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7. Abstract Summary:

There is a possibility that a largé amount of water may be losi
through pathologic desquamation and necrosis of intestinal epithelin, us
well as by the hypersecretion of epithelial cells. It is necessary
to determine whether pathological changes; such as erosions and ulcers,
responsible for fiuid loss are ﬁresent or not in the intestinal mucosa
of diarrhoeal dissases including cholera, Z. coli and V. parahemolyticus.

Endoscopic sxaminations of the upper small intestine of 6 cases of

each group will be done in this study.

Tt is expected that anti-erosive, anti~-ulcer agents may lessen
the diarrhoea and prevent the colonization and grouth of cholera
organisms in the intestinal tract, if there changes are adequately

dlagnosed.

In addition, endoscopy is very useful for differentul diagnosis amon
varous diarrhoeal disease, especially for early detection of gastro-

intestinal cancers.

Direct administration of curative drugs into the intestinal tract
and trushing for diagnosis of parasitic diseases are also possible

with endoscopy.

This study is essential not only for etilogical investigations but

also for diagnostic and therapeutic purpose.
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Review:

Introduction

1.

2.

Ohjective

a, To determine whether pathological changes responsible
for fluid loss are present or not in the small intestine
of diarrhoeal diseases including cholera, E. coli and

V. parahemolyticus.

be To find causes of chronic diarrhoea of unknown actiology.

ce To do the confirmative diagnosis of parastic diseases.

d. To do the differential diagnosis betwesen infectious
diseases and malignant diseases of the gastrointestinal

tract which cause diarrhoea.

Background :

It had been strongly bslieved that intestinal mucosa
was intact in cholerac%éf

However endoscople studies reported by Morishita et al . &/
revealed mucosal abnormalities such as multiple srosions and minute
red spots in ths jejunum, which wers confirmed with light ~3/ and
elsctron microscopy. &4/ It was postulated that thess changes
reflected muccsal injury related to infection by V. cholera and
might play a 1ole in the fluid loss and facilitate the suscepbibility
to infection.! Further and comparative studies among diarrhoeal

disaeases are ) ecessary.



The actiology in 30% of disrrhoeal diseases in Bangladesh are
still unknown. It is necessary to make efforts to find causes for

diarrhoea.

It is well known that gastrointestinal cancers, ulcerogenic panc?eatic
tumors such as Zollinger ~ Ellision syndrome and peptic ulcers are often
accompanied with ssevere diarrhoea., Endoscopic and histoleogical
examinations are essential to the patients suffering from diarrhoea
sspecially for early diagnosis of cancer. If cancers and/or fatal uleers
are found, surgical and/or anti~cancer treatment can be started garliar

to save the life of the patient.

* 3imtlar informations are lacking in diarrhoeal diseases due to

differsent actiologles.

3. Rationale:
1. Light and scanning slectron microscopic‘studies in suckling
| mice with experimental cholera reported by Chashi et sl 5)
revealed markad destructive changes in epithelial cells and
vaseular structure afier infection +ith living cholera
vibrios but not after administration of cholera toxin, purified

and devoid of somatic antligen.
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Endoscopic, light and slectron microscopic studies in humah cholera
reported by Morishita et al 2) revealed mucosal changes such as

multiple erosions.

Epithelial ghost cells are often found in the steol of cholera and
other diarrhoeal patients L}, It is suggested that epitholicgi
c6lls in the stool may be derived from necrosisz and dsnucdation of
epiihclial cells, and watery stools may be due to patholical

changes such as erosions etc.

Diarrhoea is seen in 40 -~ 70% of patients with gastrointeétinal

cancers, ulcerogenic pancrsatic tumors and peptic ulcers.

Observation on the mucosa, mucosal blopsy and brushing for cytology
from the stomach, duodenum and upper jejunum is possible with the

endoscope.

Mucossl Mopsy and brushing for cytology is easily possible without

accidents.

Direct administration of therapeutic agenis iuto the gastrointestinul

tract is possible with the endoscope.
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B, Sepicific Aimss

1. To give ths mucosal pattern of the gtomach and small intestine
among patients with cholera, HZ.cold, V. parahemolyticus snd

other diarrhoes.
2, To do mucosal hWiopsies, only when elinically indicabted,
G. Mathods and Procedures:

i« Case selection
Only adult patients will bs selected for the study. About
6 cases from cach group of cholera, E. coii, V. parahemolyticua

and non—-specific diarrhcea will be studied.

