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ABSTRACT SUMMARY:

A double blind randomized clinical trial is being proposed to

investigate whether treating patients with acute watery diarrhoea

with bismuth-subsalicylate (BSS} in a dose of 100 meg/kg. day for 6

days, will prevent these episodes from becoming pekéisteﬁt, i.e,

lasting 14 or m&re days. Twelve hundred.and forty children .aged 4-

36 months of boph sexes, hospitalized with the history ?f'acute
watery diarrhoea, will be divided into two groups. Odé"éréup will
receive BSS and the other a placebo. The efficacy of the BSS in the
prevention of persistept diarrhoea will be compared between the
treatment and placebo' group. During the hospitalization, the
physical examination and the number and consistency of the stools
will be monitored. All patients will be kept in hospi?al at least

five days to ensure intake of BSS. After the patients are

discharged from the hosqital following cessation of diarrhoea, they

wilt be followed up at; home on the 4th day after discharge to

i
determine whether the cirrent episode has resoclved. Those patients

leaving the hospital before c¢essation of diarrhoea who have

received § days of -therapy will be followed up at home on alternate o
, i . .
days upto 14 days from the onset of diarrhoea to determine whether

. . i ‘
the episode becomes persistent. This research may generate new

information regarding ﬁhe prevention of persistent diarrhoea and
may help in formulatiﬁg better therapeutic strategies for the

o !
- " . . ' *
.uprgifntlon of persistent diarrhoea.




SECTION 11: RESEARCH PLAN

A. Purpose of the trial

1. Generel objective:
The objective of the study is to evaluate .the role of
bismuth-subsalicylate in the ©prevention  -of ' persistent

diarrhoea in Bangladeshi children aged 4-36 months:A

2. Background:
Children under 3 years of age in the developing countries may
experience as many as 10 episodes of diarrhoea per year,
slthough the average number is 3-4 (1,2,3). Most diarrhoeal
episodes are of relatively shorter duration (i.e. less than
7 days) and can be treated effectively with oral rehydration‘
therapy and continued feeding with an appropriate diet., A
subset of diarrhoeal episodes, however, continues for 14 days
or more; these are referred to as persistent diarrhoea {(2,3).
Studies in several countries have shown that 3-20% of acute
diarrhoeal episodes in children under 5 years of age become
persistent (3.5){ A prbSpective cohort study conducted in
rural Bangladesh‘ revealed that 8% of acute diarrhoeal
episodes became ﬁersistent with the highest incidence in

infancy (2). Episodes of persistent diarrhoea are often

agssociated with deterioration in nutritional status and there

¥
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is a substantial risk of death (3). Although only a small
fraction of‘acute;diarrhoeal'episodes become:persistent; they |
are more likely-ﬂo be associated with adverse outcomes. For
example in rura? Bangladesh during 1986-87, persistent
diarrhoea was asséciated with 63% of'all diarrhoea—-associated
deaths and 34% of%all deaths in children under five years of
age (4). Similaréfindings-have-been reporéédlirom Brazil,
!
Peru, North Indi% and Nepal (3,5,6). Viewed in another way,
the atudy in northern India showed that although only 5% of
all diarrhoeal episodes become persistent, 14% of s;ch

episodes ended fatally compared with less than 1% of episodes

of shorter duration (5).

It is important to determine the possible risk factors for
persistent diarrhoea and define better interventions 1in
order to improve the morbidity and mortality of this

L ]
diarrhoeal syndrome.

There is a substantial clinical evidence that bismdth—
subsalicylate (BSS) is effective in the managément of
diarrhoeal diseaée, including treatment and prevention of
travelers’ diarrhoea {13): DuPont ét al demonstrated among
travelers that BéS reduces the frequéncy of unformed stool,
improved stool consistency and décreases the accompanying

aymptoms of nausea and abdominal cramps (13). Soriano et al



o ®
reported that children with acute diarrhoea who were treated
with 'BSS had significant reduction in s$tool frequency,
duration of diarrhoea, hospital stay, stool weight and an
improvement in stool consistency and general well being
(14,15):.Gryboski et al reported that BSS treatment;children
with chronic diarrﬁoea was assdciated with fewer and firmer
stools with less;water and significant clinical improvement
(16). Several siudies have indicated Fhap‘ﬁBSS is well
tolerated and islnot associated with majgf advérse effects
(13-17), Recentiy one study -in Lima, Peru (personal. .
coﬁmunication) ogserved significant reduction in stool volume'.i
by 30%, duration éf diarrhoea by 25% and duration of hospital
stay by one day.iDiarrhoea remained prolonged for more than

