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7. ABSTRACT SUMMARY:
§

Management of persistent diarrhoea still poses a formidable
challenge to:i the physicians. Though there is yet no established
treatment for this disease, sufficient knowleddge exists to permit
a consensus on the treatment of persistent diarrhoea. In a recent
meeting at 'Mombassa and in a subsequent workshop at New Delhi, a
consensus algorithm was evolved for the management of persistent
diarrhoea.' This algorithm would identify the initial risk factors
{clinical and laboratory) and intercurrent factors (c¢linical and
laboratory) associated with treatment failures and to evaluate
these alone or in combinations as predictors of treatment
..failures. This will also help to identify factors (clinical and
" laboratory)' associated with early discharge from the hospital and
to evaluate, these alone or ih combinations as predictors of early
discharge.TWe hypothesize that the rate of failure in patients
treated according to this algorithm would be less than 20%. Tt
would permit -us to evaluate certain prognostic factors which will
prediét a poor ‘outcome on this treatment algorithm. The study
will' continue for .one year. Diet will be offered after initial
hydration. Patients with systemic complications will be initially.
manhged and diet will be offered if stabilize within 24 hours.
Breast feeding will be allowed ad libitum. Study diet will be
given at the rate of 150 kcal/kg/24 hours in 6 divided feeds. A
multivitamin mineral mixture in three times of RDA will be
-offered daily. The patients will get other usual hospital
maanementS. ' '

IR T . . .
*, Discharge from the hospital will be considered for patients
"with cessation of diarrhoea with a gain in weight of more than

* 20g/day for 2 consecutive days, and weight/length > 70% NCHS

‘standards. After discharge, patients will be followed up after
two.weekg;for a weight record and change of diet. :

&. REVIEWS: . - | - o
a) Chairman, Reséarch Review Committee:
b} Chairman, Ethical Review Committee:
¢) Director, ICDDR,B:

*
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SECTION II - RESEARCH PLAN

|
INTRODUCTION:

This study is a part of the standard core propozsal for a
multicentre study for the evaluation of an algorithm for the
management of persistent diarrhoea in a hospital setting
0¥ganized by WHO/ADDR. The other countrios involved in this
multicentre study are India, Pakistan, Mexico, Peru and Viet
Nam.

Background:

Persistent diarrhoea is defined as an episode which starts

4

acutely, but continues more than 14 days(l).  -Recently
persistent diarrhoea in ghlldren is identified by the World
Health Organization as «w major public health problem in

developing countries and. a research topic of high prioritz{1}.

Nutritional consequences of diarrhoea are often adverse(2-4);
there remains a substantial risk of ‘death when diarrhoea lasts
longer than usual(5). In a study in northern Indiza more than
50% of diarrhoeal deaths in children under 5 in a rural
community were asscciated with persistent diarrhoeal(b).

? Dletary management is an important component of case
management strategy of persistent diarrhoea in infants and young
children. Considerable amount of research has gone into designing
diets which provide adeguate energy and nutrients and at the same
tlime do not aggravate the clinical course of persistent
diarrhoea. In infants and young children, a diet based on chicken
meat, vegetable oil and glucose has been shown to be
beneficial (6, 7) Recently a less expensive diet, improvised from
localy anllable ingrediernts such ds rice powder, egg white,

glucose, vegetable o0il and.salt’ has been found to be highly
absorption efficient and effective in infants and young children
with persistent diarhoea(8). It has been also postulated that a’
mixture of a cereal plus milk could be the basis of first line

dietary treatment in infants and young children with persistent
diarrhoea, and has been in use at the Clinical Research Centre of
ICDDR, B. '

Although different studies have shown the efficacy of
several diets, there is yet no established treatment of patients
with perslstent diarrhoea. In a recent meeting at Mombassa and in
a subsequent WHO/ADDR workshop at New Delhi, a consensus
algorithm was evolved for the management of persistent
diarrhoea. This treatment algorithm would identify a)
patients who-'need hospitalization for their persistent diacvrhoea
svndrome, b) an” initial energy dense mixture of milk or
yoghurt, cereal, and oil, ¢) infection and weight decline

ssociated with persistent diarrhoea, d) appropriate
treatment of dysentery, and "e) a modified diet with a reduced
starch load for a .subgroup failing on the initial diet. About

-
.
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25-30% of i'patients fail to improve on the dietary treatment
currently in use in our centre and most other countries(8,9). The
figure seems to be ieven hlgher (40-50%) in the health facilities
where there ‘is no standard‘treatment policy for the patlents with
per31stent.41arrhoea.

i - . v
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HYPOTHESIS‘I 7 .}L; -
r—‘ I - II

i More than 80% of children with persistent diarrhoea admitted’
“to; hospltal ‘can be:successfully treated using the initial step of
the management protocol. Clinical and laboratory characteristics
documented, on admission can discriminate children who are at high
risk of subsequently becdoming treatment failures. Intercurrent
fa&tors (cllnlcal and laboratory) can discriminate children who
are at hlgh risk of becoming treatment failures, Clinical and
laboratory characteristics documented on admission can
dlscrlmlnate chlldren who will be discharged early and who might
have been' treated successfully at home,

.l i
SPECIFIC OBJECTIVES

i . .-!I P F.

