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revegelated area prior to bond release
for Reclamution Phase Il work.

Paragraph (I) has been modified to
require that bond release applications
include proof of advertisement by the
pe- “tee of his filing of the release
& ton. The MDDNR is granted
dh onary authority o waive its
inspection of the completed reclamation
work if it has not received any
objections or requests for an informal
conference: and it has conducted an
inspection of the area within a four
month period prior to receiving the bond
release application and the inspection
did not identify any reason for denying
band release.

Paragraph (K) has been modified to
allow the MDDNR to recover from the
permitiee all costs of reclamation in
excess of the amount forfeited should
the forfeited bond be insufficient to pay
the full cost of reclamation.

I1L. Public Comment Procadures

In accordance with the provisions of
30 CFR 732.17(b). OSMRE is now
seeking comments on whether the
amendments proposed by Maryland
satisfy the applicable program approval
crileria of 30 CFR 732.15.

i the amendments are deemed
adequate. they will become part of the
Maryland program.

Written Comments

‘en comments should be specific,
4 nly to the issues proposed in
th. _emaking and include
explanations in support of the
commentor's recommendations,
Comments received after the time
indicated under “DATES” or at locations
other than the OSMRE Charieston Field
Office will not necessarily be
considered and included in the
Administrative Record for the final
rulemaking.

Public Hearing

Persons wishing to comment at the
public hearing should contact the person
listed under “POR FURTHER INFORMATION
CONTACT™ I ‘D.m. on August 2,
1988. If noo..  quests an opportunity
1o comment at a public hearing. the
hearing will not be held.

Filing of a written stalement at the
time of the hearing is requested as it will
greatly assist the transcriber.
Submission of written statements in
advance of the hearing will allow
OSMRE officials to prepare adequalte
responses and appropriate questions.

The public hearing will continue on
the specified date until all persons
s¢'  “»d to comment have been heard.
P in the audience who have not
bec.....neduled to comment, and who
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wish 10 do s0, will be heard following
those acheduled. The hearing will end
alter all persons scheduled 10 comment
have been heard.

Public Meeling

li only one person requests an
opportunity to comment at a hearing, a
public meeting rather than a public
hearing. may be held. Persons wishing to
meet with OSMRE representatives to
discuss the proposed amendments may
request a meeting at the OSMRE office
listed under “ADDRESSES"™ by contacting
the person listed under “ron FurTHEn
INFORMATION CONTACT.” All such
meelings will be open to the public and,
if possible, notices of meetings will be
posted at the location under
“ADORESUES." A writlen summary of
each mceting will be made a part of the
Administrative Record.

List of Subjects in 30 CFR Part 929

Coal mining. Intergovernmental
relations, Sur{ace mining. Underground
mining.

Date: July 10. 1908
Carl C. Close.

Assisiant Director. Eastern Field Operations.
[FR Doc. 80-16774 Filed 7-17-8% &:45 am]
SILLING CODE 4310-08-4
e ——————

DEPARTMENT OF VETERANS
AFFAIRS

SSCFR Part 1
RN 2900-AE00

Evaluation of Studies Relating to
Heaith Effects of Dioxin and Radiation
Exposure

AGENCY: Depariment of Veterans
Affairs.

ACTION: Proposed rule.

suMMARY: The Department of Velerans
Affairs (VA) is proposing to amend its
regulation on scientific and medical
study evaluations to establish criteria
for determining when a significant
statistical association exists between
exposure (o dioxin or ionizing radiation
and specific diseases. This change is
neceasary because of & recent court
decision. This change will require
reassessment of the importance of
sclentific and medical studies on the
health effects of exposure to dioxin or
ionizing radiation.

OATES: Comments must be received on
or before August 17, 1989. Comments
will be available for public inspection
until August 28, 1849. This change is
proposed to be effective the date of
publication of the finat rule.
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ADORESSES: Inleresied persons are
invited to submit written comments,
suggestions, or objections regarding this
change to Secretary of Veterans Aflairs
{Z1A). Department of Veterans Affairs,
810 Vermont Avenue NW., Washington. .
DC 20420. All written comments
received will be available for public
inspection only in the Veterans Services
Unit, Room 132, at the above sddress
between tha hours of 8:00 a.m. and ¢:30
p-m.. Monday through Friday (except
holidays). until August 28, 1080,

FOR FURTHER BNIFORMATION CONTACT:
Robert M. White, Chiel, Regulstions
Stall, Compensation and Pension
Service, Veterans Benefits
Administration. (202) 233-3005.

SUPPLEMENTARY INFOAMATION: On May
2. 1988, the U.S. District Court for the
Northern District of California issued an
order in the case of Nehmer, et al., v.
United States Velerans' Administration,
et al., interpreting the

requirements of the Dioxin and
Radiation Exposure Compensalion
Standards Act, Pub. 1. No. 98-542. The
court found Congress intended that VA
predicate service connection upon a
{inding of ficant statistical
association between exposure and
disease. The court also found that VA
wis requlired to uam;'aply its benefit-of-the-
doubt policy to te rulemaking
determination as lomdluuu were
associated with dioxin exposure.

To implement this court decision we
propose to amend 38 CFR 1.17
concerning study evaluation criteria.
Paragraphs (a) and (b) of that section
have always applied to the evaluation of
individual scientific or medical studies
and are being retained in their entirety
with the exception of technical
amendments o paragraph (a) changing
“Administrator” to “Secrelary” in
accordance with VA's elevation to
Cabinet status and including clarifying
language to more closely track the
statutory charge to evaluate studies
involving exposure to herbicides
containing dioxin rather than exposure
to dioxin alone. New paragraphs are
being added to establish that setvice
connection will be predicated upon
determinations of significant statistical
agsociation between dioxin or radiation
exposure and various diseases as shown
by scientific and medical studies.

Paragraph (c) provides that the
guidelines for establishing service
connection based on dioxin or radiation
exposure (38 CFR 3.311a and 3.311b) will
be emended whenever the Secretary
determines that a significant statistical
association exists between such
exposure and any disease. These




determinalions will be based on the
evaluation of scientific and medical
studies #nd on the advice of the
Veterans Advisory Commiitee on [
Environmental Hazards. .
“aragraph (d){1) sets forth the general
Josition that a significunt statistical
--sociation shall be deemed to exist
when the relative weights of valid
positive and negative studies permit the
Secrelary to conclude that it {s at least
‘@b’_ﬁ!.ﬂﬂihll_tbgw‘
BMLHEWW
di\s%nali:x ts. This conc:lusion will be
Lased ©n & balanci cousidering

t ive 3 and of
nlid%i:;whou ; te to
the existé ip under

cansideration. This balancing test
incorporates VA's “reasonahle doubt™ \t
doctrine with respect 10 this evaluation
process. The criteria {a; determining
whether a study is valid z1nd whether it
is positive or negative with respect to
}he |i:n.le ut.der considesation ure s:t

orth in paragraphs (d){2) through (d)(4).

There are three criteria which must be
satisfied in order for a study to be
considered valid for purposes of
determining whether a significant
statistical association exists. First, the
study design and the methods of data
collection, verification and analysis
must be adequately described. Such
descriptions are necessary for reviewers
ta properly asseas study results.

‘zcond. the study must be reasonably

of hiases which would cause

-.rious doubt to be cast on the study's
findings and conclusions. While all
hiases which can affect a study's results
are not listed. selection, observation and
participation of subjects are included as
examples of some of the biases
investigators must clearly avoid.

The third criterion for a valid study is
a salisfactory accounting for known
confounding factors which, if not
identified and corrected for, could skew
the study results. For example, a study
involving lung cancer and dioxin or
radiation exposure would have to
satisfactorily account for the effects of
cigarette smoking or asbestos exposure
in the study populaticns and correct for
those factors.

In addition to satisfying the criteria
for a valid study. findings of a valid
positive study must also be statistically
significant at a probability level of .05 or|
less and must properly account for
multiple comparison and subgroup
analyses. Statistical significance at a
probability level of .05 or less means
that it must be statistically
demonstrated that the likelihood is only

in lwenty, or less, that the results of
tudy are due to chance alone. This
s= «0 be accomplished using a standard \l |
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epidemiological tool for determining
with a high degree of confidenca that the
observed association is real and not a
chance occurence. Additionaly. it is
recognized that multiple comparisons
within a study population or division of
& study population into numerous
subgroups can, upon analysis of the
data, produce results which may be
meaningful or may be due to chance. It
is through proper analysis of the
multiple comparisons and subgroup
divisions by the investigators that the
possibility of attributing undue
importance to chance findings may be
avoided.

In order to be considered a valid
negative study, the criteria for a valid
study would have to be satisfied, and, in
addition. the study would have to have
sufficient statistical power to detect the
association of interest if it existed. This
means that the study would have to
include a sufficient number of subjects
in both the exposed group and the
comparison grou;, to provide an
opportunity for the purported
asscciation to appear if, in fact, it were
there 10 be detected. .

While satisfaction of the criteria in
paragraph ({d} will require a
determination of *significant statistical
assoclation”, paragraph (e) is being
added to give the Secretary latitude to
find that such an association exists on
the basis of other scientific or medical
evidence which may not satisfy the
requirements of paragraph (d) in all
respecis. The Secretary must have the
freedom to act positively on behalf of
the veleran population in those
instances where the results of one or
more studies are so compelling that it i
unnecessary to Insist on complete
satisfaction of the criteria in paragraph
(d) before making & finding of significant
statistical association.

This change establishes specific
criteria which would require further
amendment of adjudication regulations,
however nothing in this regulatory
proposal should be coustrued as in any
way limiting or diminishing the
Secretary’s rulemaking authority under
38 U.S.C. 210(c).

The Secretary hereby certifies that
this regulatory amendmeiit will not have
a significant ecenomic impact on
substantial number of small entities as
they are defined in the Regulatory
Flexibility Act, 5 U.S.C. 601-612. The
reason for this certification is that this
amendment would not directly affect
any small entities. Only VA
beneficiaries could be directly affected.
Therefore, pursuant to 5 U.S.C. 805(b),
this amendment is exempt from the
initial and final regulatory flexibility

F4702.FMT...{16.30]...7-08-88

analysis requirements of sections 603
and 604.

In accordance with Executive Order
12201, Federal Regulation, the Secretary
has determined that this regulatory
amendment is non-major for the
following reasons.

{1} It will not have an annual effect on
the economy of $100 million or more.

(2] It will not cause a major increase
In costs or prices.

(3} It will not have significant adverse
effects on competition, employment,
investment. productivity, innovation, or
on the ability of United States-based
enterprises to compete with foreign-
based enterprises in domestic or export
markets.

The Catalog of Federal Domestic
Assistance program numbers are 64.104,
64.105, 64.108, and 64.110.

List of Subjects in 38 CFR Part 1

Administrative practice and
procedure, claims.

Approved: July 12. 1080,
Edward ]. Derwineki,
Secrelary.

38 CFR Part 1. GENERAL
PROVISIONS, is proposed to be
amended by revising § 1.17 to read as
follows:

PART 1—GENERAL PROVISIONS

§ 1.17 Evaluation of studiss relsting to
health sflects of dioxin and radistion
exposure.

(a) From time to time, the Secretary
shall publish avaluations of scientific or
medical studies relating to the adverse
health effects of exposure to a herbicide
containing 2.3.7.8 tetrachlorodibenzo-p-
dioxin (dioxin) or ionizing radiation in
the “Notices™ section of the Federal
Register

(b} Factors to be considered in
evaluating scientific studies include:

(1) Whether the study’s findings are
statistically significant and replicable;

{(2) Whether the study and its findings
have withstood peer review;

(3) Whether the study methodoiogy
has been sufficiently described to permit
replication of the study:

(4) Whether the study’s findings are
applicable to the veteran population of
interest;

(5) The views of the appropriate panel
of the Scientific Council of the Veterans’
Advisory Commiittee on Environmental
Hazards.

(c) When the Secretary determines,
based on the evaluation of scientific or
medical studies and after receiving the
advice of the Veterans' Advisory
Committee on Environmental Hazards,
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that a significant statistical association
exists between any disease and
exposure 10 & herbicide containing
dioxin or exposure to ionizing radlation,
§ 33112 or § 3.311b of this title. as
apniopriate, shall be amended to

r* vide guidelines for the establishment
of service connection.

{d)t1} For purposes of paragraph (c) of
this s:ction a “significant stalistical
association” shall be deemed to exist
when the relative weights of valid
positive and negative studies permit the
conclusion that it is at least as likely as
not that the purported relationship
between a particular type of exposure
and a specific adverse health effect
exists.

(2) For purpases of this paragraph a
valid study is one which:

(i} Has adequately described the
study design and methods of data
collection, verification and analysis;

{ii) Is reasonably free of biases, such
as selection, observation and
participation biases; and

(iii) Has satisfactorily accounted for
known confounding factors.

{3) For purposes of this paragraph a
valid positive study is ane which
satisfies the criteria in paragraph (d){2)
of this section and whose are
statistically significant at a probability
level of .05 or less with proper
accounting for multiple comparisons and
subgroup analyses.

(4) For purposes of this paragraph a
valid negative study is one which
satisfies the criteria in paragraph (d)(2)
of this section and has sufficient
statistical power to detect an
association between a particular type of
exposure and a specific adverse health
effect if such an association were to
exist.

