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1. Source of Population: g 5. Will signed consent form be re&ired:

(a) Il1l,subjects ey No (a) From subjects i Fed No

(b} RNon=ill subjects Yes 0y (b) From parent or guardian

(¢) Minors or persons ' . (if subjects ure minors) ey No
under guardianship ‘@& No 6. Will precautions be taken to protect

2. Dbogs the study involve: anonymity of subijeits ‘ No“

{a) Physical risks to the 7. Check documents being svbmitted herewith to
subjects Yes §O) Board: ‘ Lo

(b) Social Risks Yes @?} ~ . ___ Umbrells protwsel - Initissly submit sn

(¢} Puychelogical risks overvicw (all coher rveguircnents will
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alternatives used Yesd No ) either sensitive or which would

(e) Physical risks vesd No constitute an invasion of privacy.

(d) Sensitive questions Yes oy Nuas 2. Examples of the type of specific
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ARETEACT SUMMARY

The swbjects wili be paticnts coming either to ¥ the Dacca or Matlal
treatment ceater for treatment of cholera. We will inciude patients
a7 3-60 years. The hﬂxdt!n mist be included since they are the

matn age group ot Tish.

The Tisks From this study are windmal. The trestnent for cholera
will he piven {e.g. 1.v. hydration) though patisnts who have
renviriva V, chalevae and 4 who are vandomized to the nlacebs group

1311 continue te purge for a jonger tiws than il tney wore given
?etraryc§1

There nre 56 special risks. All patients will be teoatod with V.
hydration to aveld dehydrafion.

L3 .

vabients will be identificd by nvsber on the data shests,

Signed informed oomssnt will be obisined.

i

b

The subiect will receive bensefit in that he will be treat 2d for
his cholera. Sceolety will besefit in that the knowledge of the
Lrﬁdfmbﬂg of angibiotlc res i-tﬁnt snheric ir fﬁﬁvlﬁnﬂ will be
tnercased and thiz could Have meh broader implications that

oniy the treatment of resistunt V. cholerae infections. Since
the risk consists oniy of wnereassd durstion of purging. it would

seem the benefits out welgh the risk.

corded

{ﬁs ¢TLJV Will utilize datn collected during the study and ve
itected

on the chart. Stool and rectal swab specimens u¢11 bs co
hut no other specimens will be collected for the study.
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Tirle: Evaluation of Telwvuycline Lhevapy in paslieuts with
cholere dus to tetracyeline resistapt cholera.

!

Principal Iavestigstor: v, Vs

r. Roy, Dr. Burdhap, Dr. Glass, oo Bugui,

\.:\thzx '—-..-Qla -' o

Total Pirsct Uost:

Abstrauf numﬂdrv‘

V. cnolevue masistant to multiple antibliotros (MARY) s now
causing soout 205 of cases of cholers an Matisb. Frow < retros-
pretive analysis, these padtents with MARV'S dos not have as good
4 ciinical response to Tetrseveline as patients infected with
sensitive V. choleras,  we would like to document tho ciiniend
respouse of the Hswase cansed by MARV in & coatrviiec totracyclpo-
placeiso study vo i) cospare rhe clinical discoase patrems ia A
nlacehoe growe 2 delzvmire iF there is oany clinival effect of
tetracyeline in the MARY aroup and  3Y  comparc the cffoctiveness
of terxuuyhai?“ ip the resistant and sensitive a0 Thiz afudy
should be impertent iv plwwning therapy foy the present outbreak

of resistsut cholers but witl aiso be imporiasnl In testing the
hyvpothasis that tetravyc!ine wiy have some baneficial effect

bad

Celinicalily though at sub-MUT.C. levels in the intestine,

{2} Research Tnvelving Humen Subjects:

{b* Research Commpittee: .
te) Mrector: - _
(4T BMRCG: ] ]

{v; Controeller/Administraton:
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INTRODUCT EUN

i bjective: The objective of tils provocol is to dotermine the

effectivensss of tetracyosine treatment on the cliinical and
hacteriological course of patrents infected wilh multiple anti-
histic resistant ¥V cholerae {MAR:}.