Research questlons
Y .
a,. To estimate the rate of treatment failures in children with

, persistent diarrhoea selected to hospital care according to

the algorithm;criteria and treated according to it.
Sy .

b.: To identify 1n1t1al factors'(cllnlcal and laboratory)

i assoc;ated w1th treatment failures and to evaluate these

alone or in comblnatlons as predictors of treatment
fallures. -4 :

H . M : '

1 '

c. To 1dent1fy 1ntercurrent factors {(clinical and laboratory)
associated w1th treatment failures and to eveluate these
alone or 1ngoomb1nat10ns as predictors of treatment
fallures. g :
. j. ' ' 1“' ) . = \ i

d.” To identify factors {(clinical and laboratory) asscciated

v with early disoharge from the hospital and to evaluate these
1 alone'or in combinations as predictors of early discharge.
' o
Response variables ' : ‘ \
o g ' . .
! Treatment failures are defined as patients who, in the
absence of infection or complications, have any of the following:

a. appeaﬂance or reappearance of signs of dehydration anytime
after the initial stabilization period;

[ : E B

b, increase of stool volume to more than 200 g/kg/d during any
’ 24 hour period after being started on the treatment
| algorlthm. o

e



c.' stﬁol volume >60g/kg/d on day 7 of the treatment protocol;

d.. weight at the end of day 7 on the treatment algorithm less
: than the rehydration weight at admission; in the absence of
weight gain on any of two days of days 5,6 and 7 and
provided there is a dietary intake greater than 100 Cal/kg/d
on three consecutive days (days ‘5,6 and 7).
. !

STPDY DESTIGN:

Inclusion/ﬁxclusion criteria

All patients 4-35 months of age with diarrhoea (>3 -liqguid
stools/24 h) for 14" days or more will be registered. In order to
recruit enough patients in a year, females will have Lo be
'adhitted in the study in the proportion of 1 Ffemale for 3 male
patients (in practice, 'all consecutive males and evcry bthird
female will be recruited).

a. Inclusion.criteria

Weight for height <80% of NCHS standards or weight for age
<75% of NCHS standards; or assoclated systemic infections
requiring hospitalization, such as pneumonia, urinarvy Lract
infection; or some or severe dehydration.

b.  Execlusion criteria

Patiehts with the following features will not be included in
the study; '

- exclusively breastfed infants <6 months of age,
[] .
- ' ﬁresence of ocedema,
!
- chronic underlying illness (tuberculosis, chronic venal
failure, severe congenital disease, AIDS, abdominal
conditions that would preculude feeding),

- severe congenital malformation (as this could affect
the tolerance of the diet),

- severe condition requiring hospitalization in Intensive
Care Unit,

- lack of parental consent.

Patients fulfilling at least one of the above described
inclusion criteria, withkorut any of the exclusion criteria
will be admitted in the 'study.

-
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Sample size estimate
. T 4.
We estimate that 80% of the patients with persistent
diarrhoea admitted in the study will be cured at day 7 after
: admission. Therefore, in order to show that the guccess tvate of
. the treatment is 80% with a 5% significance level and a 90% power
of detectxng?a difference between the success rate of 5
.percentaée pq}nts or more in eéither direction:

D

‘_test ;uccess rate' 80%
:_anticipnped success rate 75—85%'
7'leve1 of significance ‘ 5%

| -if'f""i power of the test C sox - v

: ) . . ‘“_-,

o For a two- 91ded test

ll"_ - . N ! t ) .

| 'For'! H(1- Po) 0 2 and (Pa- Po)=0.05, it will be necessary to
1nclude 718 chil. ~en in the study. This calculation was tiken
'from "Sample size determination in health studies! & practical
manual"' ‘WHO Press, 1991, CGeneva. This will therefore require
“that about 120 children be included per treathent centre, as the-

study will be conducted simultaneously in 6 research centres,
‘ . . - '

‘Enrollment of subjects o
. ,‘1. ? ) ' ' . ) 1

IEthical réview énd informed conseht

X-P Ethxcal review

: R |

o The wrltten npproval of the institutional review panels 1is
\ attached. E o

-
rid

[

fht Informed consent
A wrltten consent (see attached copy) will be taken from the
patlent s parent or legal guardian after giving him/her full
information about the study. The investigator giving the
1nformat10n w1ll be clearly identified

L
-
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Rageline examination

A detailed baseline examination including both <linical and

laboratory parameters will be performed on all patients admitkted

in the study in order to:

! . R, ; . . .
determine the patient’s eligibility for inclusion in Lthe

study, and . _— : -

collecl relevant data prior to beginhing the study that will

allow description of the study population Lo compare the

patienls selechted in the different centres where Lhe stady
will be conducted.