five days after édmission in placebo group in 23% children

_(p<0.005). threeétimes as frequently as in the low dose {6%)

or high dose (7%) BSS group. This finding suggested the
possibility that ﬁSS may prevent the development of prolonged
diarrhoea. The réduction in stool volume was observed only
from the third day of therapy. This pattern of late reduction
in diarrhoeal stool volume ;s uﬁlike that observed with the

cereal based oral rehydration therapy where the reduction in
the stool vélumes occurre& during the early period, usually
during the first 24 hours (21). This finding appears to
suggest that the mechanism of. action of BSS 1is *not an

immediate antisecretory effect but is probably through the

improvement
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of gut epithelial healing and subsequent feétbration of
absorptive function of the small intestine or through an
anti-inflammatory action which requires time to be effective.
Due to this probable mechanism and other modes of action of
BSS as described in the following section, we are
hypothesizing that BSS may play an important role in
preventing acute diarrhoeal episodes :fggm- becoming
persistent. Therefore, we dre proposing to un&ertake this

atudy in Matlab ﬂiarrhoea Treatment Centre.

BISMUTHSUBSALICYLATE (BSS)

Bismuth—subsalicilate is a compound of bigmuth and salicylic
acid but as the‘ exact stiochiometry of the compound is
unknown, it 1is aesignated .subsalicylate. In the stomach
bismuth- subsali%ylate is hydrolyzed to bismuth oxychloride
(which 1is soluﬁle at acid pH and becomes a bismuth
oxide/hydroxide m?xture in the alkaline intestinal contents)
and salicylic acié {which is poorly soluble at acid vH but is
soluble in int%stinal contenté). Several studies have
reported that aféer hydrol&sis of bismuth subsalicylate in
the gastrointestinal tract, measurable concentrations of
salicylate in.serum are achieved but bismuth is minimally
absorbed. Serum levels of salicylate and bismuth, however,
were well below the levels considered toxic (13-17). Several

epidemiologic studies have suggested an assoclation between

7



Reye’s syndrome and the use of salicylate in general. Soriano
et al {(15) before starting their study, cafefully reviewed
all available data and found no associa}ion of Reye’s
syndrome with the use of BSS and other non-acetylsalicylic
.
acids. This conclusion was supported by two reportsrﬁrom the
institute of Medicine of the U.S. National Academy of
Sciences and by the U.S. Food and Drug Administration.
Bismuth or nondissociated bismuth appvears £; Be.strongly
associated with the mucosal surface of the stomach. This
association of bismuth with the gastric mucosal surface may
be responsible,in part for thé cytoprotective properties of
bismuth. In the célon nondigsocidted BSS and other bismiith
salts are believed to react with hydrogen sulfide produced by
anaerobic bacteria to produce bismuth sulfide, =& highly
insolublé black s%lt responsible for the darkening of stool
durifig the use o‘f! BSS. This is tréansient and harmless and
does not interferé with standard tests for occult blood. The
méchanisn of actién of BSS in the treatment of diarrhoea ia
not completely upderstood. However possible explanations
include; (18-20) E

!
a) Prevention of éttachment of organisms to the intestinal

mucosa. :
i
b} Direct antimicrobial effects on diarrhoeal pathogens.

. .
c¢) Inactivation b% binding of enterotoxins. .



d) Anti-inflammat%ry effects of the salicylate componeﬂt of
BSS due to an inhibitory efféct on prostaglandin
aynthesis.

e) Mucosal cytobrétective properties of the BSS.

£) Binding to bile acids that may contribute to

diarrhoea. i ' .

BSS is able to bind bacteria of diverse species and. these

bound bacteria areisubsequently killed (18). Soriano and co-

workers observed i; a clinical study that BSS was associated

with clearance ofgﬁathogenic Escherichia coli from stool in

100% of cases éut elimination of Rotavirus Iwas not

significant (14, .15). Cliodna et al found that BSS was

significantly associatéd with clearance of Helicobacter

pylori (22). Ericsson and co-workers have shown that BSS can

inactivate the enterotoxins of Escherichia coli and Vibrio

cholerae 01 and reduce toxin mediated fluid accumulation by

78% and 91% respectively in adult rabbit ligated intestinal

loops (19). ' ‘



3.

RATIONALE:

Persistent diarrhoes is associated with significant infant and
child mortality. Its adverse nutritional effects may contribute
to the development; of marasmus or: kwashiorkor and surviving

children are likely to show evidence of stunting (3). Management

of persistent diarrhoea is difficult, challenging and time

. I . .u B
consuming., The main principles of management invelve maintaining

hydration and nutritional status with a suitable diet, until the
intestinal damage ié repaired. Due to known multimodal actions,

including the probable gut healing mechanism of action of BSS,

it is hoped that t?eatment of acute diarrhoeas with BSS may=:«'

prevent these episodes from becoming persistent. If BSS is found

effective, this wiil help formulation of better therapeutic

|
strategies for the prevention of persistent diarrhoea.