(e) Notwithstanding the provisions of
paragraph (d) of this section, a
“significant statistical association™ may
be deemed to exist between a particular
exposure and a specific disease if, in the
Secretary’s judgment, scientific and
medical evidence on the whole supports
such a decision.

(Authority: 38 U.S.C. 210{c}; Pub. L. 98-542)

{FR Doc. 86-16a25 Filed 7-14-88: 1:25 pmn)
BLLING CODE
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DEPARTMENT OF DEFENSE

48 CFR Part 219

Department of Dafense Federal
Acquisition Regulation Suppiement;
DFARS Small Business and Small
Disadvantaged Business Concerns
AQEMCY: Department of Defense (DoD).
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ACTYON: Proposed rule and request for
comment

SUMMARY: The Defense Acquisition
Regulatory (DAR} Council is proposing a
revision to the Defense Federal
Acquisition Regulation Supplement
Subpart 219.8 to conform to proposed
FAR revisions published at 54 FR 27310,
June 28, 1688, :

OATE: Comments concerning the
proposed rule must be received by
August 17, 1989 to be considered in
formulating a fina! rule. Please cite GAR
Case 88-325 in all correspondence
related 1o this issue.

ADDRRSS: Intarested parties should
submit written comments to: Defense
Acquisition Regulatory Council, ATTN:
Charles W. Lloyd. Execulive Secretary,
DAR Council. ODASD (P)/DARS. ¢/o
OASD(P&L) (M&RS), Room 3D139, The
Pentagon, Washington, DC 20301-3082.
FORA FURTHER INFORMATION CONTACT:
Mr. Charles W. Lloyd, Executive
Secretary. DAR Council, telephone (202)
607-7208.

SUPPLEMENTARY INFORMATION:

A. Background

Section 303(b) of the “Business
Opportunity Development Reform Act of
18688" requires that acquisitions offered
for award pursuant to Section 8{a) of the
Small Business Act be awarded on the
basis of compelition restricted to eligible
program participants if (a) there is a
reasonable expectation that at least two
eligible program participants will submit
offers and that award can be made at a
fair market price. and (b) the anticipated
award price of the contract (including
options} will exceed $5,000,000 in the
case of & contract opportunity assigned
a standard industria! classification code
for manufacturing and $3,000,000
(including options) in the case of all
other contract opportunities. Section
303(d) amends the current appeal
authority of the Small Business
Administration to permit appeals as to
whether a requirement should be offered
to the Section 8{a) program and as to
whether the estimated fair market price
as determined by the contracting agency
is correct.

B. Regulstory Flaxibility Act

The requirements of the Act are being
addressed by the Small Business
Administration in development of its
regulations implementing the “Business
Opportunity Development Reform Act of
1888." Pub. L. 100-856. {FR 12054, March
23, 1989},

C. Paperwork Reduction Act

The requirements of the Paperwork
Reduction Act are being addressed by
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the Small Business Administration in
development of its regulations
implementing the “Business Opportunity
Development Reform Act of 1888",
Public Law 100-856. (FR 1205¢, March
23, 1980)

List of Subjects in 48 CFR Part 218

Govemnment procurement
Charles Lioyd
Executive Secretary. Defense Acquisition
Regulatory Council.

Therefore, it is proposed that 48 CFR
Part 219 be amended as follows:

1. The authority citation for 48 CFR
Part 219 continues to read as follows:

Authority: 8 US.C. 301, 10 US.C. 2202. DoD
Directive 5000.35, and DoD FAR Supplement
201.301.

PART 219-—SMALL BUSINESS AND
SMALL DISADVANTAGED BUSINESS
CONCERNS

210003 |Amended]

2. Section 219.803 is 1’mended by
red
T e
in the redesignated ranguph (c) to read
“19.803(c)" in lieu of “19.803(a); by
redesignating (c) (S-71) as paragraph
{b); and by removing (c)(8-70) (i) and
(ii);

3. Section 219.804-4 is added to read
as follows:

210.004-4 Repetitive acquisition.

(a) When the SBA requests that a
requirement be reserved for award of a
contract (follow-on our otherwise) under
the 8(a) Program, the request shall be
honored, if otherwise appropriate, and
the total SDB set-aside procedure shall
not be used.

(b) An SBA request that a new
requirement be reserved for the 8(a)
Program need not be honored and a
contracting officer may proceed with a
total SDB set-aside if the SBA request is
received after publication of a synopsis
pursuant to 205.207(d)(8-72) or (S-73).

[FR Doc. 80-16779 Filed 7-17-t%: 8:45 am|
PLLING CODE 3819-8%-2

48 CFR Part 248

Department of Defense Federal
Acguisition Regulation Supplement;
OFARS Warranties

AGENCY: Department of Defense (DoD).

ACTION: Proposed rule (extension of
comment period).

SUMMARY: The Defense Acquisition
Regulatory (DAR) Council published a
proposed rule with request for public




amended (HEA). These regulations were

codified in 34 CFR part 600. "

Section 600.3(d) of the regulations was
scheduled to go info effect on July 1.
1988 However, In the Federal Register
of July 7, 1688, 63 FR 25469, the -
Secretary voluntarily suspended the
effective date of § 600.3(d) until July 1,
- 1889, and on July 18, 1988, Public Law
100-369 also suspended the effective -
date of § 600.3(d) until July1, 1089, _

Under § 600.3(d} of the regulations

governing Institutional Eligibility under .

the Higher Education Act of 1965, ag
amended, an institution of higher
education or a vocational school is
legally authorized only to provide its
educational programs in clock hours if it
must measure those programs in clock
hours in its application to receive a
State license. In April of 1689, the - .
Department of Education's Office of
Postsecondary Education {OPE) notified
all the recognized accrediting agencies
that the Secretary was going to _
implement § 600.3(d) on July 1, 1889, and
in May of 1989, OPE gimilarly notified
State agencies of that date.

On July 28, 1989, OPE notified.
postsecondary educational institutions
of: (1) The specific procedural steps that
they must follow to comply with the
requirements of § 600.3{d); and (2} the
related student financial assistance
rules that they must apply in the
awarding of student financial assistance
for the 1989-90 award year. So that
institutions may put these procedures
into effect before the implementation of
§ 600.3(d), the Secretary suspends
paragraph (d) of § 600.3 of the
Institutional Eligibility regulations until
October 1, 1989,

Waiver of rulemaking. Section
600.3(d) is currently in effect. However,
the Department of Education did not
provide specific instructions to
institutions concerning the requirements
of § 600.3(d}, with regard to institutional
eligibility and the awarding of student
financial sssistance for the 198g-50
award year, until July 28, 1989. Thus,
many institutions may not be in

suspension is effective, § 600.3(d) will .
apply as of October 1, 1089 -~
FOR FURTHER INFORMATION CONTACT; .
Virginia G. Re, U.S. Department of ..
Education, Office of Postsecondary .

Education, 400 Maryland Avenue SW, s

(Regional Office Building 3, Room 3030),

Washington, DC 20202. Telephorie

number (202) 7324906, = -
Dated: September 27,1969. . - -

Lauro F. Cavazos,

Secretary of Education. - -

[FR Doc. 89-23225 Filed 9-28-89; 9:55 am]

BILLNG COOE 4000-00-8 - .

e— r—

DEPARTMENT OF VETERANS
AFFAIRS " '~ e
38CFRPart1 -

RIN 2000-AE09 -
Evaluation of Studies Refating to
Health Effects of Dioxin and Radiation
Exposure e

AGENCY: Department of Veterans
Affairs. .

ACTION: Final rule.

SUMMARY: The Department of Veterans
Affairs (VA) has amended its regulation
on scientific and medical study :
evaluations to establish criteria for
determining when a significant
statistical association exists between
exposure to dioxin or ionizing radiation
and specific diseases. This change is
necessary because of a recent court
decigion. This change will require
reassessment of the importance of
particular scientific and medical studies
on the health effects of exposure to
dioxin or ionizing radiation.

EFFECTIVE DATE: This change is effective
November 1, 1989.

FOR FURTHER INFORMATION CONTACT:
Robert M. White, Chiefl Regulations
Staff, Compensation and Pension
Service, Veterans Benefits
Administration, Department of Veterans

40388 - Federal Register / Vol. 54, No. 189 /. Mondey, October 2, 1989 / Rules and Regulations
DEPARTMENT QF EDUCATION compliance with that provision. The Affairs, 810 Vermont Avenue, NW,, ;-

‘ . - Secretary wishes to suspend § 600.3(d) Washington, DC 20420, (202} 233-3005,
34 CFR Part 600 : until OC,be_el;}h 1889 to permit - - ; * SUPPLEMENTARY INFORMATION: On’

i ' institutions sufficient time to comply pages 30093-30101 of the Federal ‘
m;ﬂht;ﬂm%g;b‘l:lg ‘I,an;igst'h:s. with the July 28, 1889 instructions. Reglster of July 18, 1889, VA published
Amended Therefore, the Secretary finds, in - proposed amendments 10 38 CFR 1.17.

- : 3 accordance with § US.C. 553(b)(B), that  Interested persons were invited to - -
* AGENCY: Department of Education. solicltation of public comments on this  gybmit comments, suggestions or
ACTION: Suspension of rule change would be impracticable and - - - gbjections by August 17,1989, " - -
— - contrary to the public interest. - Comments were received from nineteer -
" 'SUMMARY:; In the Federal Register of EFFECTIVE DATE: This suspension of . individuals and organizations. . *:
Aprll 5, 1888 (53 FR 11208-11222), the § 600.3(d) takes effect 46 days after .~ . Commenters included the senior Senator
Secretary lssued final regulations - publication in the Federal Reglster or - from New York, the junior Senator from
goveming institutional eligibility under  later If the Congrees takes certain - South Dakota, the American Legion, the
the Higher Education Act of 1985, as adjournments. Thus, when the - Veterans of Foreign Wars of the United

* States, the Disabled Amierican Vetetans,
* the National Veterans Legal Services:

Project, Inc,, réprésenting the Vietnam
Veterans of America, the National - -
Vietnam Veterans Coalition, thg '™ -
Oklahoma Agent Orange Foundation,”
the State of Minnesota Department of -
Veterans Affairs and ten members of the
general public. | T
In addition, a special session‘of the
Veterans' Advisory Committeeon  -* '
Environmental Hazards was convened
on September 8, 1989. The Committee
received an oral presentation by four’
individuals representing the views of the

.American Legion. (The Committee has -

received oral presentations from a
number of individuals and organizations
in the past and will continue to do soso
long as'adequate adyance noticeis | .
provided for scheduling purposes.) The ~

_ Committee also reviewed all of the
- - comments received and offered their -
-views on them, The Committee madea -

number of recommendations, some in
response to the oral presentation made
at this meeting by representatives of the
American Legion and others in response
to the written comments that were
reviewed. The comments are
summarized below together with VA's
response and any indicated amendatory
action. R

Five commenters from Des Moines,
Iowa, requested an extension of the time
limit for submitting comments on the
proposed changes asserting that the
established 30-day period was"
insufficient. Thirty days is a typica!
length of time for a comment period in
the rulemaking process, especially
where rules governing veterans' benfits
are concerned. In addition, a significant
number of comments were received
within the comment period. Further, VA
desires to move as swiftly as poassible to
eslablish new study evaluation criteria,
review the scientific literature and
determine whether there currently exists
sound scientific and medical evidence
that demonstrates a significant
statistical association between dioxin or
radiation exposure and any diseases.
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We decline, therefore, to extend the
comment period. - B
Many commenters addressed issues

1at were clearly outside the acope of
«his rulemaking proceeding. Such issues
included the composition, membership
and alleged bias of the Veterans’. L
Advisory Committee on Environmental
Hazards, various comments concerning
38 CFR 1.17(b) and 3.311a for which no
changes were proposed, the frequency
of VA's publication of study - - -

, evaluations, consideration of defoliants

an those containing dioxin, - :
objection 1o the de sion not to gppesal
the court ruling which prompted this
rulemaking, assertion that all veterans

exposed to Agent Qrarige should receive

some payment from VA and comments
concerning claims of specific . ... .-

individuals. Some of these comments
could be addressed through .- ... .- -

. administrative procedures while others

would require legislative action, but all
are outside the scope of the original
proposal. Consequently, these will not
be addressed in this rulemaking. .. -
proceeding. - ... e

“Three veterans' organiza tions and one

individual suggested that the proposed

criteria for defining the term “significant

Iar Iy o s :
statistical association™ were too ’“‘“‘f‘.f" especially those portions which would

that VA should adopt the criteria

already developed by the Envimnmen'ui_l

Protection-Agency (EPA) or the . ;. ...
iternational Agency for Research on -.
-ancer (LARC) as indicative of such an
association. The criteria set forth by the
EPA (Guidelines for Carcinogen Risk -
Assessment, (51 FR 33992-34003 (1986))
and the IARC (IARC Monographs on the
Evaluation of the Carcinogenic Risk of .
Chemicals to Humans, Supplement 4.
(1982) and Supplement 7 (1987)) are
designed to assess the carcinogenic -
potential of a particular agent. This
process of risk assessment attempts to
determine the likelihood that exposure
to a specific agent will result in the
future development of a certain adverse
health effect. The identification of a :
possible adverse health consequence

would not be appropriate to rely upon
an approach designed to identify merely
possible risks; a different standard must
be employed to accomplish VA's task.
As described below, VA has looked to
the models cited in its attempt to draft a
scientlfically valid and acceptable
standard and utilized them where
appropriate.- -
Further, certain of these commenters
suggest VA should adopt the standard
articulated by IARC that, in the absence
of adequate human data, if studies show
evidence of a parficular agent's - - .
- carcinogenicity in animal species, it is
. prudent to regard such agents “as if they
resented a carcinogenicrisk to. .
umans.” The Advisory Committee had
previously considered the applicability
 of animal data to human experience and
did so extensively at its September 8,
1989, meeting. The Committee has noted
the widespread variations in observed -

effects in animals both within the same .

