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SECTION 1 - RESEARCH PROTOCOL

Title : Bio-clinical studies on dlarrhoeal
diseases.

principal Investigator: Dr. Tetsue Morishita
Dr. Rafiqul Islam
and br. P.K. Bardhan

Starting Date: - January 1980
" Completion Date: February 1980
Total Direct Cost: $ 5,596.5

Availability of Funds:
a) Scientific Director's Remarks:

. b} Controller's Remarks:

Abstract Summary: Gastro.:intestinal hormones such as VIP
(Vaso—active intestinal polypeptide), GIP (gastric inhibi-

tory polypeptide), glucagon, gastria, CCK-PZ (Cholecysto kinine-

pencreazymin), substance-P, motilin and caerulein play
important roles in the mechanism of production of intestinal
secretion, motility assoclated with diarrhoea. This has
been proved experimentally and clinically. The levels of
cyclic AMP, cyclic GMP, gastrin, glucagon, insulin and
secretin in the peripheral blood of cholera patients have
been reported but not inother diarrhoeal agents of similar
nature like E.coli and vibrio para haemolyticus etc. Plasma
cyclic AMP levels is significantly higher in the acute stage
than the convalescent stage. It is also reported that VIF,
glucagon secretify and CCK-PZ increase the tissue level of



cyclic AMP. These hormones may induce excessive intestinal
fluid secretion by increasing the activity of cyclic AMP
in human cholera and other diarrhoeal diseases.

The objective of this study is to investigate the variations
of the levels of these intestianl hormones in acute and
convalescent phases of diarrhoea diseases in adults.

Review:

a) Research involving human subjects :

b) Research REview Committee :

¢) bDirector :

d) BMRC :

e) Controller/General Manager, adfim:
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SECTION 11 -~ RESEARCH PLAN

"1, Objective:

The objective of this type of collaborative study is for
better understanding the role of the intestinal hormones
in the mechanism of production of watery diarrhoea in
cholera, E.coli and b.parahaemolyticus.

2. Background: .
Biochemical studies on human cholera in 1974 at San Lazaro
Hospital in Manila, clinical studies on variation of plasma
cyclic AMP and several hormones and amines, serum diarrheagenic
substances etc have revealed that plasma cyclic AMP level was
extremely higher in the acute stage compared with the conva~
lescent stage. It was also reported that VIP, glucagon,
secretin and CCK-PZ increase the tissue level of cyclic AMP

s0 these hormones may 1ikely‘induce excessive production of in-
intestinal fluid by increasing the activity of cyclic AMP

in human cholera and othir diarrheal disease. (For detailed
backgvound see references).

3. Rationale:

Many investigators have shown. experimentally that gastro-
intestinal hormones such as VIP, GIP, glucagon, gastrin and
secretin induce Intestinal secretion and substance-P, gastrin
CCK~PZ, motitin and caerulein cause contraction of small
intestinal tract. Clinically in relation to tumor associated
diarrhoea, gastrin in 2Zollinger-Ellison syndrome and VIP
glucagon, secretion in WDHA (watery diarrhea, hypokalemia,
achlorhydria) syndrome are suggested o be responsible for
watery diarrhea. Some experimental evidences show that

VIP, glucagon, secretin and CCK-PZ increase tissue cyklic AMP,
So there may be. some significant relationship of these subs-
tances present in the mechanism of production of dlarrhea in
cholera and allied illnesses.



Specific Alms:
To obgerve:

1. fThe difference of the levels of peripheral cyclic BMP,
VIP, glucagon and substance -P among cholera, E.coli, and
V. parahesemolyticus infections in acute convalescent and

subsequent follow up stages.

2. The variations of levels of these substances in different
types of diarrheal illness.

3. The relationship between cyclic AMP and gastrointestinal
hormones.

4. The relationship between these substances and clinical
symptoms, signs, other laboratory findings etc.

Methods and Procedures:

’

1. Case selection - only adult patients will be selected for
study. Severly dehydrated case with short onset and having
not received any antibiotics before admission will be -admitted
in the study ward. About 15 cases from each group of cholera,
E.coli, and V.paraheamolyticus will be studied.

2. 5 ml of venous blood will be drawn in addition to usual
electrolyte blood from each patient on admission, 24 hours
after admission, on discharge and about 2 weeks after dischace.

3. The plasma and serum are separated without deslav and stored
at -20° C.

4, The plasma and serum will be transported by airplane
refrigerated for radioimmunoassay in Tokyo.

5. Reqular clinical information of the patients like
clinical history, vital signs, intake and outputs etc will be
recorded as usual.
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6. Patients will be treated dhly with intravenous

f£luid alone.
7. No antibiotics will be given.
8. fThere will be no restriction of diet.

Significance:

1. Tt is expected that antagonists to the substances which
increases the production of cyclic AMP may inhibit the
production of diarrhea.

2. The mechanism, systemic influence and pathophysiclogical
condition in cholera and allied diarrheal disease may be
understood in a better way.

Facilities required:
1. Present study ward, physicians and nursing staff can be
utilized for patient's care and sample collection etc.

2. Field staffs from the existing community studies can be
used for follow up samples.

3. Centrifuze, freezer (below -~20° C), syringes, needles etc
are available in ICDDR,B.

4, CRL transport will be reguired to bring back patients by
the field staff for follow up samples.