The baseline examination will include:

)
identification of the patient {(name, age, date of bhirbth,
soclio—economic status ol the parents, state of liltevacy of
the guardians).

a description of the symptoms prior Lo admission and their
duration including stool frequency, consigtency, duration of
diarrhoea, vomiting, fever

! s v : 4 . . 0 }
a description of the feeding status prior to admission and
also aflter the onset of illness, as these may diflfer,

details of any treatment given for this illness prior Lo
admission in the study,

results of thée physical examination, including Lhe stale of
dehydration and nutrition determined according to standard
criteria (weighl for height and weight for age according Lo
NCHS. standards), and a screening for abnormal signs
pertaining to, any system.
. Ty

results of any microscopic, microbiological and biochemical
exmainations performed on admission:

Blood: serum electrolytes, creatinine, blood sugapr b
dextrostix, hemogramme, total serum proteins and serum
specilic ¢gravity (Lo be repeated on day 8 for a third of the
treatment successes and in case of treatment failure). Blood
cultures will be performed when indicated by clinical
judgement and in all cases of third degree malnutrition.

Qgiﬂgf microécopy, gsugar by dipstick and specific gravilby,
Cultures will be performed when indicated by clinical
Jjudgement. . :

- i
Stool: microscopic examination for pus cells, red blood
cells and parasites. Concentration methods will also be used
to isolate Entamoeba histolytica and Giardia lamblia.



- " in PBS 7.4 for rotavirus, using Dakopatts ELISA KI1TS;

- PH and reducing substances using clinitest, on
admission and repeated daily;

- 1| for fat globules by Sudan staining.

f e for culture ofVSalmonella, Shigella, V. cholerae,

Campylobacter Jejuni by standard methods according to
the WIHO manual (34)}.

- " the Ffollowing assays will also be performed: five
" morphologically similar colonies of E. ceoli will bhe
picked and stocked in nubrient agar as stab cuvltures
‘and tested for labile toxin (LT) and the stable tLoxin
{ST) by DNA probes. Hep2 cell assay will be used for
the identification of adherent FE. coli (35). Adherent’
EF. coli EAEC-L and EAgg EC will also be sought in
colony hybridization assays using FEAF and aggredative
DNA probes; in neutral formal for the isolation of
Cryptosporidium; ' '

. )
In addition, other tests such as chest x-rays will be done

as clinically indicated.

The‘form on which the results of this baseline history and

examination will be recorded have been devéloped by CDD and ADDR
{copy attached).

Standard case management

a

>

'Rehydration period/Stabilization period:

Children who are dehydrated on admission will be rehyvdrated
according to WHO guidelines using standard glucose ORS over
4-6 hours. Intravenous rehydration will be used to correct
severe dehydration, or” in children whose hydration status
cannot be maintained*adequately orally and when there is
ileus. If children are not fully rehydrated after Lthe first

- 4-8 hours, the fluid deficit will be recalculated and the

calculated amount of standard ORS will be given over the
next 4-6 hours. When dehydration has been correcled, the
children will enter the study protocol and this time will be
considered 0 hour. ' ‘

Children who have no clinical evidence of dehydration will
be able to start the study without delay.

It is recognized that some children may be too jill Lo be
able to start the study protocol straight after admission.
This will essentially include patients with sepsis. These

t
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children will be managed as their condition dictates for a
period of upto 24 hours, the stabilization period. After
that period, if their condition is considered to be
sufficiently stable to allow them to enter the study then
they will start on the study protocol (time-0 hour). If the
patient remains unwell and is Jjudged wunable Lo take food
during the stabilization period, he will be excluded from
further participation in "the study ,and treated in the
Intensive Care Unit, The feeding regimen for children
during the stabilization period will depend on the child’s
condition; the study diet may be used.

Replacement of fluid losses: - 4

Standard glucose ORS will be offered on a volume Lo weight
basis to:replace the ongoing stool losses. Water will be
allowed ad libitum and the amounts consumed will be
recorded. ‘

Feeding:

Patients will be divided into two groups depending on their
pre-admission feeding status:

partially breastfed children {(children receiving more than 2
breastfeeds/day and also getting other milk or some
semisolids). Breastfeeding will be allowed ad Ilibitum and
the child will be weighted before and after each
breastfeeding; diet A (see annex 1) will be offered at the

‘rate of 150 Cal/kg/d in 6 divided feeds. (plus one feed for

malnourished patient); each feed being .offered after the
ch11d has taken a breastfeed. -

non breastfed children {(children receiving less than 2
breastfeeds/day or no breastfeeds with additional semisolids
with or without milk). Diet A will be offered at the rate of
150 Cal/kg/24h in 6 divided feeds (plus one feed for
malnourlshed patlent), the diets will be precpared in the’
metabolic ward- kitchen, under the supervision of the

~dietician of the study. The diet will be increased beyond-

150Cal/kg/day if the following criteria are met: the child
is.consuming all the diet offered and is not gaining weight
adequately for age and nutritional status.