species and emong different species.
Other factors such as the dose of ., .
exposure and the methods and durations
of exposure employed in animal models
also play a role in judging the true
applicability of animal results. For these

be appropriate to adopt the IARC model,

( reasons, VA does not believe it would

apply “in the absence of adequate . -

-human data.” As will be discussed later,
however, the Committee has articulated
‘what it considers to be a proper role for
animal data to play in VA's attempt to

. determine the human's response to
exposure, - - s

The proposed criteria have been

criticized as being too strict because
their language is similar to that
employed by IARC [or determining a
causual association.! VA's advisory
committee commented, however, that
the criteria set forth are those which are
generally accepted by the scientific
community in evaluating any study.
That is, the Committee advised that
there are certain minimal standards
which must be met for any scientific
study to be considered valid. These

through the use of either or both human | standards are the same whether a study

and animal models ia the goal of the risk

assessment matrix. Its purpose is to -
serve as the basis for the elimination or
lessening of the possible adverse health
effect. VA, on the other hand, is
attempting to determine the likelihood
that a presently existing disease is -
associated with a prior exposure to a
specific agent. In doing so, it is
concerned with more than a mere
Possibility that an effect is associated
with a past exposure. Rather, it must
determine whether it is at least as likely
not that a significant statistical
iociation exists, Consequently, it

purports te establish a causual _
association or a statistical association.
Furthermore, VA notes that a complete

- reading of the cited IARC monograph

page shows that much more is generally

! The LARC monograph etates: “Three criteria
must be met before a causual association can be
inferred between exposure and cancer in humans:

1. Three is no identified bias which could explain
the association.

2. The possibility of confounding has been

- considered and ruled out as explaining the

asgociation.
3. The association is unlikely to be due to
chance.”

needed to infer causal association. The

" additional factors listed were the

existence of several concordant studies
which show an association, a showing
of strong association, a dose-response
relationship, and a reduction of cancer
incidence with a reduction in exposure.
None of these additional criteria are
required for a finding of significant
statistical association under VA's
proposed rule. Additionally, it should be
noted that the application of thege .-
criterla, when met, must result in the
finding of & significant statistical
association, Moreover, the benefit of the
doubt rule will be applied by the
Secretary to the evaluation of the weight
of the scientific evidence. Thus, if there
fs an approximate balance of positive
and negative evidence regarding the
association between dioxin and an
illness-or condition, the benefit of the
doubt will be given to the conclusion
that the association exists. S?Mat

do not gatisfy thes shold criteria
“ieﬂﬂgﬁ fnd medical evi entgne which;

retary's { der. .
pro aph (e)), may warranta /. -
finding of significant statistical . .-
association. When read together, VA
does not believe that proposed
paragraphs (d) and [e) constitute a-
standard which is too strict.. - .

One commenter suggested that VA
was introducing a “null hypothesis” -
whereby.“it is assumed that the: -
relationship does not exist unless there
is enough scientific evidence to satisfy a
rigorous standard that it does exist.” To
the extent that this comment suggests
that a significant statistical association
should be assumed to exist regardless of
whether there are any studies which
adequately support such a relationship,
VA disagrees. First, and foremost, VA
does not start with any presumption
concerning a disease’s association with
exposure. Rather, it begins from a
neutral position and then seeks to
determine the existence of valid positive
and valid negative studies. The relative
weights of the valid positive and valid
negative studies, with the application of
the reasonable doubt doctrine, will
determine the eventual conclusion.
Thus, the regulation does not establish
an overly rigorous standard but properly
requires that a significant statistical
association be established consistent
with Public Law 98-542,

Two veterans' organizations asserted
that VA should review the results of
dioxin studies involving laberatory
animals and not confine itself to
reviewing studies on the adverse health
effects of dioxin exposure in humans,
The issue of the value of animal studies

-
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was also raised by one of the
organizations in support of an objection .
to the proposed change to paragraph (a).
That commenter suggested that limiting
the studies reviewed to those involving
only herbicide exposure would be too
restrictive and would be an additional
basis for not reviewing studies on
laboratory animals. At the same time, an
individual commenter supported this .
change to paragraph {a) indicating that
exposure {o the herbicide, and not just
one of its components or conteminants,
was the key isgue. T ,

. Valid epidemiologic studies constitute
that maat direct and convincing .
evidence regarding exposure to some
agent and association with adverse
human health effects. Animal and :
mechanistic studies provide less direct
evidence in determining the tikelihood
that a presently existing disease is .

.. assaciated with past exposure to a .

| . of evidence of BsBociation with adverse -

specific agent, but may provide

_supportive and supple Dol
w the weight

* human bealth effects, - .-.

N

. To assure that relevant scientific 7
information on any specific issue is -
.considered, we are adding a new

p aph [e] to th posed rule
sgm of
ies whi ay contai rtive or
5 tal information and which
may be considered in assessing the
relative weight to be accorded.the
various valid studies being reviewed.
The idence to be considered
under new paragraph {e) would include
case series {reports of individual cases
unrelated to a specific scientific gtudy),
correlati (studies showing:
that a t ciation
beﬁz%m&pmsent}. studies
with insufficient power, animal studies
and mechanistic-atudies (studies of the

ar response to an.

cel
exposure). .. :
In response to the comments
concerning the revision to paragraph (a),
VA notes that the purpose of the
proposal was simply to track more
closely the statutory charge in Public
Law 98-542, the Veterans' Dioxin and
Radiation Exposure Compensation
Standards Act. Section 5 of that law,
which sets forth the requirement for and
content of regulations, clearly speaks in
terms of “guidelines governing the
evaluation of the findings of scientific -
studies relating to the possible increased
risk of adverse health effects of
exposure to herbicides containing dioxin
¥ * *." Thus the language of the
regulation is faithful to the language of
the law. For purposes of grammatical
accuracy, however, we are substituting

the words “and/or exposure to™ for the
word “or* immediately following the
-parenthetical “(dioxin)” in paragraph
{a)- The change is not intended to "
restrict the scope of studies to he .
reviewed and evaluated concerning the
issue of adverse health effects related to

. exposure to herbicides containing

dioxin. _

Two veterans' organizations end one
legislator expressed support for
proposed paragraph (e) (redesignated as
(D), but one suggested it could
strengthened by permitting - * - :
consideration of animal studies. Because

 the formulation of that paragraph is such

as to permit consideration of any -
reievant scientific and medical
evidence, we perceive no benefit in
referencing one particular type of
evidence. Further, as noted above with
respect to new paragraph (e), animal
studies as well as other relevant studies

‘may be considered in conijunction with

valid scientific studies as defined in
paragraph (d).” ~ U
One veterans’ organization and one

legislator suggested with regard to
proposed paragraph (d){z)(ii) that study
biases should not be assumed in the
-absence of specific evidence of their
presence or that they should be
permitted to exist if they are.
satisfactorily accounted for. Neither the
presence nor the absence of a bias is
assumed. Further, the proposed
language only requires.that a
géaso iases and that if |

i e .

investigator acknowledge them and

ex ] n into
account in grriving at the study's.

conclusions. Reviewers should not be
prohibited from suggesting that a
particular study methodology may have
introduced a bias not accounted for by
the investigator. However, we ggrea.that

Loar ified. i ot
inl’éudﬂlkimdﬂ!_i!ﬁr%f,sm
@ﬂlh&hia&did.ggtiﬂ‘%iﬂudy's
conclisions. To accommodate this
suggestion we have amended paragraph
(d}{2)(ii}, with the concurrence of the
Advisory Committee, to read as follows:
“I8 reasonably free of biases, such as
selection, observation and participation
biases; however, if biases exisy, the
investigator has acknowledged them
and so stated the study’s conclusions
that the biases do not intrude upon
those conclusions; and”. .

Two veterans' organizations sought
clarification of the terms “positive” and
"negative” with reference to the
scientific studies being reviewed. One of
those commenters suggested that sludies
which contain misleading statements or
which depart from established scientific

-and represent general characterizations

-could be considered in assessing the

standards should be eliminated from
cousideration even before they are
designated as “positive” or “negative*,
The terms “positive” and “negative™ .
with regard to studies are well- -
understood by scientific investigators

of studies depending on their findings or
lack of findings. A study is “pasitive™

it finds a correlation the study was ¥
designed to detect. A study is “negative’

if it did not find a correlation the study
was designed to detect. The screen

factors suggested by the commenter

Vo

B IV

validity of a study, but not whether the
study should be considered at all.

One State veterans' organization
conceded that the study evaluation
process was ultimately subjective in -
nature and did not Jend itself to .
complete objectivity but suggested that
the process might be more open if
additional factors were considered
during the study evaluation process and
some terms were clarified. The :
commenter suggested four terms for
clarification. Three of those terms (peer
review, replicability and the veteran. _
population of interest} are contained in
paragraph (b) of the rule which is not a
subject of this rulemaking proceeding.
The fourth term (relative weights of
studies) is a term which cannot be
quantified but which relies heavily on
the subjective consideration of -
experienced scientific investigators.

Several of the additional factors
suggested for consideration during the
process of evaluating epidemiological
findings were already included in
proposed paragraph (d), i.e., statistical
significance, study design and bias."
Other suggested factors such as dose-
response relationships, the consistency
and reproducibility of results, the
strength and specificity of the
association and its biological
significance, that relate to the
determination of causality in
epidemiology, are not required or
determinative for finding significant
statistical association, but may be
considered in evaluating the relative
weights of studies.

One veterans’ organization and one
fegislator addressed the requirement in
proposed paragraph [d){3) that positive
studies be statistically significant at a
probability level of .05 or less. They
indicated that this requirement should
not “pre-eliminate” studies, should
apply equally to negative studies and. in
any event, should probably be raised to
.10 or less. While this requirement could
prevent a study from being considered
as a valid positive study for purposes of
paragraph {d), it would not preclude or

e g e g T e
i v Hhhelk Gttt it
Al o ey g e A < A m 1 b 5 e o
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“pre-eliminate™ it from conmderahon
under paragraph (e} or (] together with
other scientific and medical evidence on
*a game subject. This requirement is
applicable to negatlve studies -

Ause it requires that there be a one-
m-twenty chance or less thatan = -
apparent positive association is due to
chance alone. It is not, therefore,
calculated with respect to negative
findings. Finally, our Advisory
Committee has advised that .05 Ia the
most accepted probability value with or
without a prior hypothesis. For these

reasons we find no basis for changmg o

the proposal.

One mdmdual commeter suggesled
that “gi iation™
was & tical
calculation. We believe the commenter
Wi’;@nﬂl_.fins that term with the term
“statistical significance™ which is a -
mmlculatjon and which is
considered under paragraph (d)(3).

One veterans’ organization suggested
a mathematical formula for weighting
positive and negative studies and .
suggested its inclusion In paragraph

(d)(4). We agree that the slatistical
pow tudie d be
uged i m with positive

studies, but use of the mathematical
equation proposed is only applicable
when two or more studies are identical,
or nearly so, with at least one being
positive and one being negative. Such an

ation would be useful for evaluating

ratory studies, but epidemiological

Jdies unfortunately lack such
uniformity,

One veterans’ organization suggesled
that proposed paragraph (c) be amended
by adding the phrase “it is at least as
likely as not that" before the phrase “a
s:gmﬁcant statistical association exists

*" We cannot agree. The language
suggested for addition is the key
language used in applying the
reasonable doubt doctrine. As reflected
in proposed paragrapb [c), that doctrine
is applied in determining the existence
of a significant statistical association
under the provisions of proposed
paragraph (d}{1), and that is where that
reasonable doubt language should and
does appear.

The same commenter suggested that
some high risk subgroups might be
unethically excluded from consideration
in a study’s conclusions because such
things as the possibility of synergistic
dlsease-provokmg mechanisms or
impairment of the immune system might
be viewed as confounding factors for
which the investigator had to “correct.”
We do not agree. The proposed rule
does not require correction for possible
confounders but rather a satisfactory

»unting for known confounders.

Under this more liberal construction a
valid study s permitted to Include -
confounding factors if they are noted
and satisfactorily explained in relation
to the study's conclusions.

The Interest expressed by both
Individual and organizational
commenters is appreciated. Except as
noted herein, the amendments to 38 CFR
1.17 are adopted as proposed.

The Secretary hereby certifies that
this regulatory améndment will not have
a gignificant economic impactona
substantial number of small entities as
they are delined n the Regulatory -
Flexibility Act, 5 U.S.C. 601-812. The
reason for this certification is that this
amendment would not directly affect -
any small entities. Only VA
beneficiaries could be directly &ffected.
Therefore, pursuant to 5 U.S.C. 605(b),
this amendment is exempt from the -
initial and final regulatory flexibility |
analysis reqmrements of sectlona 603 v
and 6(4. -

In accordance with Executive Order }
12291, Federal Regulation, the Secretary -
has determined that this regulatory -
amendment is non-major for the
following reasons.