-

B. Specific objectives:
1. To determine if BSS administered in % ‘dose of 25 mg/kg
every six hourly for five days is effective in the

prevention of persistent diarrhoea. '

10
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C. Methoed of Procedure:

2. Exclusiorn criteriat

1.

Inclusion criteria:

- Patients from the demographic gurveillance area, aged 4-36

months of either sex, with & History of actite watery
diarrhoea of less than 72 hourd duration and threée or more

G B L .
watéry stools 'in the lagt 24 hours, will bg{considered

] LR

eligible for the study.

o — A b o — ek

a)
b)

c)

d)

> |
Duration of diarrhoea more than 72 hours.

i
Use of antibiotics within the previous 48 hours.
Presence of gr&ss biood in the stool on inspection.

Weight for agefless than the 5th percentile

(National Centre Health Statistics)

- Acute diarrhoea, associated with severe systemic infections

ilike septicaemﬂa, meningitis, pneumonia etc.
Known Intake og salicylate in the last 24 hours.
Allergy to salicylate.

Attack of chicken pox within 90 days.

Patient once included in the study

11
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3.

Outcome variables:

The study will compare the incidence of persistent diafrhoea
hetween treatment and placebo groups. An episode will-ge cons-
idered persistent when diarrhoea continues for 14 or more days
after onset.‘The following variables will be comparedf
- number of stools per day throughout the course of illness.
- 8Stool consistency measured eight hourly. v
- Daily body weight. :
~ Duration of diarrhoea after admission, - the £ime‘in hours
from initiation of the study until passage of the last
liquid stool prior to two formed stools or prior to 12
hours during which no stool is passed.
- Side effects will be monitored.
A diarrhoeal episodg will be considered resolved when the

patient has passed fdrmed stools for three consecutive days.

4. ESTIMATE OF ELIGIBLE SUBJECTS:

« About 7000-10,000 patients attend Matlab Diarrhoea Treatment
| , ‘
Centre annually with 20% and 30% of the patients _being

¥

infants and childr?n 1-4 years of age respectively. (ICDDR,B

K
Annual Report, 19@5—86). About 50~ 55% of patients come from
the demographic survelllance area and the rest from
peripheral areas. In an-analysis of admission data from the

Matlab Diarrhoea Tfeatment Centre it was found that admission

due to acute water% diarrhoea occurred in 81¥% of infants and

)

(\\‘ 64% of children 1- 4 vears of age (10)}.
YA _ 12
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AGE HOSP. ADMISSION FOR ACUTE DAILY ADMISSION FOR
(YEARS) (YEARLY) WATERY DIARRHOEA{YRLY) ACUTE WATERY DIARRHOEA
<l yrs. 800 570 E ’ 1 - 2
1-4 yrs. 1200 ‘ ' 676 1 - 2

Expected figures taking into account the exclusioﬁ'criteria;

1. Complicating infections; 10% (23}
2. Refusal rate 2% (according to medical perég;all

i - 8.
Sample gize calculation: S

We are expecting that 8% of the acute diarrhoeal eplsodes
will become persistent in the control group as per findings
of a prospective 'cohort study conducted in rural Matlab
Bangladesh (2). We estimate.that BSS will reduce by 50% the
deveiopment of persistent diarrhoea i.e. 4% of the acute
diarrhoeal episodes will be persistent in the treatment
group. We will compare failure rates, using the following

formula for calculatlon of samplé size.

pl x (100-p") + P! x (100 -P%)

L B = e e e x factor for
Cbogpt - pht
R | - - ! ‘).'
Where P[ =8% = the percentage of fallure rate i.e. proportion

v s 2 , |

of patlents who w111 develop per51stent diarrhoea in the
3w NS P | iy 1 1

control group.

© 13




P*=4% = the percentage of failure rate i.e. proportion of

patients who will develop persistent diarrhoea in the BSS

treated group.

~

8 x (100-8) + 4 x {100-4)

186

H

553, this calculation is made taking 7.9 as the
factor for the significance level .05 and the power
of 80%. ‘

With an allowance of 10% drop out an@ 12%' refusal, 620

patients in each group will detect our expected difference.

