‘]
f’)
PR

P frineipal InvestigatorMichael Il
tion %o~ /€ - OOY%

f studPre-test of Cholera Vaccines

Applic

2 2 e HdstoS

Merson

BOARD OW T

e

CRL

Traines investigator(if any)

. — $3 v PR H TN
BT OV TUMAS VOLUSTRERS Uats

[ LR Y

12178

Supporting Agency{if Non-CRL)

Pi;)ect stgtus:
{ Wew Study

( ) Continuation with change

1978 Cholera Vaccine Field Trial

( } No change (do not fill out rest of form)

a) Uiscomfort to B
subjeats Yes' o
EY Invasion of Privacy Yes C?Eﬁ
+ V. Disclosure of infor- -
mation possibly
damaging to subject —
or ovhers Yes (ﬁp}
3. 2ees the atudy involve: N
a}  Use of records
(hoopital medical, .
desath,btirth or other) Yes (Mo,
b)  Use of fetal tisgue -
or sborcus Yes (Mo
£} Use of organs or . )
X e
bedy fluids Yez) No
o Are subjects clearly iuforned
‘ »}  HBature and purposes
: of study @E) Ho
Lb} Procedures o be
. Tollowed including
siternatives uzed 4 ;\ No
e)  Physical risks &5 Ho
id)  Sensitive quesdens(ﬁ§§' %o
‘\e} Benefits tc be -~
o derived cgii) No

oo s

111 subjects Yes (iﬁg
Non-1i1 subjects (Ted No
Minors or persons .

under grardianship (f;%; o

the atudy involve:
Physical risks to "
Jes Yo
Yes (E?ﬁ

the subjects
Bocisl risks
Yeg (ﬁ;}

Psychological risks
Lo subjecteo

Right to refuse to
perticipate or to —
withdrav from study(Yes) HNo
Cenfidential handl- —

ing of data (?esg Ho

about, :

-; the appropriate snswer to each of the
sfirce of Populntion:

5.

following(If Not Applicable write NA):
Will signed consent form be r yired:
%)  From subjects (Yes: No
by -

-~

From parent or guardian
{(if subjects are minors ffes) Wo

Will precaeutions be taken to rRtect
anonymitly oF sublecgts: ‘ez } No

Check documents being submitted herewith
te Committee:
i Umbrelia proposal - Initially submit
an overview(sll other requirements will
be submitted with individual studies).
¥ Protocol {Required)}
v Ahstract summary (Required)
_&fﬁtatement given or read to subjects on

nature of study., risks, types of questions

to be asked, and right to refuse to
, ~Participate or withdraw {REQUIRED)
_Informed consent form for subjects ’
o Informed consent form for parent or

gusrdioam

v Procedure .for maintaining confidentiality

-_Questionnaire or interview schedule #
#1If the final instrument is not completed
prior to review, the following information

should be included in the abstract summary :

t. A description of the aress to be
covered in the guestionmaire or inter-
view vhich could be considered either
sensitive or which would constitute an
sinvesion of privacy.

2. Examples of the type of specific auest-
ions to be asked in the asnsitive arens,

3. An indication as Lo when the guestion-
naire will be presented to the Board
Tor review.

ﬁ} agree to obtain approvel of the Rev

tanges

[

involving the rights and

lead [6 ﬂf,c,t,gﬂg____

iew Board on Use of Hwman Voluntesrs for Any
welfare of subjects before

making such change,

L AT,

2236 return 2 copies

Principal Investigator

Trainee

of entire protocol to CHairman . Revi ow Baoewd oo 17e . — o v



S Lo 12fi/26

D0
SECTION | - RESEARCH TROTOCOL 7€ ¥

1. Titie: Pre-test of Uholera Vaccines for the 1473 Cholera Vaccine Field Trial.

3

2. ’Principai lnvestigator: Michacl I, Merson.
3. starting Date: January 23, 1078,