(1) 1t will not have an annual effect on
the economy of $100 million or more,
(2) It will not cause a major increase.

in costs or prices.

(3) It will not have significant adverse
effects on competition, employment, -

investment, productivity, innovation, or. ; .

on the ability of United States-based
enterprises to compete with foreign- .
based enterpnses in domestzc or export
markets.

(The Ca!a!og of Federal Domesuc Assnstance
program numbers are 64,104, 64.105, 64.109,
and 64.110)

List of Subjects in 38 CFR Part 1

Administrative practice and
procedure, claims.

Approved: September 27, 1989,
Edward ]. Derwinski, ~
Secretary of Veterans Affairs.

PART t—{AMENDED]

38 CFR Part 1, GENERAL, is amended
by revising § 1.17 to read as follows:

§ 1.17 Evaluation of studies relating to’
health effects of dioxin and radiation
exposure,

(a) From time to time, the Secretary
shall publish evaluations of acientific or
medical studies relating to the adverse
health effects of exposure to a herbicide
containing 2, 3, 7, 8 tetrachlorodibenzo-
p-dioxin (dioxin) and/or exposure to
ionizing radiation in the "Notices"
section of the Federal Register.

-(b} Factors to be conmdered in
evaluating scientific studies include:

(1) Whether the study's findings are
statistically significant and replicable.

(2) Whether the study and its findings
have withstood peer review.

(3) Whether the study methodology
has been sufficiently described to permit
replication of the study.

(4) Whether the study's findings are
applicable to the veteran population of
interest,

(5} The views of the appropriate panel
of the Scientlfic Council of the Veterans'
Advisory Coumuttee on Envu'onmenlal ;
Hazards,

" (c) When the Secretary determines,
based on the evaluation of scientific or
medical studies and after receiving the
advice of the Veterans' Advisory
Committee on Environmental Hazards
and applying the reasonable doubt
doctrine as set forth in paragraph (d](l]
of this section, that a significamt - . ..
statistical association exisis between:
any disease and exposure to a herbicide
containing dioxin or exposure to |

.ionizing radiation, §§ 3.311a or 3.311b of

this title, as appropriate, shall be
amended to provide guldelmes for the
establishment of service connection. >

(d)(1) For purposes.of paragraph (c) of-
this section a “significant statistical
association” shall be deemed to exist
when the relative weights of valid _. .
positive and negsdtive studies permit the
conclusion that itis at least as likely 88 -
not that the purported relationship -
between a particular type of exposure -
and a specific adverse health effect .. .
exista.

(2) For purposes of th:s paragraph a
valid atudy is one which:

(i) Has adequately described the
study design and methods of data
collection, verification and analysis;

(ii) Is reasonably free of biases, such
as selection, observation and
participation biases; however, if biases
exist, the investigator has acknowledged
them and so stated the study's
conclusions that the biases do not
intrude upon those conclusions; and

(iii) Has satisfactorily accounted for
known confounding factors,

(3) For purposes of this paragraph a
valid positive study is one which
satisfies the criteria in paragraph (d)(2)

of this section and whose findings are
statistically significant at a probability
level of .05 or less with proper
accounting for multiple comparisons and
subgroups analyses.

(4) For purposes of this paragraph a
valid negative study is one which
satisfies the criteria in paragraph (d)(2) J

of this section and has sufficient
statistical power to detect an
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association between a parllcu.lar type of
exposure and a specific adverse health .
effect if such an asaoclahon were to
exist.

{e} For purposes of uaesslng the

- relative weights of valid positive and ™ -

negative studies, other studies a[l'eclms
epldemxological assessments including
case series, correlational studies and
studies with insufficient statistical =
power as well as Key mechanistic and .
animal studies which are found to have

. particular relevance to an effect on

i —

human organ synlems may also be
considered., -

0 Notw:thslandmg the provimons of
paragraph (d} of this section,.a = ..

icant statistical association” may -

be deemed to exist between a parﬂcular
exposure and a gpecific disease If, in the
Secretary's judgment, scientific and .
medical evidence on lhe whole supporls
such a declsion.. a1t

(Aulhonty.-aa U.S.C. zm(c): Pub. I.. 98-542]
[FR Doc. 88-23175 Filed 9-29-80; B:45 em] '
BILLNG oooe m—m-u s

FEDERAL COHMUNICATIONS
COMM!SS!ON

{DA 89—1143]

. Admln!stmtwe Pracﬁce and Procedure

.amendmert. -

AGENCY: Federal Commmucahons
Commission. ;- =7,

ACTION: Pina! rule; 1eclyncal R

sumnv"[‘hm order amends § 1.115(d]
to reflect when replies to an opposition

- to an application for review may be

filed. Further the Order reorgamzed

§ 1.115(f) and also split that pro\usxon
into two subsections in order to
separate those requirements governing

the initial filings relative to'an . - X
* - application for review from those
" requirements governing briefs and reply

briefs that may be requested after the.
Commission grants review of a Review
Board final decision. This amendment
provides better clarification and
organization of existing rules.
EFFECTIVE DATE: October 2,1989. © . -
ADDRESSES: Federal Communications
Comumission, 1919 M Street, NW .
Washington, DC 20554,

FOR FURTHER INFORMATION CONTACT:
Joe McBride, Office of General Counsel,
(202) 254-6530. ,

SUPPLEMENTARY INFORMATION: The
Managing Director adopted on
September 13, 1989, and released on
September 22, 1889, an Order amending

Iy
=N - S

§1.115 (d) and [f] of the Commluion 8.
rules. 47 CFR 1.115 (d) and (f). This -
amendment provides better c]arlﬁcaﬂon
and organ].z.ahon of exlsting rules.

Order

Adopted: September 13. 1089.
Released: September 22,1989,
By the Managing Drrec!or

1. In Ronald F, Trinchitella,i the :
Commission recently clarified that
§1. 115(['] s prob.ibihon‘on the filing of
replies in response to oppositions to
applications for review except when .
requested by the Commission only
applies to replies to.oppositionsto ~ . -
applications fof review of final decisions
of the Review Board. The Commission
noted that the decision adopting the
language in question éxpressly indicated:
that the prohibition only applied “to
Review Board final decisions.”® The
Commission also noted that § 1.115(d}) -
authorizes the filing of reply pleadings.?
This Order aménds § 1.115 (d) and {f] | to
reflect more clearly the Comnusalon 8,
intent when it promulgated those

pl'OVISIOHB

- 2. Section 1. 115(d) is bemg amended _ '

* to reflect when replies may be filed.
‘Section 1.115(f), as modified, will only -

contain the technical requirements for-
applications for review and related
pleadmga. such as'page length, service
of copies, and where to file them, "~ -
Furthermore, § 1.115(f) is being slightly

restructured fo dlstmgmsh between the -

requirenients governing the initial filings
relative to an application for review and.
the subsequent requirements governing -
briefs and reply briefs that may be - -

requested after the Commission grapts
review of a Review Board final decision.

3. Accordingly, It is erdered, That -

§ 1.115 (d) and {f) of the Commission’s.
rules are amended, as provided in the
appendix, pursuant to the authority
contained in § 0.231{d) of the
Commission's rules. .. ..

4. A notice and comment proceedmg
is not required in this instance because
§ 1.115 (d) and [f) are rules of agency
procedure and pracﬁce See 5 U.S.C.
553(b)(A). . . -

5. This amendment Wl" be eﬂ'eclwe
upon publication in the Fi ederal Register,
Sees5U.S.C.553(d). - : '
Alan R. McKie,

Acting Menaging DHECIDI‘

Rule change
47 CFR part 1is amended as fo!lows

* Ronald F. D—:’mﬁite]!a.' PCC 89-270, re!eaned
Augus! 16, 1082 at 4. . .

* Id. [quoting Amendments to ports 6 ond 1 of the
Commission’s Auies with respect to Adjudicotory
Re-Regulation Pmposab. 58 FCC 2d 865, 876 {1076)).

30

PART 1-—[AMENDED]

1. The autharity citation for part 1
cont[nues toread as follows:

Autlmlty-ﬁeu 4, 303, 45 Stal. 1088, 1082,
as amended; 47 U.S.C. 154, 303; Implement, &
U.5.C. 552, unless othérwise noted.

2. 47 CFR 1.115 (d) and [f) are revised
to read as follows. -

§1L115 Appll:aﬂoniorrevimoucﬂm
{aken pursuant to delegated authority.

L * B

(d) Except as provided in paragraph

-(e] of thie section, the application for

review and any supplement thereto shall
be filed within 30 days from the date of
public notice of such action, as that date
is defined in § 1.4{b) of these rules.
Oppositions to the application shall be
filed within 15 days after the application
for review is filed. When permitted,
replies to oppositions shall be filed
within 10 days after the opposition is
filed and shall be limited ta matters
raised in-the opposition. Replies to
oppositions to applications for review of
final decisions of the Review Board may
be filed only if the Commission requests
a reply; except as provided in

§ 1.115(e){3), replies to oppoutwns to all
other applications for review are
pemusszb]e. )

l-_— * -l o L % LT .

(1) Apphcatlons for review,
oppositions, and replies shall conform to
the requirements of §§1.49,1.51,’and
1.52, and shall be submitted to the
Secretary, Federal Communications
Commission, Washington, DC 20554
Except as provided below, applications .
for review and oppositions thereto shall
not exceed 25 double-spaced -
typewritten pages. Applications for
review of final decisions of the Review
Board and oppositions thereto shall not
exceed 10 double-spaced typewritten
pages. Applications for review of
interlocutory actions in hearing
proceedings {including designation
orders) and oppositions thereto shall not
exceed 5 double-spaced typewritten
pages. When permitted (see § 1.115(d]).
reply pleadings shall not exceed 5
double-spaced typewritten pages. The
applicatlion for review shall be served
upon the parties to the proceeding.
Oppaositions to the application for
review shall be served on the person
seeking review and on parties to the
proceeding. When permitted (see

§ 1.115(d}}, replies to the opposition(s} o

the application for review shall be
served on the person(s} opposing the
gpplication for review and on parties lo
the proceeding.

{2) If the Commission grants review of
a Review Board final decision and

FEERS T35






revegelated area prior 1o bond release
for Reclumution Phase Il work.

Puaragraph (I} has been modified to
require that bond release applications
include proof of advertisement by the
permitiee of his filing of the release
a~~lication. The MDDNR is granted

‘tionary sulhority to waive its

ction of the completed reclamation
work if it has not received any
objections or requests for an informal
conference; and it has conducted an
inspection of the area within a four
month period prior to receiving the bond
release application and the inspection
did not identify any reason for denying
bond relesse.

Paragraph {K) has been modified to
allow the MDDNR to recover from the
permittee all costs of reclamation in
excess of the amount forfeited should
the forfeited bond be insufficient to pay
the full cost of reclamation.

L. Public Comment Procedures

In accordance with the provisions of
30 CFR 732.17(b). OSMRE is now
seeking comments on whether the
amendments proposed by Maryland
satisly the applicable program approval
criteria of 30 CFR 732.18,

If the amendments are deemed
adequate, they will become part of the
Maryland program.

Written Comments

Writien comments should be specific.

r- *vin only to the issues proposed in
‘emaking and include
adations in support of the

commentor's recommendations.
Comments received after the lime
indicated under “DATES" or at locations
other than the OSMRE Charleston Field
Office will not necessarily be
considered and included in the
Administrative Record for the final
rulemaking.

Public Hearing

Persons wishing to comment at the
public hearing should contact the person
listed under “weq FURTHER INFORMATION
CONTACT” | 'D.m. on August 2,
1889. Ifnoo..  quests an opportunity
lo comment al a public hearing, the
hearing will not be held.

Filing of a written statement at the
time of the hearing is requested as it will
greatly assist the transcriber.
Submission of written statements in
advance of the hearing will allow
OSMRE officials to prepare adequate
responses und appropriale questions.

The public hearing will continue on
the specified date until all persons
scheduled to comment have been heard.

Pr ‘9 in the audience who have not
t heduled to comment. and who
$-031999 Q03 NOIN17-JUL-89-11:50.23)

wish 10 do so. will be heard following
those scheduled. The hearing will end
after all persons scheduled to comment
have been heard.

Public Meeting

l{ only one person requests an
opportunily lo comment at a hearing. a
public meeting rather than e public
hearing. may be held. Persons wishing to
meet with OSMRE representatives lo
discuss the proposed amendments may
request a meeting at the OSMRE office
listed under “anongssEs™ by contacting
the person listed under “ron FUnTHER
INFORMATION CONTACT.” All such
meetings will be apen to the public and.
if passible, notices of meetings will be
posted at the location under
“ADDRESSNS." A written summary of
each meeting will be made a part of the
Administrative Record.

List of Subjects in 38 CFR Purt 528

Coal mining. Intergovernmental
relations, Surlace mining, Underground
mining.

" Date: July 10, 1980

Carl C. Close,

Assistant Director. Eastern Field Operations.
{FR Doc. 80-18774 Filed 7-17-08: 8:45 um)
BILLING CODE 4319-00-20
M

DEPARTMENT OF VETERANS
AFFAIRS

S CFR Part 1
RN 2800-AEO®

Evaluation of Studies Relating to
Heaith Effects of Dioxin and Radiation
Exposure

AGENCY: Department of Veterans
Alfairs.
ACTIONE Proposed rule.

