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Principal Investigator .= _ . e Trainee investigator(if any)
Application Iin :7:7"”Cl§14? Supporting Agency (if Non-CRL) .
o R . 2 : .
Title of study _ -~/mi a f”'fﬂ_ Project statas:
) ' {.) New Study
£ e s ( )} Continuation with change
: { ) to change (do mot fill out rest of form)

"

Cireis thu appropriate answer to each of the following(If Not Appliceble write Eﬂ):

1. Bource of Population: - 5. Will signed consent form be required:
@) Lll subjects Yeg Mo a) From subjects _Yes No
b}  Non-ill subjects  \Yes. No b) From parent or guardian
e} Hindrs or persons {if subjects are minors)Yes No
nnder guaerdianship Yes o 6. Will precautions be taken to protect
2. Does Lhe study invelve: anonymity of subjects: - ¥Yes HNo
&) Phveical risks to e 7. Check documents being autmitted herewith
the subjects @@@ to Committee: :
b) Bucial risks Yes \lo _ b Umbrells proposal ~ Initially submit
el Psychological risks =~ : an overview{all other requirements will
to subjects Yes/ No be submitted with individuel studies).
d) Disconfort to T ¢ Protogol (Required) . -
subiects "Yes,” No | Abstract summery (Reguired)

2 Invasion of Privacy Yes @57 . Statement given or read bo subjects on
) Disclosure of infor- nature of study, risks, types of question
mation possibly to be asked, and right to refuse to
damaging to subject - participate or withdraw {REQUIRED)
or others Yes ‘No. ;;_}nformed consent form for subjects

3. Does the study involve: - ____Informed consent form for parent or
n) Use of records guardian :
{rospitel ,medical, . _¢ Procedure for nmaintaining confidentiality
death,birth arother)Xes Ho ___Questionnaire or interview schedule &
)  Use of f=tel tissue s g 1f the final instrument is not completed
or abortus Yes Ko’ prior to review, tThe following information
¢! Use of organs or . should be included in the ahstract summary:
body fluids ‘des ' Ne 1. A description of the areas to be
L. Are subjects clearly informed aboui: covered in the questionnaire or inter-
8) eture and purposes . | +iew which could be considered either
of study ¥es® Ho sensitive or which would constitute an
v} Procedures to ve - invasion of privacy.
followed including | 2. Txsmples of the type of specific quest
alternatives used Yes No jons to be asked in the sensitive area
¢) Physical risks - Jes No. 3. An indication as to when the question-
a) Sensitive questions Yes Qﬁ}’ naire will be presented to the Board
e) Benefits tc b . for review.
derived \YeSJ No
£}  Right to refuse to ~ -~
participate or to o
withdraw from study Yes No
‘g) Confidential handl- JRGEN
ing of data ‘Teg No

=

We sgree %0 .obtain approvad of ibe Review Board on Use of Human Volunteers for any

changes ihvolyﬁggﬁthexyights and welfere of subjects before making such change,
é Ay #

/ g - % T4

Frincipsl Investigator

Trainee

. - . . . . _ . .
Please return 2 copies of entire protocol %o Chairmen, Review Board on Use of Human
Zubjects, '
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“We have found that 9 of 30 adult cholera’ patients have low acid 7 days after

hospitalization.  We have also found 6nlyri of 15'shigella patients with low
acid (<5 mEq per hour). We would like now to include children age 2-8 in
this protocol. This will mean studying 30 children with chelera, 30 chaildren

with darkfield negative watery stool and 30 ébildren with shigegla. Initially
) |
weal-nourished children will be selected since we have found that over 4C% of

children with_severe malnut;ition_do not stimulate with a 1Img/kg Histalog

I3

douea |

™,

There will be only 2 differences from the” adult protocol. Immediately after
castric analysis on the déy afﬁef admission, chiidren wil;'recai#e 48 hours
of tetracycline thq:ﬁpy._rIf there is a pH dro§ below 2.Q!hé will be retested
on the 89 hospital day. Children will be brought for onesday,aftfg‘one month

for a Tollow up gastric acid tést as pfesently~pe£formedlﬁ_Egptine therapy for

sther diseases will of course be given.