5. Bacteriological support as well as animal resources for ST,
LT study will be required. |

Collaborative Arrangements:
This will be collaborative study between ICDDR,B and School
of Medicine, Keio University, Tokyo, Japan.

The samples will be transported for redioimmunscassay in Tokyo.
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SECTION 111 -~ BUDGET

A -~ DETAYLED BUDGET

l; ﬁ rersonnel Services:

Name position gof time Salary
- : ' - used - Tk. X
pDr. Tetsue Morishita  scientist 100% ‘ salary will he .
Reio Univ. paid by keic Unriv.
Japan g
Dr. R. Islam Chief Phys - 50% 7,000
and Assc. Scntist.
Dr. P.X. Bardhan Physician 50% 3,000
5 study nurse senior staff 50% 10,000
nurse ‘
Veterinarian - 5% 500
2. Field assistants F.A. 100% 3,000
Microbioclogy Techn. Res. Techn. 50% 1,500
25,000

2. Supplies and Materials:‘

Ttem Unit cest Taka Dollar
Culture of stool -~ BOX15.5 775 -
8T, 1T 50X3 150 -
Mice 50%3 150 -
Stationary, forms, 7
paeprs and pencils etc. = 500

Small plastic tubes for transportation of serum and plasma from
Dacca to Tokyo wil: be brought from Japan by Dr. Morishita.
No cost to ICDDR,B ’

Total Tk.1575,




5.

9.
10.
1.

12.

Egulpments:

patients hospitalization

- No. of hosp. days

150 days
Out patient cares:
CRL Transport
pacca

Other charges for boats,bus,
rickshaws etc

None

unit cost

amount reguired

\

Travel and Transportation of Persons:

Local Travel

International Travel:

Nil

Tk. 150 22,500

None

. 1¥50X200 Tk. 10,000
Tk. 1,000

Transport (air) - Round trip ticket from Tokyc to Dacca for
: Dr. Morishita will be borne by Keio Univ.,

Transportation of things:

will be borne by the Keio Univ., Japan.

Rent,Communication and Utilities:None

Printing and Reproduction

Other contractual services

None

Construction, Rennovation, Alterations:

None

$300
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© B - BUDGET SUMMARY
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Personnel
Supplies
Equipment
Hospitalization
Cutpatient
ICDDR,B Transport

Travel persons

Transportation of thingé

REnt/Communication

Printing & Reproduction

- Other contractual service

Construétion/kennovation

TOTAL TK.

Taka

25,000
1,575

Nil

22,500

Nil

11,000

Nil

Nil

Dollsr

300

30% overhead

60,075

18,022

$ 300

90

GRAND TOTAL

78,097

390
»=$5,596.5

conversion rate $1=Tk.15%/



ABSTRACT SUMMARY

In collaboration with School of Medicine, Keio University,

Tokyo, Japan; a bio-~climical study will be done in ICDDR,B

Study ward with 50 adult patients who are actively purging due

to V.cholerae, E.coli, or V.parahaemolyticus, in acute, convales~
cent and 2 weeks after discharge for better understanding the role
of the intestinal hormones and, amines like VIP, GIP, glucagon,
gastrin, CCR~PZ, SubstancemP, motilin and caerulin etc in the
mechanism of production of intestinal secretion, motility etc in
watery diarrhoea. The level of cyclic AMP, cyclic GMP, gastrin,
glucagon, insulin and secretin in the peripheral blood of cholera
patients have been reported but not in'other-diarrhoeal agents of
gimilar nature. VIP, glucagon, sgcretin and CCK~PZ increase the
tissue level of cyclic AMP. These hormones may be responsible
for excessive intestinal fluid secretion by increasing the activity
of cyclic AMP ‘n human cholera, E.coli and other diarrhoeal
diseases. Study design is planned to measure the variations of
intestinal hormones in acute; convalescent and 2 weeks after full
recovery.

Initial fluid replacement and subsequent maintenance will be done
with cholera saline alone. Careful intake and ocutput measurement,
vital signs, etc will be done. 5 ml of venous blood will he
drawn on admission, 24 hours after admission,on discharge an&
about 2 weeks after discharge. After quick separation of plasma
and serum and stored at -20°C and subsequently will be sent to
Tokyo for radioimmunoassav.

1. Patient will receive best possible care of their diarrhoea

¥

2. Informal concent will be obtained for extra blood drawing.




" CONSENT FORM

The ICDDR,B is an organisation devoted to diarrhoeal
illnesses. 1In the present study; we want to investigate the
variation of the level of cyclic AMP, VIP, glucagon, and stbs*
tance-P of the venous blood in cholera, E.coli, and V.parahaemo-
lyticus. These are gastriinteétinal hormones.which play inpor-
tant woles in the mechanism of produvtion of watery diarrhoea.
You will receive special attention during your treatment. Only
5 ml1 of your venous blood will be neceésary in each time on
admission, 24 hours after admission, on discharge, and 2 weeks
after discharge from the hospital. You will be provided transport
to send you home after recovery and Z weeks aftei your dischazéé
to bring you back. ’ ' |

You have the right to refuse to participate or even with~
draw anytime from the study and still you will be cared for .

Invesitgator's signature

Patients' signature or thumb
impression

Date :
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