SUMMARY: The Department of Veterans
Affaira (VA) is proposing to amend its
regulation on scientific and medical
study evaluations to establish criteria
for determining when a significant
slalistical association exists between
exposure lo dioxin or ionizing radiation
and specific diseases. This change is
neceasary because of a recent court
decision. This change will require
reassessment of the importance of
scientific and medical studies on the
health effects of exposure to dioxin or
ionizing radiation.

oaves: Comments must be received on
or before August 17. 1988. Comments
will be available for public inspection
until August 28, 1969. This change is
proposed 1o be effective the date of
publication of the final rule,
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ADORESSES: Inlcresied persons are
invited to submit wrilten comments.
suggestions, or objections regarding this
change 1o Secretary of Velerans Affairs
{271A). Depariment of Veterans Affairs,
810 Vermont Avenue NW., Washington,
DC 20420. All written comments
received will be available for public
inspection only in the Veterans Services
Unit. Room 132, al the above address
between the hours of 8:00 a.m. and 4:30
p-m.. Monday through Friday {except
holidays), until August 28, 1986.

FOR FURTHER INFORMATION CONTALT:
Robert M. White, Chief, Regulations
Stafl. Compensation and Pension
Service, Veterans Beneflits
Administration, (202) 233-3005.

SUPPLEMENTARY INFORMATION: On May
2. 1969, the U.S. District Court for the
No:them District of Califomia issued an
order in the case of Nehmer, et al., v.
United States Veterans’ Administration,
el al., interpreting the rulemaking
requirements of the Dioxin and
Radiation Exposure Compensation
Slandards Act, Pub. L. No. 98-542. The
court found Congress intended thet VA And

i service a o

in i ta I

association betw: ure and
dixcase. The court also found that VA
was required to apply its benefit-of-the-
doubt policy to the aggregate rulemaking
determination as to which diseases were

associated with dioxin exposure,

To implement this court decision we
propose to amend 38 CFR 1.17
concerning study evaluation criteria.
Paragraphs {a) and (b) of that section
have always applied to the evaluation of
individual sclentific or medical studies
and are being retained in their entirety
with the exception of technical
amendments to paragraph (a) changing
“Administrator” to “Secretary” in
accordance with VA's elevation to
Cabinet status and including clarifying
language to more closely track the
statutory charge lo evaluate studies
involving exposure to herbicides
conlaining dioxin rather than exposure
to dioxin alone. New paragraphs are
being added to establish that service
connection will be predicated upon
determinations of significant statistical
association between dioxin or radiation
exposure and various diseases as shown
by scientific and medical studies.

Paragraph (c) provides that the
guidelines for establishing service
connection based on dioxin or radiation
exposure (38 CFR 3.311a and 3.311b) will
be amended whenever the Secretary
delermines that a significant statistical
association exisls between such
exposure and any disease. These




evaluation of scieatific and medical
studies «nd on the advice of the
Veterans Advisory Committee on
Environmental Hazards.

Paragraph (d)(1) sets forth the general
proposition that a significunt statisucal
'ssociation shall be deemed to exist
~hen the relative weights of valid
positive and neyative studies permit the
Secretary to conclude that it is at least
as likely as not that the purported
relationship between exposure and

determinations will be based on the /

| disease exists. This com:lusion will be
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Lused on a balancing test conusidering

the relative strengths and \wwesknesses of

valid studies whose findings relate to
the existence of the relationship under
consideration. This balancing test
incorporales VA's "reasonahle doubt™
doctrine with respect to thiv uvaluation
process. The criteria {nr delermining
whether u study is valid z1td whether it
is positive or negaltive with respect to
the issue ur.der conside:ation sre set
forth in paragraphs (d)(2) through (d){4}.

There are three criteria which must be
satisfied in order for a study to be
considered valid for purposes of
determining whether a significant
slatistical association exists. First, the
study design and the methods of data
collection, verification and analysis
must be adequately described. Such
descriptions are necessary for reviewers
to properly assess study resulls.

Second. the study must be reasonably
free of biases which would cause

:rious doubt to be cast on the study’s
«ndings and conclusions. While all
biases which can affect a study's results
are not listed, selection, observation and
participation of subjects are included as
examples of some of the biases
investigators must clearly avoid.

The third criterion for a valid study is
a salisfactory accounting for known
confounding factors which. if not
identified and corrected for, could skew
the study results. For example, a study
involving lung cancer and dioxin or
radiation exposure would have to
satisfactorily account for the effects of
cigarette smoking or asbestos exposure
in the study populations and correct for
those factors.

In addition to satisfying the criteria
for a valid study. findings of a valid
Positive study must also be statistically
significant at a probability level of .05 or
less and must properly account for
muitiple comparison and subgroup
analyses. Statistical significance at a
probability level of .05 or leas means
that it must be statistically
demonstrated that the likelihood is only
one in twenty, or less, that the results of

" = study are due to chance alone. This
o be accomplished using a standard
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epidemiological tool for determining
with a high degree of confidence that the

observed associalion is real and not a
chance occurence. Additionaly, it is
recognized that multiple comparisons
within a study population or division of
a study population into numerous
subgroups can, upon unalysis of the
data, produce results which may be
meaningful or may be due to chance. It

Tis through proper analysis of the

multiple comparisons and subgroup
divisions by the investigators that the
possibility of attributing undue
importance to chance findings may be
avoided.

In order to be considered a valid
negative study, the criteria for a valid
study wguld have to be satisfied, and. in
addition, the study would have to have
sufficient statistical power to detect the
assoclation of interest if it existed. This
means that th

iﬂ&l%uﬂtmﬁinmwh
in hoth the exposed group and the
comparison grou;, le-provid

u; e an -
opportunity for the
asscclation Ta abbear . in Tect, it were

ere {o be detected.

While satisfaction of the criteria in
paragraph (d) will require a
determination of “eignificant statistical
assoclation™, paragraph (e) is being
added to give the Secretary latitude to
find that such an association exists on
the basis of other scientific or medical
evidence which may not satisfy the
requirements of paragraph (d} in all

t

respects. The
freedom to act pasitively on behalf of

the veleran ulation in those
instances wEe;:g the results of one or

more siu P_80-COMD lhatil is
unnecessary to insist on complate
action of the criteria in paragraph

3 B [1 £] e L
{d) before making & ing of ficant
.ﬁ)fljmmﬁm_—/m

This change establishes specific
criteria which would require further
amendment of adjudication regulations,
however nothing in this regulatory
proposal should be coustrued as in any
way limiting or diminishing the
Secretary’s rulemaking authority under
38 U.S.C. 210{c).

The Secretary hereby certifies that
this regulatory amendment will not have
a significant economic impact on a
substantial number of small entities as
they are defined in the Regulatory
Flexibility Act, 5 U.S.C. 801-612. The
reason for this certification is that this
amendment would not directly affect
any small entities. Only VA
beneficiaries could be directly affected.
Therefore. pursuant to 5 U.S.C. 805(b)},
this amendment is exempt from the
initial and fina! regulatory flexibility
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unalysis requirements of sections 603
and 604.

In accordance with Executive Order
12281, Federal Regulation, the Secretary
has determined that this regulatory
amendment is non-major for the
following reasons.

(1) It will not have an annual effect on
the economy of $100 million or more.

(2) It will not cause a major increase
in costs or prices.

{3) It will not have significant adverse
eflects on competition, employment.
investment, productivity, innovation, or
on the ability of United States-based
enterprises lo compete with foreign-
based enterprises in domestic or export
markets.

The Catalog of Federal Domestic
Assistance program numbers are 64.104,
64.105, 64.108. and 64.110.

List of Subjects in 38 CFR Part 1

Administrative practice and
procedure, claims.

Approved: July 12. 1980,
Edward }. Derwinski,
Secretary.

38 CFR Part 1. GENERAL
PROVISIONS, is proposed to be
amended by revising § 1.17 to read as
follows:

PARY 1—GENERAL PROVISIONS

§ 1.17 Evalustion of studies relating to
heaith eftects of dioxin and radistion
exposurs.

(8} From time to time. the Secretary
shall publish evaluations of scientific or
medical studies relating to the adverse
health effects of exposure to a herbicide

conlaining 2.3.7._8_Lg_lrachlomd_f_b;@91;ng- f /

dioxin (dioxin) ot onizing radistion
the “Notices™ section of the Federal

Register.

(b} Factors to be considered in
evaluating scientific studies include:

(1) Whether the study's findings are
statistically significant and replicable;

(2] Whether the study and its findings
have withstood peer review:

(3) Whether the study methodology
has been sufficiently described to permit
replication of the study:;

{4} Whether the study's findings are
applicable to the veteran population of
interest;

(5) The views of the appropriate panel
of the Scientific Council of the Veterans’
Advisory Committee on Environmental
Hazards.

(c) When the Secretary determines.
based on the evaluation of scientific or
medical studies and after receiving the
advice of the Velerans’ Advisory
Commiltee on Environmental Hazards,

*
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that a significani statistical assoclation
exists between any disease and
exposure 1o a herbicide containing
dioxin or exposure 10 ionizing radiation,
§ 33174 or § 3.311b of this title. as
&puopriate, shall be amended to

r v ide guidelines for the establishment
of service connection.

(d)?) For purposes of paragraph (c) of
this s.clion a “significant statistical
association” shall be deemed to exisi
when the relative weights of valid
positive and negative studies permit the
conclusion that it is at least as likely as
nof that the purported relationship
belween a particular type of exposure
and a specific adverse health effect
exists.

{2) For purposes of this paragraph a
valid study is one which:

(i} Has adequately described the
study design and methods of data
collection, verification and analysis;

(i) Is reasonably free of biases, such
as selection, observation and
participation biases; and

(iti) Has satisfactorily accounted for
known confounding factors.

{3} For purposes of this paragraph a
valid positive study is one which
salisfies the criteria in paragraph {d)(2)
of this section and whose findings are
statistically significant at a probability
level of .05 or less with proper
accounting for multiple comparisons and
subgroup analyses.

(4) For purposes of this paragraph a
valid negative study is one which
satisfies the criteria in paragraph (d)(2)
of this section and has sufficient
statistical power to detect an
association between a particular type of
exposure and a specilic adverse health
effect if such an association were o
exist.

(e} Notwithstanding the provisions of
paragraph (d) of this section, a
“significant statistical association” may
be deemed 1o exist between a particular
expoaure and a specific disease if, in the
Secretary’s judgment, scientific and
medical evidence on the whole supports
such a decision.

{Authority: 38 U.S.C. 210{c}: Pub. L. 98-542)

(FR Doc. 85-16025 Filed 7-14-8%; 1:25 pm|
LLING CODE

AQENCY: Department of Defense (DoD).

$-011999 005 40IX17-JUL-89-11:350:3})

ACTIOK: Proposed ruiv und request for
comment.

SUMMARY: The Defense Acquisition
Regulatory (DAR) Council is proposing a
revision to the Defense Federal
Acquisition Regulation Supplement
Subpart 219.8 10 conform to proposed
FAR revisions published at 54 FR 27310,
June 28, 1089. :

OATE: Comments conceming the
proposed rule must be received by
August 17, 1889 to be considered in
formulating a final rule. Please cite GAR
Case 88-325 in all carrespondence
related to this issue.

ADDRESS: Interested parties should
submit written comments to: Defense
Acquisition Regulatory Council, ATTN:
Charles W. Lloyd, Executive Secretary,
DAR Council, ODASD (P)/DARS, clo
OASD{PaL) (M&RS), Room 3D139, The
Pentagon. Washington, DC 20301-3062.
FOR FURTHER INFORMATION CONTACT:
Mr. Charles W. Lloyd, Executive
Secretary, DAR Council, telephone (202)
697--7208.

SUPPLEMENTARY INFORMATION:

A. Background

Section 303(b) of the “Business
Opportunity Development Reform Act of
1888™ requires that acquisitions offered
for award pursuant 1o Section 8{u) of the
Small Business Act be awarded on the
basis of competition restricted 1o eligible
program participants if (a) there is a
reasonable expectation that at [east two
eligible program participants will submit
offers and that award can be made at a
fair market price, and (b) the anticipated
award price of the contracl (inciuding
options) will exceed $5,000.000 in the
case of u contract opportunity assigned
a standard industrial classification code
for manufacturing and $3,000,000
(including options) in the case of all
other contract opportunities. Section
303(d) amends the current appeal
authority of the Small Business
Administration to permit appeals as to
whether a requirement should be offered
1o the Section 8{a) program and as to
whether the estimated fair market price
as determined by the contracting agency
is correct.

B. Regulatory Flexibility Act

The requirements of the Act are being
addressed by the Small Business
Adminlstration in development of its
regulations implementing the “Business
Opportunity Development Reform Act of
1868, Pub. L. 100-656. (FR 12054, March
23, 1989).

C. Paperwork Reduction Act

The requirements of the Paperwork
Reduction Act are being addressed by
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the Small Business Administralion in
development of its regulations
implementing the “Business Opportunity
Development Reform Act of 1968",
Public Law 100-856. {FR 12054, March
23, 1580)

List of Subjects in 48 CFR Part 219

Covermnment procurement
Charles Lioyd
Executive Secretary, Defense Acquisition
Regulatory Council.

