ICDDR,B LIBRARY _ _ \
DHAKA 1219 37570 -

ETHICAL REVIEW COMMITTLE, ICDDR,B.

Leanne Unicomls
incipal Investigatoy -Chndhine -Mpe -
>lication No, ¢y ok T
le of Study : I\ ! B
nportance of Oghroy, nses as 0‘3@”'}5

+. Supporting Agency (if Non-ICDDR, B)

E

Trainee Investigator (if any)

Project status:

- ool : ‘ o (VY New ‘Study .
F o dimrchoa un : 3}aae8hd = () Continuation with change
l‘\l\aren, . () No change (do not fill out rest of form)

cle the appropriate answer to each of
Source of Population: . . o

(c) Minors or persons

under guardianship Yes_‘"

Does the study involve:

the following (If Not Applicable write NA) .

5. Will signed consent form-be required;

(a) T11 subjects ., .  yeg @
(b} Non-ill subjects ~ Yes (o)

- (a) " From subjects Yes
- '~ (b) From parent or guardian o

o (if subjects are minors) Yes
‘6, E'Will‘prcan:::@tuti.ons be taken to -<:‘
€y, .

P _ anonymity of subjects : No
(a) Physical risks to the: = ~*_ =’ 7. Check documents being submittedtérewith to
subjects Yes (ho * Committee:

(b) Social Risks

(c) Psychological rigks . - -
to subjects

(d) Discomfort to subjects

(e) Invasion of privacy .

(f) Disclosure of informa-~
tion damaging to sub-

., Umbrella proposal - Initially submit an

_overview (all. other requirements will

"be submitted with individual studies).
.\~ Protocol (Required) . .

d '2 Abstract Summary (Required)

Statement given or read to subjects on

o ooy

' - nature of study, risks, types of quest-
ject or others . .,..; -Yes ~ . 1ons to be asked, and right to refuse
Does the study involve: . . ' O~"wiiz i to participate or withdraw (Required)
(a) Use of records, (hosp- . b ein avnt po e emed consent form for subjects
ital, medical, death, -~ - it " v, Informed consent form for parent or
birth or other) “ No 4 ” T guardian
(b} Use of fetsl tissue or i .*___ Procedure for maintaining confidential-

abortus ' " Yes. @

(c) Use of organs or body

fluids ool ‘No -

Are subjects clearly informed EbBout:
(a) Nature and purposes of e
study ... .Yes ,No
(b) Procedures to be '
followed including

R PR S

alternatives used - Yes- No,
{c) Physical risks o Yes No
(d} Sensitive questions Yes No

(e) Benefits to be derived :Yes No .

(£} Right to refuse to
participate or to with-

draw from study Yes 'No'
(g) Confidential handling
of data | : Yes No

(k) Compensation §/or treat-
ment where there are risks
or privacy is involved in -

S S ity .
H £

Questionnaire or interview schedule *
“¥TT ¥TTf the final instrument is not completed

NIQ prior to review, the following information
7+« should be included in the abstract -Summary:
w1t 1. A description of the areas to be
Hei Yoo covered in the questionnaire or

Co interview which could be considered
- . either "sensitive or which would
1 constitute an invasion of privacy.
2. Examples of the type of specific

Ce questions to be asked in the.sensitive
Coad areas.
7~ 3. An indication as to when the question-
' naire will be presented to the Cttee.
for review,

'-.!vu:.i" SPEOW"UU\S uged (oere dﬂ\é’c}é‘c; ag PCU‘b

% M protocol number 86 foal M Gracdia
and persistenty diarthoee ... " _

Foue

any particular procedure Yes No ' P-T. ' Dy Ardrevd Nt

iree to obtain approval of the Ethical Review Committee for any changes

lving the rights and welfare of subjects before making such change.