A'multivitamin and mineral mixture, 1-1.5 tablets of Centrum
and 1-2 tablets of Caltrate supplied by Lederle Laboratory,
providing amounts of vitamins and minerals equivalent to 3
RDAs for children 1-3 years. of age will be administered .
daily to all patients. The composition of this multivitamin
and mineral mixture is described in annex 2. .



Infection on admission or occuring during the study:

Systemic infection will be suspected if these clinical signs
are present: general appearance of unwellbeing with one or
more of symptoms: temperature unstability, hypotension,
hypoglycemia, persistent acidosis in spite of adequate
hydration and treated accordingly. Otitis media, pneumonia,
UTI and other probable bacterial infections will be treated
with antibiotics (Ampicillin, Amoxicillin, Cloxacillin) as
indicated without interrupting the management protocol.

‘Children having gross blood in the stool or stool culture

positive for Shigella will be treated according to the WHO
guidelines for the management of shigellosis, using the
first. 'and second line antibiotics recommended are nalidixic
acid and pivmecillinam respectively.

Treatment failures

a. |

L
‘

-+
e

'stool volume greater than GOg/kg/d on day 7 of the treatment
“protocol; for female, more than 6 watery stools per day on

Definition:

The treatment failures on initial dietary and other
treatment will be defined as patients who in the absence of
infeciton or complication have any of the following:

appearance or reappearance of signs of dehydration anytime
after Fhe initial stabilization period;

. increase of stool volume_.to more than 200g/kg/d during any
-24 hour period or to mgre than 2000ml in any 24 hour perlod

for female, more than 10 watery stools per day, in any 24
hour- period;

day 7;

~weight -at the end of day 7 on the treatment algorithm less

than. the rehydration weight at admission in the absence of

' weight gain on any of the two days 5,6 and 7 and provided

there 'is a dietary intake superior to 100Cal/kg/d on three
consecutive days (days 5,6 and 7). Patients whose caloric

»intake has been less than 100Cal/kg/d for three consecutive

days will be fed with nasogastric tube for 3 days at the
rate of 125 Cal/kg/d {consistency of the diet will have to

. be modified slightly for NG feeding; increased volumes will

therefore be offered to maintain equivalent calorie intake).
At the end of this three day period,, they will be reassessed
for ctlterla for treatment failure.

10



TREATMENT FAILURE WILL INDICATE THE NEED FOR DIETARY CHANGE.
b. Management of treatment failures:

: Fluid‘theraﬁy: the same protocol as described before will be.
' followed:-:

: Feeding: patients-will be offered a lactose-free diets
(diet B) whose composition is described in annex 3. These
diets will bé offered a2t the rate of 150Cal/kg/d. Breastfed
| children will be allowed breastfeeding ad libitum. The
. multivitamin and mineral mixture will be administered to-all
patients until release from the study.

c. Treatment failures on the lactose free diet (diet B):

. The same failure criteria as described above will be used.
! However, management of the patients considered treatment
| failures on the lactose-free diet will differ from centre to
' centre. These patients will "then receive diet B in which
glucose is the only carbohydrate source. .

. ' :

ﬁischarge-and follow-up after discharge

The ‘end of diarrhoea will be defined as the beginning of 48
hours with less than or equal to ;2 ligquid stools per day.
Patients will be discharged after cessation of diarrhoea if their
Meight gain is superior to 20g/d for two consecutive days and
. their weight for height greater than 70% of NCHS standards.
Patients discharged from the hospital will be asked to come back
for a follow-up visit two weeks after discharge. ‘

Organiéation of the study

Description of facilities

: The study will be conducted at the Clinical Rescarch Centre
({CRC) of the ICDDR,B, Dhaka. About 60,000 patients attend
annually the CRC of whom 300 have persistent diarrhoea. Children
fulfilling the eligibility criteria and attending between 8 a.m.
and 12 noon on week days will be considered for admission in the
study. Not more than 3-4 patients will be recruited each week to
enable research staff to carry out all specific activities,

Methods
- Nude Weight‘will be taken at admission, after rehydrafion
and every 24 hours, on a beam scale with a sensitivity -of

10g.

- Stool will be weighted by using pre-weighted diapervs;
stoo) consistency will be noted.
S
1
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- Vomitus frequency will be recorded

- Urine w1ll only be collected in male patients using urine
bags.

