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for active subunit A to become detached from the B subimit and to
traneverse the membrance to stimulate adenylate cycisse on the inner
surface of the cell membrance. Cholera toxin has beon measured in
admission stools (5) and the concestratioms varied greaily from < Ing/ml

to 150 ng/ml, and decreased with time,

© In a trial of GMy ganglioside in patients with ahoiera,

the offects of  GM-1 ganglioside suggests that free toxin produced

. in the gut lwmen effects fiuid loss eariy in cholera, but that later in

the course of disease toxin which is inaccessible to luwningl binding

agents is the major stimulus of purging.

The greater effect of GM-1 gangiioside early.in the course of disease
and in patients who had been 111 for & shorter timamight be explained

by a lag time in the attachment of vibrio to intestinal mucosa. -

Tocal antibodies

A limgited mumber of studies have dealt with the problem of antitoxic

and/or antibacterial immunity in the gut itself.

Waldman et al (6) feported that two out of 12 cholera patients had a
rise in vibrocidal antibodies in their small-intestinal secretions.

None had detectable aggiutinatiﬁg antibody.

In a2 study from Calcutta {7) 125 volumtgers wera immmized with
various cholera vaccines, two doses 14 dgys apart. Local immunity

was tested by vibrioagglutination test, vibrocidal antibody test,

v/
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4. Dats analysins

The various data obtained will be anelyzed and can be presented in the

following way:

Specific aim 1 and 2

N o X
21 28 daye
O~} Viable count of V. cholerase

s—wa Cholers toxin

X—-X antibodies to toxin

A—2A  antibodies to LPS

Specific aim 3

CT - IgA

in Saliva
-

CT - IgA in
Lavage
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SICNIFECANCE

The &evelupmsnt of cholera amd other enteric vaccines, which would
stimulate local iuaunity, depends on the ability to quantitate the locsl
immne response. This study is & contiiuation on Protocel 77-011 and
will thus try to give further data on how local immmity to cholers
develops and whether this immunity has 3 terminating effect en the

actual illness or just gives protectimm to reinfection.

FACILITIES REQUIRED

Office and laboratory space is already existing within the Imemnology and

Microbiology Bramh.

- Mogpital resources: Patients will remain in.the hospital for 10 days.

15 patients x 10 deys = 150 ‘patient days., In
addition patients will return for follow-up day
17 and day 28«30 follow up visits.

. ’ /

Logigtic support: FolloQ«up visits will require pick-up of patients

by transport in most cases.

20 patients x 2 pickups x 10 miles/pickup = 400 miies.
Specialized roquifeuents - in some cases, in order to encouruge cooperation
from patients (ésp{ from nothﬁrs‘with other small children) we may have
to provide special facilities or support. The follow-up cutpatients
visits yill require the reinbursenent to.the subjects for expenses of
travelling to the hospital and loss of daily wages (Tk.25/day). As
they have to stay in thpital perﬁaps one or two extfa days in oxrder

to do the lavage on day 9, Tk.50 will be given as a cover of lost

wages.
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ABSTRACT SUMMARY

,

1. Oaly adult patients with cholera will be included in this study.

2. The risks from this study are minimal and consist of the repeated
disconfort of swallowing the capaulé plus string for acquiring
ducdenal fiuid, Ail patients will be trested with approprists
fluid therdpy. |

3. The dehydration will be treated optimelly. If the patient in spits
of that is deteriorsting tetracycline will be ;;ven and the psatient
excluded from the study. Antibiotics will also be‘administafed one
day before discharge, if the patient at fh&tﬁtiﬁ is still culture

positive for V. cliolerae.
_ V. cioleras

4. Al patients will be identified by patient number and all records
will be kept locked in the imvestigator’s office.

-

5. ill‘subjects will sign a consent form (see enclosed. form).

6. N.A. ‘
7. The individual 'will gain no personal wedical benefit other than
freatment for cholera which he/she would receive regardless of the
“study. She will however, receive payment for the lavage days
(Tk. iSIday}. Society will benefit if this study can give more
finformation on local iﬁuunittho cholers and thus frovide a basis

for evaluation of potential new vaccines.

