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{b) Social Risks Yos (O
(el quchuTohical risks
: to subjects Yes @)
dy  Discomfort to svbjects Yes Qo)
o) Invasion of nrivacy © (e No

{(£Y isclosure of informa-
tion dapaging to sub-
Cjeet or othors '

3. Does rhe study involve:

@Eéfﬁ

.:Yes

(al tse of vecords, (hosp-
itnl, medicat, death, I -
hirth or ﬁ»her, ' Fesdl No
(b) tlse of fetal tissue or'
.¢bc>nuu Yes (ﬁ\_‘__..i)
(¢) Use of oraans or bed:~ : .
fluids Yes (“p)
4. Are subjects . clearly 1nforned about:
: {a) Nature and purposes of .
study JEPF No
(B} Procedures to be
followed including
alternatives used Y€ No
: (c) Physical risks Yes N&
' (d) Sensitive questions Yes (o
(e} Benefits to be derived Yes N

P£) Right to refuse to-
participate or to withs

dreaw flom study gié}) No

(g) Co ifidential hmndIIng :
* data LEsY No
(h) Lumpcnqntion &/ox treat-

ment where there are risks -
or privacy is involved in
any particular procedure

“h il

P
Yem N

the following (If Mot éppllc&blb write NAS .

Will -signed consent form be requited:

o {a) From subjecis Yes (NOY;
. {b)  From parcnt, or guardian
{(if subjects are winors) Yes (\0~
Will precautions be taken tn protec
anonymity of subjizcts fa=; ka

-Board

B

S

Check documents being ﬁubml?“ea Terowlith
Umbrella pruposel - fnitially subm:
»overvicw {all other veguirimonts wi
be submitted with indiviconl studic
Protowo: ‘Rﬂqpivvul faife?
w CAabstract S AWF@’Y R
Statement piven or read
Cnoture of study, risks, od ous
iens to be asked, and Lo refu
Cte partivipate oo withdraw (Reguizo
* Informed consent form For snlijects

m_;b'} orrs

r:’\_

e }‘!‘n [N

::# Informed cunsent Form for parcnt v
T puardian o
¥ Procedure for maiuntolming confident.
o Aty
e Questaionnuire oy interview schedales
* 1f the final instroment is not CORpLCT:
prior to reviow, The following intormas
should be included in the abhstract sum
‘1., A description of the aress to be

covered in the questionnaire or
interview wvhich could be censidercs
either sensitive or which would
constitute an invasion of PTivACY.

2 Cxamples of the type of spetisiic
' _guestions to pe asked in the seusit
areas.
3. Aa indication as to when the qiest!
©imaire will he presented to tha Hoa

for reviow.

We agree fo obtain approval of the vaxew Boa*a on the

avolving the rights and welfare of saL3ecL

‘; Ay b : .

obfq:e making such change.

Uze of lunan ub'csik for sny chas

031088



vt k _‘ .?O;oaw("")

- - T . .- ‘
. Tow . ‘
Attachment la. ‘ o ‘ C o BT
f o INFORMATION TO INCLUDE IN ABSTRACT SUMMARY

The Bourd will not consider any application which does not include an abstract SUMAATY .
'the abstract should «ummurxzo the.purpese of the study, the methads and provedures to
ke used, by addressing each of the following xtomsr I* an item is ot applizable,
plcase note accordxngly‘ , o T

+ . I o ° "‘
1.. . Describe the requircments for a subject populatlon nnd exptazn the rationslie
- for using in this population special groups such as chi ldren,. or ‘groups whose
abllxtv to glve voluntary 1nformed con:ent may be in QUL$tLbﬂ.

2. Dcsuraoe and- assess any porvntxa- rlbks - physical, pﬂyxnUxO&lCﬂl social, legal
ar. otbgr —‘and assess the ILknlthOu and seriousnass of such visks, If mothods

of rescarch créate potential®risks,” ‘describe other mea}¢au,'"ﬁﬁ¢ny, that werse

considered and why they’ wlll ot be’ ubcd I

F

3.. hescribe p“occdure= for pzotcctlno agaxnbt or n1n1n~z4n¢ pe'enu 1al risks #nd an
: s5ess 1gnt of their 11ka1x etfect:vnneas.‘p';,,, L

Y

s

i, Ineitde a dqurlptlﬂn uf the methoas;ior k&fﬁgu& ding_cenfidgutiality oY protect
ing anonymity.- : T T

5. &hcn thers ate potential risks to the subject, oI thi privacy of the individuz
- .nﬁv be involved, the investipator is reguired to obtain s signed informed conbeu
statement from the qubject. For minors, infurmeﬁ coniont wust be obtawied Trom,

thé authorized legal guardian or parent of rhe subicct. Descrilto consent pra-
pﬂfures to be followed including how and where Jnxarncd uOthﬂU will be obtained

