tion damaging to sub- nature of study, risks, types of quest-
ject or others Yes ions to be asked, and right to refuse
3. Does the study involve: g - to participate or withdraw (Required)
(a) Use of records, (hosp- Informed consent form for subjects
ital, medical, death, Informed consent form for parent or

birth or other) No guardian

(b) Use of fetal tissue or Procedure for maintaining confidential-

abortus Yes ke

(c) Use of organs or body Questionnaire or interview schedule *

vate _H‘G : ‘B3
q ETHICAL REVIEW ¢ oMITTLE, ICDDR,B.
Principal Investigator N, Alam Trainee Investigator (if any)
Application"No.gg;Ljﬁﬁég,z Supporting Agency (if Non-ICDDR,B)
Title of Study & Single-dose Project status:
=2 . 3 : New Study g
Doxycycline i h ( Bt
Yoy D _the Treatment of () Continuation with change
Cholera. ( ) -No change (do not fill out rest of form)
Circle the appropriate answer to each of the following (If Not Applicable write éﬁg. 3
17 Source of Population: 5. Will signed consent form be required:
(a) I11 subjects : @ No - (a) From subjects 8 No
(b) Non-ill subjects Yes Qis (b) From parent or guardian _ : >
(¢} Mimors ur persons (if subjects are minors) Yes No
under glardianship Yes (g;) 6. Will precautions be taken to protect
2. Does the study involve: anonymity of subjects !Yes} No
(a) Physical risks to the ; 7. Check documents being submitted herewith to
subjects Yes (No) Committee:
(b) Social Risks Yes ) .kif Umbrella proposal - Initially submit ar
(¢) Psychological risks : overview (all other requirements will
to subjects Yes (No/ be submitted with individual studies).
(d) Discomfort to subjects fes No v" Protocol (Required)
(e} 1Invasion of privacy Yes (§§1 v~ Abstract Summary (Required)
(f) Disclosure of informa- / Statement given or read to subjects on

K

fiuids @é)o o~ *Tf the final instrument is not completed
4. Arc subjects clearly informed about: prior to review, the following information
(a) Nature and purposes of a should be included in the abstract SUmRAry
study GE}} No 1. A description of the areas to bhe
(b} Procedures to be 4 covered in the questionnaire or
followed including 3 interview which could be considered
alternatives used es) No either sensitive or which would
(c) Physical risks e No constitute an invasion of privacy. -
(d)- - Sensitive questions v No 2. Examples of the type of specific
(e) Benefits to be uerived {fes) No questions to be asked in the sensitive
(£). Right to refuse to ‘ areas.
participate or to with- : 5. An indication as to when the question-
draw from study No naire will be presented to the Cttee.
{g) Confidential handling for review.
of data @ No

(h) Compensation &/or treat-
ment where there are risks
or privacy is involved in
any particular procedure. @ No

ﬁ?—agree to obtain approval of the Fthical Review Committee for any changes
. Invelving the rights and welfare of subjects before making such change.

Principal Investigator s Trainee
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- Dr N.H. Alam
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 consuLTanT Dr D.A. Sack
?7 3. STARTING DATE Now-45= 1985 | . T B euicin
4. cowPLETION DATE:  May 31, 1986 TR
ifisiﬁrggﬁggz COETs-- e A g B e i e
;é. SCIENTIFIC PROGHAMME: This pfotocai has been approved by the
:;“ ' e Pathcgenesls and Tharapy Nork1ng Group
e - Signature|pé the Programme Head
' = = . Date:  WWUWAY yado . TR g .

A randomized double blind prdspecti@e controlled study. wiil--be
carried out on 150 adult patieﬁtg with_ptgygn*cﬁplera to cmmﬁar@?ithg
relative efficacy of single dose darycycline with tetracycline in the

treatment of cholera. Fatients will be divided into three equal
"““ﬁfhupg ﬁf‘Tf?ﬁv patlentb sach who will receive eitHer single dose of

~ = 200 mg or a single dose of 300mg m&*dc y:ycllne orally given _on- the

- first dayfcf hmsﬁitallzat1nn ar mult:pre doses af tetracycl:ne {500 mg =
“hourly for 2 days).  All patients will receive 1.V. rehydration I
-wlftﬂaﬂﬁpy fnlluwed byiptal @Eiptgnance hydrat10n.__”ngcg$$ 9fj;Ehér§QZ A%
o 1
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To compare the efficacy of a single-dose doxycycline {(either
200 or I00 mg) with the standard multiple doses of tetracycline in

patients with cholera.