5. BASELINE EXAMINATION:
A bageline history and physical examination will be obtained to
determine the subjects eligibility for inclusion in the trial
and to collect relevant data prior to beginning the study that
will allow comparison of the study groups after randomization.
The baseline history and examination will include identification
of the patients, a description of symptoms prior to admission
and the duration, details of any treatment given for the

any recentéhistory of diarrheoal illnéss and measles,

| 14




a description of the feeding status prior to admission, a
i

description of stool: prior to admissicn, thé results of .physical

examination includihg the state of hydration, and nutrition
determined according. to standard criteria. The above information
1
will be recorded on pre-designed and pre-tested forms.
! ' :
i ' -

INFORMED CONSENT: :

________________ I
: 4.

If the patient is f&und to be eligible for inc}ysfﬁn in the

study, an written iﬂformed consent will be obtained..

ALLOCATION TO TREAT&ENT GROUPS (RANDOMIZATION)

The patients wilf b%‘randomly allocated to treatment groups
using methods that avoid bias (see below). The test agent and
the placebo willA be packagéd in identical containers. The
medicines will be identical in appearance, flavour and volume.
The containers will be arranged and numbered sequentially
corresponding to the randomization. The randomization code will
Be according to a randomization list prepared ﬁsinétthe block
randomization technique with a variable block length of six to

ten patients to avoid bias. The randomization list will contain
more patienté than the estimﬁted sample size to allow for
patients that leave the study prematufefy. The level ‘on the
containers will contain only the namne af;the study and the
serial ngmber of the patient for which the.cqntainer §ill be

used. When a new patient is selected for the study e.g. the 10th

t, he or she will be assigned the medicine in container

P



number 10. Master randomization lists will be prepared by a
responsible and trained person who is not otherwise assoéiated
with the study and will be kept in two independentfpiaces. The
concentration of the test drug and the placebo 'will be'édjusted

in such a way that will permit administration of both, test and

placebo drugs in equal volumes.

CASE MANAGEMENT:

Drug treatment will commence after obtaining baseline data which
will include history and physical examination, stool or rectal
swab for culture & antigen detection (Salmonella, Shigeila,V.
cholerae, Rotavirus, E. coli), stool .microscopy {entameba
histolytical), stool| for reducing substance for all before

therapy as well as akain for those who will continue diarrhoea
|

after 13 days since its onset and weight, height/length.
Patients will receive standard treatment with rice based ORS to
-

correct dehydration.EWhen needed patients will be treated with

. I
intravehous acetate fluid. An appropriate antimicrobial will be

) B s S RIS ‘
given to the patient%when stool cultures or microscopy reveals
organism such as V. cholerae, Shigella, or Entamoeba histolytica

for which treatment is appropriate. Food will be of fered

. ! . . . .
appropriately for age at regular intervals commencing within 4
]

hours after admiséion. Test drug and placebo will Dbe

administered orally every six hours for five days. The patients

16
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will receive BSS 100 mg/kg.day or placebo in liguid form. The
volume of medicine { BSS or Placebo) Ato be given to eaéh child
will depend on body weight. Each bottle will contain max imum
volume for the given age group. All patients will be kept in
hospital for five days irrespective of diarrhoéal status in
order to ensure five days of therapy. After the patients are
discharged from the hospital after cessation of diarrhoéa, they

will be followed up at home on the 4th day aftef discharge to

* -
*

detérmine whether the current episdde has reaSlVed‘or'ﬁot as per

our definition of idiarrhoea. Those patients who leéave the
|

hospital before Ceséation of diarrhoea but who ‘have received 5
days' of therapy, will be followed up at home on alternate days

upto 14 days from tbe onset of diarrhoea to observe the coursei’
i

of the current episode.

9. WITHDRAWALS FROM THE STUDY AND TREATMENT FAILURE:

If a patient develops a complication which prevents the planned
streatment to continue, the patient will be withdrawn from the

study and will not:be considered for analysis e.g. paralytic .
|
ileus, septicaemia, pneumonia, meningitis etc. If a patient

leaves the hospital before 5 days of therapy, he will not?be
considered in analysis. Any.ﬁatient who leaves the hospital
before cessation of diarrhoea and before 5 days of therapy have
been given will not be K considered in the analysis. Treatment

will be considered a failure if diarrhoea has not stoppéd within

f"\ . .
A 1}{& days’ duration since onset, _ -
v ¥
& 2y | 17 )
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10.

ORGANIZATION OF THE TRIAL:

The patients will be selected from the Matlab Diarrhoea

Treatment Centre if they fulfill the inclusion E%iteria. The?