2. Background: V. cholerse, the bacteriz which cuuses cholers, has
unti! 1578 remained sensitive to aost sntibiotics ircluding
tetracyciine the drug most commonly vsod for trentment and
ocophyloxis of the disease. Only o few reports of antidietic
resistant V. choleruc appeszsd in the literwture, hut os these
cases did auvt appear fregdently, ur in clusters, it scemod the
antibiotic resistant were net o wny pollic hcalth imporionce,
Alzo an the luboratony it thar V. was nob aile

-
to retain plasmids well;e.g. R factors pussed iato V. dholerae

wepe Tast quickly. The absence of @ clin.cai problem with
1tibioric resistance fov move than 20 years snd the reassurance
from genetic bacteriologists led physicians to conclede that

antihiotic resistant V. choleras would not become a provlem.

.":l

However in 1978, in Tenzania during a cholera epidemic, an

2

Bl Tor Ogawa V. cholerae vesistant o many antibiotics imcluding

tetracycline emerged and by March 1378, these HARV's represented



767 3t the V. cholerde clinicul Isolates.  The Fdr anita MAR

isolates were resistant to Awpicillin, crlovamphemicol, neomycin,

. -

sulfa, and tetracveline bot were scnsitive to trimethoprim and

Furovone. This resistance was conferred by a stable R factor.

Thers wore ag further reporés aof MARV's wntil 1979 when,
in Matiab, some patients were noted to b¢ yesponding poorly
1o the usual dose of tetracycline, TESDmg Q6H x 4 days). These
patients continueld to purge longer, end remained in the hospital
longer than the usual cholera patients. Sensitivity Tosts done
on the V. cholerae isolated from these patisnts showed multipie

aptidiotic resistunce ineluding resistance to tetracycline und

ey

trimethoprim - sulfamethoxazoile. A prelim

*3

nary case- catrol
study confirmed the initial clinieal impression of a poor linwca!
response, Bacteriologic sensinivity testing 0i a sample of

V. cholerac ssolares from Matliab showed thot the Tirst MARV

appeaved in August 1879, that they increased dur.mg the fwil
cholera season and that they represent about 205 of cases in
Matiab. In Dacea, scattered cases of cholera due to MAIRV are

now occursing though in hoth Matlal and Dacca, few cases of

choiera are being seen during this cold season.

£t would seem that since many V. choleras are now resistant
to tetracveline that an slternate dyug should be selected.

Turoxone [ furazelodone) would be the alternate first cheice drug
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avd s lur studios are balap done o getormine U the MARY
Is sensitive i forovone.  Chliorasphenicol iz another antibiotic
whici: has knows 1 fcacy in sensitive cholera and since the
Bangladest MARY {funiikze the anzanian MARV: is caJorasphonicold
setwntive this would he an altevnative deug. Thore is sSome
evidence  fawever  that oven tetraeyceliae waght be clinically

»

prfactive 3n bagrevigl intestinal disessos resistant to

£
3
m

tetrecyedine. The wedhuaisn of this offectivercss might be
. .

throuedt dnbibavion of motility or adhes.venees cven though the
conLert niion o tefracyoline is not sufficient to Kill the
hestorin,  Top anstancy if the MID of the V. lhelcras ior
totveerolane b8 30 yg/wmioand intestinal weve’s reach 29 ng/fmi,
the facteria mizht be inhibited e ope of i3 functiuns and
thepreby the patient £ili bove a olinical cesponss . of the

spresd between L and actual intestipal levels 13 oo great

{ow o fetdy, then no wffect would o expucted.

