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SECTION C

DESCRIPTEDN{SPECIFICATION[EORK STATEMENT

ARTICLE C.1, BACKGROUND

Precedents: Since 1980, NIEHS has supported & series of longitudinal studies
of childhood lead polsoning. These studies have shown small deficits in the
cognitive development of young children in association with levels of bloed
1ead commonly found in the US. NIEHS has also supported clinical studles
jeading to the licensure of the drug succlmer, an orally administered
chelating drug now jabelled for use in children with bleod lead levels above
45 pg/dl, a level thought to indicate a high tisk for symptomatic lead
poisoning and sbove the levels chat produce cognitive delay.

Ceneral Background: Cognitive delay in toddlers has been assoclated with
maternal lead levels in the 10-20 pg/dl range, and delays in four year-oclds
with similar lead concentracions when they themselves were 2 years old. The
Centers for Disease Control- and the American Academy of Pediatrics have
revised downward the bleood lead levels of concern In young children, and
children with blood lead levels greater than 10 pg/dl are now thought to have
unacceptable exposure to lead. There are, however, uo data on whether
vreatment of children with chelating agents prevents the cognitive delay
associated with these levels. There are about four miliion children who
£ulfill the new criteria for unacceptablie exposure to jead., NIEHS believes
chat large numbers of children with bleod 1ead levels below &5 pg/dl will be
created with succimer, and that a clinical trial of the use of succimer in the
prevention of 1cad-associated cognitive delay in young children is beth
necessary and timely. The objective of this Contract is te conduct, analyze,
and issue a report of a randemized, multi-center, placebo controlled erial of
succimer in the preventilon of lead-associlated cognitive delay in young
children, This Contract is for one (1) of three (3} or possibly four (4)
Cclinical Centers. A separate, companion contract, NOL-ES-35360 has ‘been

awarded for the support of the Coordinating Center.

ARTICLE G.2. STATEMERT OF WORK

a. Independently and not. as an agent of the Government, the ContractoX

shall furnish all theé necessary services, qualified persomnel, material,
equipment, end facilities, not otherwlse provided by the Government, as
needed to perform the work set £grth below, inciuding recruitment,
treatment, retention, and follow-up of children in a clinical txial. In .
doing 30, the Contractor shall coumply with all local, state, and Federal '
1aws and regulations pertiment to the various aspects of the trial. The
contractor shall conduct performance predicated an the agreements and
understandings reached through discusslons and negotiations leading to
award based on the following documents which are incorporated by

reference:

(1) Original Proposal dated November 24, 1992
(2) Revised Proposal dated Hay 10, 1993

Contract No. NO1-ES-35362 '
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{3} Best and Final Qffer dated June &, 1993
{4) Glar;fying Information dated June 13, 1993

1f there is any {nconsistency between the referenced documents and the -
work described 1o Paragraph a. of this ARTICLE, the terms and conditions

of Paragraph a. of this ARTICLE shall control.

(BASIC CONTRACT)

The protocal and strategies for the trial will result from the
deliberations of the Stearing Committee during the planning phase. The
Steering Committee, as {nicialiy constituted, shall consist of the PIs
of the Clinlcal Centers, the PI of the Coordinating Center, and the
NIEHS FProject Officer. The PI of the central 1ab will be a member of
the Steering Committee ex officio. The Manual of gperatlons and Final
Protocol shall be- incorporated by reference into this Statement of Work
when they are completed by the Steering Committee and epproved by the
Data and Safety Monitoring Copmittee. The clean up protocol at each
site will be incorporated by feference into this Statement of Work when
completed by the Clinical Center PI and approved'by the Project Officer.
The Steering Coumittee may elect to alter its composition at any time
after it has been constituted; Lt must notify the PO of plans te do so0.
The trial shall proceed as follows: 9-12 menths for planning; about 1
year for patient enrolliment and rreatment; the remalning 3 years fox
Follow-up. Each child will be followed to age 4 at a minimum; lomger
follow-up is desirable for those children randomized early. Most close
out activities should be completed by che Final (5th} year of the
contract. The agtivicles, none of which are currently anticipated, of
any center beyond five years from the initial award except for work
specified hereln will depend on the lssuance of & continuation R¥P by
the Institute and successful re-competitlion. The trial is of oral
chelation therapy with the drug succlmer in lead exposed children {blood
leads of about 20 pg/dl to 45 pg/dl) of about 18 to 36 months of age.
The endpoints are the scores on developmental tests; other endpoints of
{nrerest include evidence of drug effilcacy and compliance, such as urine
and blood lead levels; axeration of other lens like iron, zine, and
calcium: and nervous system, renal and hematopoletic function/toxicity. ‘ ; :

r shall evaluate the children prier to randomization

for iron, vitamin, ox other nutrient deficiency, and treat such
daficiencies. Clinical Center staff, as may be augmented by local/state
health officials, shall evaluate children’s homes, aund, If necessary,
their day care or other sites where they spend time, and provide clean-
up according to trial protocol. The criteria by which homes will be
evaluated and the clean-up protecol shall be decided during the planning-
phase, but clean-up will not be identical at each site, and will consist
of means suited to the catchment area of each Ciinleal Center. The
Steering Committee shall, among their other funmctions, appoint a Clean-
Up subcomnittee, whose function will be to coordinate the various clean-
up activities. However, the ultimate declsion about clean-up methods at
cach site rests with the #1 of the site and the PO, Chelation challenge
and XRF studies are separately budgeted optiomns, which may be included
at some of the Clinical Centers (see "Options"below.

The Clinical Cente
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