2 géglgrmund Ir fg

i3
i
i
o+
i
0|
e

7P;;£§5t5 with cholera  having varying degrees. oOf clinical
=2 gé;éégf;.mcsﬁrbé-éffeﬁtively treated by using @ intravenous  (I.V.)
fluid alona. Simultanecous administration of antibiotic therapy
 he1pé-L;5”decr;;;1ng éhe vlemé o 5;551 and au}at;;n of di;:;hnea S
and the excretion of vibrio in-the stool., This decreases the need
{or Ifyi fluid and nur%ing'cafe whichrmay-be in critical < supply
“———dring outbhreaks tn roral commanl E1es.  Tétré&ycIine T dffgéréhf"ff
T T HOgEEsE T has beEen fcuﬁd'td“be"tonsisteﬁily'é%?éctivé'iﬁ the treatment
af cholera due to tetracycline sensitive strains & B B

Doxycycline, a long—acting tetracycline, has also been shown to be

effective clinically when given as a single dose of 200 mg or 300

mg (3, 4} or over a period of four déys i Multiple doses of
tetracycline has been found to be superiaor to single-dose

tetracycline or_doxycycline in shortening the duration of wvibrio

_excretion 11 “6). In outpatlent CllnlCS or _even Sl e
hospitals in hétient%, eff@:tive axngle—dosp therapy would sava *

nursing time and would reduce hospitalization cost due to a more

rapid turnover of patients. In field situations during an
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mul tipTET daﬁemthnrapyumay natube ﬁnm-ble rﬁbecausg; _‘”c:-f'«' e

g?%i t’ﬁ "anycycliné appears to be an ahcellent ant1b1ct1c for chulpra
3 © dexcept in thnse'unusual situations with tetracycline resistant
V.chalerae). Its intestinal absorption is not impaired by the

presence of food, and nearly 100% of an dose is absorbed. With a

- = v

half 1ife of 19-20 hours, therapeutic plasma level persist much

longer than with tetracycline. For — usual infections where

tetra;;cllne 1q_gafdéff; used 0.1.D. doxyEGEliﬁe can be given once

= dally. _ Doayayclxnm_ L "e"ure+ad Lhrough the P;dnays and liver

(enteroh@patlr rlrculatxmﬁ) qt it is also edcreted directly

across the small intestinal mucosa, placing the antibiotic at the

Incatlon whera 1t (&= be most effective. Because of the mualtiple
excretion mechanisms, toxic levels do not usually accumulate, even

in patients with renal or hepatic failure.

Ores dJ:ddVﬂﬁtagE n% dovvrucl(ne iﬁ its associtation with fpaussa

————— e - i e . et B - S

and wvomiting if given orally. This side effect is dose related
o theing more common with 300 mg than 200 mg) and can be avoided by

giving with or after food. A disadvantage of doxycycline is its

“increased cost relative to tetracycline. Recently., however, the

price has been decreasing because the patent has expired.

Recently, the World Health Drganizatiun has been revising its

recommendatiuns rwgardlng the usa uf dax ycycllne in rhmlera' wftﬁn

s e i e = e — e ——
e ,.""J;" - - - = — — p— -_— - 1_ = e = = -

special referéhce to E:tuatlons in which single dmse treatment

would be especially appropriate. These situations include rural

treatment centres, refugee camps, and other field gettings where

—— ————— & L— 5 . S o - . B, K A i S s i b RSP Ry ———



and_“m_;x1p1e

thﬁ eff;;a:y Q£m_buth 51ngle: dosa-:"_

dqugg§11ne,, no 51ngke study'has d:rectly cnmpared the antihzotzc

;fﬁltneazﬁént nptlons nur”ewaiuafad ng,ﬁ'g"e fo whlnh nagsea _m1ghf —

1nter+ere with higher dose (300 mg) doxycycline therapy. Because
of the need for this direct comparison, the World Health

Organization has requested ICDDR,B to carry out this study.

“B. “Rationale:

P

S e e wg *wian tn cumpare two dose levels of single-dose dox ycycline

e e e — e o S ——— 1 -

w1th the tandan mult*ple dcse tetracyc11ne therapy i grgdaps” of =7
actively purging cholera patients. Buch  single-dose therapy

"i—“‘BbDuld’""haVE"-great —practical™ dmportance —in —btreatitg chotera— -

patients, especially in settings with minimal resource or nursing

supervision.

