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Features

Contains text and original files of all Hypothesis
Proposals submitted to NCS

Password Protected on Portal
—ull Text search

Traces submitted Hypothesis proposals
throughout the process

Tracks reviews of Hypothesis proposals
Tracks versions with validation and release
Email messaging for questions and responses
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Hypothesis Detail Page
Returm to Hypothesis Overvisw Page

Search Hypothesis:

Hypothesis ID: 76

Revision #: 1

Hypothesis Title: Hypothesis #1 Initial Proposal for Cote HypothesisiQuestion Propased Cars

Ouestion: Asthma and wheezing illness in childhood - the role of
Wgenelics in determining risk

Comiact(s): London, Stephanie
Mattines, Fernandg

Working Group: Asthma

Merged Hypotheses

This hypothesis is not detived by other hypotheses

This hypothesis contains na merges.

P acuments Adtachsd to this Hypothesis

Revision # Attached Documents
1 Hypothesis -1 pdf

Muidial Pruposal for Core Hypothesis\Question

Proposed Core Hypothesis\Question: Asthma and wheesing illaess in childhood - the role
of environment and genetics in determining risk.

Wrorkgroup: Asthma
Clontact Person for Froposed Core HypothesisiQuestion:

Dr. Femando Martinez, University of Aizons, (520) 626-6387 (Ferando@resp-
sl arizona.edu)

Dr. Stephanie London, NIEHS, (219) 5415772 (londer@nishs nih gov)
< >
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Dr Femando Martines, University of Arizona, (520) 626-6327 (Femandoi@resp-
sei.arizona.edu)

Dr. Stephanie London, NIEHS, (915) 541-5772 (london2@nichs nih. gov)
1. Justification for a Large, Prospective, Longitudinal Study

What is referred to as "asthma' in childhaod is really thres illnesses airway obstruction
which begins in the first two years of life but does not persist to schaol age (early onset
transient sirway obstruction), early onset ainway obstruction that persisis past school age
Ceatly onset persistent asthma) and recurrent airway ohstrustion that begins after the first
few years of life (late onset asthma) (Martinez and Helms 1998). These three entities
appear to have differsnt sticlagic factors. For sxample, respitatory infections with
respiratory syncytial virus (REV) and the immune response to RSV are important in the
eticlogy of early onset airway obstrustion but probably not in late onset asthma. In
addition, family history of asthma and allsrgy appeats to be most strongly related to sathy
onset persistent asthma (London 2001). Children with early onset persistent asthma are
mote likely to he atopic or have a tendency to respond b common antigens in the
envitonment (Martinez 2007). Patients with late onset asthma are also likely to have
positive slin tests to aeroallergens (Martinez 1995). Few studies have examined asthma
tisk according to these three phenotypes. Prospective data are nesded to sxamine risk
factors for the development of these ihree phenolypes and examine risk Factors for
persistence of airway obstruction into later childhood and adulthaod.

- The more severe forms of asthma account for a disproportionate amount of the total
asthma health care costs one study sstimated that less than 20% of persons with
asthma aceount for more than 0% of the direct costs (Weiss 2001). Identification of
children at risk for developing the severe forms of asthma would have clear public
health impact. A large prospestive study is nesdsd to have sufficient rumbers ta
identify risk factors 1o determine which children with asthma develop the severe,
persistent Fariety.

- Family data has clearly identified an important genetic component 1o asthma. While
the specific genes ars niot yet known, this is an active atea of investigation and there
are a large number of plaugible candidate genes. For each of these asthma
phenatypes, interactions hetween genetic and environmental factors need to he
explored. A sthma genes likely wotk in interaction with snvironmental factors but
Hypothesis #1, Fage 1 of 18

there is little work on gene-environment interaction in asthma. For sxample, data
from human exposure studies indicates that individual susceptibility is imp ortant in
the respiratory response ta air pollutents, including ozone (Mudway 20000 and
endotoxin (Arbour 2000). Genes involved in response to sndotoxin have been
identified in humans (Arkour 2000) and wozk in mice has identified linkage regions
important in response to ozone (Kleeberger 1997) and patticulate air pollution
(Wesselkamper 2001). In addition, the genetic component of susceptibility likely
involves interactions between multiple genes.