4. Completion Date: April 1, 1978,

Total Direct Cost: $6,000.00 {incrementall,

6. Abstract Summary:

Three new cholera vaccine products manutactured by Weillcome Foundation,
Londonfwill be field tested to confirm their safety and determing their
immunogenicity in approximately 1030 Bangladeshis living in the CRL
Vaccive Trial Surveillance (VTS) arca. These vaceines are: (1} an
aluminmumm-hydroxide adjuvanted, formalin-trcated cholera toxoid; {2} an
aluminum hydroxide adjuvanted cholera whole cell vaccine, and (3) a
vaccine containing both the toxoid and whole cell vaccine. Tetanus toxoid
will be administered as a placebo vaccine. All vaccinees will receive
two 0.5 ml injections of one of the cholera vaccines or of tetanus toxoid
at & weeh intervals. Physicians will examine each vaccince on the day
of Inoculation, for 4 days following, and 14 davs after each injection.
Fingertip biood specimens will be obtained on the day of cach inoculation
and 2 weecks after for determination of vibriocidal and antitoxin responses
to the vaccines. T{ the cholera vaccines are vound to he sate, u large
scale field tvial will be conducted with the vaceines prior te the tall
1978 cholera season.

7. Reviews:

a) Rescareh involving Human Subiccts:

bh) Research Committece:

c) Hlvector:




d)

e)

BMRC

Controller/Admninistrator:




SECTION 1T - RESEARCH PLAN

BACKGROUND :

Since it will bhe approximately one month bhefore the protocol for the 1978
cholera vaccine trial will be compicted and submitted to the Review Board on
use of tluman Subjects and the Research Review Committee for consideration,
“this document has been prepared to present for approval proposed plans for
pre-testiag of the cholera vaccines that are to be used in the 1978 chotera
vaccine field trial. The proposed starting date for this pre-test is January,

1976,

The 1878 vaccine trial will be a four celi trial and will include testing of
three new vaccines prepared by Wellcome Foundation, London: an aluminum
hydroxide adjuvanted, formalin-trveated cholera toxoid (TOX), an aluminum
hydroxide adjuvanted cholera whole cell vaccine (WCV) and a vaccine containing
a mixture of the toxeid and whole cell vaccine (TOX-WCV ). Tetanus toxoid

will be given as a placebo. [I'revious fiecld trials in Indonesia and india

have deémonstrated that aluminum adjuvanted cholera whole cell vaccines are
highly efficacious. The oniy previous testing of a cholera toxoid was carriec
out at CRL in 1974. This glutaraldehyde treated toxoid offered limited

-
protection for a short duration. No vaccine product containing a toxoid and

whole cell antigens has been previgusly tested.

Prediminary testing in adult prison volunteers in the United States has

shown the toxoid in dosages up to 800 ug per ml (400 ug-per 0.5 ml] dose), the
whole cell vaccineg, and the TOX-WCV to he §ufe {tables- 1, 2}. The vaccine
products te be tested in the pre-test are from a new production lot. However

they are composed of the same constituents as these used in the products

reviously tested in the United States. We are planning to test the toxoid
B p &



at dosages of 150, I wd {20 vg per wl | the whole cel) vaccine, and the
TOX-WCV mixture at toxoid dosages of 150, 300 and 600 ug per ml in Bangladeshi

adults and children to confirm the safcety of the products in the local

—
e e,

population. It is the prinary purpose of the pre-trial to demonstrate the
safety of the vaccine products. Serologic responses to the vaccines will

[

also he determined.

I, Location
The vaccine trial will be carried out in viilages V23, H, V29 and V25,
in the Matiab VIS avea. |

2. Vaccines

fight vaccines will be given {table 3). These will consist of cholera
toxold at dosages of 150, 300 and 600 vg per ml, whole cell vaccine,
TOX-WCV mixtures with toxoid dosages of 150, 300 and 600 ug per ml,

and tetanus toxeid. Lach injection will contain 0.3 mil of vaccine,

b,
=
-
a
o
o
=
@
o
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We will attempt to vaccinate all adult, non-pregnant women, age 5 years
and over and all children age 5-J4 in villages V23 and H, and all
children age 1-4 in villages V23, I, V29 and V25. We estimate that 54
adult women, 34 children age 5-14, and 41 chiildren aée 1-4 will receive
cach of the cight vaccines, In calculating these estimates it was
assumed that 70% of the total eligible population would be vaccinated

in each age group and that this poputation would be divided equally
aimong the eight cells. OQur plan is to start vaccinations in villages

