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SECTION I - RESEARCH PROTOCOL

Title: Pilot project to follow-up
Surveillance patients with
shigella and other dysentery

diseases.
Principal Investigator: . Dr. Barbara Stoll
Co-investigators: Dr. Imdadul Hugq

Dr. Gerald Keusch

Starting Date: : As soon as approved.
Completion Date: Pour months after starting.

Total Direct Cost: : $ 2,316.00

Scientific Program Head:
Disease. Transmissdn. Working G?au?

This protocol has been approved by the

) N D(/V"V‘v‘\r‘:f v
Signature of Scientific Program Head : K

Date : _ }Cg b ‘6\

Abstract Summary:

Dysentery symptoms and shigella infections are important problems
in Bangladesh. This pilot project will begin to study two groups of
surveillance outpatient children in depth - those who come to the climic
complaining of dysentery and those whose stool cultures are positive
for shigella - to begin to understand the course of initially uncomplicated
outpatient shigella and dysentery, the subsequent complications and the
changes in nutritional status over time.



SECTION 11 -~ RESEARCH PLAN

Introduction

Objective

1 .
The objective of this project is to study two groups of

gurveillance outpatient children iun greater depth - (1) those
who come to the clinic complaining of dysentery and (2) those
whose cultures are positive for shigella (both dysentery and
non-dysentery presentations) - to begin to understand.the course
of initially uncomplicated shigella and dysentery (i.e., disease
not requiring hospitalization), the subsequent complications,
and the changes in nutritional status over time.

~

Background

‘Shigella is a common and severe diarrheal disease in Bangladesh.
We have reviewed Dacca Hospital Surveillance data for 1980 and have
found shigella to be the second most common isolate in patients over
2 years of age - isolated from approximately 12 percent of all
patients. Surveillance patients with shigella were mote likely to
present with stool blood, stool mucus, abdominal pain and fever
than non-shigella patients. Fewer children with shigella were
breast fed and there was a trend for patients with shigella to be
more malnourished. Approximately one-third of Dacca Hospital
Surveillance patients complained of dysentery. Of these, almost
one-half had shigella. Two-thirds had shigella, s&ﬁhonella
campylobacter or ameba, but one-third had no etiologic agent found.

There is no routine follow-up of surveillance patients. The
clinical course and outcome of outpatients who come to ICDDR,B
complaining of dysentery and of those who are later found to have
shigella is not well defined. This pilot project will begin to

study these patients in depth.

Host



Specific Aims

1. To follow out patient children who come to ICDDR,B complaining
of dysentery and/or are found to have shigella to better define
what happens to these mild-moderately ill patients after they
leave the clinic.

2. To look for specific known complications of shigella and any

_intercurrent illnesses in these children.

3. To look at nutritional status at onset of disease and weekly
"thereafter for one month.-

1

4. To look for shigella toxin in the:Stools of these children.
5. To look at the serologic:respohse to shigella in these children.
6. To determine if some ‘'mon-shigella" dysentery cases are really
.missed shigella (i.e., toxin and/or sero positive, but culture
negative)}. ' )
H . ’ . ) ) i
Methods

All surveillance children between 2 and 10 years of age who
come to ICDDR,B complaining of acute dysentery (acute defined as -
3 days or less; dysentery defined as stool with blood+ /Jor mucus) °
will be enterred into the study at the time of initial visit.
Patients whose stool cultures are positive for shigella will be
enterred into the study after their initial visit, as soon as
results of stool culture are krown. New patients will be enterred
into the study until 50 patients with shigella have -been found
(i.e., about 3-4 months). Routine surveillance data and specimens
will be collected. In addition, an aliquot of stool will be obtained
and processed for shigella toxin as described below and a fingerstick
blood sample will be obtained for shigella antibodies. A field worker
will visit the home of -a shigella patients as socn as the culture
result is known, to explain the nature of the study, tc obtain stool
and blood samples and to question the patient about the course of
disease. If the patient is still il1l, he or she will be brought
back to ICDDR,B, will be examined by the principal investigator,
and appropriate therapy will be given. All study patients will be
visited in their homes by a field worker weekly for one month. At
each visit information will be collected on course of disease,
complications, intercurrent illness, subsequent care and medication
usage, food intake and nutritional status (height, weight, arm
circumference). At 3-4 weeks following the initial hospital visit a
. second fingerstick blood sample will be obtained (convalescent sera).



1f a patient is still ill at the time of any home visit, a repeat
R/S for stool culture will be donme and the patient will be brought
back to the principal investigator at ICDDR,B for care.