Principal Investigators with the assistance of &’ full time

medical officer will take care of all patients. Eight-hourly"

evaluation will be recorded on a pre-designed form. Patienﬁs_

will be enrolled in the study among those seep:inithe{morﬁing

upto 11 am to enable a convenient 8 hourly schédule.,The number

1
v

of stools will be reéordéd using open diapers. Stool
consigtency will ﬁe determined aﬁd recorded as follows:
"liguid" if it c¢an be poured, "soft" if it acquires the shape
of the container and "formed" if it retains its own shape.
Daily body weights fill be taken at 24 hours interval from

admission. Other cﬁinidal parameters like fever;, vomitind,
stool and urine mixed volume, ORS and plain water intake,

amount of intravenous fluid infused will be monitored and

recorded 8 hourly as per the routine practice of the hospital.

- i

. i : o -
Study Réquirementsg
Existing hospital eduipment will be adequate for monitoring the
study patients, e%cept that one new paediatric balance
(weighing machine) | will also be required. |

1

v 18
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Staffing:
1. PIs (Dr. Hafiz 50% and Dr. Md. Yunus 20% of time)

2. Medical Officeri:(Research fellow) - Two

'3. Senicr Staff Nurse - -——= - Twao
4., Data Processing Assistant -—--—- -—— One
5. Community Health Workers -—— -——— Two

" -
The above staff members will have to be reqruited for

monitoring the patients in the hospital as weyﬁ_as?in.tha field
and for data entry into the computer.
"l ".

Timetable: N

- .
The study is expected to extend over a 15, months period. Since

: kS
much of information is routinely obtained, thére should be no
difficulty in entering three children daily into the study.
¢ r

Final analyses and report writing will be undertaken as soon as

possible after completion of the study. -

Data analysis:

L]

The pre-intervention data on admission like age, sex, duration

¢ o i

of diarrhoea, state of dehydration, vomiting, fever, weight for
height etc: will bel compared between tﬂe treatment and placebo
group. Success raﬁes in terms of prevention of persistent

|
diarrhoea will be éompared bétween the treatment and placebo
group usigg the sténdard chi;sqdére test. Also the length of {

K

illness in the two groups - means/medians analysis according to
I

\) B 1 19
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DETAILED BUDGET

oL
.

PERSONNEL IN US DOLLAR -,

Dr. Hafiz R. Chowdhury 1 x 9m x 750 = 6,750.00
Dr. M. Yunus' t x 3.6mx 1742= 6,271.00
Medical Officer (Research Fellow) 2 x 36m x 188 = ‘5,400.00
Nurses (GS5- Stept) _ 2 x 36m x 379 = i1,370.00
Data Processing Assistant (GS4 $T1) 1 x 18m'x 305 = 4,575,00
Community Health Worker | 2 x 36m x 75 = 2,250.00
. | . 36,616.00

PATIENT HOSPITALIZATION:
1240 Patients: Extra 2 days stay x US$12.50/day 31;000.00
(Cost of routine 3 days stay will be covered by i
Matlab Diarrhoéa Treatment Centre)
LABORATORY |
Stool for Routine Microscopic Examination 2,046 .00

(1240 tests @US$1.65) .
L . ! . : b
Réctal Swab for Salmonella, Shigella, Vibrios, L
(cost will be covered @y Hospital Surveiilance) X
Rota virus, (1240 x US$ 4.58) 5,680.00

E. Coli- Pick & Pool of 5 colonies (1240xUS$ 2.75) 3.410.00
ETEC (LT,ST). EAEC EIEC Testing
( Us 3 330 per 100 samples, 13 x 330 ) 4,280.00

Miscellaneous 1nvestigét1ons 1,000.00

b
i
i

4 N !
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OTHERS

Bismuth subsalicylate ! - 1,000.00
Supplies & Materials ? - 1,300.00
Child Weighing Machine | - 2,000.00-
Personal Computer - ‘ 3,000.00
Printing & Publication - S 1,000.00
Xerox - 100.00
Transport {Local Travel) | - ' . 1,500.00
International Travel - '3,690.00
Data Manage&ent {Computer) - 4,600.00
staff Clinic ~ - 200.00
Medical Illustration ) ~ 200.00_

" 15,000.00
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SUMMARY SHEET

BUDGET PROPOSAL '

Programme Name: Bismuth-Subsalicylate and Prevention of Persistent
Diarrhoea.

