. '& Mb 2 izale 28th J\il.'\('-f 198!
) ETHICAL KivIEW COMBOPRD VOB 5.
A e i Dacaa—I8 p o)
neipal Im_lvest.igr.ltor pr. ME.tra Trainee Investigator (if any)
slication Ne, jffl___ 030 Supporting Agency (if Non-ICDDR,B) N
le of Stully  ponio1e-blind controlled Project status:
inical Trilal with BIOFLORIN(Streptococeup New Study .

{ } Continuation with change

ctum) in management of Acute Diarrhoed { ) No change (do not fill out rest of form)

—Bangdadash -
cle the appropriate answer to each of the following (If Not Applicable write NA) .

Source of Popuiation: 5. Will signed consent form be reguired:

(a) I)lilsubiccts @ No (2} From subjects EYes) Yo

(b) Nondii. subjects Yes @ (b} From parent or guardian

(c} Mingrs or persons e (if subjects are ninors)@ Xo
undér guardianship €ed Ne 6. will precautions be taken to pEREect

Does the {study involve: anonymity of subjects es’ No

{a) Physica) risks to the 7. Check documents being submitt erewith to
subjects Yes (Noj Committee:

(b} Social Risks Yes % Umbrella propesal - Initiall ¥ sulmit an

(¢} Psychological risks o overview (all other requirements wij)
to spbjects ~Yes NoJ be submitted with individual studics:.

(d) Dischmfort to subjects Yes (g " Protocol (Required)

(e) Invasion of privacy Yes i Abstract Sumsary (Required)

() Disc@losure of informa- 1. Statement given or read to subjects op
tion: damaging to sub- " nature of study, risks, types of quest -
jector others Yos (No) ions to be asked, and right to refus.

Does the tudy involve: to participate or withdraw (Requircd)

(2} Use of records, {hosp- V. Informed consent form for subjects
ital] medical, death, .. _ _¢— Informed consent fora for parent o
birtk or orher} Qe:;‘) No . Buardian

(b} Use of fetal tissue or 4 v~ Procedure for maintaining confiden:in!-
abortus Yes {gg} T ity

{c) Use jf organs or body Lo Questionmaire or imterview scheduic *

. fluids  Qey No * If the final instrument is not complctcd

Are subjects clearly informed dbout: prior to review, the following informatio:

(a) Nature and purposes of on should be included in the abstract sSwamsy
study @ No 1. A description of the areas to he

(b} Procedures to be covered in the questionpaire or
followed including - interview which could be considered
alternarives used Yes' No either sensitive or which would

fc} Physical risks Fes: No constitute an invasion of privac).

(d) Sensitivs questions Nes No 2. Examples of the type of specific

(e} Benefiits to he derived (\:)i(’e'fja No questions to be asked in the sen<ivive

() Right! to refuse to areas.

parti¢ipate or to with- P 3. An indication as to when the question.

draw From study (Yes) No naire will be presented to the fttec.
(g} Confidential handling (j.m} for review. '

of data (EEE} No

(h} Compe#sation §/or treat-
ment where there are risks
OT privacy is involved in _ |
any particular procedure <¥E§} No |

’ 3 o L wAET LT Dt
jree to obtain approval of the Ethical _Rm any chanpes

ving the xights and we;}rfare cf subjects before making such change.

Ao

O S

Prine iph?]']f investigator R T TYT e




s

2e

RESEBARCH PROTOCOL

SECTION I -
Title
Principal Juvestigator

Co~Investigators

Consultant/Adviger

Starting Date

Completion Dute

Total Incremental Cost

Scientific Program Head

e

.

e

-

LY

Double-blind Controlled
Cliniecxl Trial with BIOFLORIN
(Streptococcus faecium) in
Management of Acute Diarrhoes
in Bangladesh.

Dr. A. B, HMitra

ore. M.Yunus, K. Zaman

H.Giashuddin, Mr. B.Hossain.

Ir. W.B. Greenough 1IX
September ‘84
August '85

5§ 6022

This protocol has been approved by the Fathogenesis Therapy

Working Group.