- Pulmonary response to ozone, a strong oxidant, may also be determined by dietary
antioxidant intake (Romieu, Meneses et al. 1992; Samet, Hatch et al 2001). Another
determinant of ozone susceptibility may e low hirthweight of premature birth
(Mortimer, Tager et al. 2000) and ohesily later in childhood. Thus, with respect to
ozone, three way intetactions involving genstics and sither dist of perinatal factors
nesd to be considered. Similar considerations follow for other pollutant exposures
There are few studies examining the interactions between zenetic factors and
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Tracing Through Merges
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Revision #: 1

Hypothesis Tiile: 2.2 Pathways o specific child health and development outcomes are disectly
influsnced, mediated, and/or moderated by family resoutces and processes

Contact(s):

Working Group: Bitth Defects Q\

Development and Bshavior

Social Environment
Merged Hypotheses ‘ (b'
The cusrent hypothesis is derived from these hypotheses. @

Hypothesis 1D Hypothesis Title

kt] 28 (09 Econemic, cullural, social, and poliey characteristics of the
sovial envizonment, along
with chatatetistics of ths physical snvitonment, influence the
development of obesity from eonception to adulthood. These
factots aperate largely through influsnces on Fandly and socisl
network resuress and processes thal affeot behaviors relatad to
energy balance (diet, activily, and inactivity).

The cutrent hypothesis is merged into this hypothesis

HypothesisID;  Hypothesis Title

4 (8.3 Children in the United States are on average in wosse
health if their parents are poot or ae less well-sdusated. Iothers
with low education levels are moze bkely to have low- birth-weight
babies. Paorer children are mote likely to develop a vatisty of
serious chronic health problems, inclading heart sonditions,
wision and hearing disorders, and diabetes (Hewacheck, 1
Furthermars, among children with  given chronic
condition, poor children on average have wosse health outcomes
Fot example, among children with asthma (and contzolling for the
child's age), those in the lowest insome quantile are mors than
twice as likely to experience o hospitalization episode than
children in the highest income quintils (Case et. al, in press)
Puoarer children are also more kely to experience aecidental
inuries and accidental deaths, to develop obesity in
adalescence; to develop emotional problems, such as deprassion;
and to adopt "sisky" behaviors, such as smoking and drag and
aleohol use, in adolescence

Dacuments Attached to this Hypothesis

Revision # Attached Documents
1 Hypothesis £.2.pdf ~
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Hypothesis Detail Fage
Retum to Hypothesis Overview Pags
Search Hypothesis:
Hypoihesis ID: 4
Revision #: 1
Hypothesis Title: (C) 3.3 Children in the Unitsd States are on average in worss health if their
parents are poor or are less well-edurated. Mothers with low education levels
ate mors likely to have low-bitth-weight babies. Paorer children are mors likely to
develop  wariely of serious chronic hedlth problems, including heart conditions,
wision and hearing disorders, and diabetes (Newacheck, 1994). Fusthermore,
among children with a given chronic health condition, poor children on average
have worse health outcomes. For example, among children with asthma (and
controlling for the child's age), thoss in the lowest income quantils ars more than
twice as likely to experience & hospitalization episode than children in the
highest income quintile (Case et. al, in press), Foorer children aze also moze
likely 1o expetience accidental injuries and accidental deaths; to develap obesity
in adulescence; to develop emotional problems, such as depression; and to
adopt "risky" behaviors, such as smoking and drug and alohol use, in
adolescence
Comtact(s): Eachrach, Chris
Working Croup: Social Environment @
Merged Hypotheses +a
The cusrent hypothesis is derived from these hypotheses @
Hypothesis 1D Hypothesis Title
% 22 Pathwrays to specific child health and development outcomes
are directly influenced, mediated, sndfor moderated by family
rasources and processes
The cusrent hypothesis is merged into this hypothesis
Hypothesis ID:  Hypothesis Title
=) (sore) Hypothesis 2.1 The Social Environment Working Group
has developed six proposals that contein testable hypotheses on
how different aspacts of the social environment affact children’s
health, and two “integrative” proposals that ilustrate how the
interplay of different aspects of the social environment affect two 3
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Question to Working Groups
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Hypothesis : |65 ICA Hypothesis 10 Childhood injuries and maltreatment 3
Working Ciroup Chair/Co-Chair ~
[ &sthma

Birth Defects

O Community Outreach and Communications

Development and Eehavior

[ Eatly Otigins of Adult Health
M g,

Advisory Committe Members :

>

[ At hMembers
[ Esllinger David —
[J Burton Linda
[0 Doswell Willa

[J Dudley Donate
Moo 1

Question Text:

Concerning the scope of this Hypothesis, we were very concerned shout the. Q\Z

Due Date for the response : 01/12/2003

|
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Validation and Send
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Do youwant to send the following hMessage
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[ orme [ ypotheses |

The following guestion on the Hypothesis was sent.
Thank You.

To emails{test) : 1 »uams . edu;deric

«gov;singhj@mail.nih. gov;

To emails{test)

Please do not reply to this automatically generated email.
Click the links helow to take action.