- Intake of intravenous fluids, ORS, plain water, drugs and
feeds w1ll be monitored c:ntinuously and recorded after
compllatlon at 4 hours, 8- hours, 24 hours and every 21 hours
Lhereafter. '

[

Volumes and frequency of output (stool, urine, voﬁitus) as
well as volumes and frequency of input (ORS, water, feeding) will
be recorded continuously with summaries recorded at the change of
each nursing shift. For the data summary for the multicentre
studyh data recordlng would ideally be done at admission, 0 time,
4 hours aftex_adm1851on, 8 hours after admission and every 24
hour period after time 0.

Data éollection

Standardized data recording forms have been specially
developed by WHO and ADDR for this study. A sample of this form
is attached in annex 4. i ' -

Data gnalxsis
Analysis!of the combined data sets will be performed by the
Secretariat of WHO/CDD and ADDR. Data will be entered on coded
forms and then keypunched into a prepared data base. Data will be
double entered. Programmes will be built in to detectvalues
outside expected ranges and consistency checks will be designed,
The following major outcome variable will be measured:

Percent of treatment failures for each category of patients
admitted in the study (malnourished, dehydrated, with systemic
infection, ...)}).

In addition the following variables will be measured so that
our experience with the algorithm can be described in greater
detail and related to characteristics of the patients on
admission: -
- weight gain,.: : ' -
- stool output,

- duration of diarrhoea,l

- mean calorie intake - .

12



. Descriptive statistics, means, medians, and frequency
distributions will be calculated for each variable. These
variables will then be compared between centres using Chi squarved
or Fisher Exact Statistics as appropriate.

i . l } .

i The following parameters will be examined for their relative
risk in-the treatment failure group versus the successes and 2 by
2, tables will 'be constructed to calculate specificity,
sensitivity and positive predictive value of individual and
combination of characteristics: -

- age’ |

nutritional status,
o, I ]
|, ,

feeding history,

A

. 3 - :
- fever on admission,

-

H purging rate on admission,

- number of stool per day before admission,

’ f

- anorexia after admission,

- "presence of reducing substances in the stool, etc.

Definitions:

1. Piarrhoea: 3 or more watery or liquid stodfé in 24 hjy-

2. Persistent diarrhoea: the diarrhoea which starts acutely,

- but continues longer than 14 days; an interval of >48 h will
be considered. as separate episcde;

3. Cessation of diarrhoea: 48 hour period with less than 3
liqqid stools per 24 hour; )

4. St.odl output: the weight of stool -in g/kg of initial
hydration body weight eéxpressed per 24 h, and for the entire
duration of diarrhoea;

5. Weight gain (or loss):ﬂthe increase (or 1653) in weight at

| day 7 on diet A compar&? with initial hydration weight;

6. ORS and plain water: the volume of ORS or plain water taken

! in ml/kg of hydration body weight expressed per 24 h, and

for the entire duration of diarrhoea; -



i)

Dysentery: acute diarrhoea with visible blood in the stool,

often with-abdominal pain and fever;

amount
per 24

leftover,

h,

Food intake: the total amount of food offered minus the

expressed in g/kg of hydration body weight
and for the entire duration of diarrhoea;

14
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~ Annex 1 ) -
COMPOSITION OF DIET- A
Amt(g) Ene(Cal) Prolg) CHO(g)  Fat{g)
Rice - + 9.00 32.40 0.55 7.11 0.07%
Milk Powder 5.20 25348 i.38 1.95 1.35
Veg oil 2.00 17.16 0 0 . 2.00
Sugar 1.00 2.83 0 : 0.99 0
Water cosked volume 7
upto 100 ml
Total 100.00 78.87 1.93 10.05 3.42
Total/100g . T8.87 1.93 10.05 3.42
. AA Score - | - 1.00
‘ﬂ Estimated digestibility 0.94
% Protein energy o 9.77
) % P?otein eqergyi(Corrected) 9.19%
T % Fat emergy 39.00
% CHO energy | 51.04
Lecione content (a/150 Gary w0
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Annex - 2: . V
COMPOSITION OF THE MULTIVITAMIN AND MINERAL MIXTURE
CENTRUM AND CALTRATE TABLETS
(Lederle Laboratory)
USRDA CENTRUM %RDA CALTRATE " %RDA
(1 YR) :
Vit A (ug RE) 400 1500 375
Vit D (ug) 10 10 . 100 -
Vit E (mg) 5 30 500 . Lo
Vit K {ug) 15 25 160
Vit C (mg)- 40 60 : 150
Thiamin (mg) 0.7 1.5 214
Riboflavin (mg) 0.8 1.7 213
Niacin (mg) 9 20 222
Vit B6 (mg) 1 2 200
Folate {ug) .. 50 400 800
Vit Ry, (ug) 0.7 ' 6 857
Pentotﬁ acid (mg} 3 10 333
‘Blotlﬁ\(ug) 20 : 30 150
Ca (mg) goo 162 | 20 600 95
P (mg) 800 | 125 16 | _ ,
Mg (mg) . . 8 _ 100 125 . L
Lw Fe-: (mg ). P 10 B N 18 a [ 1 60"‘" e L LT e L e e e e e
Zn (mg). ~10 15 150
Cu (mg) 1 2 200
s Torug) v memeeer Q0 e tem s 1BQ - Tt Q4T mTTImmSemee s e
Se (dg}_;h;_._ __jZO“““"ff"‘““"“'25: T 1257 _ - - . o o
Mo (mg) © 1.25 2.5 . 200
F (mg) 1 0 0
Co {ug} *+ 50 25 50
Mo (uwg) - 87.5- . 2 __ 57 .
- 1
|
j :
f
. - . - ——— - {