Therefore, it is proposed that 48 CFR
Part 219 be amended as follows:

1, The authorily citation for 48 CFR
Part 210 continues to read as follows:

Authority: § U.S.C. 301, 10 US.C. 2202, Do
Directive 5000.35, and DoD FAR Supplement
201.301.

PART 219—SMALL BUSINESS AND
SMALL DISADVANTAGED BUSINESS
CONCERNS

218007 [Amended)

2. Section 219.803 is amended by
redesignaling paragraph (a) as
paragraph (c): by changing the reference
in the redesignated raragraph (c) to read
*19.803(c)" in lieu of *19.803{a): by
redesignating (c) (S-71) as paragraph
{b): and by removing (c)(S-70) (i) and
(ii);

3. Section 219.804—4 is added to read
as follows:

219.004-4 Repetitive acquisition.

(a) When the SBA requests that a
requirement be reserved for award of a
contract (follow-on our otherwise) under
the 8{a) Program, the request shall be
honored, if otherwise appropriate, and
the total SDB set-aside procedure shall
not be used.

{b) An SBA request that a new
requirement be reserved for the 8{a)
Program need not be honored and a
coatracting officer may proceed with a
total SDB set-aside if the SBA request is
received after publication of a synopais
pursuant to 205.207(d)(S-72) or (S-73].

[FR Doc. 80-16779 Filed 7174 8:45 am|
SRLLING CODE M-

48 CFR Part 248

Department of Detense Federal
Acquisition Regulation Supplement;
DFARS Warranties

AagncY: Department of Defense (DoD).

ACTION: Proposed rule {extension of
comment period).

SUMMARY: The Defense Acquisition
Regulatory (DAR) Council published a
Proposed rule with request for public







Minutes

Veterans Advisory Committee on
Environmental Hazards

June 26, 1989
Mr. Meadows opened the meeting with a brief description of the charge to the special task force of the Committee.

He noted that the Committee had been asked to review a regulatory proposal designed to implement the decision of
the court in Nehmer, et al. v. U.S. Veterans Administration, et al.

Mr. White of the Veterans Benefits Administration provided a summary of the court’s holding in the Nehmer case.
He stated that the court ruled that VA in using a cause and effect standard in determining what diseases, if any,
were associated with exposure to Agent Orange employed a stricter standard than had been intended by the
Congress in enacting Pub. Law 98-542. The court stated that Congress intended a less strict standard of
"significant statistical association” in attempting to relate a disease to exposure. Accordingly, the Department was
directed to consider the scientific literature in light of this standard.

Mr. White advised the task force of the Committee that a draft proposed rule setting forth the criteria by which to
judge when a significant statistical association may be said to exist had been prepared for the Committee’s
consideration. He noted, however, that the Committee should not feel bound by anything contained in the proposal
as it was being offered to present a framework for discussion.

Mr. White then summarized key provisions of the draft proposal. He noted that the proposal contained a trigger
mechanism whereby a significant statistical association must be found when certain criteria were satisfied: when

two or more studies which were favorably evaluated individually have adequate statistical power to detect a 25]

percent increased incidence for the disease under consideration; have satisfactorily accounted for confounders;
have sufficiently described their methodology and data to aliow validation; are statistically significant at a probability
of 0.05 or better; and outweigh the results of negative studies on the same subject, it must be concluded that a
significant statistical association had been established. He noted that the last criterion, the balancing test of the
negative and the positive studies, constituted the required application of the reasonable doubt doctrine to the study
evaluation process.

Mr. Conway commented that after the Committee’s meeting, the recommendation of the Committee would be
presented to the Veterans Benefits Administration for its consideration in drafting a final proposed rule which would
be published for public comment in mid-July. Following the public comment period, the Department will consider
the comments received, make whatever changes it deems appropriate, and respond to the comments that it did not
accept. The Committee would then meet again to consider the comments, the Department’s response, and the
proposed final regulation. The Department, following receipt of recommendations by the Committee, would then

ublish final regulations in October. In November, the Committee would convene again to apply the standard to the
iterature and make whatever recommendations it deems appropriate to the Secretary. The Secretary would then
consider that advice and announce any changes to the Department’s policy concerning compensation for Agent
Orange related diseases in January.

Dr. Whitlock asked for clarification of what was intended by the adequacy of statistical power to detect an increased
incidence of 25 percent or more. Mr. Conway responded that based upon consuitations with various individuals, it
was thought that more was required than a statement that adequate statistical power to detect a disease was
necessary; that there shouid be some threshold number by which to judge the adequacy. There then followed a
discussion of this provision of the proposal.
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Dr. Colton suggested that it may be better to speak in terms of relative risk, that is that a study must have adequate
statistical power to detect an increased risk of 25 percent or greater. Dr. Lathrop asked for the rationale for
selecting an increased relative risk of 25 percent, commenting that it is only in very, very large studies that one
would have adequate power to detect an increase of 25 percent. Dr. Colton asked what purpose was served by
having such a requirement. He noted that if a study did not have adequate statistical power, then it would not be
likely to find a stafistically significant difference.

Dr. Kurland expressed concern that the issue of multiple comparisons did not appear to be addressed. He also i
commented that too much emphasis may be given to positive studies because of the tendency of investigators and / e
journals to publish only papers in which there was a positive report.

Dr. Lathrop expressed the belief that the proposed regulation needed to address the issues of selection and
participation bias. He agreed with Dr. Kurland and questioned whether sub-sub-group findings were really
meaningful. He also commented that in applying the standard to be developed, certain studies were deserving of ,
more weight than others and he gave the example of hypothesis-generating studies versus hypothesis-testing ones.

Dr. Upton commented on the phraseology of "25 percent or more.” He offered for consideration the language that a

study have adequate statistical power to detect an increase of 25 percent or more in the incidence of the disease
under consideration. Having suggested that language, he then questioned whether 25 percent was the proper e
magnitude of increase. He also cautioned against considering all studies as being equallr1 valid. He noted that in |
evaluating the scientific literature, there ought to be thoughtful weighting of the strength of the evidence presented.

Dr. Colton commented that there are certain criteria that ought to be employed in determining whether a study’s
findings are valid. He suggested that the draft regulation should be reorganized such that the first item to be
considered is whether the author has adequately described his methodology and his data coliection. Then the
question fo be asked is whether the study is reasonably free from bias, that is selection bias, observation bias and
so forth. Next, has the study's author(s) satisfactorily accounted for the presence and correction of known
confounding factors or variables. Finally, he would discuss whether the study had adequate statistical power.

In discussing the statistical power needed for a study’s findings to be considered valid, Committee members
considered whether a one- or a two-tailed test should be employed. Some members thought that a one-tailed test
was appropriate because one was not looking for beneficial effects of exposure; others thought that the two-tailed [ ¢
test was more appropriate because a one-tailed test would allow a better opportunity for chance associations to
emerge.

Dr. Colton raised a series of questions about the types of studies that would be subjected to the regulatory analysis
commenting that hypothesis-testing studies would be of more assistance than hypothesis-generating studies. He ,
also raised the question of the definition of a study: are review papers studies; are several papers by the same )
authors arising out of the same event separate studies or a single study with different reporting dates?

Dr. Whitlock raised a question on how to balance the positive studies against the negative studies. Dr. Colton |;|
commented that this would be an assessment of what the totality of the evidence in published reports was. Mr. i/
Conway explained that a balancing of the evidence would occur when there is an approximate balance of the |, |
weight of the evidence; if it is clearly one way or the other, then balancing would not be called for. A concern was
expressed that balancing of the scientific evidence was a verY subjective test. Several members questioned
whether it would be appropriate to consider negative studies at all, especially if the intent was to be liberal so as to
allow compensation to be paid. This led to a discussion of how best to consider negative studies. One proposal \
was to simply disregard them and speak in terms only of positive studies; another suggestion was to consider them i
the negative studies in determining the probative value of the positive studies.
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Mr. Clark, the nominee for Assistant Secreta?r for Veterans Liaison and Program Coordination for the Department
of Veterans Affairs, joined the Committee’s deliberations. A discussion then followed of the process to be employed
by the Commitiee and the Department in assessing the scientific literature. It was agreed that further discussion of
that issue would have to wait until after the standards to be employed have been agreed upon and finalized.

Dr. Michael Gough, the Chairman of the Veterans Advisory Committee on the Health Related Effects of Herbicides,
addressed the issue of the consideration to be given to negative studies and to criticisms that have been expressed
1bout some positive studies. He suggested that there ought to be a way for the Committee to be able to consider
these.

Mr. Conway read from the courf’s opinion wherein it addressed the balancing gquestion. T| 1t stated that the

Committee and the Secretary would be reguired to carefully examine the methodolggc]F of each study and determine / /
' tistically significant, capable of replication, and withstand peer review. The court went

on to state that the Committee and the Secretary would still be required to wei scientific evidence /

cumulatively to avoid giving undue weight to a particular study.

Dr. Colton suggested that if there were one positive study, that should put the members in an alert mode. Dr. { / /

Lathrop commented that when there is a positive association, it should trigger the weighing process and if it turns
out that the Committee’s assessment is that the association is as probable as not, then the recommendation should
be made to the Secretary that he should compensate.

The Committee engaged in some discussion about how the matrix for evaluating studies would be applied and by
whom. It was suggested that it may be appropriate to apply the proposed framework to the studies already
evaluated by the Committee and see what would happen. It was agreed that this ought not be done before a final
regulation was in place because it might create the appearance that the criteria were selected on the basis of the
outcome that would result instead of on their own merits.

The Committee agreed fo the reordering of the paragraphs of the proposed regulation along the lines suggested
earlier by Dr. Colton. The first criterion agreed upon was that there be two or more studies which have adequately ( 3
described the study's design and methodology of data collection to allow validation. lJ

The second criterion would be that the studies were reasonably free of bias. Several members suggested that the
types of bias of concern be described. These were selection, response and participation biases.

The third criterion would be that the authors satisfactorily accounted for the presence and correction of known
confounding factors.

The Committee then discussed the issue of the statistical power of a study to detect an association. Several
members thought it important to be able to properly evaluate a negative study. Among the approaches discussed
was to require that a study have adequate statistical power to detect a two-fold increase. Concern was expressed
that this may be too strict a standard and may result in disregarding otherwise valid studies. Dr. Upton suggested
language to the effect that a study must have adequate statistical power to detect an increase in the disease of
interest. Dr. Yanders suggested additional language to the effect that the study’s findings be statistically significant
at a probability of 0.05 or better. It was noted in the discussion of this suggestion that the problem has not been
with invalid negative studies but rather with invalid positive studies. The suggestion was made that the criteria for
evaluating a negative study be different from those for evaluating a positive study.
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A brietf discussion was had on the issue of how to advise the Secretary of the Committee’s recommendation. It was
noted that generally there would be relatively few studies on a subject, that is two or three rather than a hundred or
so. If the break out was that two studies were positive and one was negative, should the Committee make a
favorable recommendation to the Secretary? Mr. White suggested that if the studies met all the criteria that would
be outlined in the regulation, then, applying the balancing test, the Committee should make a favorabie '
recommendation.

The Committee then adjourned for lunch.

When the Committee reconvened, it considered a draft of the regulation based upon the morning's discussions.
{The draft as presented to the Committee is in Appendix | to the minutes.) The Committee focused first on the
numbered subparagraphs to paragraph (d) of the proposed regulation. In subparagraph 2, the word applicable was
deleted because it was thought to be unnecessary. Subparagraph 3 was accepted with the change of deleting the
words “the presence and correction of." Subparagraph 4 was modified to insert the phrase "two-tailed test” to
describe the probability level of 0.05. Subparagraph 5 was modified to delete the words "in fact," concern was
expressed that those words might suggest that causal relationship was being sought and not a statistical
relationship. In subparagraph 1, it was agreed to delete the phrase "to allow validation™ and substitute the words
“verification and analysis” in its place. In subparagraph 5, Dr. Kurland suggested that the wording "dealing with the
same subject” might be confusing. Different phraseology was suggested and discussed with agreement being
reached on “that deal with the same adverse health effect” A similar change was made in the preamble to the
regulation in paragraph (d). The Committee then restructured the ordering of the regulation so that it first spoke of
the criteria applicable for determining whether a study was valid, then the criteria applicable to a valid positive study
and then a valid negative study. The Committee discussed the.propriety of requiring two ar more positive studies //
as suggested in the beginning of paragraph (d). It was suggested that the words "relative weight of valid positive
and negative studies” be substituted, for this better conveyed the notion of weighing the relative merits of the
studies in the decision process. A revision of the draft language was prepared during a short break of the
Committee. (The language of the revised draft regulation is set forth in Appendix I1.)

Following the break, the Committee discussed the revised proposal. Consideration focused on the criteria for a
valid negative study. The Committee’s final recommendation is found at Appendix Il

The Committee was advised of the proposed time schedule for the publication of the regulation for public comment,
the Department's review of the comments, the Committee’s review of the Department’s proposed final regulation,
and the publication of the final reguiation. The Committee then adjourned untit September 8.