Children with shigella will likewise receiv?‘a 100mg/kg ampicillin for S davs

Jiven in 4 'divided doses, but this will start on the day of admission.

A "

-+ nave feund that quantitative gastric cultures of gram negative organisms

correlate well with gastric acid titration studies. We would therefore like
. T - s
to do guantitative cultures on gastric-juice on MacConkey and in cholera cases
1 A . : Cl ‘ , : - !
‘on Gelatin’agar.-.This will require a technician 1 hour per day.
. . . ' T e T . o - .




'- | CONSENT FORH
- h .

I understand that refusal to enter this study will not affect the usual type

of treatment my child will receive at the Cholera‘Hospital.

e

- I uncerstand that my chlla 15 qdnltted for therapy of diarrhea and will receive

routine treatment, except ant;blotlc treatment w1ll be thhheld for 24 hnours in
the case of cholcra.

.

I also understand tha£ he/she will in addition receive a test of hig/her stomach

acid and the ability of his/ner stomach to kill germs.

. This will be done by putting a tube into his/her stomach and sucking stomach
' Vi,

juice for 3 hours. He/she will also recelve an 1njectlon of medic;ne to 3t1malg.e

his/her acid production. This:medicine may cause him/her to get'a slight headache
and to become flushed. During the test he will have sugar given through a vein

5o that he/she will not need to eat during the teét.,_- S

i T ’ A
.. He/she may stay in hospital for 7 days. This is 4 days. longe“ than he/she would
normally stay in hospital. You can leave the study at any time and in no way

will he penalized for doing so: ' '
o . . x ot

FR ' T L

~ All information obtained will be handled confidently.

- A . . -

i T : Signature




-~ 8

W - -
A gty ———

oify aers 2o o @ TCIEATY Gy 4TI IV IIGTe  WAAT ILTATORAY
frgw Wifte gromfye SR twe wrr Srgray Tgfy IfpS T AT ey
uRrT S 0 SINIE TR SrAmy corifrmy  wwrorg sfeests ww
AR ofS T wmw 1 wrike afFarieffy 33y wIpT @Amar gIRaw
IT¢ TITYONT TFT 203 | AT T7 asfParfelds 3w¢ of¥q 28 aProw

ag I TN |

czﬂ'sﬁ/ @riifyg TRy g fry AT IIT I@ 9IR OIF AT
Ty WAl wwote afHT W MYT TR 1 ARERAIR ooy G I goed
§TAT o D1 A€y AreFT q2N I WA 4 @Ph / welife oTE AR
ETCRT T D BT AT TTYT 2CI ad TI7 STINT STy 0T Ao
G Yo 1Y OrY ordt oo e 1 AfEr AT el aefiary
TR a$37 TIOIY AYY WMIT YT ITT T A YYY OTY @IF AMT 4IAF

R X AT

el 7 caplifie a firy weraoTE AR T @ ey Jroye e
o1 & frw afSfres 031 T @ AN OV RTR AN STARTH STRIICE
STCIRAT (AT A3y 50 S4T93w | OfF ©WF 19 g9 #foq SOl IR
qHod |

I GTAA! TATEA I ORI ANT TR |



e

/Kéé/fki4/;13j{ / f(ﬂ/{
77»»0,27

Attachment 1ia

THFORMATTON TO TNCIUDE IN ABSTRACT SUMMARY

The Roard will not consider any applicaticn which does not include an abstract summary .
The abstract should surmarize the purpose of the study, the methods and procedures to
be used, by sddressing zach of the following items. If an.item is not applicable, -
please note accoréingly: )

1. Pescribe the reguirements for a subject pepulation and explein the rationale
for using in this population special groups such a8 children, or groups whose
ebility to give voluntary informed consent may be in question. :

2. Desc: ibe ané assess any potential risks - physical, psychological, social, legal
or other - and assess the likelihood and seriousness of such risks. If methods
of vesearch create potential risks, Jescribe other methods, if any, that were
considered end why they will not be used.,

3. Deseribe procedures for protecting against or minimizing potential risks and an
assessment of their likely effectiveness.