Message # 1

From : Jai Evans(jevans@nih.gov)

To : Charlotte Hobbs(hobhscharlotte@exchanyge.uams.edu) ,
Dave Erickson{dericksondcdc.gov),

Jagjit Singh(singhjémail.nih.gov),

VWorking Group : Birth Defects
Hypothesis Title :
65 ICh Hypothesis 10 Childhood injuries and maltreatment...

Question
Concerning the scope of this Hypothesis, we were very comcerned about the.

Please click on the link below to respond to the gquestion.

https: fjremus. cit. nih.gov/fhypoth a 2Questi PortalWGID=BD

Please click on the link below to view Hypothesis details.

https: f/remus.cit.nih.gor/hypotheses/PublicHypoDetail . aspx?HypothesisID=65
<

: hobbscharlotte@exchange . uams . edu; dericksondcdc . gov; singhj@mail. nih. gov;

Please do not reply to this automatically generated email.
Click the links below to take action.

Message # 1

From : Jai Evans(jevans@nih.gov)

To : Charlotte Hobbs(hobbscharlotte@exchange.uans.edu)
Dave Erickson(dericksongcdc.gov),

Jagjit Singh{singhjemail.nih.gov),

Working Group : Birth Defects
Hypothesis Title :
65 ICR Hypothesis 10 Childhood injuries and maltreatment...

Question
Concerning the scope of this Hypothesis, we were very comcerned about the.

Please click on the link helow to respond to the guestion.

https: //remus. cit.nih.gov/hypoth a

?Quest ionID=1274Port alWeID=BD
Please click on the link bhelow to view Hypothesis details.

https: //remus.cit.nih.gov/hypotheses/PublicHypoDetail . aspx?HypothesisID=65
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Email received by Working Groups

L

File Edit Format Wiew Help

Please do not re 1¥ to this automatically generated email.
Click the Tinks below to take action

=From : Jai Evans(jevans@mih.ﬁnvj
To : Charlotte Hobbs(hobbscharlotte@exchange. uams. edu),
pave Ericksontderickson@cde. govl,
Jagjit singh(singhj@mail.nih.govl,

waorking Group @ Birth pefects
Hypothesis Title :
a5 ICA Hypothesis 10 childhood injuries and maltreatment...

question
Concerning the scope of this Hypothesis we were very concerned about the...

Please respond by 01,/12/2003

Please ¢1ick on the Tink below To raspond to the ausstion.

|
https://remus. cit. nih. gov,/hypotheses /Hyporesponse. aspx?QuestionIb=12%&PortalwsT 5]
P g ¥P 5P P P

Please click on the Tink below to ageu bupnotbeacic dotad]

https:/Aremus. cit.nih. gov/hypotheses /PublicHypobetail. aspx?Hypothes1s1D=65

I ——

Instructions

vou have received this message because you are a chair, cochair or advisor
to the wational children's study for one of its working groups. we need
some_information on the cited hypothesis. By responding to this email wia
the links provided you help facilitate the coordination of the NCS.

when you <lick on the Tink you will be asked to Tog onto the NCS portal web @
site. This s necessary to ensure security and coordination of responses. @'
vou will then be presented with a web form to present your response.  Youp
response will be coordinated with other responses and recorded in our da;

If you need a_new password or have problems logging in, please email :
<mailto:ncshelp@mail. nih. govencshelp@mail. nih.gov. Replying to this email
by other means is not supported

Thank wyou for your participation.
The(NCs)

File Edt Format Yiew Help

Please do not re T¥ to this automatically generated email.
Click the Tinks below to take action.

=From : Jai Evans(jevans@nih.gov)

To : Jay Giedd(jg@nih. gov)

Patar Scheidt(sche1dtq@mai1.nih.gov),
Robert Bradley(rhbradley@ualr.edu),

working Group @ pevelopment and sehavior
Hypothesis Title :
65 ICA Hypothesis 10 childhood injuries and maltreatment...

question
concerning the scope of this Hypothesis we were very concerned about the...

Please respond by 01/12/2003

Please c1ick on the Tink below to respond to the guestion.
https://remus. cit.nih. gov/hypotheses /HypoResponse. aspx?questionID=125&FPortalwsID=0B
Please <lick on the 1ink below to view Hypothesis details

https:/remus. cit. nih, gowhypotheses /PublicHypopetail. aspx?Hypothesis10=65

Instructions

vou have received this message because you are a chair, cochair or advisor
to the National children's study for one of its working groups. we need

some_information on the cited hypothesis. By responding to this email via
the Tinks provided you help facilitate the coordination of the nNCS. @

when you click on the 1ink you will be asked to log onto the NCS portal web
site. This is necessary to ensure security and coordination of responses.

vou will then be presented with a web form to present your response.  Your
response will he coordinated with other responses and recorded in our database

If you need a new password or have problems Togging in, please email :
<mailto:ncshelp@mail. nih. govencshelp@mail.nih. gov. Replying to this email
by other means is not supported.