Respectfully Submitted:

Frederic L. Conway

Executive Secretary

Approved:

Q0. Ehe e,

Oliver E. Meadows
Chairman
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Appendix |
Revised Paragraph {d)

(d) For purposes of paragraph (c) of this section a "significant statistical association” shall be deemed to exist
when r more scientific or medical studies which have been favorable evaluated under the factors set forth in /
paragraph (b} of this section, and which purport to establish a relationship between a particular type of exposure
and a specific disease,

(1) Have adequately described the study design and methods of data collection to allow validation,

{2) Are reasonably free of applicable biases, such as selection, observation and participation biases,

(3) Have satisfactorily accounted for the presence and correction of known confounding factors,

(4) Are statistically significant at a probability of .05 or less, with proper accounting for multiple comparisons and
subgroup analysis, and j

(5) When considered in conjunction with negative studies of adequate statistical power dealing with the same
subject, are of sufficient relative weight to permit the conclusion that it is at least as likely as not that the purported e ,
relationship exists in fact.
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(d){1) For purposes of paragraph (c) of this section a "significant statistical association" shali be deemed to exist
when the relative weight of valid positive and negative studies as defined below permit the conciusion that it is at
least as likely as not that the purported relationship exists between a particular type of exposure and a specific
adverse health effect.
(2) A valid positive study is one which:

i (i) Has adequately described the study design, methods of data collection verification and analysis to aflow
validation;

(ii) is reasonably free of biases, such as selection, observation and participation biases;
{iii) has satisfactorily accounted for known confounding factors; and

(iv) is statistically significant at a probability of .05 or less (two-tailed test), with proper accounting for muttiple
comparisons and subgroup analyses.

(3) A valid negative study is one which has sufficient statistical power to detect an association between exposure
and a specific adverse health effect if such an association in fact exists.

/
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(d){1) For purposes of paragraph (c) of this section a "significant statistical association” shall be deemed to exist |
when the relative weight of valid positive and negative studies as defined below permit the conclusion that it is at / /
least as likely as not that the purported relationship exists between a particular type of exposure and a specific | '
adverse health effect.
(2) A valid study is one which:

(i) Has adequately described the study design, methods of data collection verification and analysis;,

(ii) is reasonably free of biases, such as selection, observation and participation biases; and

(iii) has satisfactorily accounted for known confounding factors.

(3} A valid positive study is one which is statistically significant at a probability of .05 or less {two-tailed test), with
proper accounting for muitiple comparisons and subgroup analyses.

(4) A valid negative study is one that does not meet the criteria in t1_|3) above and has sufficient statistical power to
detect an association between exposure and a specific adverse health effect if such an association were to exist.






Minutes of the
Veterans Advisory Committee on
Envirocnmental Hazards

September 8, 1989

Mr. Meadows briefly described the purpose of the day's meeting: to review the
public comments that had been received during the comment period for the pro-
posed regulation setting forth the criteria for determining when a significant
statistical association exists between exposure to a herbicide containing dioxin
and subsequently developing disease.

A panel representing the American Legion had asked for and was given an op-
portunity to present the views of the American Legion on the make-up of the Com-
mittee and the content of the propocsed rules. Mr. John Sommer, Director of
Veterans Affairs and Rehabilitation for the American lLegion, stated that it was
the Leglon's position that the Federal government had not liwed up to jite—xe- ’I
sponsibility with respect to the long tern health effects of dioxin espesuxe.

He introduced the members of the panel who accompanied him: Richard Christian,
Deputy Director of Veterans Affairs and Rehabilitation, Dr. Ellen Silbergeld and
Mr. Ron Simon, an attorney representing the Legion.

Mr. Simon briefly summarized his interpretation of the court's decision in Neh-

mer v. Veterans Administration. He stated the ion' osition -
p er t han the pri es. He then criti-

cized the composition of the Committee and particularly focused on Dr._Colton's
membership. He stated that it was unacceptable to the Legion that an _indiyjdual

who has testifi n behalf of i at "manufact joxin" ar-
tieipate in a review of the ljiterature. He contended that the viewpoint which

had previously been expressed by the Committee was not that shared by most of

the scientific community, citing particularly the Environmental Protection ‘—il
Agency (EPA) and the International Agency for Research on Cancer {(IARC). He
criticized VA for only seeking the-advice of scientists "who have been paid to
testify-against"-veterans and none who have taken the side of veterans. He also
criticized VA for appearing to adopt the position which had been expressed by
chemical companies, that is, that no one can be injured by a chemical unless it‘l
can be proved to a scientific certainty that that's true.

Dr. Kurland took exception to the charge of Mr. Simon that VA had scolicited ad-
vice only from those who had been paid to testify for a point of view. He
stated that he had never been in such a position and asked Mr. Simon to defend
his statement. Mr. Simon contended that Dr.. Kurland had misrepresented what he
had said. He attempted to clarify his position by stating that the Committee
only had individuals on it who had testified on behalf of chemical companies and
had no individual who had testified on behalf of veterans.

Dr. Colton challenged the accusation that he had been paid to testify against
veterans. He stated that he had been asked to give his honest opinion concern-
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ing the weight of scientific evidence and that he did so in a deposition taken
at the request of attorneys representing a chemical company. He also stated
that he had checked with VA concerning the propriety of this action and was ad-
vised that so long as he expressed his honestly held opinion he could express
that opinion anywhere he liked. He further stated that he resented the insinua-
tion that he was a paid professional who testified against veterans. Mr. Simon
then examined Dr. Cclton concerning his participation in litigation activities.
Dr. Lathrop objected to this stating that the Dioxin Panel was not on trial.

Mr. Meadows challenged Mr. Simon's assertion that he had not impugned the mo-
tives or the integrity of the Committee. He then read from a letter addressed
to the Secretary of Veterans' Affairs from the National Commander of the Amer-
ican Legion in which it was stated, "The Committee is engaged in a vulgar and
disreputable effort to discredit all of the scientific evidence that supports
veterans and to attack any scientist or organization that stands up for
veterans." Mr. Simon responded that he only took exception to the word "all" in
that he believed that the Committee had only looked at a limited amount of data:;
with respect to the American Legion study, however, he believed that the Com-
mittee did undertake to discredit it.

Mr. Christian stated that there was a perception among Vietnam veterans and the
Lmerican Legion that the Committee was biased. He stated that he felt that the
Committee had insulted the American Legion scientists in the minutes of the Com-
mittee's April 25, 1989, meeting.

with the past workings of the Committee nor of its members. She stated that she
was going to focus on the adeguacy of the approach taken by the Committee in the
past and that which was being proposed to take in the future. The first point
she made was to urge the Committee have as broad a scope of ingquiry as possible.
She stated that she was concerned by what she had read in various proposals of
the Committee and the comments of the Committee to the Department which she
believed recommended a very narrow circumscription of the literature and the in-
formation available to be reviewed. She commented that the Committee ought to
consider information generated by experimental and animal studies as well as
clinical and case reports and epidemiclogic studies of all types. She noted
that some studies may not rise to a sufficient statistical criterion but that
does not mean that they should be considered as negative studies. Rather, she

| urged that the Committee consider the techniques that have been employed by EPA
j\and IARC to expand and combine data sets in a critical fashion.

(/Dr. Silbergeld, in her introductory comments, noted that she was not familiar
I

Il

Dr. Silbergeld next urged that the Committee take a broad view of what is
relevant human experience. She commented that she had heard that the definition
of relevance was exposure of military personnel to herbicides. She stated that
she thought this to be very wrong-headed. She urged that the Committee consider
other forms of exposure such as occupational and environmental exposures. Along
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the same line, she also urged that the Committee not restrict itself to her-
bicides containing dioxin but to keep in mind the three major components, that ;HHD

is trichlorinated phenoxy acetic acid, the dichlorinated phenoxy acetic acids }ing(

and the range of chlorinated dioxins and dibenzofurans, all of which would pro-
vide important information.

She also expressed an opinion concerning her understanding of the proposal to :
evaluate and weigh the scientific evidence. She stated that it appeared to her
that a check-off system in which so-called positive studies and so-called nega-
tive studies which cancel each other out was being proposed. She did not think
that was an appropriate way to weigh and evaluate any large body of human or ex-
perimental evidence. BShe urged the Committee to adopt the approach taken by the !\
EPA in its development of its risk assessment guidelines.

She then urged the Committee to pay heed to mechanistic studies which she
believed was a relatively rich area in the field of dioxin research. She cited
two examples of how this type of research could be helpful: mechanistic studies f}
would help to bring understanding of the role of genetic constituents in w
determining response to dioxin and, second, the impact of various structural g
changes in the dioxin or dibenzofuran molecule upon the toxic response of hu- i
mans or others to this class of chemicals.

She next commented on the value of animal studies. She noted that much has been
made of wide variation of species response to dioxin exposure. She stated that
this rested on the differences in the acute lethal response to dioxin which she
stated was clearly very species specific and not of concern to anyone consider-
ing human risk. She stated, however, that there when considering low dose
response, there was less species diversity. Therefore, she argued, the dif-
ferences that may exist between animal and human exposure consequences would be
quantitative and not qualitative.

Dr. Silbergeld also expressed her opinion that a current review of the litera-
ture has led her to conclude that there is found a consistently high degree of
potential human risk from exposure to dioxin and related molecules and that
these risks include carcinogenic, teratogenic, immunologic, neurologic,
dermatologic, and hepatotoxic risks. She commented that the Committee ought to
use the highest principles of science in reaching its conclusions and making its
recommendations to the Department, which she felt that the Committee had not
done in the past.

Dr. Colton said that he agreed with her comments concerning statistical power
and thought that they were consistent with what the Committee had done at its
previous meeting. He also asked Dr. Silbergeld if she had read the Committee's
critique of the American Legion studies. She responded that she had not. He
then asked her for her scientific opinion of that work. She described the major

1
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' conclusion that she arrived at was that the studies were a demonstration that it

was possible to determine with greater certainty who was exposed and that would
make it possible to re-examine the veteran cohort in a much more critical way.
She felt that the studies appeared to make valid use of the military records and
that it may be the only way to study exposure among Vietnam veterans. She noted
that their exposure was rapidly receding into the past and that there remained
considerable uncertainty as to the pharmacokinetics of the substances of inter-
est making it questionable to totally rely upon blood studies to determine their
exposure.

Dr. Kurland, in response to Dr. Silbergeld's advice to review as broad a spec-
trum of the literature as possible, noted that the Committee had examined and
reviewed reports of exposed populations in additicn to the Vietnam veterans and
that it was his view that the Committee had gone out of its way to find and
review anything that could be relevant. He also made reference to the report by
the Universities Associated for Research and Education in Pathology which had
examined the issue the health aspects of environmental exposure to
polychlorinated dibenzodioxins and polychlorinated dibenzofurans and noted that
it had reached many of the same conclusions that had been arrived at by the Com-
mittee.

Dr. Silbergeld stated that she thought that there was a significant body of
epidemiologic and clinical literature concerning related chemicals and circum-
stances that did not involve 2,4,5-T and 2,4-D which she believed the Committee
had not paid adequate attention to. Dr. Kurland disagreed with her conclusion
and invited her to review the minutes of the Committee's meetings.

Dr. Lathrop commented that Dr. Silbergeld had examined the literature from the
point of view of one interested in toxicology and mechanisms of action. He
stated that that perspective consistently overlooked the fact that while certain
molecules and compounds may have devastating effects in experimental animals,
the ultimate proving ground is the human population. He noted that the Com-
mittee had never made a conscious effort to overlook mechanistic studies or
animal studies. He noted that individual members would try to keep the Com-
mittee informed if there were any break-throughs in these types of studies and
whether there were any research results that might be applicable to humans. He
expressed his opinion that none were forthcoming to the peoint that they might
vield clinical end points. Dr. Lathrop also took exception to the comment that
the Committee had not used the highest principles of science. He stated that
the only bias exhibited by the Committee has been for the truth.

Dr. Whitlock stated that in a general sense he agreed with Dr. Silbergeld. He

KEngaahfﬁﬁt the Committee has tried to define exposure as broadly as possible.

He did not think it was yet possible to extrapolate from animal or mechanistic
studies to what happens to humans at low doses. 1In this regard, there has to be
dependence upon human epidemiology.



Dr. Yanders agreed with Dr. Whitlock and stated that many of the Committee's
members have a strong appreciation for the animal and mechanistic studies and
that they have not been disregarded in the Committee's consideration of the hu-
man studies.

Dr. Colton responded to some of the criticisms that had been expressed by Mr.
Simon. He stated that while he may personally believe that Vietnam veterans are
deserving of compensation because they had been mistreated upon their return
from Vietnam, his views as a scientist are quite different. He stated his
professional opinion that there is insufficient epidemiclogic evidence to sup-
port a conclusion that Vietnam veterans are deserving of compensation. He indi-
cated that he would express that expert opinion to the Committee and, if asked,
to a court as well.

Mr. Christian commented that in his view, the minutes of the April 25, 1989,
meeting failed to show that the Committee has done anything to help the Vietnam
veteran. He also stated that the information the Committee had received con-
cerning the §g£!ig§ HERBS tapes was totally incorrect. He referred to a study
by the National Acadgﬁ§‘6f’éciences which validated the information recorded on
the tapes. 1In response to a question by Dr. Lathrop, Mr. Christian reported

that the study had examined the tapes of 1l4-missions, that it was not a study j}
of the entire Ranch Hand HERRBS fagpes. He expressed the opinion that the tapes

were very accurate in detailing the spraying missions.