4, Tuolude a description of the methods for safeguarding confidentiality or protect-
ing anonymity. .

5. When there are potential risks to the gubject, or the privacy of the individual
may be involved, the investigator is required to obtain & signed informed consent
statemert from the sublect. For minors, informed consent must be obtained from .
the authorized legal guardian or parent cf the gubject., Describe consent pro-
cedures to be foliowed includirng how and where informed consent will be oﬁtained.

{a) If signed consent will not be sbteined, explain why this requirement
should be waived and provide an alternative procedure.

(p) If infermation is to be withheld from a subject, Justify this course
of action. '

6. If study involves an interview, deseribe where and in what context the interview
will take place. State approximate length of time required for the interview.

7. Assess the potential benefits to be'gained by the {ndividual subject as well as
the benefits which may accrue o secinty in general as a result of the planned
work. Indicate how the benefits outweigh the risks.

8. State if the activity requires the uwae of roecords (hospital, medical, birth,
death or other), organs, tissues, hody fluids, the fetus or the abortus.

The statement to the subject shouwld inciude information specified in items 2,3,4 and
7, es well as indicating the approximate time required for participation in the activit
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Tilier Sastric Acid in Enteric Disease

Principil Investiqator: Robert M. Gilmarn, ILDU.

Srarting Date: Sentemher, 1977

Completion Dute: May, 1978

Total Direct Cost: 316,094

Aprstract Suwnarys:

A case control method will be used to evaluate gastric acid in patients
with enteric disease, Adult patienté with cholera, amebic dysentery and
shigellosis (30 in eu;h group) wili he ceompared in their ability to pro-
duce gastric acid after a 50mg betazele stimulus. They will be studied
the morning after admission, 7 davs, 3 months and in a few cases 6 months
after hospital admission. Gastrin levels will also be determined.

Reviesws:

a) Research Involving Human Subjects:

b} Research Committee:

«) Director:
dy  nMRCs

e) Contreller/administrator:
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Chijective: Yo deliline rastric acld productien in enteric disease,

Rackeround: Sastric acid is hypothesiged to e 1 barrier to enterlic

infeciion, Entoronatho-enic hacteris die ab low ohi's, and volunteors

challeonged with cholera, E.coll and shicellosis a1l have reductions in
g
e infective dose sfter Wicarhorate buffering of the stomach. Paticnts

with rartial geastrectomy heve an increased risk of devzaleping clinical
4 ‘ ?
nd salmenella, Thoge who rartake of lime {(calcium carbonate)

1
2
(8]
pd
]
I
Cr
v

with their betel ar2 also at a higher risk of devaloping cholera.

‘rndevor, still uncertain is whether cheoler: is asgociated with lowered
castrin aoid secretion in mest cases, and i€ there is an association,
tmaither cholera causes a decrease in gastris acid or whether low gastric
rriid mredisposes ?étierms to hzving chelera. Indeed, whethar cholera
caticnts heve increszed achleorhwdria (rh> 3.5) 45 still extremely contro—
versial., In addition, how frequent this is histamine fast is also unknown.
in Caicutra. achleorhydria and a blunted resporse to SOmg betazole injected
&

dose was found, In Dacca using a histamine infusion tecnnicque peither
7

achlorhydria nor a diminished threshhold was found in an uncontrolled study.

In anciher sbeocy from Dacca, both achlorhydria and an inability to produce

: 8
acid alter a rige rusl weal were Found, In comparing these studies method-
vloyical differenc.as ke it difficult to arrive at a firm conciusion since
the stimulus in ecsck study was different. In addition, the studies were

uncontrolled for the normal sopulztion and the effects of diarrheal cdisease

on gastric acid., The Calcutte study althoucgh studying patients at various
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times ~Tier disesse did not sludy che same prtients buk rather used

different p=tlentz abt warirus woriods afier & hout of cheolera.