H oand V23 and then proceed te V29 and VI5 for completion of vaccinations

in the 1-d year old children. Assignments of vaccinees were made by a
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member of the statistics branch in tae Dacca census hocks aftep
January 1 aftor the census for the involved villages had been updated
through Deceriber 1, 1477

Schedule

All vaccluees will receive 2 injections int?amuscularly by jet gun at
six wecks intervals. Prior to each injection and 2 weeks following a
200 ul fingerstick blood specimen will be obtained from each vaccince
and difuted in 1.8 ml of saline. To deliver the vaccines two teams
each consisting of ten persons will be used, One will SuUpervise,

four will handle jet guns, two will bleed, two will be chasers and one

1
will record. We anticipate that each team willlbe able to vaccinate

tifty to seventy-five persons per day so that if will take seven to

ten davs to compliete each of the two rounds of vaccinations. Doctor
T

teams will examine cach vaccinee on the day of e?c@ injection, for four

days following, and 14 days after the injection.i fhe approximate

schedule for the vaccinations, hleedings and doctor*examinations is

shown in table 4,

Field Personnel

The ten members in each vaccine team will consist of FSAs (i], SFAs (1)
and FAs (7} from the Matlab field staff. Dr. Merson and Dr. Black will
accompany each of the vaccine teams. VFour FAs will obtain second and
fourth fingertip blood specimens. The doctor follow-up teams will
consist of three physicians and three female FAs. One physician will
be from the Matlab hospital staff and two will be assigned from the

Dacca hospital staff,



Reaction Form

A reactaon torm has been prepared for wse in the field {attached}.

in

Serology Test

All fingertip bieod specimens will be examined in the immunoiogy

lahoratory for vibriocidal apnd antitoxin titers using standard

CRL procedures. it is anticipated that this work will be completed by

the end of April sc that results will he available prior to the main

trial. A sample of hlood specimens will aiso be tested in the rabbit

skin test, adrenal cell assay and ELTSA assay for determination of

antitoxin levels., and in the ELISA assay for determination of anti-lipopoly -
saccharide antibodies.

.

Other Blood Tests

In purification of the toxoid an equine antitoxin immunosorbent column
is used. Extensive testing has demonstrated that the toxoid elicite ng
sensitivity fto horse serum in guinea pigs challenged with toxoid
cutaneously or systemically and sera obtained from human volunteers
before and after toxoid vaccination exhibited no increase in TgE or
g6 antibodies to equine protein. Radioimmunassay studies have shown the
horse protein content of the toxoid to be minimal fnaximum concentration

hY
2.8 nanograms/ml} and some or ail of the activity measured may be non-
specific. To.maximalty minimize the possibility of anaphylactic reactions
occurring from the toxoid paired sera from 200 adult vaccinees obtained
prior to the First_and two weeks after the second iﬂjection will be
analyzed tor [gf titers to equine protein by the RAST test (performed by
Pharmacia Laboratories Inc., Pescataway, New Jersey, USA) and for IgG
titers to equine protein by radioinmnunassay (done at Wellcome Laboratories.

London).
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Cholera Cases
Once the pre-trial has begun all cases of chelera in persons visiting
from any of the Jour pre-test villages will be identified. A standard

form wiil be usod to describe elinical features of these cases.

Abstract Summary

Attached is an abstract summarvy prepaved according to guidelines of the
Review Board.

Investigators

The investigators in the trial include Dr. Michael H. Merson (principal
investigator), r. Robert E. Black, Dr. Mizanur Rahaman, Mr. Maklasur
Raitaman, Dr. Ansarrudin Ahmed, and Dr. David Sack.

Pudget

The incremental cost for the pre-test will be approximately $6,000.00

A detailed hudget will be irncluded in the protecol for the main trial.



Table 1

Summary of Human Reaction* to Primary lmmunization

with Wellcome Toxeid and Vaccine

H-19 Study
Dose No.
vVaccine f{per 0.5ml1) Volunteers Tenderness Pain induration
#: 1lcome Toxoid 100 ug 17 q1% - 6%
Py 3895

<00 ug 17 71% ~ -

400 up 18 72% - 11%

Vi Jeome Toxold 100 ug 18 Q4% - ~
PI389B + Wellcome
Drvalent Vaccine**100 ug 18 94% -

400 ug 17 04% - -
+licome Bivajent 0.5 wml 16 i00% - &%
TeCLN

nl 17 Q4% . 12%

Plocas Bivalent 0.5
ine Abzorhed

o0

* All reactions were obsevved within 48 hours and tended to subside after
**  Lach dose contained 0.5 ml of Wellcome Bivalent Vaccine
*** Maximum temperature 1[01.4°F

Oratl

Temperature

200, 6%%*

12%

23.48 hrs.