/-—-.,_ 3

Signature of Sciehtific Program Head: L; ﬂf

o

Date: e Q:—g'hf




2. Aabstract Summary

The widespread use of antibiotice has some negative
consequences; the most seriocus one is the increased antibiotic
resistence of bacteria. Im addition some oral antibiotice may
destroy the intestinel flora, and cause diarrhea by themselves.
These are the reasons why slternatives te antibiotics have to be
exarined in order to provide a useful firest choice treatment of

enteritis.

This study of biological approach will try to document a
valid alternative to mntibiotics in enteritis, rather than a
supplement to them.

Hospitalised patients having history of disrrhoea not
exceeding 48 hrs will be taken into study. Patients having watery
diarrhoea, divided into four age groups, each with 50 cases, will
be selectied by a systemstic sampling. Another 50 casee of adults
only, having bloody mucoid diarrhoea, will be takem imto this study.
The study will be conducted over one~year-period.

Thorough physical esamination will be done immediately after
admission by a physician collsharator. Routine stool microscopy,
conplete blood count and urine anazlysis will be done on admission and
repeated as necessary. Fresh stool specimen will be collected daily
Trom each patieat for culture of vibrios, shigella, sslmonella,
campyliobactor, ETEC and ROPA virus. It will be continued until culture
becomes negative for three consequtive days, but not exceeding total

five days from initiation of treatment.,
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Treatment will be given with the study drug
'Bioflorin' and & placebo which will be dispensed as
capsules for patients above 9 yrs and as syrup for
those under § yrs and supplied in 3 dose schedule.
This will be a double blimd controlled clinical trial.

Clinical snd bacteriological progress will be
recorded each day fer sach patient. Aay complication will

be cu-ef:ully recarded.

8. Reviews:

a. 'Ethical Review Committee
be hunreh Review Committes

¢. Director
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SECTION II - RESEARCH PLAN

INTRODYCTION

e Objectivegi

24

a) To documeat the effectiveness of Bioflorin agaimst
different etiologic agemts of diarrhee in different age

group.

Background:

Acute diarrhoeal diseases have long besn recegnised
a5 a sajer public health preblem. Nearly S00 milliem childrenm
suffer from acute diarrhoea annually world v:ldo1. Diarrhoeal
diseases are a major cause of mortality and merbidity ia
developing countriss ~4, In Guatemala, India and Indenesia
careful prospective field studies were doms te mccurately
determine the annual incidence of pasdiatric disrrhesa. They
showed a mesn of ane to two attacks per child per year, during
the first three years of 1ife. 1In Bangladeah, during 1966
diarrhoea ranged from 20% to 456 of deaths from all causes’.
More than two episodes of sericus diarrheea each yoar are the
rule for childrea under the age of four 3 .

Having such a problem, knowledge of the causs of disease is
crucial to its comtrol, both clinicel and epidemielegical. Despite
persistent attention to ametiology, a specific agent has been
found in only 10-2%% of most investigated series of patieats.

Recent recognition of additiomal viral agents amd of toxigeaic E.coli
extenda our sbility to assign csuse, in one study to as many as
78% of patients (Guerrant et.al., 1975).



Since October 1979, a surveillance system is cperating at
ICDDR,B Dhaka hospitel. A recognised pathogenic organies was
identified for 66% of patients. Enterotoxigenic E.Coli was the
most commuen enteropathogen detected in all age groups (20%),
followed by rotavirus {1¥%), Campylobacter jejuni (14%), and
Shigella (126). Watery diarrhoss was the most commen chief
complaint (65%) and was significantly more frequent in patients
with V.choleras 031 (91%), ETEC (78%), rotavirus (77%) and C .
jejuni (71%)6. This finding is in agreement with other studies
in both developed and develuping couatries’ ~ °.