Procedures

Stool samples will be processed as follows: A 10% stool
suspension in normal saline will be prepared. “The sample will
be centrifuged and the supernatant will be passed through a
Millipore filter. The filtered supernatant will then be lyophy-
lized. The lyophilized specimen will be sent to Dr. Gerald
Keusch for shigella toxin determination.’

A fingerstick blood sample will be obtained. 10041 cf blood
will be mixed in ] cc normal saline. Shigella type- specific
antibbdy determinations will be performed by Dr. Gerald Keusch.

Significance

Dysentery symptoms (shigella and non-shigella) and shigella
infections (dysentery or watery diarrhea) are important problems

in Bangladesh. The clinical course and outcome of Bangladeshi
children with these diseases 'is not well defined, This study

will begin to learn more about the course of disease, complications,
and changes im nutritional status over time in these children.

Facilities Required

1. No new office or lab space is required.

2. Personnel - 4 gield workers 1007 x 4 months

1 lab technicién 307 ¥ 4 months

3. Hospital support - none. . ‘ .

4, TLogistical support - transport to ‘and from patients' homes
for 4 follow-up visits will be needed. i

5. Equipment — none new.

™



Collaborative Arrangements

Dr. Gerald Reusch, Professor of Medicine, Tufts Medical
School, Boston, Massachusetts, will perform stool shigella
toxin and serum antibody determipations and will be a full
collaborator in this project.



Abstract Summary

Patients studied will be outpatient surveillance study patlents
between 2 and 10 years of age with dysentery and/or shigella.
Dysentery and shigella are common problems in this age group,
but the course of disease in these Bangladeshi children is not
well known. ‘ .

i
There are no risks to patients only mild discomfort from fingerstick
bloed drawing. . :

NA. >
The confidentiality and anonymity of patients will be safeguarded.
All records will be kept by thé principal investigator. Patients

will be referred to by number only, rather than name.

After the nature of the study is_explained to parents orx guardlans,
a consent form, in Bengali, will be obtained.

An approx1mately 5-10 minute interview will take place at the
1n1t1&1 hospital visit and at & subsequent home visits.

. The potential benefits to be galned by patients are a) more

accurate diagnosis b) good follow-up c¢) improvéd care.
Society in general will gain by a better understanding of
these medieal problems. .

One stool smaple and Z fingerstick Blood samples will be obtained
from each study patient. -



SECTION I1I - BUDGET

A. Detailed Budget

1, Personnel Services

Name Position
Br. B. Stoll Scientist
Dr. I. Huq "
.Dr. G. Keusch Lo

4 fiel& éésistants

Incremental
A Salary
% time Taka Dollar

207 x 4 mo ! - -
5% x 4 mo - -

100Z ¥ 4 wo 20,000

1 lab technician 307 4 mo 1,410
Subtotal 21,410

2. Supplies and materials

Item . Unit cost Taka Dollar

Stocl lyophylization 10 Tk. X 100 1,000

Miscellaneous forms 500

3, Equipment: tione.
4, Patient hospitalization: hone.

5. ‘Outpatient care ~ non extra.

6. TICDDR,B transport

120 days x 30 miles x 3 = 10800 taka

-+

120 days x 8 hours x 3.5 =

3360 taka
14160 taka



10.

I

12,

Travel and Transportation: none.
Transportation of things: none.

Rent, communication, utilities: nomne.
Printing, publication: none.

Other contractiial services: none. -

Construction, renovation, alterations: none.

-

Budget Summary

1

Category ' Taka
!:"Persbnngl : . v . 21,410
2., Supplies and Matérials ) : 1,500
3. Equipment
4. Patient hoapitalization

5. Outpatient carel

6. ICDDR,B Transport .- 14,160
7. Travel and Transéortation‘

8. Transportation of things.

9. Rent, Communicatiﬁn, utiliiies

10. Printing publication |

Other contractual services

12. Construction, renovationm, alterations

Dollar

Sub total Tk. - 37,070

¥

$ 2,316
/



Consent Form

The type of illness your child has is a common problem in
Bangladesh. Your child is not very very sick with his/her illness
at this time. Some children improve quickly, while others continue
to have diarrhea/dysentery, don't eat well and develop other complica-
tions. The course of your child's illness in-Bangladeshi children is
not well known. This project will study child(ﬁé with your child's
illness in depth, C

Today, we will ask you some special questions about your child's
illness and will take a stool sample and fingerstick blood sample
from your child. These samples are to help 'us diagnose exactly what
kind-of illness your child has. In addition, a fieldworker will visit
you in your home every week for one month to find out if your child
is still i1l or if he/she is well and to weigh and measure. your.child.
At 3-4 weeks we will repeat the fingerstick blood semple.