Reaction
at
14 days

- Vi

A

g

- Yud

[
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Summary of Human Reaction to Primary
Cholera Toxoids

Table 2

tmmunization

wi.th

H-8 Study H-9 Study H-11 Study H-12 Study
Reactions Wveth 0010 Wyeth 112Q1 Wyveth 20101 Wellcome PX-~380
12,5 ug PL 100 ug PA 100 ug PA 100 ug AL”
Tenderness 685% 635% 32% 30%
Pain 16% 0% 0% 0%
Induration T4% 34% 206% 0%
Temp. > 99,6°F 5% 6. 8% 5% 20%
Reaction 14 days 21% 0% 0% 0%
No. Volunteers 19% 59% 19% 10%

i ) .
PL - plain toxoid

7
“PA - aluminum chloride + preotamine sulfate + phosphate buffer

3, . :
AL - aluminuw hydroxide

Ypercent of volunteers with any side reactions

- ddA - gy

g - 1%
310uoy ssoaafoxy



Table 3

Vaccines in Pre-Test

Cholera toxeld 150 ug/mi
Cholera toxeid 3500 ug/ml
Cholera toxoid 600 ug/ml
holera whole cell vaccine

Cholera toxoid 150 ug/ml - whole cell vaccine
Cholera toxoid 300 ug/m! - whole cell vaccine
Cholera toxoid 600 ug/m! - whole cell vaccine

Tatanus toxold

I}ble.ﬂ

Schedule for Pre-Test

First injection and first bleed
Doctor examination

Second hlced

Second injection and third hleed
Doctor examination

Fourth blead

Main trial begins

January 23 - January 30
January 24 - Februaryv 4
February 6 - Februar§ 14
March 6 - March 14

March 7 - March I8
March 280 - March 28

May |
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YACCINE 22ACTION FORM

VTS No.

Age

——————— e

Injection 1

Vacotine

Injection 2

Day Day
2 3 4 2 L8
f :
DATE |
}I " H — - L
| ‘ .
: LOCAL LOCAL
| L.
* !
Pain ;
|
Tenderness | :
| . :
b i
Redness ! .
Induration ! :
1 ! J :
f
GENERAL GENERAL :
j ; 7 T T : S 11
Temperaturg i ? ' | i g ‘
! | i O i N
| | r ; i '
T H ! : i
Urticaria [ I ! | ! ;
1 H H |
} : ] : ) —4 -
| ; i ; ;
Glandular ' : f ( ;
Enfargement ! ; . ! - : )
! ! ! ? : 3 !
Activity ll : ( : : ! )
SN S _ L
- | L
Anaphy laxisy ; ( ] .
. e : 1 ! i i : i




BTRNC COTERT A

LOCAL REACTICNS

Pain: @ - No pain
1+ - Dull ache with or without movement of limb
2+ - Pain only on movoment of limb
3+ - Paipyat vest with partial limitation of movement
4+ - Pain’ at rest with total limitation of movement.
Tenderness: @ - No tenderness
- 1+ - Tenderness on firm pressure
"2+ - Tenderness on light pressure
53+ - Tenderness on firm touch
4+ - Tenderness on light touch.
Redness: 0 - No redness
T i+ - Redness only at injection site
Z+ - Redness extending 2-5 cm
3+ - Redness extending 6-10 cm
4+ - Redness extending » 10 cm
Induration: { - No induration
T t+ - Induration extending up te 2 cm
2+ - Induration extending 2-5 cm
3+ - Induration extending 5-10 cm
4+ - Induration extending » 10 cm

- GENERAL REACTIONS

Temperature: Record oral temperature after 1 minute in all vaccinees age 5 and over.
Record rectal temperature after 1 minute in all children age 1-4.
Urticaria: ¢ - absent
+ - mild
++ - severe

0 absent
+ - present

Glandular Enlargement :

Activity: 0 - normal activity
i+ - interfered with work but not totaliy bedridden
Z+ - totally bedridden - nc work possible.
Anaphyltaxis: O - absent
+ = opresent.