—agwyvﬁgﬁqugp Amﬂnzm%ﬁyﬁn.,
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Annex 3
COMPOSITION OF DIET - B.
Amt{g) Ene{Cal) .Pno(g) CHO(g) Fét(g)‘
-Rice; ' - 6.00 19.50 0.42 4.42 0
Gluc;se 4.00 15.20 0 4.00 0
Egg White 16.00 8.48 1.76 0.16 0.03
Veg oil 4.00 36.00 0 | 0 - 4,00 -

. Water coocked Volﬂme ‘ : . : -
upto 100 ml '

Total 100.0 79.18 2.18  8.58 4.03
Total/100g 79.18 2.18 8.58 4.03
AA Score | : | 1.00

Esﬁ?mated digestibility 0.986 )

% Prgtein energy 11.01

- . i
% Protein energy ( Corrected ) 10.57
. Ao ""Thr—'v’".f%é'h F:Et,q . n_fe.rhgy’“"—"'-""ﬂ"' PR ' _.*-.'—“" —— ‘_"' o '-' ) ,,4 5 * 8 3- \ - _— - PR A .. R
% CHO energ?“, A 43.32
]
1
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Detailed budget

y, -

SECTION III - BUDGET

[

A/C code Personnel ' % time

4600

J—— B —

Trainee Research Fellow (1) 100
Trainee Health Assistant (2) 100
Trainee Dietician (1) 100
Volunteer (3) . 100

Laboratory costs:

4807

4808

4809

48]0

-

- A 4

- Abdominal X-tay (20 X 5 o)

Stool M/E {100 x 1.65)

TC, DC, HCT (150 x 2.59) |

Serum sp. gr. & protein {150 x 0.85)
Platelet count (100 x 1.25)

Urine analysis {150 x 3.00)

Stool fat (Sudan III stain} (150 .x 0. 88)
Cryptosporidium in stool (150 x 1.63)

Stool culture (V. cholera, Shigella
salmonella) (150 x 7.15)

Pick E. coli for ST/LT (150 x 2 75)

R/S or stool cecllection
for rotavirus (100 x 1.20)

ST/LT toxin assay by ELISA (150 x 4.95)
Rotavirus ELISA (100 x 4.58)

Detection of EJAC (150 x 6.75)

..~ .Detection of EAEC (150:{x 6.75) - - . .-

Campylobacter isolation (150 x 7.32)
Clostridium isolation (150 x 12.58)
Aeromonas & plesiomonas {100 x 3.80)

"Blood culture (100--x-8.00) -- -
Urine culture (60 x 4.58) -

~Stool “sigar (150 x 2:00) ~—— - -
Stool osmolality (150 x 2. 92)
Stool pH (150 x-3.58)
Stool electrolytes (‘150 x p.VS)
Serum electrolytes (300 x 4.40)
Serum creatinine (60 x 3.85)
'Blood glucose (50 x 2.42)
Stclol TLC (100 x 2.2)
Cheist X-ray (60 x 5)

a e e e -

»-ﬁ._.u- A'-ux..q— o . T WA e L et s L

. -1012.

: Dark-field screening for vibrios- (50 x 1. 84)

1072.
412.

h o

120.
742,
.458.
1012.

1098.
1884.
380.

92.
- 800.

OO0 OQUUIOUO




4813 Patient hospitalization (30 x 7 x 100) 21,000.0

Supplies & materials:
3715 Urine collection bag (800 x 1) , . 800.0

. Polythene sheet (800 x 0.5) 400.0
- Diapers, towels 160.0
Rice powder, eggs, sugar, glucose, oil Bo0.0

3704 Office supplies 150.0

QOther contractual:

4300 Print and publication - 200.0
Xerox 100.0

Medical Illustraiion 150.0
Post and communication ' 100.0

Summary

Personnel {(Contractual) 5,700.0
Laboratery costs 15,440.0
Patient hospitalization 21,000.0
Supplies and materials . ©2,310.0
Other contractual - - 650.0

Total . , 45,000.0

PR R fee 1 TR LT L. R 1% ren T e - iian D ol e } P Rt L
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* ' - CONSENT FORM } -
{ Statement read and clearly explained to the parents of the
patients when consent is obtalned ) -

