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PROJECT FOR B1oLoGicALs PRODUCTION
Perlop: Ausust 1980 To AususT 1983

COMMITTEE:OF'COORDINATION

SUMMARY OF DISCUSSIONS

IN APRIL 26 TH AND 27 TH, 1982 THE MEETING OF THE
CoMM1TTEE OF COORDINATION OF THIS PROJECT WAS HELD AT THE MINISTRY
of HEALTH oF FeperaTive RepusLic oF BRaziL (BrasiLIA/DF), wHIcH
PARTICIPANTS ARE LISTED IN ANNEX 1, '

THE MEMBERS OF THE COMMITTEE OF COORDINATION VISITED THE
LABORATORIES INSTALLATIONS AND ANALISED THE REPORT ON THE
ACTIVITIES DEVELOPED DURING THE PERIOD SINCE THE BEGINKING, IN
~AvgusT 1980, UP TO THIS CURRENT MONTH.

THE CoMMITTEE AGREED THAT THE DEVELOPMENT OF THE PROJECT,
HAS BEEN SATISFACTORY UNTIL NOW.,

SEVERAL OTHER SUBJECTS RELATED TO THE PROJECT WERE ALSO
DIsCUSSED (ANNEX 2), AND FOR THE STRENGTHENNING OF THE PROJECT
ACTIVITIES WERE MADE THE FOLLOWING RECOMIMENDATIONS: '

1 - THE wORK PLAN (ANNEX 3) PRESENTED FOR THE PERIOD FROM APRIL
1982 7o THE END OF THE PROJECT IN AususT 1983, wAS CONSIDERED
CONSISTENT WITH THE OBJECTIVES PRESENTED IN THE MASTER PLAN
AND FEASIBLE TO BE CONCLUDED DURING THE ESTABLISHED PERICD,
AND ALL THE COMPLEMENTARY MEASURES SHOULD BE TAKEN TO ACHIEVE’
THE PROPOSED GOALS;

2 - THE ADAPTATION OF THE LABORATORIES MUST BE CONCLUDED BY THE
END OF JUNE OF CURRENT YEAR, TO ALLOW THE DEVELOPMENT OF
ACTIVITIES ACCORDING TO THE APPROVED WORK PLAN;
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3 -

THE FIELD TRIAL USING MEASLES VACCINE PRODUCED IN BRAZIL,
WITH THE BIKEN CAM/70 STRAIN, SHOULD BE CARRIED OUT IN ORDER

TO CONFIRM THE RESULTS OBETAINNED IN THE PRELIMINARY FIELD
TRIAL, THIS STUDY WILL BE COORDINATED BY THE MINISTRY OF
HEALTH OF BRAZIL 14 HEXT OCTOBER OR NOVEMBER, DEPENDING ON
THE PRODUCTION OF THE EXPERIMENTAL LOTS BY FIOCRUZ;

THE MEASURES FOR THE STRENGTHENNING OF THE PrroT UNIT
POLIOMYELITIS VACCINE SHOULD BE ADOPTED INCLUDING THE
ROUTINIZATION OF QUALITY CONTROL, THE DILUTION, BLENDING AND
FILLING OQPERATION, USING THE 1MPORTED BULKS:

-SHALL BE 1/PORTANT TO CONSIDER AN EXTENTION OF THE PERIOQD OF

THE PROJECT AKWD THE POSSIBILITY TO INCLUDE ALSO SOME OTHER
SUBJECTS FOR TECHNICAL COOPERATION, IN THE NEXT STAGE.
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Annex 1

COMPOSITION OF THE COORDINATING éOHHITTEE‘

Chairman: Dr. Joao Baptista Risi Junior

N?tional Secretary of Basic Affairs of Health
Ministry of Health (SNABS/MS)

Brazilian side

1. Team leader:

Dr. Akira Homma - F1OCRUZ/MS

2. Experts:

Dr. Jose Fonseca da Cunha
Dr. Antonio Vieira
Sr. Ednelson Pereira

3. Representative of Secretary of
. Science and Technology
(SCT/5G) /MS:

Dr. Antonic Jose Guerra

4, Representative of Coordinating
of International Health Affairs
- (CA1IS/MS):

Dra. Valerie Rumjanek Chaves

5. Representative of Secretary. for
International Economical and
Technical Cooperation (SUBIN)/
Secretariat of Planning (SEPLAN);