2. Endoscopic examinations of the gastrointegtinal tract will be
dons in the acute stage and convalescent stage under local
anesthesia. The oropharynx is topically snesthetized with 2%
lddocaine hydrochloride {Xylocaine viscus) (R) ana ot Tidocaine
(Xylacaine-spraywiﬁ}) to suppress the gag reflex. Butylscopolemin®
bros.ide (Buscopan (R}} is glven intramuscularly to lessen the
intestinal motility.
Obsa -vetion and tzking pietures of the mucosal surface will be done U

the .apper  Jjejunum (10 to 20 ca beyond the ligawent of Trein
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Specifications of the endoscops (Olympus Small Intestinal Flbserscops,
type B, Olympus Optical Co. Ltd. Japen) optical system: Forward
vieming (deflection of optical axis & upprard )

Outer diamester : 10 mm

Length : 1, 760 m.m.

bending angle of bending section: 150 up, 120" down, 90 right,
9cf laft.

Riopsy, bushing for cytology and infusion of drugs for therapeutic

use are possible.
The films are degelopsd in Tokyo.

Risks to subjects:

3,000 cases for gastroseopy, 2,000 casss for duodenoscopy and

200 cases for jejunoscopy have already examined by Dr. T. Morishite
in Keio University, Tokyo, Japan.,

No accidents sush as perforation cccursd 6),

Gulshen clinic which is fully equiped with modern surgical aminities

and experts will be kept ready for any accident arising out of the

procedures.

Regular clinical information of the patients like elinical history,

vital sings, intake ang output will be recorded as usual.

There will be no restriction ¢f antiblotics and rehydration.
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Detailed hasmatological investigations will be carried out before

the endoscopic examinations.
All protective measures will be made ready bafore any biopsy is taken.
Significance:

i, The mechanigm of fluld loss through the intestinal mucoss may be

understood in & better way.

2. It is expected that snti-~erosion;-ulicer agents mey lessen ths

fluid loss and prevent the occurrence of diarrhoea.

3. The differential diagnosis among diarrhoeal diseases, especially

for early disgnosis of cancers, ig possible.

L4e The diresct adminlstration of anti~parastits, ulcer agents; anbitiollice

and other drugs into the etomach and intestine can be posaible.

Facilities required:
1. Present study ward, physicians and mursing steff can be utllized

for patients care and examination.

- 2+ Syringes, needles ste. are available in ICDDR,B.

3, Becteriological support as well as animal resources for ST, LT study
will be requirad.

Cellaboratins Arrangements:
This will be collaborative stud:  hetmeen ICDDR,B and School of
Meddcine, Kelo Undversity, Tokyc, Japan.
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fndoscople Bxemination in Plarvhosal Digesses

The Interpational Centre of Diarrhosal Diseesss Research, 3sngladeak
"& mdertaken 4 ressarch programme Lo examine ths changes in the ducdenal
woa mper jejumal mucoss in differsnt diarrhosal diseases. The findings will
beop w. to make proper dlagnosis and treataent, as well as to undeestand

wr -he mechanism of diasvrhose dus to differant causes,

.+ tube having s diamster of about 4 cm. will be passed inve your ducdenim

arcl Selunum tivough your mouth under Fluoroscopic guldance. To minimiss your

gisecmfort, we wiil give you s sedative, and we wiil also spply & ljocal

sr-sathetic in your throst. Whan the tube will pass upto the desired place
w11l take photogrsphs of the ducdenal and jshmal mucosa, snd if necessayy
« wrall hit of tissus by blopsy.

This procedwrs hasz basn trisd m many patisnts in other countriss withoud
a7 serious cowplications, and is now dona routinaly in the devaloped cowmbries
s dlagnostic and therapsutice purposes.

We will take care of you aven if you do not join in this programme

a1 withdrew yourgelf from thisg study.

. .
ATE s eevrsbernvan Signa‘t;m“ﬁ T A LR R R RN RS
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1, Only adult patients will be selected for this study. About & cases from sach

meoup of V. choleras , B, coli , and V. parahasmolyticus, and non - specific
disrrhosa will be studied. There will be no special population group.