Your child 1is su;ferlng from persistent diarrhcea,
management of which still poses a formidable challenge to the
physicians. Persistent diarrhoea in children is identified by the
World Health Organization as a major public health problem in
developing countries and a research topic of high priority. In a
recent meeting at Mombassa, and in a subsequent ADDR/WHO Workshop
at New Delhi, a consensus algorithm was evolved for the
management of persistent diarrhoea. If you allow your child to -
take part in this study, then your child will get treatment
according to the algorithm. Your child has to stay in this
hospital for at least 7 days to complete the study. The patient
will get a type of diet{Diet A) for the first 7 days and other
treatment needed according to the algorithm. After improvement
the child will be discharged and followed up after 2 weeks. If
there is no improvement after 7 days, the patient will be offered
another diet(Diet B).After improvement, he/she will be discharged
and will be followed up similarly after 2 weeks. Blood, stool,
urine will be collected on admission and after 7 days and sent to
“the laboratory for proj'sr examination.

Taking part in the study totally depends upon your own
decision. You may withdraw your child from the study anytime and
proper care will not be altered by that. If you are willing
.. wvoluntarily to join..in this study, then please sign your name or

_-put left thumb impression .on. thlS consent form. ., - .. = oaoiie .
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t ‘ j ICDDR.B LIBRARY . _ .
s e 2 U DHAKA 1212

wono wearn | MULTICENTRE STUDY ON | aseuen
PERSISTENT DIARRHOEA ; | psease

ORGANIZATION
REGISTRATION A:’I? HISTORY * PROJECT
' - “Contre Code D T Study fude E] Patlent Number [ ,
Patlent's Namp _: , . o _"

Sl Patlent's Address - i D:] B

: ' : { ;
Date and tima of admission . Birthday, Age and Sex :
o | e i o ey o o :r
Dats. | ' Blrthday “ :
. - —~ 0 !
Time - Age e Sex o .
R
-_thgthar_'s occupation |1 Mothér's occupation - D '
i 7 Number ol slbllngs ' Monthly Income N
!
- = Duratlon of dfanhoen bal'ora sdmlssfon tdaysl B TP l 1 )
h Numbar of stools In 24 homs beiore adm!ssfon- I
Numbor of, vomhus in 24 hours bolore admlsslun e e ee - ; - ; e REEEE I .
Stool conslslency ‘ Roosem i wateya2y ___ .. _____._ _._ e mm e e

Ptosence of blood In stool . hemtyeemm L - e

Prosence of mucus In stool ostoyesm2r _ _ L ___ __o - ——-

]
]
]
l'evur bsfnre admlssion tno = 1, Yeeml. Lo ... P - l:l :
]
L]

Appotite befora admisslon -funchanged s 1, tedueedm2) _ _ __ _ _ _ _ _ _ _ _
.- .Prosencs of cough . trowt, yesmat. _ _ _ _ T -
S N . . , 0
- Wolghtloss  (non, yasws) _ _ B R A o f."-
‘ s - f F- - —— - NP B
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. NN T . APPLIED
WORLD  HEALTH | MULTICENTRE STUDY ON DIARRHOEAL
‘ . ‘ | DISEASE
REGISTRATION AND HISTORY PROJECT
1.2 .
HISTORY OF PREVIOUS ILLNESS (within 2 months} fnom 1, yeam2)
Dizrrhoaa __-.,‘..'_.___..._" ______ D Maeaslas '.__..--.'___..-.'_-__

i .
Dysentery’--.;_--.-,- _‘______ D e Otltls-._____-___*_-____.

Acule wsplralory lnlecilon ————— e, D Others ispecftyl D

TREATMENT HlSTORY FOR 'rms EPISODE

Treatmant sought prior this consultation inowt, yesmz) . _ . ____ _ e e e L

it yos, where _ . . —
Traatmaent racaived sincg béglnnlng of this episods - .

- }\ i
1.". ———— _—————— — e —— e,

2.°° . —_

3. ——e- - . RO

Lo

What treatment has tha child received in lhé.last 48 hours?

1. -
2. : S -

)

FEEDING HISTORY PRIOR TO ILLNESS

. Broaslruodlnglno-t.m;zp_ T e m el e
4

l!yes.huwmanyllmospérday;-. T Tt e el . ___. [:D

Formula/animal's milk owtyerwy _ _ _ _ _ _ _ il NS

Solld/Soml-solld Toods .. L I e e ; - . ‘_ .-

: Al whit agn wore solldlseml solld foods Hrst given? “fin rnnnth-! I R SR L

- L

. - . . s
- .
S R - L
i 2 d .
v . . L

]
_ | 0
]
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wonLp HEAU’H"" MULT'CENTRE STUDY ON ‘ iy F"AHh"OEA‘.
Lo . DISEASE.
L o . j HEGISTRATION AND. HISTDHY PROJECT
- 1.3
. , :‘ ' N i' “ :
Desecribg briofly the normal dlat of the chlld"
. - S

.sl
#f

FEEDING HISTONY SINCE BEGINNI

HG OF ILI.NESS .