&a/iw ,&M,[oow%_

Principal Investigator

Trainee

A-032095" :




9N- 008

(LF

. R
WIL07.IJBL 2//%/
M 6930 .
JQQI . APPLICATION FOR PROJECT GRANT
1. PRINCIPAL INVESTIGATORS : Christine Moe (CDC, Atlanta)

Leanne Unicomb

2. CO-INVESTIGATORS . : Jim Allen (CDC, Atlanta)
N. Nahar Banu
- Roger Glass (CDC, Atlanta)
Andrew Hall

3. TITLE OF PROJECT : Importance of astroviruses as
agents of acute diarrhoea in
Bangladeshi children

4. STARTING DATE : May, 1991

5. COMPLETION DATE : August, 1991

&. TOTAL BUDGET REQUESTED : Uss 5,133

7. FUNDING SOURCE | : Core %undM
8. HEAD OF PROGRAMME E Dr. M. Moyenul Islam -

Acting Head
Laboratory Sciences Division

9. AIMS OF PROJECT

The aim of the project is to determine whether astroviruses are an important
cause of diarrhoea in children by cémparing-the incidence of astrovirus in
stool specimens from children with diarrhosa with the incidence in stools from

matched control children without diarrhoea.

Significance

This study will provide an indication of whether astroviruses are a cause of
diarrhoea in Bangladeshi children. It may also provide a preliminary
information about clinical features of astrovirus diarrhoea. As part of the

study, an ELISA assay will be set up in Bangladesh and will develop the



capability to pursue further studies of this pathogen at ICDDR,B. 1f
astrovirus is found to be reasonably important as a cause of diarrhoea,
further studies will be considered to examine the disease burden of astrovirus

and to look more carefully at issues of immunity and transmission.

10. ETHICAL IMPLICATIONS

This study will uss stool specimens collected for an ELISA for &Grardia by
Or. Andrew Hall as| part of the protocol entitled “Giagrdia and persistent
diarrhoea ..." (Protocol No. 86/021), and therefore, will not directly involve

s

" human subjects,

11.  BACKGROUND

Astroviruses were discovered in 1975 by Madeley and Cosgrove who used

electronmicroscopy to examine faecal specimens obtained from children with

gastroenteritis. The virus is about 28 nm in sixa, has a smoolh surface and
5-10% of particles have é-pointed star-like internal form that is a
distinguishing morphélogic Teature. Asiroviruses are known to cause diarrhoea
inlg var;ety of animals but their importance as a cause of diarrhoea in man is

unclear.

S5ince their discovery astroviruses have been continually identified in studies
where the electroﬁhiaroscdpe nas been included in the repertoire of tests used
to‘determine the caﬁse of diarrhoea. ~In general, astrévi}us has not been a
major ¢ontributor %o diarrhoeal disease and have accounted for 3-5% of.
diarrhosal illness Heading to hospital admission. The rare deteqtion of

astroviruses in fTaecal specimens stands in contrast to the observation of

™
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323 diarrhoeal and 666 non-diarhogal specimens will

The specimens were collected

from children aged 2 to 30 months who were suffering from at least 48 hrs of

diarrhoea. All

V. cholerae, Salmonella sSpp.,

specimens

were examined sicroscopically and cultured for

Shigella spp. and enterotoxigenic £. ecoli. No
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bacterial pathogens wers détected and neither was rotavirus detected by "an

ELISA. Each diarrhoeal case will be mnatched with th non—diarrhoeaLcontrol

1
specimens, controlled with respect to age (+30 days), date of specimen

collection (430 days) and gender.

Laboratory assay

The -assay for astrovirus is based on the principles of immunoassays used

commonly to detect rotavirus or cholera toxin. 26-well microtitre plates are

coated with a monoclonal antibody, faecal sUspensions are added to each well,

and after washing and blocking, a biotinylataed rabbit antiserum to astrovirus

is added and reacted with streptavidin peroxicdasea. T”

e assay has a leavel of

sensitivity of 95% and specificity of 96% using clinichl specimens. The COC-

prepared reaaents have been lyophilized for uniformity

and easier handling. A

manuscript describing the full development and characterization of the assay

13 in preparation.

