 and 3
viruses,
Data shall be accumulated not less than
4 times for each type.
b. For Indonesian NVT reference type t, 2

anid 3 viruses.

Plan in Fiscal Year 1993

Reviewing the data from Fiscal Year 1992, monkey to be

sacri[iced shall be increased.

6.1. Production of monovalent bulks
One monovalent bulk for tvpe 1 and one monovalent
bulk for t?pe 3. The volume shall be scaled up than
the lrulks prepared in 1992,

Production 2 lots of TOPYV

6.2
1). TOPV Lot 1 (2-3 filling batcheé) August 1993
40L/batch x 2 or 3 batches 10 doses/vial
_ SOG,UQO - 1,200,000 doses
2). TOPV Lol 2 (13-4 [filling batches} March 1994

AOL/bafch X 3 or 4 bétches 10 doses/vial

1,200,000 - 1,600,000 doses."

agfb&%
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7. Problens

7.

1.

3

Constant supply of sufficient quantity of young and
clean cynomolgus monkevs for production and pregnant

or baby monkeys for cell culture test,

7.1.1. As Bio Farma has no experience in getting
reqﬁired mnnkeys it is necessary to collect
data during & months. This will give more
infdrmaLion about availability of monkevs

needed for production.

7.1.2. The effort for the establishment of getting
clean ménkeys for production among others ;
i.e. @ -~ getting the bhlood samples of monkey

~ taking care of the wild caught monkey.

Bio Farma should form'a team, which will
conLjnuousJy_deal'with the supplier by
arranging more.binding agreement..
The depléyment of nore supﬁliers'is considered

necessarvy te maximize the effort.

1
—
A

If due to some reason the target of production
could not he fulfilled both parties should

discuss to [ind out another alternatives,.

Constant procurement for routine use of mvcoplasma
and bovine virus free and poliovirus inhibitor less
call sera.

Procurement of large size glasswacre and Roux bottles

A Kl

for cell culture.
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bt

4. Selection and decision of TOPV stabilizer
Bio Farma and JPRI will jdintly investigate to choose

a suitable stabilizer to be used in routine produc-

tion.

7.5, Decision of materials for filling works {vial, rubber
stopper, alumunium cap)

7.6. Amount of vaccine doses to be filled in a vial and
volume of one dose.

The decision ﬁill considerably influence to the
capacity of production, cost of final prodﬁct and the
space_of storage and transpprtation.

7.7. Pooling tank.150 litre (Polio equipment ;SAKURA-TEKKO:
"SAKUMAY) : the bearing should be replaced by harder
onn.-Based.on current experience ceramic bearing
would be the best altérnéfive.

Others

For fiscal vear 1992 Bio Farma send Mr. Tono Dwi Rusanto
and Mr. Didin Nurdin for training in maintenance and
serviéeé of thé equipmenf.

Both parties agree that it is important for the project

to have the'equipment'for validation and calibration.
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ANNEX 1
LTST OF JA?ANESE

Team Leader
1. br.

flideo Ohata

Coordinataor

2. Ms. Terumi Shimamoto

EXPERTS DISPATCHED BY JICA

1992 -
1994

May 27, (long term}

August 31,

: March 15, 1990 -.
March 14, 1993

{long term)

Production and Quality Confrol for Measles Vaccine

3. Mr.Katsumasa Mivatake
4., Mr.Shigevoshi Takahashi

Kuniaki Koyvama

5. My

6. Mr. Shinichi Mivake
7. Mr. Hisashi Okada
&. Mr. Shinichi Mivake
9. My Kuniaki Koyama
10. Mr. Shinichi Miyake
11. Mr. Hisashi Okada

September 5,198% - (long term)
Seplember 4,1992 :

December 5, 1990 - {short term)

December 25,1990

January 22, 1991 -~ {short
- February 19,1991

June 4, 1991 - {short
September 3,1991

August 20, 1991 - {short
September 17,1991

November 6,‘1991~ {short
February 5, 1992

March 10, 1992 - (short
April 9, 1992

April 28, 1992 - (short
July 27, 1992

July 14, 1992 - {short

September 13,1992

e ’

222

term)

term}

term)

term)

term)

term}

term})



Production and Quality Control for Poliomyelitis Vaccine

12, Dr. Yutaka Doi : January 11,1990 - {short term)
February 3,1990

13. Mr. Yoshio Tano : t May 10, 1990 - {short term)

: August 9, 1990

T4, Mr.Hiroshi Yarimizu : September 27,1990~ {(short term}
December 26, 19920

15. Mr. Hiloshi florie : January 28,1991 - {short term)

. May 19, 1991

16. Mr. Tashio Karasawva : April 25, 1991 - {short term)
September 30,1991

17. Mr. Shinobu Abe : September 24,1991- {short term)
December 23, 1991

18. Mr. Hiroshi Yamamoio : November 18,1991 - (short term)
November 30,1991 :

19. Mr. Hiroshi Yamamoto : January 6, 1992 - {short term)
June 5, 19932

20, Mr. Yutaka Doi o April 1, 1992 - {short term}

: April 29, 1992

21. Mr. Isamu Takeuchi o April 1, 1992 - (short term)
June 30, 1992

22. Mr. Hideoki Ohvama : April 1, 1992 - {short term)
July 31, 1992

23, Mr. Hiroshi Yarimizu : May 27, 1992 - (short term}

December 26,1992
Breeding for Monkey

24, Dr. Humiaki Cho : April 25,1991- (short term)
May 15, 1991

Medical Engineering

25. Mr. Toshiaki Mashiko : May 28, 1951 - {short term}
June 8, 199}

ii
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Survey for equipment
26. Mr, Koiehi Noguchi
27. Mr. Koiechi Noguchi

Technical Cooperation

28. Mr. Yoshivyuki Takahashi

29. Dr. Toshihiko lasegawa

30. Mr. Toshimichi Aoki

January 24,1990- (short term)
February 4,1990

April 25, 1991

May 10,

1991

- (short term)

January 24,1990~ {short term)
February 4,1991 .