2. The potential physical risks are gastro-intestinal baemorrhsge and perforation.
2.1, hasmorrhage cccurs only when blopsies are laken, but it is vary little in
santity, and stops within 2-3 minutes. Perforation is an very unlikely event in
ti2 hands of an expert. Dr. Morishita has done more than 5,000 endoscopic examina-
tions without any major Haemorrage or perforation. There is also a risk of sore-
tarost, but 1% is very rminor in nature and clears within 42 hours. There &are no
paychological, social, legal or other risks involved. There is no other alternate
mathod suitsble for this study.

[
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3.Dleading disorders will be screemed out by detailed bleod tests. This will

ninimise thw risk of gastro-intestinal hamporrhags. A topical anassthetic, &

tranquilliser, and Buscopan { it lessens intestinal motility ) will be given to

the informed patient to make him relaxed and co-operative, It will facilitate the

smooth passsge of the endoscope, thus lessenung the risk of perforation. Still ,
a fully squiped elinic will be on standby for any accident.

L. There will be no personal idsntification of the patient .

5. Informed consent will be obtained from the patlents.
{a) Dpes not apply '

(b} Wo information will be withheld from the patlent .

{c} A statement that precautionary msasures will be available is included in
the conseni form.

4., Except asking clinical history, there will be no other interview.

7. Though diarrhoea is a very common disease, we still do not know all the causes,
particularly that of the chronic diarrhosas. Morsover, there is still a lot of
conbroversy over the mucosal changes associated with dlarrhosa. This study le
essential not only for etiological investigations and better undarstanding of
pathophysiclogy of diarrhoeal diseasss, but also for diagnostic and therapeutic
PUIDOSeS,.

9, The study requires a small bit (0.5 mgm) of amell intestinal mucosa by biopsy
and intestinal juics by brushing, only when clinically indicated. Rlood will be
taken only for patient care and screening for bleeding disorders.



SECTION - III _BUDZET

A, DETAILED BUDGET

PARSONNEL SERVICES
' Project requizepent,

Hame Reogitlor % Effort Taka Dollier

Dr. Tetsvo Morishita No cost to ICDDR,B.

Drs Re Islam Ghief{ Physician 5% 2 500400 -

Dr. P. K. Bardhan Physician 15% 3,000.00 -

tr. Ae M. Molla Scientist 5% 3,000.00 -

4 Microbiology Techniclan . 5% 500,00 -

4 Biochemistry Technicien 5% 500,00 ~

A Clinical Pathelogy Technician 4 500600 -

4 Vaterinarian 5% 75000 -
10, 750400 -

SUPPLIES AND MATERIALS

Uffice supplies 50000 -

Printing/Publication 1;oooeoo -

Inj, Buscopan & Xylocaine Spray Provided by Dr. Morishite

Miscallensous 50000 -
2,000.00 -

BOULPMENT Nil

PATLENT HOSPLTALISATION Tk, 150 X 3 X 24 104 800+ 0C ~

OUTPATLENT CARE | il

1CDDR, B TRANSPORT | AL

TRAVEL & TRANSPORTATION OF PERSONG Nil

TRANGPORTATION OF SUPFLIBS Ml

A



"

B
-

RENT, COMMUNICATION, & UTILITIES
FELNTING AND REPRODUCTION

OTHER_CONTRAGTUAL SERVIGES

el oo B meaed AL o

SONSTRUCTION, RENUTATION, AND ALTZRATIONS.

LATORATORY TESTS ¢

Taom Und. 13

Bisod Cownt 2h X TKe he0
Flatelet Count 2h X The 1.20
Bleading Time &

Ciotiing Time 2y X The 175
Blond Blectrolytes 24 X Tke 3.00
Steol Cf8 2l X Tke 15450

5t , LT 2y X Thae 3400
Stool M/E 2, X Tk 2.00
‘Hies 2 X 2 X Tke 3,00

DUDGET SUMMARY
CATEGORY

i, Persennel Services

2, Supplies & Materials

3¢ Equipment

ks Patient Hospitalisation
%.Laboretory Tests

&, Dutpatient

7. Travsl & Transportation of Perscns
4. Transpertation of Supplies
9+ TCUUR,B Transpert

30. Rend, ste.

1is Printing & Reproductia.

12. Other Gontractusl Sary ces
13, Uonstruction & Renavai om

Total

K4l
Nil
Nl

300.80
28,80

42,00
72400
372.00
T2,00
48,00
144400

87960

TARA

10, 750.00
2400000

10, 800,00
879.60

1308 F &

244, 429460