Thank you for your participation.
The(NCS)
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Response from Working Groups
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Hypothesis Response Form

Response from Working Group : Development and Behavior
Do you want to send the following Message

Hypothesis #: 65 Q\e

Yes, Send Now Ma, Modify Cancel \®
) O
View Hypothesis Detail Y

Conce: s Hypothesis, we were very concemned about the A e e T e e T e et e e v

Question _ Q;\‘ - Q/T‘;b’

Please do not reply to this automatically generated email.
Click the links below to take action.

Do Tou want to respond to this question? @ Yes (e A e e T e o T T e T e e e
From : Jai Evans (jevans@nih.gov) [
Answer Text: Working Group : Development and Behavior
Great observation, we will discuss this in our g ingy on the 3rd and respond to *
vou. Response Date : 1271072003
Question

Concerning the scope of this Hypothesis, we were very concerned ahout the.

Response
= Great observation, we will discuss this in our meeting on the 3rd and respond to you.
A A A =
4 ol




Responses Received by
Questioner

[ PR

File Edit Format Wew Help
subject: Response to guestion Hypothesis # @ &5

Please do not re 'I%r to this automatically generated email.
Click the Tinks below to take actiaon.

=From T oJday Giedd(jg@n"lh.ﬁov)
working Group : Development and Behavior

Response Date : 1271042003

Question :
Concerning the scope of this Hypothesis, we were wvery concerned about the...

Response @
Great observation, we will discuss this in our meeting on the 3rd and respond to
WOUL

Please click on the Tink below to see all responses and make conclusiongo this
question.

https:/Aremus. cit. nih. gov/hypotheses /Hypoconclusion. aspx?questi Dn®2;
Please click on the Tink below for another guestion. @t

https:/remus. cit.nih. gov/hypotheses /Hypoquestion. aspx

PRI
File Edit Format Wew Help
subject: Response to guestion Hypothesis # @ &5

Please do not re 'I%r to this automatically generated email.
Click the Tinks below to take actiaon.

=From 1 Charlotte Hobbhs(hobbscharlotte@exchange. vams, edul,
working Gcroup : Birth pefects

Response Date : 12/11/2003

Question :
Concerning the scope of this Hypothesis, we were wvery concerned about the...

Response :
well we are happy with the hypothesis and find no compromise possible....

Please click an the Tink below to see all responses and make conclusion to this
guestion,

https:,/,/remus.cw't.n"lh.gDVIhypotheses;’Hypoconc'lusw'Dn.aspx?Quest"lDr@izg
Please click on the 1ink below for ancther guestion. (b,

https:///remus. cit.nih. gov/hypotheses /Hypoquestion. aspx




Conclusion Rollup
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Conclusion Action
Hypothesis #: 65
View Hypothesis Detail

Worldng Group(s) Questioned :
Birth Defects , Development and Behavior |

Questien Concerning the scope of this Hypothesis we were very concerned about the
Responses - (Chek to miew detals) 23 19,1 112003 Birth Defects Well we are happy with th

56 12/11/2003 Development and Behavior Great observation,
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Reviews

Fle Edit WView Favorites Tools Help
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Address
|
Flease enter review information for this hypothesis |

Hypothesis (addfedit) General Information
HypothesisID 76 Revision# :1

‘Hypothesis Reviews
17 041072001 Federal & dwisory Committee
12 0471072001 Federal & dwizoey Comunittee

Please eni on ter this Hypolhesis :
Date Reviewed 12/16/2004 ®®
Wotling Groups : |Federa| Advizary Committee v / +
y 2
[ Tutzker, Tobn \(/ ~
[ Lyseh, John

[ LyonDanisl, Kathetine
Reviewers [ Maclntosh, David

[ Macy, John =
[ Marens, Btephen

[ Mare, Robert 2

Rasing
A ction Reguired Retumed to WG+

Comments :

Aygres that this core, but of less imporcance.

Recommendations :
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Editing Hypotheses
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Hypothesis (add/edit) General Information
HypothesisID: 78 Revision #:1
Hypothesiz #1 Initial Proposal for Core HypothesishQuestion
Proposed Core Hypothesis)Question: Asthmwa and wheezing illness in childhood -

the role of environment and genetics in determining
risk

Hypothesis Title:
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Future

The system Is extensible, so as new
requirements emerge these can be added

Currently Reviews are not presented to at-
large members

Allow at large members to pose guestions

Update backlog of review information into
system

Release work flow to Public site
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