Dr. Luiz Dutra

6. Representative of Technical
Cooperation Division (DCOPT)/
Ministry of External Relations -

- (MRE):
First Secretary — Anamaria Mozella
Portela

Japanese side

1. Team leader:

Dr. Konosuke Fukai

2. Expercs:

Dr. Takeo Konobe
Dr. Hideo Kodanma
Dr. Terumassa Dtsula

3. Representative of Research
Foundation of Microbial
Diseases of Osaka University:

Dr. Yoshiomi QOkuno

4. Pepresentative of Japan
Poliomyelitis Research Imsticute:

Dr. Heihachi Ito

5. Representative of Japan

International Cooperation
Agency — (JICA):

Dr. Senjun Taira
Dra. Kyokoc Okamoto
Dr. Shigueo Umetani

Note: An official of the Brazilian Ministry of External Relations and an

oSficial of cthe Embassy or Consulates of Japan may. attend the mzetirgs

of the Coordinating Coomittee, 25 observere,

- Seeretario da Embaizada do Japaa:

- sssegsor da Imbaizsda do Jagae:

T
-

Tsunehiko Fiszka

. Yusuke Togashi
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Annex 2

Technical Cooperation Agreement Brazil/Japan

First Meeting of the Biologicals

Production Project Coordinator Comitee
AhE e . .
2ULJEeCTE ior discussions:

Evaluztion of the Froject develocument.

.

Propositions for a work Plan april §? to august. 83.

Measures to be adoptied to sirengihen the system of production

£

and quality control of the measles vzccine in Brazil.

lfeasures 1o bz adopied to strengther the system of quality con
trcl of the irivelent polio vaccine, obtained from the imporied
mocnovalent bulks.

Pretical procedures for the meacles vaccine field trial.

Ls+ablishment of & pilot unit for polio vaccine.
P

Istablishment of the system for dilution, blending and filling:
polio vaccine.

Extension of the validity of the Project.
Chenges on the organizetion of the brazilian team in the Coor-

dination Comitee.

-

4]

Fakad
-

Other subjects referred to the Proj
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WORKING PLAN

Period - april 1982 to august 1983

Activities related to the subproject Measles

April - june 1982

Technical staff training.

Adequacy of vaccine production and control methodologies.

Follow up of the guality conitrol Jand certification) of raw

materiales: embryonated eggs, culture media, phoetal and
normal bovine serum.
Honitoring of the SPF chicken flocks.

Manual of Procduction ané Qualitv Control

June - july 1982

Start up and cperation tests of the filling machine for

the measles vaccine (freeze-drying laboratory - Rockefeller

bldg).

iay - october 1982

Set up ané¢ tests of the equipments in the production
laboratorv.

Moving from the Pilot plant to the production laboratory
(2" floor Rocha Lima bldg).

Production of experimental lots of virus suspension.
Filling and frezeze-drying of experimental lots.

Quality conirel “ects in the experimental lots.
Foutinizing the rew materislc quality control.
Honitering the SPT chicken flocks,

Technical steif ireining.
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October - November 19872

- Field evaluation of the experimental lot. Coordinated
SNABES/MS, '

Octolier 1982 - march 1983

- Viral suspension production intermediate scale.

- Viral suspension control.

- Pooling several single harvest sucpensions in order to
produce & bulk suspension.

- Filling and freeze-drving: unidose,

- Final product quality control.

- Technical ctaff training.

January - february 1983

- Set up and tests of ithe automatic washing machine for
vaccine vials (freeze~cérying laboratory - Rockefeller
bldg.).

March - august 1983

- Measles veaccine production under routine.
~ NVT testis: delineation of schzmes.

- Technical steff training.

- Installation and operation tests of tunnel machine/fresze-

-drying laboratory.

. by
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Activities related to the subproject Poliomvelitis

" April 1982 to march 1983

- Establishment of the Poliomyelitis Pilot-Unit (Rocha Lima
bldg.).

- Routinization of the imported vzccine guality control tests

potency, stierility and inniocuity.

- Implementation of genetic marker tests. . )

- HVT test deiineation schemes.

- Set up and tests for the equipment in the laboratory for
dilution, blending and filling.

~ Technical staff training.

March - august 1983

- Implementation of the laboratofy for dilution, blending and
filling. .

- Starting NVT tests and genetic marker tests routinization.