- 6. Bpecific Alms: A S 3 (e

Compare the clinical and bacteriologic efficacy of doxyveyeline
in single doses of 200 mg or 300 mg with multiple doses - of
tetracycline (500 mé & houwrly for 2 days) in a copkeplled feial of

_adult patients with cholera.

~ D. METHODS AND PROCEDURE: & [ = £
""" Selection of patients: o e e SR B et

One hundred fifty adults above 15 years of age with clinical

" _‘history “of ‘acute watery diarrhoea with <24 hours duration,

2 =
ia "Tj':::f-‘ = -




af

evetemie

o be excluded wi i.l_ b;é those who had taken antibioktic within

one

hogpitalizaticon, pregnant women and those with other

dtiDntS wha drcp aut af Lhe stud*y~ eithngby

illnesses,

st andard

(gIUCDsLJ

- Conmsenting

301U

Patients

choice, because a medical cmmpl;cathn devalmps or  because the- =
3 inittialk- o s;iu_r': @ JﬁstimuVMMumLmadm_hy __,addz_t J._B.E‘Lcil.._.____
patient. ) o e e e e et e S T o T s S e s

et et - P— o — - et i i T RET !_ St gl

wha are potentially eligible will be rehydrated with

i soluation (Dhaka solution) then maintained with ORS &
and wxll be mbserwwd for four hour abservatlnn__p@rlcd. -

patients whose purging rate is > 20 ml/kg during the

hours basal period will be transferred to the study ward and

= 3 wif?Tbaaazzignﬁﬂ”fﬁ“nﬁam&%;fhrﬁﬁ't?@ﬁtﬁéﬁf“?ﬁgfﬁéﬂ%?‘*Gfﬂéﬂ%ﬁ' ORS
TS T W b UsSed o rep T suE Ul arregs stu0l T TogEsE and Patiente Wi Tl
S be  fed simple foods on entry 1nto the Etudy ward “lrice, braad,
. Banana?! « - The three treatment regimens will be: 3 =
2 A= Bingle dose doxyoycline — 200 mg
E ~ 8ingle douse doxycycling = 200 mg \
- L= Maltiple doze tetracyeclinme - 500 mg RQ6HMR » B FErAR & i

Three pra»lwus studlas w1th s:mzlar patl&nts shmwednman

outputs

about 100ml /kg/episode.

e ;mmplp

A T e R

af

atonl

| R 4) w1th a standard deviation

of

250m1 /g /eplsode

Eased on these studies, we estimate that

sizae of 50 per grqup w;ll prav1de 51gn1+1Ldntly ﬁxfferent

:‘}_-.-
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" Rendopifstion and Drug AdBinistrations *
q__-‘j‘_;- e — et R e g e

W__ F‘f" ep a..%ng_,_Qi.Hngﬂmu pr.uu Jﬁtl__by MHD_mJ:J:;__ﬁ

:;~;T'--_1dentical appearing capau!aﬁ fur sach aﬂtzhzutic grmup, Each dm&w v ;‘

i o i -———u\.ﬁ.ﬂ:.q*-u._ o e A AW | gt 4 e U Wy ™ g ] S g T A e i

o R

i wal& be. labelleé %eparate}y %0~tha in the case of thg Hﬁan1@

dose doxycycllnergrmugﬁ, thie drug will be in the firﬁt-dﬁé&‘&ﬂﬁ El

.i_.u ~astarchoplacebo will bae R R R Eaﬁueﬂt TR iy e
Rk sy The. drug will be nrmvadhé wath pat:ent numbprs from 1+ 180 with-

dirugs randoml y - sssigned  batuween thé'fﬁrihraupﬁ using 3l ock

5;—'—““'ranﬂam?rat?mn“ e rode for —the drogs el be Vﬁpt“”ﬁf“_wﬁﬂ'“"”"

**%*‘%%*%ﬂaauqaa?térgr and a'gkaléﬁ fﬁpy'rf t”& codE will Le sent tm' Dﬁaka

b Be Lept in g lucked catitet %Gr Emergemcy MQE'QH1Y3

= The  rapsutese  will be given on admis=ion té“%hgvmé%uﬁiﬁ;ﬁﬁ?@;:3Pﬁ?
= after the patients have heen Rydrated ang have taken =some focd.
Al patients will be caﬁa¥u11§ monitored daily  for any side—
et SO SRR ~ = 2 5 % E e T
effect. . _ ' _ , S