. Bldod, saiiva, stool snd duodenal secretion will be collectad.
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SECTION IXII -~ RUDGET

A. DETAYLED BUDGET

1. PERSCNKEL SERVICES

Name Position

leif Gothéférs  Investigator
David Sack Co~Investigatox
A. Khanam Co~Investigator
ti.H. Rabbani Co~Investigator

Jan Sclmaren
A. M. Svennerholi
Field Asslstant

Lab. staff(Immmnce} 4 for
3 for

Kurse study ward 2 for

’

2 SUPPLIES AND MATERIALS

Time &
Effort

Annual
salary

3 manths
504
1os

15%
5 menths

15%
3 months

16%
20% ‘
5 monthe

3 months
4 months

3 manths

Sub total :

) Plastic, glassware (platas; pipetts tips,

tubes) , dialysis bags

Reagents (antisera, conjugates, anzymes)

Mise. clinical supplies

3.  EQUIPMENT

Nii

4. HOSFITALIEATION COSTS
180 patient days

48,660

50,403 )

57 600

58,169

Sud total

§ab total

Taka Dollax
- 6,030
- 5,040
3,600 -
2,200 -
- No cost
- No cost
10,053 b
48,000 -
12,000 -
75, 800 11,136
- 3,@
- 2;@
- lgm
.0 6,000
%7,000 -
27,000 o
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B.

" Personnel Services

Supplies and Materials

Equipment
Hospitalization costs
Qutpatient Care
ICDDR,S Transport
Travel

Transport of Things
ﬁent, Commmunication
Printing

Contractual Service

COnstructiqn

19

BUDGET SUMMARY

Dollar _
15855

6000

1690

50
3000 -
1000

100

460

%)
w

‘Total US$ 28,250.00




CONSENT FORM

LOCAL IMMUNE RESPONSE IN CHOLERA

’

‘The Internatiomsl Centre for Diarrhoecal Diseases Research, Bangladesh
is carrying cut research to better understand how to-protect peopls
from cholera and other diarrhoeal diseases. ¥e would like you to
partieipate in a study to determine the immune (protective). umm
which occures when a person develops cholera. We hope that the infom
tion we gain will be helpful in developing a new cholera vaccine which
will be much more effective in preventing cholera. If you agres to
participate in this study, you can e:pccﬁ the following:

1. You will need to stay in the hospital for 10 days; also you will
need to return to the hospital for.two more days. We will pay you
for the cost of l:'unsportition plus 25.Taka for each oFf these two
days and 50 Taka for the extra time you have to apend ot the hospital.

2, During ycur bospitalization we will collect blodd sad saliva 4 times.
Also on 4 occasions we will pase a thin string into your intestine to
collect a lpeciien of intestinal Juice. ‘ '

3. Aftar your discharge from the hospital we will collect blood. uli.va
and intestinal juice specimen: &t two occasions.

We will also have you do the intestinal lavage procedure 3 times.
This is & procedure ‘in which you will drink a large volume (up to
5 liters) of salty water and this will cause a temporary disrrhoea.
The dimrrhoea stops shortly after you stop drii:king the salty water.
During the lavage you will have a full feeling in the abdomen, you

- will gain 1-3 kg ‘in weight but- you will not have pain or any serious
axde-effects. : _ ' ,' : _ .

4. None of the tests are harmful to your health. n:wiﬁ blood and

passing the intestinal string are somewhat uncomfortable; they do

LY

not have aﬁy serious side effects.

..VI'Z



5. Your medical records will be kept confidential.

6. You do ﬁot have to participate in the study. Your decision concerning
the study will not effect your medical treatment while in the hospital
If you do. enter the study, you are free to leave the study at any
timg"ﬂiéhoua jeopardizing your medical care. We will answer any
questions you have concerning the atudy. '

If vou agree to participate in this study, please sign your name
here.

Date

Investigato:'s signature
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