- Operation of the Pilot-Unit. '

- Technical staff training.
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(II - Personnel training

Iv

a) brazilian technicians in Japan

e
[

oy

NO 0OF = ‘

PERSONS PERIGD ARLA

4 (four) 01 to O4 months/1927 Measles and Polio
~ 5 (five) 01 to 04 menths/1%&3 Measles and Polio

b) in FIOCRUZ, by japanese experts

Me or -

LXPERTS | FEZRIOD AREA

1 (one) ‘02 months/12982 Polio

2 (two) 03 months/1982 Measles (Field Trial)
3 (three) 03 months/1987% Measles (Production)
1 (one) 83 monihs/1883 Folio -

Lt (four) 03 months/1983 Measles

1 {(one) long-term/1982/1283 Measles

Complementary needs in equipment and material, not found in

Brazil, to be supplied by jacanese Government

-~ Annex

L2 (o

- Annex

.1 - Meagles subproject

7- Policmyelitis subproject
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LIST OF EQUIPMENTS, MATERIAL AND REAGENTS FOR THE

"EASLES VACCINE PRODUCTION UNIT - PEKIOD 1983

- .. F1. 01
|T'ITEM | QUANTITY SPECIFICATION
01 02 Deep Freezer (air cooling type) -859C
Forma, Mod=l B158 :
02 02 Liquid Nitrozen tank (200 L)
03 01 Sterilization tunnel machine (for machine vial)
oy 01 Ultrasonic apparatus for waching (Kaijo Sonic,
model C-6351 - EQOW) ’
05 02 -Stainless steesl tanks for medium preparation 150L
06 0l CO, incubator (LMA-121)
07 02 Hirasawa automatic dispenser (5ml - 50 ml)
08 20 Hirzzewe dispenser (maznuell) - 01 ml
09 20 Hirasaxa'dispenser {menuzl) - 02 ml
10 20, Hirzsewa dispenser (manual) - 05 ml
[ 11 20 Hiracewa dispenser (manual) - 10 ml
12 1000 Roux bottle with rubber stopper - 1000 ml
13 1000 Plastic Petri dish for tissue culture - 35 mm
1y 1000 Plastic Petri dish for tissue culture - 60 mm
15 2000 Plastic Petri dish for tissue culture - 100 mm
16 1000 Microplate for tissue culture flat botton
96 wells .
17 1600 Microplate-for tissue culture flat botton
' 24 wells . T
18 1000 Microplate for tissue culture flat botton.
06 wells . -
198 1000 Sealing tape for microplate
20 20 m Nylon mesh (200 mesh)
21 500 Stainless steel bottle with rubber stopper 500 mi
22 200 Stainliess steel boTtls with rubber stopper  30CC ml
Z3 20 Fishimzki dispenser (20C nd) -
24 20 Mishimani @icpenser (160 ml)
25 loC makobern velve for lighineki dispenser
28 '100 m fubber Tube (inner <iameter 2 mm)
7 108 tutber tube (imner diametsr £ ommd
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"Fl. Ci

ITEM | QUANTITY SPECIFICATION

28 100 m | Rubber tube (irner diameter 10 mm)

2¢ 20 | Yuasa filter (YP-90) '

30 20 Yuasa filter (VFP-60)

31 20 Yuasa filter (YP-40)

22 oy Plastic neusing (Toyo) for Yuasa filter

%3 02 PALL filter housinig (SANTIG 723 H,)

34 20 | PALL filter (0,2 ) c&ririge '

as 20 PALL filter (0,2 ) dizmeter 293 mm

36 02 | Filter holder - 292 mm

37 0?2 20 L pressure vessél

38 500 Freezing botile (60U ml) with rubber stopper

8. 01 kg | TGC medium (Powder)

40 05 Lk PPLO broth (ZFcwder)

41 03 Lt Yeast extract {(Fowdser) for FPLC

42 01 kg | Yanamyeine

43 50 g Trythromycine

qy 50 kg F£-188 (Powcer) -

W5 - 20 kg | MI¥ (Fowder)}

46 S0C kg.| Gelatin hydrolypate

57 L-Argipnine - HL1

e 500 g Trypsin (1:230)

49 500 md » 30) Hibiten

50 3 ib racto afar

51 05 ¥z | Medium for steriiity test of fungi i
52 1050 tmpovles (G2 nml)

53 200 ml | ARTI-GS serun

5y 10 g FaivDren

58 - Antigen for AGPF, HI and AGG t=zcsis

56 1a0¢C Micraplets for CT &nc HiI tegt, V-teteon 86 wells

{0
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LIST OF EQUIPMENT, MATERIALS AND REAGENTS

FOR THE POLIOMYELITIS VACCINES OUALITY

CINTRAL LAEORATORY AND PILOT-PRODUCTION UNIT - 1982 ~-1983

ITEN QUANTITY SPECITICATION

01 02 Vaccine Blending tank (300 L)

02 . 03 Deep-freezer, Forma Scientific.Fréezers,'model

2156, cz. 586 L

03 02 Water bath, precision yith heat sensor

oy 01 Refrigerated centrifuge BECKMAN

0% 01 o, incubator (LNA - 121)

06 01 Microscope (0Olympus) BHS - 313 SP

07 01 Inverted microscopé

08 500 lembrene Filter, Micro-filter (FIUJI)