. If your child is still ill at the time of any home visit, he/she
will be brought back to ICDDR,B, will be examined by a physician and
therapy will be given,

1f you do not wish to participate in this study or if you choose
to ‘'withdraw at anytime, your child will still receive the same good
care at ICDDR,B.

If vou understand the nature of the study and are willing to
participate, please sign below.

. Patient or Guardian

Investigator
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SHIGELLA QUESTIONNAIRE - INITIAL VISIT

Study Number —_ = (1-3)

Card Number o= (4
Name .r
Patient Number . — e e e e — (5-10)
TLINESS: O = No, 1l = Yes, 2 = Not known
Before this present illness : »
Have you had dysentery before in the past month? -— {11}
'Have you had watery diarrhoea beéfore in the past month? - (12)
Have you had measles in the past month? yo—  (13)
Have you had any other illness in the past month? - (14)
If yes, 'to any of the ahove queétioné, have you
received any medications for these illnesses? —_— .(15)
Any antibiotic? ‘ ) — (15}
Name of antibiotic -
)
Present illness :
Is this your first visit to ICDDR,B for this illness? —— (17)
Have you been to any other medical facility for this —  (18)
illness?
If yes vhere
Have you taken an antibiotic for-this illness? — {19}
1f yes, name of antibiotic
If yeé, for how many days? . — —  (20-Z21)
With your present illness have yoﬁ suffered any of
the following : :
Rectal prolapse — {22}
Convulsion ' . - ' — (23)
Cough _ _ — (24)
Nasal discharge ‘ _' —  (25)
Joint paih-arthritis : ' — {206)
Conjunctivitis ’ - {27
Headache ' ' ~  (28)
1s your appetite, O = normal, 1 = decreased
2 = increased, 3 = not known . — {29}
What does your usual diet include? . .. .. - - — “'““E
Breast milk g — (30}
Cow's milk . o — (3D
Powdered milk ' — (32}
' rea . ' - —  (33)
. Barley };'. ' — (34
Flour Qater gruel . - (35)

Rice powder and milk ~ E o —  (36)




Bread
Rice
Dhal
Vegetable
Fruit
Fish
Meat
Other

Household :

- ‘How many people live in your‘house?
How many children live in your house?
' How many rooms are these in yéur house?
If anyone else iﬁ hqme is 111, who

How old are children who .live in your house

r=-

(37N
{38)
{39)
{40)
(41)
(42}
{43)
(44)

{45-46)
(47-48)
{49-50)




SHIGELLA QUESTIONNAIRE -~ HOME

VISIT

Study Number
Card Number

Name

Patient Number
Daﬁe

ILINESS ¢ = No, 1 = Yes,

Are you completely well now?

2 = Not known

If no, do you still have the samé illness

‘(@iarrhoea/dysentery} for which you went to ICDDR,B

1f no, did your first illness improVe,nﬂut do you ! -
now have another episode of diarrhoea/dysentery?

If still ill, do you have :
watery diarrhoea

stodl blood

Stool mucus

Abéominal cramps

Tenesmus -

Fever

Vomiting

Since you were last seen at ICDDR B or by a field worker,
have you had any of the following :

Rectal prelapse
Convulsion

Cough

Nasal discharge
Joint pain arthritis
Conjunctivitis
Nightblindness
Headache

Other

Since you were last seen at ICDDR,B or by a field worker,

have you :

Returned to ICDDR,B for care? ‘ - o

Received any medications at

Name of “medications

TCDDR,B . -_—

-Gone to-another facility for medical care? —

If yes, where

If yes, have you received any medications? . -_

Names of medications

Would you return to ICDDR B
. diarrhoeal illness?

If no, why not?

for care with- your next

If you are still sick and have not returned to

ICDDE,B why not?

(1-3)
(4)

{5-10)
(1L1-16)

{17
(18}

(1%

(20)
(21)
(22)
(23)
(24)
(25)
(26)

(27)
(28)
(29}
(30)
(21)
(32)
{33)
(34)
(35)

(36)
(36)

(38)

(39)

(40)




DIET .
Is your appetite, O = normal, 1 = decreased
2 =vincreased 3 = not known

What have you been eating since last visit?

Breést milk

Cow's milk

Powdered milk _

Tea : !

Barley

Flour water giuel

Rice powder and milk

Bread

" Rice

‘Dhal

vegetable

Fruit

Fish

Meat

Other

Nutritional Status

Height
Weight

Arm circumference

Laboratory
R/S done

Blood drawn

{41}

(42)
(43)
(44}
(45)
(46)
47
(48)
(49)
(50)
(51)
(52)
(53)
(54)
(55)
(56)

(57-59)
(60-62)
{63~65)