Several strategies have been prospesed to attack this global
proble of diarrhwes. These include role of rural hospital,11

12-15

oral rehydration therapy, sanitary iuterventiuns.16 health

education of hand uashin¢17 and innunization.18

Besides fluid replacement, antibiotice are given in moat ceses
of Shigellosis and Cholera. Inm Dhaka hospital, during the first
three months of surveillance in 1979, 9% of patients were treated
with antibviotics, primarily smpicillin and tetracycline, Due to
improved guidelines for antibiotic use, it declined to 43X between
March-November,1980. Survey of drug sales from local pharmacies in
Matlab rural area of Bangledesh ehows that in this area antibiotics

are rarely approprietely préacribod and are quite often inappropriatel;
dispensed. 1
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Because of indiscriminate use, there is a growing number of
resistant chelers snd Shigeile speciss n our country. In
Docember 1970, mtraims of Y.cholera 031 resistant teo tetracycline

as well as to ampicillixm, Kenamyecin, Streptomycin, and trimetho-
prim-gulfonethoxazole were recovered from patients with cholera

st the Matlsd field haspital.ao Sh.flexneri strains tested were
found t¢ be highly resistant to tetracxcline.a1 Ampicillin
resistant Shige bacillus was isolated in Bangladesh in 1973.°% Most
recently Trimethoprim sul.femethoxssole rezistant Shigells dysenterie
type I was found in 8%% in 1983 in contrast to 5% in 1979 in Matlab
rural treatment Centre.23

The widespread use of aptibiotics brings about increased
antibiotic resistance of bacteri&.za In addition, some oral aati-
biotice may destroy the intestinal florm, and cause disrrhoes by
themselves.>” These ere the ressons why alternatives to amtibiotics
have to be examined in order to provide a useful first-choice
treatment of enteritis.

The results of recent studies suggest that the SF68 strair of
streptococcus faecium may be useful for the treetment of diarrhoeal
disorders both in manzé and in animala%? Several controlled clinical
observaticns proved that SFLE 1. wory offective in treatment of acute
enteritis in psediatric patiantszg and aleo in adulta?g The elimination
of diarrhcoea and relrted clirical disturbences was significantly more
rapid and complete in the S.faecium treated group with an earlier
normalization of Stecl cultures.



The biological approach appears to be particularly appropriste,
because it i6 Leaid 3 L oace ul alore- srgpddiens which are able teo
normalize the intentinsi sicroesclogy by their Physiologic activities.
Some microcrganieng ove wlready been used successfully as a supplement
to antibiotic thermpy, mainly to avoid the negative intestinal sidew
effects which ocour in antibiotic treatment.26

Streptococcus faecium SF68 was first isolated in Sweden and is
now patented in Switzeriand and some other countries. Pioflorin
countaing 75 millions SF68 atrain of streplococcus faecium in lyophi-
lized form. This type of enterococcus is characterized by very short
generation time, short lag-phase, production of lactic acid, lack of
pathogenicity, high tolerability and no sidemeffectsas. SF68 wan
suspended in solutions of Jow PH. These in viiro tests showed no loss
of viability of SPGB after incubstion at P 2.5 for 30 minutes.26 The
relative insensitivity of SKF6&8 to low PH is of importence, as orally
administered orgenism have to pass through the stomach. These legtic
acid producing bacteris are resistent to multiple chemo-antibiotics.
These resistances ere non~transfierable and don't scem to be plasmide
mediated.

The colozing b3 iy 3+ -tant, . ;s faecium strain SF68 st

]

different . v.s 2f < v gactrointeoiinal tract was assessed, 1t

2

supgested thet the SPAS repidly and transitorily grows in the intestinal
human witheut a strict ccunection with the mucesa. The growth of SF
appeared gquite high at the different intestinel tract levels if compared
to ibe counts of both serobic snd anaerobic germs.jﬁ The rapid growing
of strain SF6S especially in the colon obviously increases the aerobes/
enserobes ratio. This medification snd the biclogical properties of this
enterococcus could chenge the activity of the intestinsl flora Xowards a

a lermentative metabolism with a reductien of the putrifactivs cm«e..“?’0
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The range of antimitrobial properties of SF68 hae been observed.
Ir vitro, this strain can antagonise some enteropathic micro-
orgahisms, Buth a8 ehtero pathogenic E.Coli, Salmonellas, Clostridia

and slm:i.gella.u“'zs'3 1. In addition, it seems to act sgainst some

virns.“lZG. The SF68 is believed to act by means of &) competition
phenomenon  b) bacteriocins productionzed 1, ¢) restorstion of

normal intestinal r.l.orazs.