Type FM 22, dizmeter 142-00

09 100 Sterile Swinner 13 mm, 06,22 - Millipore

10 01 kg- | Poliethylene Glycol EOOO

11 10 L Fluorocarbon (Daiflon 53)

12 500 g Polivinilpirrolidin K-80 T .
13 2500 | Microplate for tissue culture (flat botton

: 96 wells |

1y - 2500 Sealing 1zpe for microplate

15 100 m Rubber tubes for blending tank

16 300 Roux bottle (TOHOKU-Type) with rubber stopper
17 o0 Flask for tissue culture 02 02

18 01 Lzbelling machine, automatic -

138 60 Tripsinization flesk for monkey kidney )
20 o0& Mezgnetic stirrer

21 05 Mixer of test tubes

22 01 Automatic di'spenser Hirasawa FH 300 M

Z3 G? ¥illipore suport filier, 293 mm -
24 26 Cornwall sypinée pippete, 1, 2, 5, 10 m1 "~

2 20 kg Cul ture MNogiws MLH, Larle szlts, powder

2E 10 =g Culturs Madium KMIM, Fank's salts, powder

27 c? Liguid Nitrcogen Tank .~ 50 L

? ZCC Menlirene filier -~ 2893 Rmm

ac 250C Viagie for liguid pitrogen stiorage, sterile,ca. 75l
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CAM 70 MEASLES VACCINE FIELD TRIAL

INTRODUCTION

According to the results obtained in the pilot study

n . .
using "BIKEN CAM 70" strain of measles vaccine, carried out during

September and October 1980, the vaccine is comparable to Schwarz
strain regarding serological response and clinical reactions in
children aged 6 to 12 months. As an extension of that previous
study, a field trial will be done using a lot of vaccine prepared
in Brasil from seed strain received through fechnical cooperation
with Japan. The field trial will be coordinated by Brasil Ministry

of Health and will have participants from FIOCRUZ, FSESP, PAHO and
JICA. :

-

MATERIAL AND METHODS

1 — VACCINE

An experimental lot of 10.000 doses will.be submitted
. by Bio-Manguinhos/FIOCRUZ to the Ministry of Health with

complete protocols of production and control. The vaccine titer

must be not less than 5.000 TCID50 per human dose and must not

exceed 100.000 TCIDg, per dose. The Ministry of Health will

. provide repetition of wvirus -titration at’ Evandro Chagas

Inséitute/FSESP and will forward samples to Bureau of Biologics/

FDA for reference control.

»

- N *
2 — DATES AND LOCATION OF VACCINATION

Dates | yaccination {(Alternative) 2nd Blood Sample {(2lterma
Place . tiwve)
3“" S 6 . ) . N /,.\_.3 ,
RibeirZo, PE. | Cct 13, 1982 (Nov_3) Nov 10, 1982 (Dec 1) '
Palmares, PE Oct 14, 1982 (Noy 4) Nov 11, 1982 (D=c 2) L
“castanhal, PA | Oct 19, 1982 {(Nov 9)Z b : 412 Nov 16, 1982 (Dec 7) €777 -2
Capanama, PA Oct 20, 1982 (Nov 10) Nov 17, 1982 (Dec 8)

* Subject to confirmation in July, 1982,
NT s 12, =7 R
M
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3 = VACCINEES

6" -

Children over 6 months and with no history of measles

or previous vaccination will be chosen for the stidy as described
below: ! ‘

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

Place . . PARA . . PERNAMBUCO
Age (Castanhal’and'Cgpanema)'(Ribeirao and Palmares)j
6 ~ 7 months 30 | 30 |
8 2 9 months 0 ' - 30
10 -11 months L300, P AU ‘30
Total N . 80 50
BLOOD SAMPLES _ . S :

Every child will have 03 ml of venous blood withdrawn
prior to vaccination and after .28 days. Sera will be képt
frozen at -209C until day of laboratory tests.

SURVEY OF CLINICAL REACTIONS

" Clinical reactions will be suréeyed daily for 14 days
followlng vaccination. Axillar temperature will be taken once
and repeated if over 379C. Rash, coryza, cough and any other
sympton will be recorded on special charts.

ASSESSMﬁNT OF SERQLOGICAL RESPONSE

Microneutralization using CV-1 cells and. Naghata challenge
strain and HI tests will be performed in all paired sera -at
Evandro Chagas Institute/FSESP,

EVOLUATION OF RESULTS

. Results will be analysed and statistically compared
with pilot. field trial and PARO EPI International study done
in 1979. | |

Sequencial analysis in order to compare significance of
differeﬁces between proportion of seroconversion by CaM 70 and
Schwarz strains will be done.

71
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