‘F . .
~ {a) 1f signed consent wil) not be ODLﬁlnLd explain why “nms ras i ant
. oshould be waived snd 0rov1de AT altcrn1t¢»c p*OLGuU““.
(b}=is£ information is to hea,«xrhnoid irom a Sunjbhf us t iv'chx* conrse
. of acticn. e : : e :

(t) " 1f thereTis a potcmrﬂa1 Tisk to-the subjert or privacy of the indaviduad
: ‘i3 1nV01Vhd in any particular pro»enurc include o statement in the consent
form ,tthng whether or not LOHPQHQHLIOH awd/or trc&*ucn* wlll e avalilable

- .

6. 1f study invoives an interview, déscribe where and in what COFtG\* the interview
will take place. State dpp1oxxnatc length of time reouxrcd for the interview.
. ] '
?‘ hssess the potential benefits to, be gdlned by the 1ndlv1d:al subject @& well as
the bdfiefits which may acerue to seolety in general as’ a :cqult 0& the planned
work. Indicate h W the hPﬂLfltS ouuhelyh the rx%ks.

>

8. State if the activ1ty requxres_the use of records (hosp¢tal medical, birth,
death ot other}, orgnns, tissues, body tluldb, the fetus or the abortus.
‘ [ . i a o
» : ’ .

The statamont to tho subjoet nhnuld jnLiuda intormatlan apan;fmnd in Ltamy 2, 3, 4,

qif) ?”9 7, as well as 1ﬂd1caL1ﬁﬂ the ﬁpp}nxAmate txmﬂ requ1rcu ior part;c ipation in %
Ac;l\?l‘ty’. . LT . acd wr )
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Pilot protocol: Rxsk of child mor‘allty after:,
hospitalization at Hatlab - Treatment Center e,
(analyois of collected data) R

Principal Investiﬁmtor: 8¢ szioki L. Chen, (others aﬁ appropriatc) g

.;;‘Staxting Datos July 198@!
,'; Completion.ﬁaie“ SepteMberf1980'?f?\$

Total Direct COStz ¢ US $ 1000

g : - e e T Daﬁe*--/ifé/;?:.. 7

R s ) ' -

'-%‘_ﬁhstrdct Summarv Although Varaouu au+bors have estimated the mimber
i of deaths averted through use of Matlab Treaxment Center (WICY, no.

- one has yet quantitated the net effect o mortality. As’ ‘a first

ptep in that direction; this pilot protocol is a propogal “to link

" already collected data to follow up children hospitalized at LYV .

betwaen 1 February 1977 and 31 January 1978. Cohort mortality

(crudu and cause-specific) and rehOQpltallzabLOn incidence dencltJ

_rotes end survival curves for the risk of death and the risk of

rahGSpltallzatlon will be produced and compared using . appropriate

statintical methods. (Cohort characteristics to be contidered ’

" singly or multlplj are age, Sex, month of hosvltallzatlon, atlologJ

of diarrhea, dehydratlon status, and distance of home from the

. treatment center.) - One specific aim of:the study is to: produce a

‘generallzed computer program whlch w111 al’ow BlMllnr analysls of :
~other- data sets. A _R,J‘_J__ o :

o
: ,_-;_.,._.;.... » _-f-z-?-w-v- i

g - -

L ~1;. < ‘ﬁi Thls protocol 1nvolves no. addltlonal collectlon ot data"
S procedures $o ensure confxdentlalzty were 1mplemented at;tha tlme'

LY
. r . -
¥ ':'..-.1:-3-:1».':'-‘-“'1—4
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No’s appl 1Cable

No ‘ocneflts to 1nd1v1dual* "t;o soclety in ganera.l,

hetter understending of the effect of ep:.sodic 'ﬁrea‘bmmﬂ,

for dlarrhea, whmh may m futnre allow mprorremem:' of. .

=Y.
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T ., ® Confidentislity Statement
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‘ Study involves uge of colleoted data only, conaant was
obtalned at the time of orlglnal data collectlon. s

a) ‘Data to be used in.the study was co*lectcd as. part=of
Dr. Black's . goli Survelllance R Bk

) " 411 data are on tape or in DSS volunes

.