Usine aqe-matched contrnls vith different enteric discases, it should be

¥

nossibie o isclate «hwthor inhibition of acid secreticn is more conmon

in ono disesse than in the others. Shtudies of gastric secretions in adult
cattients vith shigellosis and enkevotoxigenic E.coli have not heen performed.
Gastric acid would obf be exnected to protect patients from attacks of

amebic dysentery since tnese potients ingest cysts which are not harmad Dy

low ph. Patlerts with arehic dysentery would the-efore not be expacted o

teave o lowered aclid secration,

3. Raticnaie: The rationale of this stwdy is the Use of the case-control methiod

to compare gostric acid secretions. As an attempt will he nade %o age and
sex ssateh patients, they should e comparable.  Similarly, natients infect
viith E.coli would he expecisd not te have geastric acid changes different froem

those of shicella unless the toxin itself has some effect on gastric acid
procuction.

LVECIFIC AT

aulind

1. Using the case control method we hope to show whether cholera casces have

irmaried acid production.

)

— . "
o In cholora mases

ite this impeired production to the duration extent of
diarrhes and duraticn of choleta vibrio positivity,

3. Define khe normal histalou <Sisalation test in Bepgail 5dult males.

4. Te compare gushric neid o.opnt in diarrhesl dlseases. It will be espocially

interssting Lo compure cholare and E.cell potionts.
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Adult male milients sdmibted to the word with nleorative end non-ulcerative
smebic “ysentery, shigella, or.cholera will Initi.lly be studied. An attewpt
a1 me mads o ege-naten Lhese sdilt vatients within 10 year groups. Thirty
b ients in oach of rese Foar crow s will-oe studicd.  Ir zadition, 15-30

normal controtls will he Lestoeds

boakiente sdritbted within the wrevicus 24 hours will have ne oral fluids after
22 midnight.  Purging will he replaced using intrivenous sherapy. ALl patients

11t heve an L.V. with 5% Doxtrose, and electrolytes if purging, 4 hours orior

ey
-

te toesting bo prevent wild hypoglyocemia.

@

ALl makients will receive roukine word care,  An initial bistory and Physieal
will he erfomed and blood Tor Hob, O, and BUN, plectrolytes and serun
siecific jravity will be deterwlied. History will s spacifically note what med-
ieines the rotient took orior o odidlssien, in cases of cholera, how wnany hours
of diarrhea precedsd o0 dlsslon and whather he was nulseless on sdimission. A

chegt X-r.v tc determine fres a2ir and @ high right dianhrage will bhe taken as

routine for patients with amebic dysentery. as a part of research, all chelera

and shigella natierts wi alco hove chesh X-rays. Reutine urinalysis and stool
nicrosconic avaminstion will he performad. ALl amebic dys entery and shigella

¢ will have nroctoscory resformed to defire the severity of the disease.
3tooel culturs vill be nerformed as routine except in patliento suspected of having
o,coli diarrhea (~obtery diarrhea and a negeative darkfield exan. }. In these
atients 2 fndividual lactese wesitive colonies will be picked and tested for

entrerotoxin produciio; hy ohi opd infant nouss 1ssay.

Patients with cholara will r« tos .ked vith I.V. hydration only. Tetracycline

therapy will be withheld il dlscharge. This will be done so that the volume



ané duration of dizrchw snd the durstien of vibrio carriage can be compared in

ratients with differing gasrric acid. hezronidazole will be withheld till affer

mestric analysis has bewn erdormed. Patients with non—-ulcorative amebic dysentery

have l:w rates of complicati-no inad 2 an dreration of disease prior to admission
¥ o

£ the hespital of 3 months, A 76 hour delay in therapy of these nakients iz felt

e he low in risk. Patients with tlcerative amebiasis will be treated as usual

with motronidizele given in divided doses except that the morning dose will be de-

¥
£311 . fher the gistric cold sudy is completed. Similacly, in shigella cases
1nin Jose {oiven initially) wili be withheld after 12i7,H. 2% night till
ofter Lhe gastric acic test is verfornaed.

fbients will he intubated with a mercury welghted =lastic tube with wultinla holes

i cut at +he ond, The tube will be jneserted intc the stomach to the 50cm mark. ‘he

1 ratients will be placed on nis left side. Gastric juice will be collected for the

mext 30 minutes and discarded. Subsequently, using intermittent hand suction, 15
An injection of

minute samolaes of gustidie juice will be collected for cne hoWwr..