5. Rationale

Indiscriminate use of antibiotics in diarrhosa results in
increasing resistance. Sometimes they are the csuse of untoward
reactions, Antibiotic-induced dierrhea is also reported. This are
the reascns why alternative to antibiotics to be sought. Bioflorin,

a biological product, will restore normal intestinal flora amd is also
a well tested agent with perhaps the least side effects in treatimg
diarrhoea. We are proposing to look for its effectiveness in
sliminating the symptoms of diarrhoea in pstients in our country. This
study is consistent with the ressarch célpnnut of CDD programme which
tries with drug development and management of acute disrrhoea. Siwmilsr
studies are bYeing done in ether recognimsed hospitals of WHO in different
parts of the world. The results will help physicisns in looking for em
useful alternative to antibiotics.

B. SPECIFIC AIMG:

1. To find out whether treatment with Biofleorin rapidly rids the
_ patients' intestine of organisme causing diarrhes.

2. To seg the effectiveness of the drug against different etiolo-
gical agents from clinical as well as bactariological evaluatiom.
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METHODS AND PROCEDURES:

The Internationsl Centre for Diarrhoeal Disease Research,
Bangledesh (ICDDR,B) operates & rural-based hospital at
Matlab, 45 lm Scuth-East of Dhake.

Both male and female patients, & wonthe to 60 yrs of age,
consulting at the treatment Centre with history'of watery
disrrhoea not exceeding 48 hrs and not receiving any antibiotics
during this period, are eligible for the study. Watery diarrhoea
will be defined as 3 or more bowel movements of loose or liquid
stools in 24 hrs. Patients having watery disrrhoea will be
divided into four age groups: 6 m - 2 yrs, 35 yrs, 612 yrs and
1360 yrs. Each group having 50 cases and a total of 200 cases
will be studied throughcut a year.

Seperate registration will be maintained for dysentery
patients. Dysentery will be defined as > or mere bowel movementis
of bloody-mucoid stools in 24 hrs accompained by fever, lower
abdominal pein or tenesamus. Only 50 cases of adult patieants,
age ranging 1380 ysaras, of either sex, having dysenterie symptoms,
will be incorporated into this study.

Patiesuls will he zelected by a systematic sampling of all
patients hospitalized. Randomization will be done using the
hospital registration aumber. ¥First case will be selected from the
random table using the last two digits of hospital registration
pumber. Congequative three cases (first two cases of watery
diarrhoea and following single case of dysentery) will be taken
into study in each day between 8:00 AM and 4300 PM. If any of
these three ceses has any associated complications or anyhow does

not fit ipto criteria for imnclusion, the next case will be taken
into study.
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Prior consent will be teken from eoch patient. The paremts

of the children patients will be infarmesd of the study. If they
agree to participate will be included in the study.

Criteria for inclusion:

a)
b)

c)

d)

Pre-hospitalization illness net exceeding 48 hrs.
No higsbory ef antibiotic wse during preseut illness.

Age of patients not beyond 6 months and 60 3eﬁrs in csse of
watery diarrhoea and not below 13 years in case of dysentery.

No associated complications.

Critqria for excluliohl

a}

b}
¢)
d)
e)

Age beyond € months to 60 yrs for watery diarrheea and children
patients belov 13 yre in case of dysentery.

Pregnant women
Malnouriehed patients (wt.for age—3°).
History of antibiotic use during preeent illness.

Another significent disease process requiring apedific
therapy presont from the begining:~ eg. Bronchopneumonia,
nepritis, seigure, meningitis, toxesmia, septicaemia, .
amoebiasis and giardiaeis.
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Clinical Procedurse:

Impedistely after edmission, medical history will be teken by
a phgeician coliaborater (Fore I}. Thorough clinical examimation
. will be done by the physician izmediately after admission of the
patient and clinical findings will be recerded (Form II).

Before therspy bagins, a stool sample will be takes. Amoebiachs
and glardissis cesem will be immediatalx dropped from the preseat
study. A rectal swab for culture and sensitivity, urine for amalysis
and blood for white cells, differential apnd platelet couamts will be
takken for further diegnoeis and to find out underlying imfectiom, if
any, present at the begining. If any patient develeps suddem high
temperature or any other allerming symptoms during the eeurse of illness,
routine tests will be repeated accordingly.