Data wlll ba . publlshed only 1n aggﬂegate°'na p
of 1dent1fy1n° 1nd1v=duals 3

g,,

‘;-,g)' Raw data will ‘remain ‘on’ tape; any. new’ flla? couetructe&
wxll, if not useful to other 1nvestlgators, oe deleted
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FROM Suaan Zlmlckl, L. Chen {Others as appropriste) - ©° DATE Junb 11,158

'SUB]ECT leot atudy' Rlsk of cnlld mortallty aftcr hOSnlﬁaljéatmon
2t latloh Treatment Center (gnd Lysis of collecund dﬂta\

' The parnosa of Thl anhlvsws is to GStabllan the mnrv1va1 curves
. of cohortz of childrmn‘hosnitakzmnd at Naulan Truaumnnt Ceanter (MTC)
at least once be mc“n 1 Peo*uary 1977 and ’1 uaauary !978._

N This is a pilot study; 1t is expected to lead %o .a full praotocol

*  ‘which will have a3 its aim the' quantitation of the effoct of NTC on i
mortality. Before %his larger nroaect is underdazben some information \
“ig needed to refine himotheses. If iy genexally agsumed that epicodic

_ . hospitalizcbion at NUC saves lives: Mosely et al. (i) estimated +hat

T 50% ofi hospitalized cholcra patuentn would have died without hospital-

T ization and Overle et al. {2) gstimated heiween 435 -and 924 deaths
'? -~ averted ("urvxvqro\ in a hos pnualmzed population of 1“16 {rate of 23-
: 48%) seems likely, however, that ever though a 1life may be saved
. oy treatmozt the net effect on mortality will be different from that
t - . . estimated bv simply counting the deaths averted, To answer the question

-of how different, several assumntmons need to ve examinad: (4) Survivers
‘ will be gubject to the same risks of mertality due to all causes as
. the non-hospitalized population. (11\ Surv1vor57 Hecanse of character-
istics such as a higher rate of mailnetrition, may 11&e°d be 2t a
- continuing-higher risk ef mortality. from some causes {11_ The risk
of subsequent death from d*arrbona is medlafed by rﬁneam hospitalization,

- This prollmlnar; study doos not pro 686 to ﬁuant:tmua the net”
~effect an,vortailtj’c° Matlab Treatment Center, Imt the information
- obtnined should allow smme rofihement of the chove~stated assumptions
' into hypothesies that, can e tasted when morn dat 1J”ffa1¢ahle (when
the yotis come. Harx ;rom donklna,..‘ﬁi L Rt

'.
I . . .
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é,. Specific aims . .

Ed 'y.  For cohorts of children, hospitarized at Matlab Treatment Centre
is between 1 February 1977 and 31 Jaquary‘1978 {distinguished by

¥ age, sex, dehydration status, etidlogy and distance of home from
i hospital). - S _ T - :

.g" - 1. to produce survival curves for the risk of -death and the risk
¥ A of repeat hospitalization. L N

i- : 3 l ‘ . - .‘.. - o o . ’

~é‘ 2. To produce mortality {crude and cause-spgcific) andihospitaliz~
i ation incidenée density Tates. R
G . .

3, To.comparé these curves and rates, using appropriate statistical
tests, to.determine if.risk of subsequent dcath or hospitaliz-
ation is concentrated in any particular subgroup.-

711, An-essential component of the. study is writing'a computer program
T to carry out 1 and 2 above. "A'specific aim'of the study is to

o

ﬁ: | | . im: . T

Ee do this in such'a way ‘that it w1ll'b?,ea51lyuappl;cable to other.
I‘:‘é..- data. q C ) ._0. ., .. . J B .'l,_.-“ . »( .

':? | | ) . . ‘.. - N L . . T

£ ; . - T

3
Ak

g

Two sources ofs data will beused. The first is the record of

R

Y " hospitalizations of children s 5 from the VTS area between 1 February

L :1977 and 31 Jamary 1978. This information was collected by Dr. Robert

% . . .Black as part of E. Coli survdillance and includes age, sex, dehydration
4% % status and etiology (Vibrio, Salmonella, Shigella, E. Coli, Rotavirus).

e The second is the DSS mortality and migration data for the period
“4, +w 1 February 1977 through July 1979.
. The first step in analysis will be to identify daéaths, migrations
“-and repeat hospitalizations that occurred in the study population
" between the time of hospitalization and the end of the followup peried.
 This will-allow at least 1'/zyears followup for death and migration,
-~and at least 1 year for repeat hospitalization (Figure 1). Information
recorded and linked to the index hospitalization will be date amd
. cause of death, date of migration, and the same hospitalization
information as recorded for first hespltalization.