' hiskalogue 50mg will be given T.l. and 15 minuke samples collected for the next

|

l 2 hours. All somples will hove their volumes measured and then he sent to cheristr:
»

: for free and tot.l acid determin:tions. This determination will he made by

‘ titration on a pH meter to oH 3.9 to 7.0 with n.0MNHacs. Titration will be per-

forraed on the day of the test. Patients will have gas stric aspirates tested for

tagts repeated at 7 days. Patients will be asked to roturn for follow up 3 and 6

: ,
l the presence of bile in the shomach. All patients will have thoir gastric acid
F
1
i

months after hosp‘kalk,dtlor for repeat gastric acid tests,

A cchort of normal subjects {velunteers) will be asted to have gasiric acid testss

f they will he reimbursced for their time lost for work. This group will be drawn

from attendants of natients asked at the outpatient department.

—



In pddition, any ratient found to have hyrosecrsilion on the 7% day will oe
retested using pentagastrin (Gug/kg) as a stimulys. Achliorhvdria resistant

Lo hisksmine bub sensitive to gastrin has hesn described.

Statistics - Assuming 906 ~cldity (ph 3.5) in one group ond 50% acidity

differ-

[

in the other, 30 per greup will pe adenuate to obtain statistica
ances.  In audition, T tests will be performed on mean hasal and stimulated

values of MED/L ner hour obtained in each of the 5 greoups.
The time needed for this study will be 6 monthsg,

SESHIFICHHCE

It ois ﬁoped by using & case control method that we can answer the questicn
of reduced gastric acid in choleras with some degrée of Finality. This will
~uv nothing however, about risk rates of the population at large. It should
‘% the same time describe the status of gastric acid ir shigellosis and

.

credic dyzentery.

FALEETIES REQUTA A

P

Cftice snace - Investigator and Study doctors as already rmovided.

1) Laborslory space -~ chemistry - routine - 6 cubilc feet.
) Storage spauea. For duration of sudy., M of Revco for serum specimens.

3) Hospital beds - 10 beds per day per week for & months,

4} Animzl resourceg - - mige ~ 200 for Infant Mice ST assay.

'S5} Vehicle = 2 months ~ for 3 hours dally for follow up visits and 3 Matlab

visits.
£} HNo specialized regulveusnis.
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Y gnderstane tant 1o have becn agmlittod for treatment of diarrches or dyseriery.

v

alee undersiord thot T owill nove o tube put down my stoimaeh and the digesting

e

1 . M e .
nd coad nowar oz

av gtomacn tested hoth on adaission and 7 deys later. This

3y

fe % o v toneer than Iowoauld normally be hogpitalized. The tune may Troduce
coaht gqeggling but stherwice will ot be uncomfortinle. I will e given an

41 dmerten which may froduce slight flushing @nd ne-:dache.

Nlood frewm oy vein in small smounts Scc's will be taken during this rest ard
cr P oduy intervols. My stool will be collected at the same time to check the
jo.s of protein. If X oam an arebic dyrentery case ny medicine may be delayed

fov 19 hours after admission. ™iis will he inc-nvenient but this snort delay

~netid not be harmful.

fusal to narticirate in this study will not alter the therapy I would routinely
aet ot the Chelera Hospital. Alsc, I am free to withdraw from this study at

aw time and will in ne way be penalized for doing S0.

1 ntan understand that if I hgve cholera that my treatment will be only fluids
coei r Antibiotics. This may increase the number of days I will be in hospital

witt: wi.rrnea. However, cholera although shortered does not renuire antibiotic

“hazamr, 1 will receive an antibiotic at the end of 7 days.

Signature

“Date



Phe role of estric acid in naturally acquired enteric disezse is still

controversicl.  Aesoluticn of thisz rnroblem wit

disconfort would appear fo be reascrable.

h minimal r

e

sk and slight



Adulk petients 317 e séndica. ALl patients wil) ke xehydrated. Tetracycline
freatimont will oo wibnneid i tho Rreciment of chiolera patients. Similarly, in
satients with nopeuleeraiive smebic drzentery therapy will be withheld till the
irtrizl castric acid fest. This will mean @ delay of less than 24 hours. In

shigrliosi., "avients with fever and in pabtients with ulcoerative amebiasis thers

will he no delay in therapy.