April 26, 1991

‘May 2,

1991

- (short terﬁ)

April 26, 1991 - (short term)

May 2,

iii
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ANNEX

I1

LIST OF INDONESIAN COUNTERPART PERSONNEL SENT TO JAPAN

Production and Quality Control for Measles Vaccine

i.

&

10.
i1.
12.

i3.

Ms.

Ms.

Mr.

Lia $iti Halimah Gunawan

Antik Tjantika Teguh

Erman Boedisetianto

. Dindin Nuryamah

Mr.

Mr.

Mr.

Mr.

Ms.

Ms.

Mr.

Ms,

Sugeng Raharso
Suhaeri Suramihardja
Mohamad Sufirman
Castam Fahtadinata
Gaos Setjapradja
Lia Siti Halimah Gunawan
Antik Tjantika Teguh

Maman Hidavat

Rini Karyani
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1988 -
1988

September
December

29,
19,

1988 -
1988

September
December

29,
19,

1989 -
1990

March 23,
March 3,

1989-
1989

September 1,
December 18,

1989~
1990

November 20,
November 19,

1990 -
1990

Mareh 29,
September 28,

March 29, 1990 -~
December .20, 1990

1990 -
1991

October 8,
March 30,

1990 -
1991

October 8,
January 20,

1990 -
1991

October 8,
March 30,

1990 -
1991

October 8,
March 30,

July 9, 1991 -
December 4, 1991

1991 -
1991

September 13,
December 27,
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Production and Quality Control for Poliomyelitis Vaccine

4., Dr. Ina Abdulkadir Madiadipura : March 23, 1989 -
March 20, 1990

15, Ms. Harry Kartini 8. Iskandar : November 20, 1989 -
November 19, 1990

16. Ms. Ttjeu Iim Salim . January 12, 1990 -
. July 11, 1990

17. Mr. Agus Wahyu Widayvanto : October 4, 1990 -
October 2, 1991

18. Mr. Wawan Hermawan : May 7, 1991 -
December 15, 1991

19. Mr. Samiarso Laksono : Februdry 18, 1992_—
: September 1, 1992

20. Dr., Benny Kaligis : January 7, 1992 -
March 29, 1992

21. Mr. 0ji Rojikin : June 8, 1992 -
Cctober 17, 1992

ij

oz ke
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ANNEX TIX
PROVISION OF MACHINERY AND EQUIPMENT

Machinefy, equipment and other materials (hereinafter
referred to as "the Equipment") necessary for = the
implementation of the Project have been provided Fiscal in
Year 1990 and Fiscal Year 1991,

The total amount of equipment is 427 million yens
approximately on CIF bhasis.

The [eollowing is the liél of main Equipment provided to the

Bio Farma.

Fiscal Year 1990
. Production area for measles vaccine
1. Deep Treezer (-80°C)
2. Filtraiion device
3. Pooling tank |
4. Centrifuge
D.VEqﬁipment.for tissue culture {Roux bottle, etc.}

&. CAM-70 master seed virus

2. Quality Control area
7. Deep freezer (-800(C)

Microscope

=] o]

Technical balance
10. Filtration device

11. Microtome
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12. Auto tLissue processor

13. Paraffin oven

14. Incubator

15. Waterbath

16. Moisture content apparatus

17. Electric cleaner

3., Production area for poliomyelitis vaccine
18. Reep freezer {-80°C)
19, Ultra centrifuge
20 . Hiéroscope
2i. Centrifuge
22. Elecltric dispenser

23. Equipment for tissue culture {Roux bottle, etc.)

Fiscal Year 1991
1. Production area for measles vaccine
t). Spare parts for SPF vinylisolator

2). Equipment for tissue culture {Roux bottle, elc.)

h

Quality Control area :
3). Tissue Tek I1]

4). Technival hatance

3. Produciion area for poliomvelitis vaccine
5). Deep freezer {-80°C)

6). Mieroscope

e ke
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7). Technical balance
8). Filtration device
9). Géntrifﬁge
10). Eiectric dispenser
11). Equipment for tissue culture (Roux bottle, etc.)
12}, Freezer (—EOOC)
13}. Incubator
14). Waterbath
15). Pooling tank.
16). Electric cleaner
17). Electric:dispenser

18). Seed virus (kvpe 1, I, III)

Animal House facilities
19). Monkey cége

20). Rack for cage

iii
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ANNEX IV

JICA side
. Dr. T.
2. Dr. Y.
3. Mr. H.
4. Mr. H.
5. Ms. T.
6. Mr. K.
7. Mr. H.
8. Mr. M.

Participant of discussions

Konobe
Doi
Yoshida
Ohata
Shimamoto
Mivatake
Okada

Yarimizu
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Indonesian side :

1.

2.

[ 53

~i
.

16.

11..

18.

19.

M.

Ms.

Drs. Darodjatun, MBA

Drs. J. Sutaryﬁ

brs. Djoharsjah

Drh. Thamrin Poeloengan
. Dr. Benny.Kaligis

br. Ina Madiadipura

Drs. Maman Hidayat

Dr. Erman Boedisetianto

Dra. Antik Tiantika

Dr. Harry Kartini

Drh. Lia St. Halimah

Drs. Basit Sadikin

Drh. Sugeng Rahafso

Drs. Juliman

Drs. Engkus Kuswala

Drh Agus Wahyu W,

Mr .Tomo Usmadi.

Tono Dwi Rusanto

Itjeu Iim Salim

e
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