Principal Investigators: Drs. Hafizur Rahman Chowdhury & Md. Yunus

Expenses category‘

Personnel = uss 38,616.00

Patient hospitalization = 31,000.00
Laboratory ‘ = 16,426.00
Others ' = 15,000.00
! e o e il e (e e . S . . S e
Total direct costs ' = 99,040.00
Overhead cost (31 %) = 30,702.00
' !
TOTAL COSTS | = 129,742.00 -
1 fad i Bedreteetl s i flastelsicf e rar ey ¢
i
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ICDDR,B MATLAB HEALTH & RESEARCH CENTRE

BISMUTH-SUBSALICYLATE AND PREVENTION OF PERSISTENT DIARRHOEA

IDENTIFICATION FORM

Has verbal consent been obtained ? Yes=1 No=0 [:::::j

Child’'s Name Sex Male=z1 Female=2 E::]

1 1 1 T 1. T 1

I
% 11a¢g é F a m i 1 ¥ Individual
Il

CID No. of Child —
v

&

Informer'’s Name
and Relation ‘ Mother=1 '
: Father=2 I
‘ Others=3

Date of birth i : I: ] ! Family Members No. [ I I

dd mm vy

Date of admission to s@udy ' :

)
-
-—
-

dd mm vy

t
1
T

Time of admission to study : I | J

: hh mm

|

!
Presenting complaints %
1) ’ Duration
2) "

3)



'
¥

Histéry of present illnéss -

History of past illness: -

1
I

1. Recent history of di?rrhoea
(within 90 days) Yestl No=0

2. If ves, Type of diarrhoea
{=Watery/liquid, 2=Mucoid 3=Blood mucoid.

3. Recent history of Measles. Yes=1 No=0
(within 45 days)

4. History of chicken pox Yes=1 No=0
(within 90 days)

5. Other illness describe with duration

Socio—-economic history-




Feeding histeory-

Fully breast feed---~--------1
Partially breast feed-----—--- 2
(BM and cow’s or formula)

Formula or cow’'s milk only ~--3
Mi%ed feed---~----—~-———-—-~- 4

(any milk and other food)

DPT: No=0, Yes Complete=1

Yes, incomplete=2
Don't know=9

OPV: No=0 Yes Complete=1
Yes, incomplete=2!
Don’t know=9 '
Measles: No=0 Yes Comélete=1
Don’t know=9

BCG: No=0 Yes=1 :

Don't know=9
Vitamin A before admission : Yes=1 No=0

If wes, duration (days)
I
Drugs received before gdmission, if any:

1) i

2) - ',

3}

!

]




'
* . ‘

General examination on admission

Appearance - . Weight (kg) -
Pulse (per m.)- Height (cm) -
Temperature(F)- MUAC (nm) Co-
Respiration (pm)- ‘ Wt. for age (NCHS}-
9eh¥dration - Wt. for Ht. (NCHS)-
A;aemia - - ' Tongue- | '
Jaﬁndice - | Hair~_. .
Qedema - Skih;. :
E;és - : | Lynmph nodesj
BEgarg.. . - - , ' ' i
Tonsils - o Others -
CHEST ; ABDOMEN
Heart _ - ! " r”- Size & Shape- j
iungs . e ; 1 .19,%Bowél-sounds— :
Rib indrawing - 5 o 7 spleen- '

| i Kidney- |

OTHER IMPORTANT FINDINGS (IF ANY)-




vy v ' ; - oo Flwe

Yo

} Age (Months) |

'} Sex (1=M 2=F) .

) Body Weight (kg) -

{last box for decimal}

-} Height (cm) {last box' for decimal)

) MUAC (mm)}
) Duration of diarrhoea (days)
"} Frequency (No. per 24 hours)

) Stool Consistency 1=Watery/Liquid
2=Loose/Soft 3=Semi Solid 4=So0lid &5=Qthers

1) Stool Character 1=Normal 2=Yellow Liquid
3=Mucoid 4=Blood Mucoid bH5=Black 6=0Others

M) Vomiting at home (before admission)
Yes=1 No=0

1) I'f ves, duration (Hours)

2) Status of Dehydration,
1=Mild 2=Moderate 3=Severe (=Nohe

3) Temparature (F)‘(Lasf box for decimal)
4} Anorexia, Yes=1 No=0

B) Tongue 1=Clear 2=White Coated
3=Black Coated

B5) ORS Intake before admission Yes=1l No=0

AN

=
.

—

.