Tetracy.cine 15 sctually beiny recemsnced Dy some To Tro8L
totrecyoiine resiscant shigeilosis bevasse of an "adequate
clinical resgoﬂsé“ with the drug. In cholera, we have &
diggazc with much more objective ways of determining clinical
response, hence, it would seem tmportant to determine if am

antiniotic could he useful even though not present in concentra-

tions zreater faanr the MO




ment oif patients with cholera

This is

in sub MIC

the disease,

EPECIFIC AIME

At 1 e A £ i e e

1. Compnre ths

infagtad with

Deteriine ¢

therapy

METHODS

[y

uh"ertu

imporian?

Tavels,

he

{500mg

atmitted

The crinical efficacy of terracycline 1 the treat-

due to MARV will be determined,

o document the possible seffect of an antiniotic,

on the cliateal and bactericlopic course of

aaturai course of cholers in patients tskaing pliacebn

tetracyciine resistant and sensicive Vibrio cholerae
clinical and bDacteviologic efiect of tetracycline
x QI x 3 davs) on cholers dus to MARY

Approsimately 1530 patients from Matlab and Daces wiil

into the study who neet the following oriteria,

a, age betwecn 3 and H0 years.
b, ciinrcal history and physical sxasm suggestuye of

e
.

d. either

&. 7purging rate > }.2

<

obhsg
. No
g, HNe

dark field posivive exuaination of

. g . . "
with ~ 7,584 dehydration,

Eag
i

stnol

3ex

L

ml/kg/nr during a 4 to § hour
rvation peric 1.
wrtibictics 1 oeived during previous 1 week,

athes medical ewplication other than dehydration due

dizrrhea,
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Ciindical procedures

Patienls who are possible candidates for this study will

‘be rechydrated with standsrd cholera solution and rehydration
will be maintained intravencusly. They will be observed for
purging during a 4 to 8 hour ebservation peried and if they
meer criteriz for adwission, will be placed ip the study ward
where special care will be made to maintaln accurats intake
“and output messuremente., In addition ta the 1.V, fluids,

the patients will receive either tetracycline or 2 sultivitumin
every & hours for 3 days. The dese of tetracyoline will be
S0Cmg per dose [10 mg/kg) for chiiidren., Randomization to the

treatment group will be dome by draving from an envaiope.

A atool specimen will be coliected from patients upon

pein

entrance into the study for guantitative culture, and this

will be vepeated every 12Lh0urs fur 4% hours and daily there-
after mtil negative twice during hospitalization. Antibiotic
sengivivity tosting will be done on Vibrios isnleted om
adnission, ar 4% hours and on the last Vibrio positive culture.
Une stool specimen will be coliected the morping afrer admission
for measurement of tetracycline concentration., Patients wil]

be discharged vhen they bhave had no diarthea for 24 hours

ur have passed a formed stool.

Followip visits will be mads to putients who have a positive
‘stowl culture at discharge to collect rvectal swab specimens

dally wntil they have two Vibrio pegative cultures.,




These vistes wied contima doaily wrril the rectal swab culiure
g omugative twice,  (These follow up visits are also part of

tho epideminlogic studies of MARVY

Parients will be allowed & normal diet and water but no
oral therupy solutuon will be used. No blood zamples will be

coblected unless indicated by the specific clinical conditions.

513 af d tar

4, Clinical svalusiion. The four groups of patieants

{placebo-sensitive {PS}, pacebo-rosistaat {PRY,
tetracycline sensitive {TS}, tetracycline-resistant
1TRY) will be compared in the {ollowing way. The
ety duration of diarrhea and mean duration of nospita-
lization mesn 1.v. fluids osod, aean purging volume,
ean purging mte for zach of the $irst 3 Jdayvs will be
getemmined and the significance of difference will he
testod with the T rest,  The numbers of patients
purging greater thas 0.25% nl/kg/hr at 48 hours, aud
the nurbers of patients purging warery stool (i.e. no
vhange in censisteucy) at 48 hours will be determinag

and differvnces will be tested using chi Sguare

Analysis.
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b. Bacteviglogic evaluation:

The four groups will oe evaluared for the rate
of disappearance eof ¥. choieras, The mean nusber
of davs until the stoel §s ng for V. cholerae will
ho detemmined and significance tested with T test.
The numper of patients who have & positive steol

specimen at 48 hours wili be tested {Chi Sguare)

ond the different rats of stool

T

clearmice will be tested using the Hamnn Whitaney test.

in zddition we will search for evidence ot
reversion of resistent to sensitive or sensitive tu

resistant Vibrio's in za individual paticat.