. S 1

The second step will be to form cohorts characterized by
.s?ratifying variables considered singly or multiply (age, sex, month of
first hospitalization, dehydration status, etiology, distance of home
from hospital)., Then for cach cohort Table 1 will be produced ( 3,4) fo
several combinations of outcome and withdrawal (Table 1}. The resulting
survival curves with confidence.limits can be plotted with either

& . : . o

[
L o
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calendar month af outcome or interval.-since flruw ho S;
‘on ths x—axit. This will allow visualization of .kne rqia#
effect of 1ntervﬂl and seaSon on risk of oudcome. _If it
useful to test the statistical si rnlflcance of differsuces. sctween

curves, the method recommended by WHO will be uzed /%‘,
Tnoidence density rates (ouucomn/per on-time ) Wlll be oaﬁculutéd
a8 sumnary rabes (4), .

e Comparlsons which % 11 ae*hada and te sted - for significance if

. appropriate, will :nclad@ different ages at hospitalization,

ﬂma1e ve female,’ dehydraxlon status«O-1 va 3= and different
“etiologies, as well as month of hospitalization 9nﬂ,d15tancn of

,,nomn erm hospital. Mortality’ "incidence density rates for age

Y oand sex- cohorts of the. general nonulmflon can be'estimated from

. DSS data and comparzd with those generated in uhls'anﬂlysaﬂ.

,:(It might be pessible to ‘estimate the survival curves for children
~in the; spopilation as 4 whole by’ ‘making some 91mp11’v1ng assumptions

~‘and uveing Lexis diagramt. it. seems prefersble, howeter, to wait
- until the data tapes ere .available to allow true cutves far

nonhospitalized’ chzla“en +o be generdted. This will allov-a mich

. clegner analytic comparmson*) The hypotheses‘%o ve tested in each

cake u111 be thet raie.; or surv;vnl cu*ve b’ ig.no d1 ferent from rabhe.gr
garvival eurvey, | e

. ‘ | 5 - - ., | 0w r . .
An additional intere tlxg comparxson will ‘he tha percent of
denths attributed o various causes in the study population and

in the population<5 as a whole. The comparison year for the DSS

“data can be either. 19?( orv1978, whichever is easmer.

Potent111 Sources ot bias w;ll be handled =g outllnﬂd Telo.
and presented in Table 2. If thers.is no census mumber and the

" record’ cannot be linked throush the hospital reﬂo?a naear, the

child will be excluded from the study. The cnhracterzsmlc of this
excluded population will be compared with those of the study populavtion
to zssess the extent of possible bias. The number of wrong censys
numbers detested during the linking process will be’ counted, and the
rate caleoulated 23 an estimation of the rate of reuoriing/codir#/
keypunching error. A random sample of the children inclnded in the
study (size. of sample determined on basis of estimation atove) will

be cross~checked’ agaqnsu D85 data to aucertaln the rgte of error in

“age and sex amﬂlcnmnnb ang %o test for randonness. oi these errors

"

_ Methodolog*c bnnride?ations'include,traaﬁmanﬁ of,death in hespital
and repea hospmualnzatlond. ‘Those ‘dying in hospital should be excludel
‘from the mnalJ . This will he accomplished by listing fthose dying )
within 2 wosks of -hwrpihaliuatien and. exumining the hospital records,

. ) , .. -
C e .
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The problem of whother it Sq'n@propriaxe to excinde - }uca who
coma to hospital again as’if they had diad dopo ondd oa the

:nterprc+nhxcn of the different survival curvc"'gﬂnﬂrziea bacuuBe -
af it in direcctly relqiud to ‘hn Uueﬂt;on of e thﬂ parvival alfach
of hos pltalxzuu1on. . : S " - - - ‘

The henefab* of doxnm ‘this sﬁudy'are (1, “ltienofia o e
peneralized romnutnr nrogram to caloulate: qurv1suﬁ_curv"° and.
:ncxdencn density rates - from foklowup deta and (ﬁ‘ sy dded
of the survival eftect of hospitalization at NIC, 1ncluﬁ1hg
" the. groups: of chlldren bnneflttlﬁg mosta
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The increment a]' ‘cost of this. stud\ymn e :r,e_v—- thm fooo dollars.
,TLe major: exponse will he computer: time- and,uuprl¢as--o+hgr dtems -
- will be a consultant progrznnor's tlme, secretarlﬁl.eupplles and a
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Flgure 1. Chranogram of data to be used in the uthﬁj The 11ne ior £iret

bspitak¥izations indicates dat 23 for eligible entry 1nto the ntudy, those.“

“ior Tepeat haspl ullz tlonu, mlgratloqs and duaths 1nd;cate pcrlOuS fbr

vhich fblloﬁup data is readily available. Thnus the n;nlmhm fol]owup pPPLOd

u111 be one yLar for repeat, hospitalizations and ore and a half yeays for

f:u;}-ats,urh .:Ll‘d. eaths,t‘-,,_: R P s
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