Weight in kg.will be taken on admission and ¢very meraing during
hospitelization. Strict inteke and cutput of fluid will be measured on
8 hourly schedule. Exact guantity of stool, urine and vomitus will be
measured on volumatric method. Rectal temperature snd wital signs will
be taken on admission snd every 4 hours. Hydration status will be
assessed initially by tbe trainsd peramedics as routime procedure.
Intravecous fluid end electrclyte therapy, oral reliydratios selution
(sucrose-based WHO solution) and diet will be preserided as imdicated
and in conformity with cur ueual practice,

No extra medications will be given. Drugs that might affect the

patients' clinical course, such as opiates and kaolimepectin mixtures
will noet be used.
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k daily record will be kept for each patient noting the stool
characteristics ( volume, consistency, presence of blood and mucus),
fever, presence of abdominal pain, and hydration status. Fhysicians
during their routine patient visits will find out any clinical
Ahnorualitiea or complications present at the higining or developed
during the course of illmesa. Whenever a septic condition is suspected
the patient will be immediately dropped from the study and a blood
sample for culture will be tsken for coaformity. A patient can be
removed the study if he/she develops any serious complication
(toxaemba, septicaemia, seizure, urasaia, intestinal obstruction stc.)
or is pursuing a progressively worcening course. Uhep such situmtion
arise, the study drug will b& stopped and appropriate therapy will

be started according to c¢linician's best judgement.

Laboratory Frocedures:

Daily stool will be collected from each sample patient for
culture. If stool samples are nct available, rectal swab will be
taken. All specimens will be plated immediately and incubated.
Culture. specimens will be processed for pathogenic vibrios, Shigella
and Salmonella using standerd methods, Vibrio like colonies identified
an trypticesestellurite-gelatin plates will be further characterized
in terms of biochemical, serotypic and salt tolerance properties

and will be classified as Vibrio cholerae group 0:1; cr;uni:ns.’a
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From each culture, 10 lactose-positive colonies with typical E4 coli
morphology wi.l be saved from Mackonkey's sgar plates and will be
pooled on nutrient ager slants. Theme pools will be tested with the chinese
hemster overy cell aseay for heat~labile toxin (UP) and with the infant
mouse & say for heat-stable toxin (S'!'.').j‘3 A portion of each specimen will
be incubated into a Campy-BAP mediz (orucella agar base, with 5% sheep
blood and the following antimicrobial concentrations per litre: vancomycin
10 mg, trimethoprim 5 mg, polymyxin B 2500 I.U., amphotericin B 2 mg and
cephalothin 15 mg) for isolation of Campylobacter. All plates will be
incubated in candle jars at 42°C for 48 hrs. Identification of organisms
Campylobacter iejuni will be done according to standard criteria.3u
A second rectal swab will be taken from each patient and will be refri-
gerated in phosphate-buffered saline for subsequent testing by enzyme-
linked irmunosorbent assay (ELISA) for Rotavirus antigon.35

Stool cultures will be continued during hospitalization until
theege are negative for thrae consequtive days. When it continues to be
positive after 5 days of treatment the ceae will be dropped and no further
culture will be done.

Daily stool microscopy wi 1 be performed on three consequtive days
te see vegetative amebae and giardia and to determine when the stocl becomes
free from leukocytes (10 leukocytes /hpf) and RBC in case of dysentery.

Routine complete blood count and urine analyeis will be dome on

adwission and repeated as necessary.
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Therapy:
Patients of both the groups ef watery diarrhoss and bloody~

mucoid diarrhoea will recieve either the study drug 'Bioflorin' or
‘Placebo' which will be dispensec in double blind form and allocated
g8 scheduled after randomizstiou.

2rug and placebo will be prepared as capsule and syrup. Patients
between & months to 9 years will recieve syrup and the adults above 9
years will recieve capsule. Therapy will be only in orsal route in
three-~dose schedule for three days.

One capsule of the study drug '"Bioflorin' wiil contain 75 millions
of & pure lyophilized culture of SF 68 strain of Streptococous faecium.
the test syrup preparation for childreu will comtain 3%.75 X 10? bacterium
in each ml.