ANSErget Summary
A field test vill be conducted in approximately 1040 Bangladeshis living
in the CRL Matlab VIS arza to confirm the safety of three new cholera vaccines

prepared by Welicome Foundation, London. These vaccines arve:

1. An aluminum hydroxide adjuvanted, formalin-treated cholera toxoid
(T0X].
2. An aluminum hydroxide adjuvanted whole cell vaccine {(WCV)

3. A vaccine containing a mixture of the toxoid and whole cell
vaoeine {ﬁcvnTOK).

The toxeid and WCV-TOX nixture will be tested using vaccines with toxoid
concentrations of 150 ug, 300 ug and 600 ug per ml. Previous safety testing of
the toxoid and WCV-TOX products with toxoidlconcentrations up to 800 ug/ml have
been found safc in adult male prison voluntecrs in the United States.. Two 0.5 ml
injections will be giveﬁ at 5 week intervals of one of the choléra vaccine
products or of a control varcine {tetanus toxoid). Physical! examinations will
he given by physicians te each vaccinee on the day af each incculation, four
days following and two weeks after inosculation. Fingertip blood specimens
will be collected prior te each injection and 2 weeks following for measurement
of vibriocidal and antitoxin responses to the vaccines. 1f no seriocus side
reactions are cncountered, the three cholera vaccines will be tested for their
etficacy in the entire Matlab population prior to the 1978 fall chelera season.
i, The subject population for this pre-test will include adult women and

children age cone or over, Thess are the populations at greatest risk

of contractiAg cholera and would thus benefit most from an effective

vacoing,



2. Previouz sufety testing has demcnstrated the vaccine products o be safe.
The iikelthrod of any serious reactions to the vaccines such as anaphylaxis
is belicved to bé very minimal. The taking of Fingertip blood is felt
to have no associuted cisk.

To minimize potentially serious visks from the vaccines, emergency kits

Lk

containing adrenalin will be carried by vaccine teams. Physicians will

be in the field during the entire period f iﬁoculations. Minor side
reactions such 45 low grade fever or pain., induration, or ervthema at the
injection site will be treated symptomatically.

4. The vaccine received by each vaccinee wiil be recorded in the Dacca
census volume. These volumes are available only to designated CRL
personnel. information as to which vaccine was received by each part-
icipant will-be made available only with the permission of the senior
investigpator.

5. Informed consent wiil be obtained frem cach vaccinee. Dependent children
{age 1-i4) will be immunized only if accompanied by a parent or guardian.

A statement {attached) will be read to cach adult female and pavent/

guardian of children. Every effort will be made to insure that each
aduit femule or parent/guardian understands the tenets of intormed consent.
A register will be kept of signatures ov thumb-prints of those who give
consent. Mcles over 14 who wish to be vaccinated will be allowed to
give consent for themseives and will receive vaccine.

B, No interview will take place.

7. Cholera is endemic in Matlab Thana and in other areas in Bangladesh and
RO adequate measures are currently available to prevent transmission of

the disease. A safe, ¢ffective vaccine would offer one excellent preventive




- r

-3~
and control measure. The presently avidlabie choleras vacocines provide
limited protection Yor i short duration. The vaccines to be tested in
this trial represent new approaches in development of cholera vaccines
that offer greater chance of protection. Should these vaccines be Found
to be highly effective, they would offer a sigrificant advancement in
our ability to prevent cholera worldwide and would provide valuable
information on the development of immunity to cholera infection.

8. This study requires only the collection of fingertip blood.




We wish to waccinatu voufycur children seainst cholera or tetanus.
This injection will be repeated in 6 weeks. A small quantity of
finger tip blood will be taken for examination before each injection

and 2 wecks after.

This injection may not create any serious problem. But in some
cases there may be a little pain and swelling on the spot of
vaccination which is applicable to any other vaccination. Our

doctors will be present to look after such problems.

+

It completely depends upon you whether vou will be vaccinated or
not. Please ask me any questions you have. Please inform me
whether you give your consent to volunteer yoﬁ/your children for
vaccination. You may refrain frow participating in this vaccination

-

program if you so desirve.
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