n-"_ékﬁf-r In add:tzan to  the antlbzntlc therapy iabnvm), ~and I V.
- hydratian therapv, patients will be'allowma foud ~and watér ad lzb._r ;
W Wed gkt will be taken on admrggian and daily. o 5 ":5“:




e e s e S S ot

-f i;amdimutput.me‘iwur-ements.gg_xll be nggwﬂe _ﬁgyriylnizﬁg_w e
?%+4 ;'-number5 “af epiéﬁdaﬁ and éSi&;éMBEEQleizng (ollcwxng admlsszmn to T?f'
& the study waurd w,ill be carefully ,Ei_-etermin;ed.
" e 3 : ;
Any patient developing systemic complications or excessive
;o vomiting where 17V, rehydration-had to be-reinstitusted will e
transferred to the gencral ward and treated sccordingly. -
. " "_%- ﬁtﬁmi zpacimen will be ohtained on admission for darkfield
exam and for culture of V. cgholerae, EaJmanllﬁ and shigella. & :

T?-“ﬁirf;éétal J;;;ﬁ %éecgmarr;lll bé%;;galn;d ea:ﬁtgérnzng_:g{y .fmr; é; 4
e cholerag culture. The specimens for darkfield exam will be
== - -'egamined batﬁ' directly and after 4 hours incubation €372C) in
e : élk%lfﬁénmﬁéﬁ%éﬁﬁmwgféft' A presumptive report of q;f EQQLQLQQ ie

"mﬂde i¥ the darkfield exam reveals . mrganifm With typical -motikity o =2
- .and if this motility is inhibited by anti Y. cholerae antisera.
% For vibrio culture we will innoculate TTGA agar bofhrdirectly
oA snd after & hours incubaticn in  alkaline peptone  water. 7

= %gg;— ae _yi}l _be 'fepgrte@ if Eyp}:ali‘coloni?s are obsetrved

(gellatinase positive, tellurite positive, translucent) which

Tuagglutinatei_zﬁ Qi g ;é'ﬁedg} a;tJaéF%m:‘:T}Eériéola{ém_wxlf/;g%:_-;“
i;:- ___¥urther chéra&gééxz@dﬁq;¥agglut;na;;;gaéxth sp;c111c antisera ang;i:_
i by agglutlna%1an with chicken red cells and sensitivity to
T"W-_miéglymxxln - i - gl ey =




?hm%pztal urntil the diarrhmpa has a@as@d fmr at. least .4whpmr§' and

":_.tMQirP f&acglhiggyture is n@gativa"Ffmr HE; Coogholeras far - two

ﬁ'cdnaecutiﬁe"ﬁays. MEnd of diarrboea® will be defined as 7%aving

Fred at the end of the last & houwr period in which a liguidg

E?;;ﬂ;wfétabi was passed. .ﬁ;patiént‘Hﬁﬁrbﬁgﬁésiéﬁft-or formed staml,'i77”

R s R 2 - il BT -

“,;;;_i;;hgggpx; reachiﬂge—?aﬂds oF diarrhoea” - and Bdhﬁﬁquﬂnti‘ passes -

~ sFant . TP 4 __;_Jﬁ
,;,___fﬂsuiil cient _quantlile«. of lAqaxd stawl L raquzré:irasumptlmn.mni S

_iﬁtravenmuﬁrfluid therapy. will be considered tc have "clinically

-

j:'j_f_*;ggggggd“ Qgg',ggtiegg im,mham“diagghnéa 1a5§éﬁ langék_tﬁéh_:ﬁﬁ j‘;+

_h@ﬂr%f“frbm 'thﬁ start of Erwgtm&nﬁ will he :ons1dered tm be a

ST S e
: : “thcrapaut1: faxiure“
e s i i = O R A s

-Patientﬂ will be termed baat@rlaiagamally posi tive df 5 weikher

=r "kl - ] “'—M‘—-rtez e T — =S B T P SRS os S W . - i

&4re¢t plat@ or culture #wmm alkal&ﬁa geptana water from rectal

gﬁgﬁfif~$wabg~ t=olate Vi cholerae. Fatients who are bhacteriologicaliy

negative on botlh direct and enrichment cultures fnr twm'daya Frcrm
trestoent and  then becomes, subsequently pmgit;xe, will he =

%gmnsidered tn have hed a "batterinlogical relapsa".