17)

18)

19)

Recent diarrhoeal history Yes=1 _No=0 [:::::}1-

{Within 90 days)

t

- ol .

if yes, type of diarrhoea l=Liquid/Watery [:i:::]-

2=Mucoid 3=Blood Mucoid

Recent Measles History Yes=1 No=0
(Within 45 days) Don’t know=9 [:::::]



FEATURES DURING STUDY

Eal

Child Study No: : — ' —

> udy Nosp—7—7—7—3 [T 11 [1_]
it § oA C o« i ioop oanddy!t mmgn yy o thehr o mmy

s ST .E- R I 5 THL ERIVION A LR maad 0 W H

Dgy: 1T i b Y i b - . . 1 .

b :

01) Weight in kg at 8{45 am L | I |

02) Stool Passed today Yes=1 No=0 [::i:]

.
|
{ . . L4 -

"t

03) Frequency (No. since 8 am today) E:::Ef::]
r . ! =

04) Consistency 1=Watery/Liquid 2=Loose/Soft
3=Semi Solid 4=8o0lid 5=0thers

05) Characters 1=Normél 2=Yellow Liguid
4=Blood Mucoid:5=31ack 6=0thers.

06) Vomiting Yes=1 5N0=0

07) Frequency (No. since 8 am tbday)-
08) Anorexia today Yes=1 No=0

09) Fever Yes=1 No=0 ( °F)

FS

10) Tongue, 1=Clear 2=White Coated
3=Black Coated

11) ORS Intake (ml/kg) (Since 8 am today) — ]

L.

12) Intravenus Fluid Infusion (ml/kg)
{Since 8 am today)

-
Y

13) Stool mixed urine {(ml/kg) l : ] i
{Since 8 am today)




ﬂ o o
. CONSENT FORM

Diarrhoea is one of the, biggest killer of under five children in
Bangladesh. Recent studiés have shown that BSS .1is effective in the
management of Acute Watery Diarrhoea-and also suggested that it may prevent
acute diarrhoeal episode becoming persistent. ICDDR,B Matlab’ Health and
Research Centre has been conducting study to see the role of BSS 1in the
prevention of persistent diarrhoea. For the purpose of the study a dose of
BSS will be administered to half of the study children and rest half will
get placebo and outcome wil} be followed up during hospitatization and at
houses in definite days after discharge from the hospital. Several recent
studies have indicated that BSS was not associated with any adverse side
effect excepting black tongue and black stool. This black:steool and tongue
will be clieared after discontinuation of therapy. If BSS 4s found
effective in our clinical trial, it will help informuTating better
therapeutic strategies for the management of persistent diarrhoea. )

if you like to-participate in our study, your child may be needed to stay
in the hospitai at least for five days irrespective of diarrhoeal status.

our staff mempers will follow-up those children on the 4th day after
discharge following cessation of diarrhoea from the hospital to see whether
the current diarrhoeal episode is ressolvedor not. For those children who
will Teave hospital before cessation of diarrhoea but received five days

therapy, will be followed-up at houses on alternate days for a total of 13

days since onset of diarrhoea to see whether the current episode is resolved
or not.

If you don’t like to participate ia our study, your child will get possibie
treatment. You are at iiberty to withdraw your child from the study at any
time without any obligation and Jeopardizing vyour medical care and
treatment.

If you are volunterily willing to participate in the'study, then please
sign your name or left thumb impressicn below: P .

-~

SIGNATURE OF THE INVESTIGATOR SIGNATURE/LTI OF LEGAL GUARDIAN OF
CHILDREN ‘

DATE - T DATE



TS g

i, ¢ . .

TreatTats stafant Tate #4715 IWLIZ ITC5A TPLIAT GRT WAICH FGY TSI ATTTY
AroTon TaTeRR ACARYm TAATTRT TLATE TR BSS, mar wumtin o3 wtETeaite 2-3%
aTucTEa @l 4TgNt TAEYCRCATE TR REY Aed TRRTTR stefamrtes wig° wwatTa
si8Tant Toxl  Tded awt wals oA | @te” rawmtia grRfadt Afsratry BSS <=
& Tast  tAAT7 oWt ICODR,B sior@ =aigy <R ATI5T 1959 BT ATIANT  ATFSrEay
wacs 1 4% SrIENI @Y AATFTEIR T TAT STHCITI 973t Tatg“si =tatn BSS
e at#l wry“sm Tty Placebo wremiiat TTI «W TIANTITTA Ftavata Aagg @2
et eta  TATF  Gs 182 oTz @it TRfwtsd Tammraiatat 2rere Teita Bgra  sEion
tRET 7L | ; :