[
i . :
B:snstl’uedlng lnn-i ru-:l lr

b

R

'
I yas how many tlmea por day? .
. l ‘ ' :

| i
Formu!a mllk lno - l.| oo undﬂuud-ﬁ! Yoo dllu!-d-:!l

Anlmal 1 mHk lno- i, Ter undll'ul-d-z you dlluudnal
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Suya mllk inomq, yu-:l _f."l‘
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WORLD. HEALTH .} MULTICENTRE STUDY ON DIARRHOEAL
: R ;' DISEASE
' ORGANIZATION - PERSISTENT DIARRHOEA " FESEARCH
‘ ‘ P " PHYSICAL EXAMINATION : ; ’Pno.nscr
: X | .
Nude wolgl;l o L' ] - ' Helght or Length ’ f
) R ) v . - ' el"n:
. o o
. Hoart rate | - L beats/mn - Respltation rate Reep/mn
. . - . . 1
! [} H L . . i ! -
Rectal Tempemum‘ N *c D . SR !
X ﬂ o . ! ! L :
ASSESSMENT OF DEHYDRATION B R . {
" i ] i ) l .
: . : P !.:;‘ : l ’l ‘
Gnnaral condl[lon l [alertm ¥, l'tnth-ln!. l.lhqu!u-ﬂ__ . eme e : _____ LI TNy A D ;
I- I l ‘ 'I' ' . ] E
EVGS I‘nermd-i,tunhn-!. lvuy wnlun::".'- S e e e e oe o T e e e ea L -.- D 4
!~ ' . ;|§. x ; . |
Toars b1, abrante _.&__'_'____‘___._____‘_,__l R
gar llmun 1. :b ?:&2' A - - i ‘:' D ‘
" Mouth and tongus Imotste 1, m-z yary dry-m'_ e e d el L sl :j »
Lo Wl T
7 Tlllrsl[iionn._l-l Ineunnd-! un-bhloddnll-al .._.._.___..___-.._ -..-.._..-....i..'.i- j i
i . ' ,' i: ‘! ' . - i *
- Skin pineh Inormd-lclnwil nq-row-:n.._---'_- - ----..-‘.----..---j-:-"l- D
. . i . . b
P 4 . l
Dngros uf dohydral!on {no dehydratten = 1, romand vevernml) _ e taen LTl D '
) }
; i : .

i

) P l \. ' e
EXAMINATION OF OTHER SYSTEMS  1nomale 1, sbnormal=2)

vof
Skin/Haty . D I sbnomal, tpacity) e - e e
. . I -“
T t o
Hoad - D 11t sbnormai, Iplt"lrl — _J;
. t \
Eyos ( Il abnornel, apactfv) —_— —
. o, i o
' . R AN i . : :
. ) 4
Mouth S D Dt abnoemal, speciry) . P
P . 1
: ' . Ve ; ]
. Throat D I abnormat, apecity) . - ' — .
: . v . - . . f ‘ :
. . o ' ' b
Ears | D M #bnortral, *pacity), . v ot
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A ) P -
p ' i

l. | " . 8 v
‘ I . . _




A . W AR APPLIED
WONLD ~ HEALTH MULT'CENTRE STUDY ON "DIARRHDEAL
: e i " DISEASE
dncnmznnou PERSISTENT DIAHRHOEA " RESEARCH
' o o . PHYSICAL EXAMINATION : PROJECT

' 2.2 .
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! P N "

]
» Pulses il
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, S

" Distension
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L
Nourologlcal systom
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Othor abnormality
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‘Admission to study

Day 8
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© Admission In study | _

Day B
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On failure ' ] .
Blood tulture  ino=1, yesu2s A B
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Day B

Onr fallure
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oncanzanon | PERSISTENT DIARRHOEA RESEARCH
LABORATORY EXAMINATION . PROJECT
o 33 .

STOOL MICROBIOLOGY ON ADMISSION !

El’“ﬂl’l’_lﬂﬂbl hlsto!ytlca {absantw 1, present = 2, not tested u B) ) : R

Glardia lamblia ﬁh-m w{, presenta2, not testedn )

) . 3 )
Salmonells  (sbeenta 1, prasant =2, not testad = )

Shigella

labsent = 1, dysentedtae = 2, fleaned =2, sonnesim 4

. beydil = B, not testad = 9]

Vibrie cholerae labsenta 1, present = 2, not tasted u J) i

By

labsent= 1, prevent = 2, not testednd) ©

Campylobacter jejuni

Rotavirus tabsanta 4, presant = 2, nat testad = 3)

- -

Eschmlchla coll {abeant = 1, present = 2, ;wt tested % 3}
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Cryptnspmldlbm labsent = 1. present= 2, not tasted o 3}
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‘ _ LABORATORY EXAMINATION PROJECT .
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