The placebo capsule sud syrup will contain some bland preparation

not affecting the illness mnd will be identicel in appearence with the

study drug.

Clinicel evaluation:

A line list of physical findings will be recorded each day for
each patient. Characters of diarricea and essociated symptoés (appetite.
vomiting, asbdominal pain or tenesmus ) will also be looked for.

Genersl appearence of patiené, hydration status, vital signs,
lungs findings (creps or rhonchi and breath sound ), presence or
absence of anominal distention and bowel sound, and neurclogical

features (conciousness, seizure etc.) are smain clinical variables which

will be checked daily by the P.I. Otker findinges will be recorded according
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to Form 11 everyday.

Steol characters describing nc. of motioms im 8 hours, amount of
atool during that peried, its consistency, celour, and presence or abazence
of mucus or blood will be recorded cerefully. The time required for 50%
reduction in frequency and quantity of loose stocl will be nsaessed.

Total clinicel cure will be considered by consequative three normsl stools.

Presence of diarrhoea after five days of initiation of treatment
will definitely be considered as clinicael failure. Again, gradual detorio-
ration of general condition and thereby removal of the patient from the

study will be treated as clinical failure.

Bacteriological evaluation:

Daily bacteriological data will be checked to see what pathogen
is most actively inhibited. Isolation of Shigella, Salmonells, of Cholera
from stools more than three days after initiation of therapy and isolation
of LTEC, Rota or Campylsbacter after five days will be arbitrarily

considered to be bacteriological fajlure.
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D. SIGNIFICANCE:

This study will generate newer approach in diarrhoea managemen®
if the drug is found effective. It is expected that it might reduce
drug-induced complicationse as well becsuse the product is a lactic
acid producing bacterium, the normal iphabitant of human gut. The
findings of this study will be of great interest to health personnel

in Bangladesh as well as in other countries.

E. FACILITIES REQUIRED:
1. No new office space is reguired.

2. Personnel - Supervisor, Study Physician - The Investigators themselves
supervise and perform the job
of djudy physician - part-time.

5« No new laborstory space is needed.

%. Hospitel support - Ko new facility required. The study will
utilize the current facilities that are presently offered to
patiente by ICLDR,B.

%. Animal resource « for ST =nd 1T determinations, approximately
50-100 mice will be needed per month.
6. Logistid support -~ none

7. Major iteme or equipments - No major item or equipment will be
needed except the meagente for ELISA assay and mice for ST and
LT determinations.

8. Other special requirements - culture materials, medicine, computer
tapes and stationery will be needed.

Fa. COLLABORATIVE ARRANGEM<NTS3

The study will be carried out in collaboration with WHO, Geneva.
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Date Analysis!

A line list of physical findings ond bacterioloegical data will
ne recorted each day after sdmission. Watery disrrhoea and dysentery
cases will be snalysed seperately.

1) Test group snd Flacebo group will be comparsd for number of
patients, sex, age and clinical details for homogenicity:-

&

Placsbe Teat Statiutic‘l

group group snalysis

Mo. of cases

Sex M

é@e 6“"&?:‘5»
3 “SFBO

[«a}
H

12 yrs.
13 - 60 31‘5-

Clinical remarks at the start

e¢f treatment
Duration of diarrhoea {(days)
Bowel movement (average no.

a day)

Mucus in faeces (no. of cases)
Blood in fmeces (no. of csses)
Fresence of fever (no. of cases)
Stool cultures (no. of cases)

Duration of treatment {days)
Hean

Reunge
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2} The number of cured cases st ths end of treatment in both groups
will be analysed.

73 The number of failure cases in both groups will be compered in
reistion to microorgspisms isolated.

i) Estimated percentage of persistence of diarrhoes according teo

time and type of treatment will be compered.

100,

20 O w = «0 Placebo (n > )

o a Test (ne )

Zetimated percent of persistence
5

o 1 2 3 4 5 6 ?

Dayg —#
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5) Persistence frequencies of the diarrhoea in the compared groups

according to the age of patients will be analysed.