!
wioforrteaa  Tafosd oTARETD TALTTNT ZTRTE TR TOREAT @ AvEdrAy  wvar  went
gtot BSS @ sy wota atas-afelent w@ 1 @@ @ %y wrent TETY AT ATRAAT 8
fezzata witay 4L 5TA YRt @R oTAReYm afw BSS @ waoRr sty dYiavy TS
7a oture Bnt efaasrs aie” ramtfa grifaary f5Teeat tHre sgtes ¥

arefa  ATa arghTad SRt atTm ad TRTS AUwe YTeN oYEed oiemty IvspIee AW

arw A tETwa  ETRASTTA ITATS BTLI —— AR STEfaay tRra Teltee . ATRTTad
Fm<iat a8 e Tt erRTEmt ovs ara 2170 29 STIRITT B 87 pw A Tatra
atsttys  Teira Twgnaed FEeuty wtEfsat scaves Tastie ote zrorg Teat 1 @raig ©¥
s Tepat A7 Y5 TATRF @ 89 rentm o9 Trafzat sta It Trme Tyasieia TS 6in
TrTa SETAITS, ATRTTAT ACIRT e fad of om WaCTNid efRTEEy wEl TATE b oL
amte AYOITs  THCR RYCRA ISCWTH GTRTEEY wATonTESTTY ovm TimTg TeRY

arafa orwiTAg ATIRTR ogs fAr® WeNs At grag wisEim T aneray mem 5 ToeaAT
arTa 1 SiATR TR THTR AN APARTE TARL TS ANy raAty TiEs atAce  ATas
TATSTGe atewta Tz 5 Teeat avzy z13 /7

a7t uTw FIeReIeC IR SYITIWZ ATFRATA ER® TATS AUND TN TTRIA AT FaiEd

CwgnR WAt TR THTeE AL TOT aredited gid TAE

NCANTFR FLTH Aa s/ Tey eifestarsa It
. ;o WAL TR @A
It Tad: _ ot 7% _
h »

File:C:\ABWS\CONSENT.HOS
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01.

02.

v

C.!. OF DR. MD., HAFIZUR RAHMAN CHOW!HURY .
' : |

! [ !
Name : DR. MD. HAFIZUR RAHMAN CHOWDHURF \

Date of birth :f2nd May, 1960 ; Ei‘

ROFESSIONAL TRAINING

01.

02.

PROFESSIONAL EXPERTENCE:

Attended ICDDR,B training course entitled "Introductory guide to statistics;
epldemiology and demography" from March 30 to June 15, 1986.
]

Attended a week loné training course on Conjunctival Impressioncytology for
assessing Vitamin-A from POSTGRADUATE INSTITUTE OF MEDICAL EDUCATION & RESEARCH
CHANDIGARH, INDIA. .~ . I |

H
b "’ . v
} . :

01.

02.

03.

RESEARCH ACTIVITIES:

Serving as a Medical Officer in ICDDR,B Matlab Health and Research Centre since
2nd February, 1986. Responsibilities include routine patient care in the hospital,
MCH~FF Clinic as well as in the Staff Clinic. Also invelved in research and
training activities at Matlab.

Experienced in dpplYlng and reading Multi-test CMI among rural Bangladeshl thidren.

Experienced in taking and staining Conjurctival Impression Cytology to detect
subclinical vitamin A deficiency.

ye

L1

0l. I was actively involved in the training and field implementation of a Communtiy
based cohort study entitle "Epidemiology of Persistent Dlarrhoea in Bangladeshi
Children", P.I.: Dr. A. R. Baqui.

02. Current Technical Supervisor of the Matlab Cause of Death Analysis.

03. Working as a Co-investigator in Measles Surveillance Study . P.I. (s):

~ Dr. L.A. de Francisco.

PUBLICATIONS:

01. H.R. Chowdhury, V. Fauveau, M. Yunus, K.Zaman & A. Briend: Is acute watery diarrhoea
an important cause of morbidity & mortality among rural Barnigladeshi children?
Transactions af The Royal Society of Tropical Medicine And Hygieme 1991, 85: 128-130.

02. Abdullzh H. Baqui, Robert K. Black, R. Bradley Sack, Md. Yunus, A.K.M. Siddique,
H.R. Chowdhury: Epidemiologic and Clinical Charactertistics of Acute and Persistent
Diatrhoea in Rural Bangladesh. Acta'Pdediat Suppl. 1992, 381:15-21.

03. Abdullah H. Baqui, Robert E. Black Md. Yunus, A.R. Azimul Haque, H.R. Chowdhury,

R. Bradley Sack: Methodeologic Issues 1h Diarthoeal Dideases Epidemiology Definition
of Diarrhoeal Episode. Int. Journal of Epidemiology, 1991, 20: 1057-63.
04. Abdullah H Baqui, R Bradley Sack, Roberﬁ E Black, K Haidé#, A Hossain, A R' M A Alid,

M. Yunus, H.R. Chowdhury, A K Siddiqué: Enteropathogens associated with actue and
persistent diarrhoea in Bangladeshi childten under 5 years of age. Journal of
Infectious Diseases, 1992; 166:792-96.
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