Arralysis

Patients with astrovirus detected in their specimens

will be compared with

controls to identify the features of astrovirus-assobiated gastroenteritis.

Specifically, we will attempt to examine the frequency

of astrovirus diarrhoes

among children aged 2-30 months, the prevalence of astrovirus among cases of

diarrhoea and controls without diarrhoea and correlates of the severity of

symptoms .
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TASK OF EACH INVESTIGATOR

a) Ms. Leanne Unicomb

- Supervision of laboratory work

- Set up ELISA test at ICDOR,B

- Train Ms. N. Nahar Banu to help perform ELISA
\

- Test stool specimens for astrovirus

- ﬂﬁalyse results

c) Dr. Jim Allen

- Provide Teedback regarding test perfqrmance and
results

i
1
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d) Hs. N. MNahar Ranu

- Perform astrovirus ELISA test

- Provide technical back-up

@) Dr. Roger Glass

Overall suparvision of study and study plan

) Dr. Andrew Hall

- Providing specimens and appropriate data for
analysis ’

Providing assistance with data analysis

15.  COLLABORATION
|

To initiate this pilot study, Christine Moes Trom CDC wiil come to Dhaka to set
up the test, train and work with N. Mahar Banu and assist in the analysis of
data. Leanns Unicomb and Andrew Hall from ICODR.B willl be designated to work
with this proiect as coinvestigators and facilitate work with sprecimens and

related data. Specimens positive for astrovirus willl be sent to CDC for

confirmation by IEM or riboprobe. €DC will provide furﬁher reagenté according

1o protocels developed afTter the original scraening project is conplete.
: ' |

|
|
t
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16. FLOW DIAGRAM
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BUDGET

a) Parsonnel

Salaries of all investioators paid by CDC.| Atlanta/ICDDR.B and
British ODA

) Operating costs
lLab costs at ICDBR,B I JS$V 500
{ remainder borne by CNC)
&) Capital equipment not'apﬁiicable
o) Travel |
Return airfare - Christine Moe [ 3,218
!
Per diam for one month - % 775
In~transit per diem - i 540
fnsurance . I 70
Transport ] - T 30
«) Computing (borne by CDC) ﬁ
Total cost Us¢ 5,133
w
|
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ABSTRACT SUMMARY
patrovirus was first identified as a eause of acu%e gastroenteritis in
children in 1976. The discovery was nmade using electronmicréscopy of faecal
specimens which has, until recently, been the prinéiple diagnostic tecﬁnique.
While ggrly studies indicated that most childrer acquired antibodies to
astrovirus by five vyears of age, detection of dstrovirus was relatively
uncommon, so the true importance of this agent as la cause of diarrhoea was

difficult to assess.

We have recently developed a biotin-avidin assay to detect astrovirus in stool
spacinens that is easy to use angd appears to bel much more sensitivg for
detecting asfrovirus tham EM. Initia) screening stubies using EL1SA indicates
that astrovirus may be an important agent of gastﬁoenteritié in children in
their first years of life. |
We propose to examine whether astrovirus isjan important cause of
gastroenteritis in Bangladeshi children. The astrpvirus assay developqd at
cnc will be set up in the virology laboratoiry at IC&DR.B s0 that the test can
be done locally. A collection of faecal specimens from a recent study of the
aeticlogy of childhood diarrhoza will be screened th determine the prevalence
of astrovirus in these specimens, the association &Ff astrovirus with disease
{comparison with nonwdiarrhoea contrels), the age distribution of infection,
and the relative severity of élihical presentation! Positive specimens will

he confirmed at €DC using solid-phase I&M and ribopfobes.‘

If - astrovirus is identified to ba an interestiﬁg or important cause of
childhood diarrhoea, this pilot study will allow usjto initiate planning for a

larger project to examine further the epidemioclogy fof disesase caused by this

agent.
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