NIDICANCE

Now that an<ibiotic vesistant vibrio 2re vausing disease

in Banglaudesh, we should know 1f the present antibiotic treat-

ment bas any olittizal etffeei.  Furthermore, this protocsd

should give ap answers to the more general yuestion of the effec-
riveness of antibiotics in sub-MIU concentrations in enteric

diseases which might apply to B. coli diarthea and shigelles:is
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ECTION LIT - BUDGET

PERSONNEL SERVICES

% of effort
Home Position  Or no. days
Dr. Yumug Tavestigutor 255
Ur. Roy investigutor 40%
Dr. Bagqui Co-Investigater  40%
pr, Bardhen  Co-lnvestigator  Z50
vy, Glass Co-Investigator  10%
My, Alim Sr.Research Tech  25%
sacteriology Tech 25%

Tield Assistants({Z}egquivalent
o

e
<
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SUPPLIES AND MATERIALS

0G0 culturss. 450 sensitiviTy Tosts
Bgquipment - Nonme
vatient Hospitalization B0U patient days
Qutpatient -~ None
CRL Transport
Speed boat - 200 hours ¥ TkiuQ/hy
Dacca-Matlab trips (11 uwips)
Travel and Traonsportatiom of Versons
Presentpticon to International Meeting
Transpert of things
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45000
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20,000
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Printing

Mimeo & Xerox

Bublication

Other -~ Noue

Construction

MNone
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TARA

2000
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PUDGET SUMMARY

- S——— kA s ot Wi

CATEGORY TAKA DOLLARS

I. Persounel 5561 3560
2.  Supplies 45000

5. Eguipnent - -
4. Hospiralization 135,000 -
5. Qurpatients ~

6. CRL Transport 23,600 -

7. Travel Perseus - 2500
8. Trazsport Things | - 500
8. Bent/Communication - -
AL Printing/Reproduction 2000 300
1i Contractual Service - -
"L 7 Censtrucrion . .

212,161 €200

(05§ 14,144}

TOTAL: 2,244
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' QQﬁSENT PQRM'-'Tﬁ?;h{Y!LTNF TREATMENT 9% CHOLERA

A AT i S Vi e o A, e e

~

¢ [nternational Center for Diarrhosal Disease Rescarch is Larryzrg ot
a "*Lcy to determine the hest treatment for cholera. Since some of the
dolera gerns which nava recently heen found seem to be resistant of the
« 33l antibiotics, £ you agree fto participate in this .tuéy you can
ottt the fﬁiiawinb.

Lo We wiil tweal yoour cholera with appropriate introvenous
fluids. : ,

2. In addition to the fluids which are the main treatment for
cholers we will give you cithey tetracyelire antiblotic
or vitamin medicine. '

3. ¥We will test your stool daily while you are in the
hospital and will come te your homwse 1-3 times after
you have recovered to get ather  stool spocimens to test.

4. There is no risk to vour health from joining the study.
Ho special rests will be dome. No bloed will de dyawn
frpm the bedy.

5. - Your medical records will be kept confidentis

6. You do net have to participate in the study. 1f you
do enter the study, you are free Lo leave the study
at any time. IF vou do sot jein the study, o you
leave it later, you may still be treted for your disrrhes
at the chelerss Hospital. Your disision vegsrding the
study wiil not jvngd?uiﬁﬂ yiirr nedical care,

7. He will zpswer any gquestions you have.

P r}

iy you agvee to participate, please sign your neme henc

date

thildts npame

Fox parents of chicdren : Parent’s
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