¥

Patients will bo hospitalized 7 deys after admission; this is 4 days longer

than is necessary for cholera and 2-3 days longer than is recessary for hon-

s

ulcerntive amcbiasis and shigella.
The only invaesive procedure which is associated with research will he passing
a stomach tube, This is virtually without risk. Betazole (Histalogue) in the
dose given may rarely vroduce slight symptoms of flushing and headache. Blood

Seets will be taken at the time of the study for gastrin levels. Two cc's of

blood will be taken every other day for fecal protein studies.

Petracyciine therapy in cholera is not essential to the treatment. TIts adbsence
however will incrzsse the durstion of diarrhea and stcol voluwe and also increase
the hospital stav of the natient. 3ithholding treatment is necessary to determin
dursticn and volume of diarrhea in eholera patients with differing gastric acid.
Nore-ulcerative amebic dysentery patients hsve a mean history of 3 months prior

to hospitalizatisn and rarely have complications. Similarly, in shigellosis

in adults, the effect of antibiotics is still controversial.

The risk in therapy delay is therefore minimal. In ulcerative amebic dvsentery,
a qroun of natients with a high risk of complications, therapy will net be

withheld.
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pLtierts admittecr o he study vill be qiven a study numbers re-ards
gil) e kept actording to study number and ail dats will be wept in A
lockad file in the investicator’s locvea office. ¥ ilowing comrletion

shees . & i ~linizal Information onily wilil be kept at the Thilecd

r-tory in a loecked data storage office. Results of the
iugy wil? . ublished in a medical journal and no identifying ind orre

atwr « 71 w included in the rvepert of this study. .



Admission Day
Srocto {Non-ressunchl

Sorur Moo (Rese reh)

4 hay prlenr

Ti. Fhssse o 5% Db
Gzshrin T30

Turse

Hirtalog = 50mg

-

Sastrip - 30 min.

Thess potients will also be used for brotein-loss

writker as a separcbe protocol.

o+

¥

+ Resaarch

Es

%+

DoV

+

+ Dalay
e L{e 56363 J'.‘C:h

+ Ressarch

+

+

Delay

Regearch



R R
A LT __,1..'3 e
Brastt oLl Suavino ' i
™ of Anras) ."rﬁi‘:’ct Requirenesnts
&mlf- Porition aftfort Salary LA¥A DOTA SRS
Pr Ro Zilman Chief Truvestig- N5 33,000 3,300
ator
Ur Habbani Stugy doctor f0% Tk27,084 16,250
W Amres lady dochor 2 Tk27,084 G,417
F. Ghiost 5 » Staff Murse 5% k24 ,B50 T4
Or 5eaton 5% $ 18,907 945
i tdchar ALY Atudy Tech. 1% Tkdz, 076 2,708
Chemistey Tech, 40k Tk B,663 3,467
Sera organ. 10% Tk1s,927 1,593
Me O e Gomez Srrologist 70%  Tk15927 11,145
¥ard clark 30% Ti 6,312 3,156
Fleld Agsistant 506 Tk 6,000 3,000
7 extra sweepers 25% Tk 4,000 2,000
1 zssistant nurse 25% Tk 2,000 2,000
51,980 4,245

------ c g

sURPLIES A MATWRIALS

Mercury,tubes, neeadlos,
IF gaptrin or ferritin
* cost not added

Use of ong calculator

CATTENT

syringas & pis.

studies are Zo be perf.rmed

4,000

HUSPITALLZATTON

Each vatient is hospitalimed for 7 days x 120 940 dave

il

G Covs w i

113,400
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Cciex o fo Be oused for boimuporiing wetery stool to dab.
fron tae ouipatient vurde sn a3sintant nurse and sentor

seec por to e usad Lo adnist gastric acid studivs,.
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