Placebe group Test group
Pepsistence dayse 1 2 3 B >4 T2 3 & Sh

Age
6w~ 2 yrs.
3 =~ 5 yroe.
6 - 12 yre.
13 « 60 yrs.

6) Bacterial strains isolated in the stools of the patients recovered

within 48 hrs. will be compared in two groups.

f’lacé‘uo group Teat group
n % n %

Bacteriel strain
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7) The overall results of stool cultures expressed as a cumalative

percentags of negative findings at each time of examination will
be snalised.

Placebo group Test group
Stool cultures n — days (%) n days (€]
.2 5 7 2 5 7

Total
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SECTION IIXI - BUDGET
A. DETAILED BUDGET

FERSONFEL SERVICES

% Time Salary

e

Name Fosition used - Teaka Dollsr
Dr. A.K. Mitra Prin.lnvestigetor 20% 7,640
Dr. ¥, Tunus Co-Investigator % 19,600
Pr. K. Zamen Co-Investigaror 10% 4,580
Dr. M.Giashuddin Co-Investigator 10% 3,820
Mr.B.Hossain Co-investigator 10% 3,000
To be nomed 1 Clinical Path.Techa. 108 1,860
To be nemed 1 Programser % 5,000
Sub-Total Tkt L3 500
SUPPLIES AND MATERTIALS
Iten Unit Cost Taka Dollar
Stool culture 250x5x30 37 4500
Ratavirus essay 250x3%15 11,250
E.Coli toxin (ST,LT)  250x3x1h 10,4500
Campylobacter 250x3x35 26,250
$tool microscepy 250mBx 10 7 4 500
Routine bloed count 2815 2790
Urine asnalysis 250x10 2,500
Blood culture 40xh0 400
Shationary, form etc. 10, 500
HMedicine 6,500
Hiscellanecus 1,000

Sub~Total Tk. 1,17,650

EQULPMENTS - None

PATIENT HOSPITALIZATION For this study, no special patient hospitalization

iz needede.

QUIPATIENT CARE - None

ICDDR,B TRANSPERT - None




8.

G
10.

1.

‘129

12

TRAVEL AND TRANSPORTATION OF PERSONS -

Local fravel I 5,0
International Trawval -

Doliar

5,000

TRANS, ORTATION OF TUINGS 2,000
RENT, COMMUNICATION AND UTILITIES - None
FRINTING AND PUBLICATION
Forma, Xerox 5,000
Special reproduction 5,000
Publication v

Sub-Totai: 10,000
COMFUTER COST

Data entry @Tk.20.00/hr.15x20x%12 3,600
Terminal time @Tk.20.00/hr.10x20x12 2,400
Computer time @Tk.20.00/hr.10x20x12 2, oo

Sub-Total:= 8,400

OTHeER CONTRACTUAL SEiRVICES None

CONSTROUCTION, RENOVATION, ALTHRETION None

3|8



BUDGET SUMMARY

Gategar,

Personnel Serviges
supplies snd Materials
Equipuents

Patients Hospitalizationm
Qutpatient Care

ICDOR B Trapnsport

Trovel and Tramsportation of Persons5 ;000

Transportetion of Things

Rent, Communication and Utilities

Printing and Publication
Computer Cogt

Other Contractual Services
Construction, Renovatica,
Alteration

Total:-

Ineremented cost other than personnel = 1,43 050
Gonversion Rate US$ 1.00 =Fk. 25.00

Takes Dollar
“"31500 hat
1s1?965‘0 -
Zgow -
10,000 20
8'"‘00 -
300

Grand Total USE G022

SRy M 1010 A 3k s 2 o A e i

o, i
A ———
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l. Canatus ne.