= ___—m-.zr:r—‘:“ e e . - =g - - e - N = :
L;‘ s Flnger stlck blcod w:ll rbe gaamineﬂ for biggﬁtm:r1t_ﬁiqg

‘””“ﬁgeCiFfET‘QEEVity'dh admisgfﬁnﬁ;nd.auhggguent -2 days to determine -~

= the degree of dehdyratione - oo i
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== SR Lmdenbam, - Jd., Greencugh W.B.III, Islam, M.R. 1967. Antibiotic

wTh&E&pv of- chalera, Bull. WHO 36:871-883.
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‘_mmmﬂptxmal antibiotic therapy in cholera. Bull. WHD 39: 239-245.
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i the treatment of cholefa. Bull. WHO 54:177-179.
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gﬁ;@ = Effactﬁ of dqﬂycyclzne in actlvely purging cholera patients: a

ﬁ}:ﬁ-m—dnub%ﬁ-blznd tr131“~ Antimicrob. -~ Agents Chemother. 10: 410-5612. s

Choudhury, A.N., Jahangir, N.,A. Ahmed, A.B.F., and

-3 =1 Hmslsy&_faH. 1968.. Tetra:yc11ne Prmphyla is in families of cholera

— _:_‘_. e e e S T i ...__.__.._._4_.:_-—_:_.,.;...._7:;

—— et 2T ey R 8
= et =1 -




ETHICAL REVIEW g@_m.z:r_gg

1. One hundred and twenty adult patients (above 15 vyears of age).

suffecing from cholera of less than 24 hour duration and without =
recent  history of taking antibiotics will be selected for  the

study. Pregnant women or patients with complications e.g. fever,

_____‘_ApnaumnnLa*hﬂﬁunvulslnn__mr savere. protein-energy-maloutsitionwill

==+ - be-excluded from the study: e o i g o i - -

2.« _fAny untoward reactions associated with therapy will be noted.

e Fw—There-is no potential risk involved in-the study, every precaution-————

o Q}ff_beﬁﬁaken tB‘5a¥egua?h the interests of the'batient. e
4. A1l records will be kept strictly confidential and will -remain.
- = With the Investigaters., T e et
e Informed consent {(signed or thumb impression) will be obtained
= “from sach patient enrolled in the study. There is no procedure in
this study which may unmask the privacy of the subiect.
6. Interview will be taken only related to the history of illness and
i; naeded Dnly for clinical management of the d1sease. Fiwve
mlnutes will be enough tm take such 3 tlinicel hisktory,
: g £ e







CDNSENT FBRM e
"fq SINGLE DOSE DOXYCYCLINE IN THE TREATMENT OF CHOLERA)
(Statement to be read to the patient when consent is obtained)
= The ICDDR H is carrylng cut FEﬁE&FCh tm flnd the muat 9conmm1t and
___Ta££athuawmway__hmm—tﬁeatmngm—ﬁhwLemammwb@hu~antwm+s&ub%a%——agantsmwinhmn———
= —conjunctien with 1ntravenaus and oral rehydrat1on fluzd’* Diexst ycycllne T
= o —_— - —— . —

has been proved to be an e%fecfivm drug"agaihst chalera, although
tetracycline remains the drug of choicée. We like to compare the

;gga+ficacy af- single—dosa dou vc,cltne in dcses of=200-or—3500 mng- wtth S
F___. T e — f
‘_;;§#agpard multiple dose course of tetracycline and a treatment WithDUt

E antxbl ctic din patients wi th cholera. Single dose aof 200 me
| f ;

;5 dohycyc11ne, if ¥ound to bp as effe;tzva as sxngle dose of 300 mg

T e e L

;iijdﬂxycxi}iﬁ? _or mulftple dm es*pf"?etraryrllna,_ thaﬁ_ﬁil; b@ FEE_W95£WMAW,.
Eétional antd  economic therapeutic regimen. We would like you to

Ef:bé}ticipafé in this study for the benefit of society. f

= F

; If you are willing to participate in the study, you can eupect 2

;M;tgz—ﬁhat=

— 1. “You 'will reteive the =tandard medical care during your stay in the

%;- hospital. 5 S S e e T = === 3

© 20 You will have to stay in the hospital for about S days till the

rcompletlun of the study.

During your stay, daily rectal swab will be taken to determine how

long the Vibrio remains in the stobl.
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7‘dy if gm do nczt wmt tm,,

~be tr&gﬁaﬁ like any mther patimnt in this husﬁitgl,

R <

-from this study at - any time withwut
sz'zt—"—'h“ka. -lmv-r‘—-f"*'* = R - R - -,. B e =y

o

i’frﬁﬁ#éﬁ on of patient.
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