Village Family Indiv,

!ur EES
3. 85ex t N = 1, F=2
he Date of sdminsien 3

2. Age

Ty Teath ~ " Year

5. Daration of diarrieea 3 _____ = Net lnewa
Days 999

6. Ne,of steal in past u hrs.
7. Consisteneys Leese=l, Liquid=2, Watery=3

8. Dess stesl ecomtain bleed and/er mucus
None-0, misus-], hleeds2, beth-3

9¢ Do you have : Abdemimal pain : Ne@, Y=l NE=2
Vemiting : Ne®,Preceeding diarrhesa~l
Mllewing diarrheca-2

Less of appetitic : Nm@, Tol, Nle2
Fover s Ing, Y=, 6 Nie@

10, Before oceming te hespital, did reu

a)tke any medisatiea? Wed, Antidietieel
Other (specify) 2, Beti)

b) received ORS? M@, Packet=], Salt+Sugarez,
JabeartGure3 ’

» Barley+Saltmi, Barely®5,

Rise water=5, RiestSalte]

11. BEave you had any of the fellawing.in the past meath ?

Nes, Y1, NEs2

Meazlee

Paesunenia

Otitis medin
Night-hlindnsss
Comvulasien in last 24 hrs
Other (gpecify)

12, Aathrepremstry -

'ai Aduissien wt.(kg)

e MO T

») Discharge wt.
o) Height(em.)

1-9

16~13

Me 383 ®E RE F
2 &3

32

33

3

36
37
38
39

TN
L3<45
Lomis8



LAy
PHESICAL EXAMINATION FOBM 11
CENSUS MO,

Fysical findings On sdwissien 2ad day Jrd day hth day SRk day

1, Gen, appearancs 3
1= nermal, 2=distress

2 wti.‘ 3
lwnene, 2omild
3= mederate, ™ severs

3. E"Cl H
Osmermal, ledry spet
2exorepthalmia,
3scenjunctivitie,

ho Ears
O= permal, l=Otitis medis

5« Meuth amé Oral Cavity:
Oepermal , 1
stematitis,
2= glessitis, 3Isthrusk,
w142, 5143, 6243,

el 4243

6. Threat @
o zermal, 1=temsillitis

7 Edemas
O= 2bsent, l1=preseat

8, Chest:
$= clear, Imcreps, 2mrhenmcki,
3mle2,

9« Abdemsn 3
O= nermal, lwiistended,BSspresent
»distended, BOwsluggish,
Zwparalytic ileus

16. Liver & Spleen @

0= permal, lsliver palpsble,
2egploen palpable, ImieR



11, Aectal Prelapse :
Geabgent, 1=prescat,

12, Neurelegical 1
emermal , I™wemicenscisus,
Mmyuncenscieus, Imcexvulsien,
!4“1"'3' Sw243,

{Far matismts drepped frem study)
Ay Complicatieas aftsr trealuent startad :

i= Faeumexia

2 Urinsry tract infectien
3= Septicemis

4m Memingitias

5= Other (specify)

bo Abseended

B, Amtibietics used:

1= Ampicillin

2+ Femieiliim

3= Gaatamyein

i Chleramphenicel
o» Tetracyeline

fm Gther{wpecify]

{(Similar recerd frew will de used te see climical ceurse of complicated
patiemts ),
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LABURATCRY RESULTS

CENSUS NC.

FORM 111

Btool Culture: 18t day cud day

Jrd day

Lth day

Sth day

1..V. cholera greoup 031
O=N, 1= iN, 2= OG

2. NAG
O=N, 1= non O:1
2= parahaewolyticus,
2z fluvials,
4= plesiomonus,
5= aeromo.us

3« Shigella:
0=N, 1= dysen. type 1
2= dyseu. type II,
%= dysen. type 310,
Y= flex, 5= boydi,
o= somnei

4, Saumonella:

O=N, 1= 3. typhi,

2= other (specify)
S. ETEC:

0=N, %= ST, 2= LT, 3=1+2
6. Ca pylobacter:

O=N, 1=Y

7. Rotavirus:
Cutl, 1=Y

2
P

rd day

Stogl Microscopy: 1st day  2nd day
1

-
»

2

= alkaline, 2=ecid

RBC : CsN,1=00,2.30-0
?”"’20““9 + £+=50"'

FIy/hpf & O=N,1s10,
2= 10-18, T=20-U0 k=

Ent. nystolytica:
0=, 1=Y

Giwrdia @

O=N, 1=Y
Hook=worm 3

O=NX, 1l=¥
Ascaris i

0=N, 1=Y
Strong.S5tercoralies t

O=N, 1=Y
Other (specify) :

O=H, 1=¥Y

T L
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