Mr. Simon stated that his earlier remarks were not designed to call into ques-
tion the integrity of any Committee member. Rather, he took exception to some
of the views expressed by the Committee. He cited as an example, a statement by
Dr. Kurland that animal studies had little relevance to human reaction. He
stated that he believed that Dr. Kurland honestly held that opinion but that
opinion was wrong and that it was not shared by the rest of the scientific com-
munity. He stated that the Committee had not reflected the views of anybody but
themselves on this debated issue.

Mr. Simon also took exception with Dr. Colton's opinicon that there is no firm
statistical, human epidemiological evidence. He stated that the Committee has
failed to consider or to give sufficient credence to other types of human data
such as clinical and other non-epidemiclogical studies. Mr. Simon also took ex-
ception to the Committee's favorable reliance upon the Centers for Disease Con-
trol's (CDC) work as a basis for its conclusions. He referred to recent criti-
cism of the CDC as bungling in its handling of the Agent Orange exposure study \
when it concluded it could not find enough Vietnam veterans exposed to Agent
Orange to do a credible study. He also stated that he thought the Committee's
position was one that was inconsistent with the obligation of the Department of
Veterans Affairs to resolve reasonable doubt in the veteran's favor. He stated
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that the Committee's orientation was to find evidence to support a conclusion
with a high degree of confidence. This, he stated, was contrary to the law.

Dr. Colton reiterated that he thought Mr. Simon's remarks were calling into
question his integrity. He also stated that claimed no expertise beyond his own
professional capabilities and training. He looks to epidemiological evidence
because that is where his expertise is; he did not mean to suggest that the Com-
mittee should, therefore, restrict its investigation only to epidemiologic evi-
dence.

Mr. Simon attempted to clarify his remarks. He stated that he d4id not question
that Dr. Colton honestly arrived at the views he had expressed. Rather, he felt
that Dr. Colton represented only one side of a hotly debated issue and that the
contrary point of view was not being expressed. When Dr. Colton stated that he
was not taking a side, Mr. Simon took issue with that. He analogized the situa-
tion to a judge who owned stock in a company presiding in a trial involving that
company. He stated that in such a situation the judge would recuse himself.
However, when Dr. Colton testified on behalf of chemical companies, he declared
a position on one side of the issue and for him to continue to participate on
the Committee without the other side being represented was, in Mr. Simon's view,
unfair.

Dr. Colton took exception to the characterization that he had taken sides. He
stated that he was asked to give his personal opinion, that is what he did. He
stated that he reviewed the Stellman papers with an open mind and concluded that
it had certain limitations and certain strengths. The same is true of many of
the studies that had been reviewed by the Committee. He further stated that no
one on the Committee had taken sides on this issue.

Mr. Simon stated it was his opinion that the decisions made by the Committee did
indicate that it had taken a side. He again commented that someone who has
testified on behalf of one party in a litigation is not one who is considered to
have an open mind. Dr. Colton asked if Dr. Silbergeld's opinions should be dis-
credited because she had testified on many occasions on behalf of plaintiffs.
Mr. Simon stated that he did not discredit Dr. Colton's opinion only that his
was one point of view and that the other point of view was not represented on
this Committee. Mr. Meadows asked if Mr. Simon had been paid by the American
Legion; he responded that he had. Mr. Meadows then asked if Mr. Simon was
biased. Mr. Simon stated that he was absolutely biased. When Mr. Meadows asked
if the Committee should spend its time listening to a biased presentation, Mr.
Simon declined to comment.

Dr. Silbergeld commented that she had testified as an expert witness. She
stated that the issue was not whether one was biased or not but rather it was
cne of perception. She urged the Committee to consider the issue of broad rep-
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resentation of scientific and other opinions on issues of controversy such as
this.

Dr. rland remarked that he had been impressed when he first come to the Com-
m§€¥§§ﬂihat VA staff had stressed the importance of resolving reasonable doubt
whenever possible in favor of the veteran. He took exception to the implication
that he or anyone else on the Committee was anti-veteran. He also noted that

Mr. Simon had taken his comment regarding the strength of animal studies out of
context. He stated that he regarded animal work and clinical work to be very “
important. What he stated was important was the relevance of that work to human
experience.

Mr. Meadows, in closing this portion of the meeting, noted that the Committee
had searched for materials to be reviewed and that they had reviewed materials
upon request by the Administrateor, other officials within VA, and members and
committees of the congress. He did not recall the American Legion being an ac-
tive participant in the proceedings of the Committee either by attendance or by
suggesting materials for review. He extended an invitation to the Legion to
refer materials to the Committee which the Legion thought were pertinent and
should be looked at. He concluded by saying that he thought the criticism ex-
pressed by the National Commander to the Secretary was unfair and that he toock
it persconally. He asked that these views be conveyed personally to him.

The Committee then tock a short break. Upon return, Dr. Lathrop commented that
he neglected to state that the HERBS tapes were truly inaccurate. He briefly
noted the circumstances under which most Ranch Hand operations were conducted.

Dr. Yanders then proposed a method for the Committee to address the comments
that had been received as part of the rule-making process. He suggested that
Mr. Conway lead the discussion by briefly summarizing the individual comments
and seeing what the Committee's views on the comments were, The Committee would
then review the proposed regulation.

First, Dr. Yanders asked if their were any general comments. Dr. Colton stated
that some were useful but others were totally off base. Dr. Lathrop commented
that some of the views fell under the category of advocacy. Dr. Whitlock
thought the comments were reasonable and improved the process. Dr. Yanders
agreed with these general comments and then asked Mr. Conway to lead the discus-
sion of each of the comments individually.

Mr. Conway stated that the order of the comments simply reflected the order in
which they appeared in his folder. The first comments discussed were those of
the State of Minnesota, Department of Veterans Affairs. The comments noted that
the proposed rules did not and could not eliminate subjectivity from the evalua-
tive process. It was suggested that the subjectivity be as open to public scru-
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tiny as possible. Offered for consideration were the factors suggested by the
Office of Technology Policy in its 1985 reporti "Chemical Carcinogens: A Review

| of the Science and Its Associated Principles."-.

Dr. Lathrop noted that the elements cited are those required for establishing
causality in epidemiology. He raised the question as to whether the Committee
was permitted to use these in light of the court's ruling in Nehmer.

Dr. Colton commented that he had reviewed the language employed by the IARC
which had been suggested as a model and thought that the language propcsed by
the Committee was very similar to that used by the IARC with regard to
epidemiologic evidence. Dr. Whitlock and Dr. Yanders concurred.

Mr. Conway then noted that the comments of the State of Minnesota requested that
clarification of various terms be provided. It was noted that these comments
were outside the scope of the proposed rule-making. Nevertheless, the Committee
did address some of the comments raised. First, there was the comment that the
phrase "withstand peer review" should be clarified to explain what are the
criteria for peer review. It was agreed that for an article to be capable of
withstanding peer review it need only have been reviewed by experts in the field
and it did not necessarily have to have appeared in a peer reviewed journal.

The next suggestion commented upon concerned the phrase "relative weights of
studies.” The question was raised as to how do various factors relate to this
in the evaluation process. Dr. Lathrop observed that this is not a quantifi-
able item but rather is a thought process that one engages in. Dr. Whitlock
recalled that EPA had a good statement addressing this issue.

Dr. Lathrop then thought that the comment relating to the phrase "veteran popu-
lation of interest", i.e., how narrowly is this defined, was a good one. Dr.
Lathrop observed that the Committee would not ignore any study of a civilian
population that demonstrated a significant effect in assessing the evidence with
respect to veterans. Rather, the obligation would be on the Committee to weigh
the different kinds of exposure that may have been involved and then determine
whether the differences in exposure may have an impact on effects amecng
veterans.

1. "In interpreting epidemiological findings, cone is guided by the magnitude of
the risk estimates, their statistical significance and the rigor of the study
design to avoid various kinds of bias... A determination of causality in
epidemiology is bolstered by dose-response relationships, the consistency and
reproducibility of results, the strength and specificity of the association, its
biological significance and other considerations." (At p. 59.)
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Dr. Yanders noted that the phrase was fairly well understood among Committee
members. Dr. Whitlock asked why was the phrase in there at all and Mr. Conway
stated that the language was intended to indicate that radiation studies would
be applicable to radiation-exposed veterans and herbicide studies to Vietnam
veterans.

Mr. White again raised the issue of whether these comments were germane to the
rule-making before the Committee. After some discussion, it was agreed to focus
on those comments that were related to the proposed changes in the regulation
and defer until a later time discussion of those comments that address other
parts of the regulation.

Dr. Kurland noted that there were some comments concerning the use of the phrase
"herbicide containing dioxin." He asked whether this word "dioxin" should be in
the plural as there are many dioxins. Mr. Conway responded that the phrasing
was taken directly from the law and that the Congress intended that the issue of
exposure to the 2,3,7,8-TCDD isomer be addressed in the regulation. Dr. Lathrop
then asked if the Committee should look at 2,4-D and 2,4,5-T as independent
chemicals with possible adverse health effects being associated with each of
them alone. Mr. Conway stated that a broad interpretation of the phrase "her-
bicide containing dioxin" would include Agent Orange and all of its components.
This would permit consideration of studies relating to 2,4-D, a component of
Agent Orange, which strictly speaking would not be a herbicide containing
dioxin.

The Committee next considered the comments of the National Veterans Legal Ser-
vices Project, Inc., submitted on behalf of the Vietnam Veterans of America
(VVA). First, they criticized the proposed regulation as being too rigorous in
the setting forth the criteria for determining whether a study satisfies the
threshold validity requirement. Calling the criteria "gold star" prerequisites,
they argued that the criteria relating to study design, data collection,
verification and analysis, freedom from bias and accounting for confounders were
designed to make it as difficult as possible for any disease to be recognized as
few papers would pass through this test.

Dr. Colton cormented that he regarded the criteria criticized as being "gold
star" standards as being minimal standards for any reasonable study. Dr. Whit-
lock and Dr. Kurland expressed agreement with Dr. Colton's remarks.

VVA next criticized the proposed changes as, in effect, setting forth a cause
and effect standard. They noted a similarity between the wording of the
criteria for a valid study and the criteria set forth by the IARC for inferring
a causal association between exposure to a chemical and cancer in humans. Dr.
Yanders thought this comment to be unjustified because the criteria articulated
by VA and IARC are the standards by which cone would judge any scientific paper
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without regard to whether one is seeking to establish a causal association or a
statistical association. Dr. Colton noted that he had read the IARC monograph
and commented that the language used by the IARC was entirely consistent with
what the Committee had recommended. He stated that the criteria described re-
lated to the evaluation of the quality of the study not to whether the study
demonstrated causality. Dr. Yanders agreed with this.

VVA then commented that VA's proposed standards were more appropriate for pros-
pective, experimental models rather than more realistic observational models.
They stated that VA should have a rule which would apply to four models of study
which they described as controlled comparative clinical trials, purposive samp-
ling, naturalistic or cross-sectional sampling, and case reports.

Dr. Colton thought that there might be some merit to this criticism. He noted
that language in the preamble might be construed to apply only to cohort
studies. He suggested wording that would make it applicable to al types of
study design.

VVA then made specific comments about particular provisions of the proposed
rule. First, they argued that the change to the scope of the relevant studies
from dioxin to herbicide containing dioxin was constraining and may lead to not
using information pertaining to possible damage from dioxin exposure - whether
in a herbicide, pesticide, or in an accidental emission. The Committee dis-
cussed the change in wording and considered whether it was restrictive. It was
noted that the proposed wording was reflective of the statutory language
employed by the Congress. It was also pointed ocut that the new language was in-
tended to be more liberal; for example, under the current wording, studies that
addressed only the issue of the effects of 2,4-D would not be considered since
2,4-D was not dioxin. Tt was the intent of the drafters of this change to lib-
eralize the scope of studies to be considered.

Dr. Whitlock suggested that perhaps the discussion of what was meant by the
weight of the evidence could be expanded to make it clear that the Committee
will consider a range of studies, including epidemiology studies, studies of
animals and studies of cells in culture and mechanistic studies. Dr. Lathrop
commented that the Committee had always considered it appropriate to consider
any mechanistic study or animal study that had a major bearing from a clinical
perspective. He noted that Mr. Conway had requested the Committee to submit
papers for possible review and gave wide latitude to the Committee in this
regard. Dr. Yanders suggested that the regulatory language remain as proposed
and that the preamble be amplified tc reflect the Committee's discussion.

The next comment of the VVA concerned the proposed language setting forth the
factors to be considered in evaluating scientific studies. Specifically, they
argued that the language "whether the study's findings are statistically sig-
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nificant and replicable” would preclude consideration of accidentally exposed
populations because the circumstances of exposure could not be replicated. Dr. (
Colton stated that his interpre i f that ding was that an investigator
should provide sufficient information such that a different investigator could
use the same methodology and data and arrive at the same findings.

VVA also commented that there was great detail provided in describing the
criteria for a positive study but that similar detail was lacking for a negative
study. Dr. Colton suggested language to the effect that any study which is not
a positive study is a negative study. Dr. Lathrop expressed concern that this
may permit a single positive finding cut of 300 end points being measured making
a study which is otherwise negative a positive study. Committee members dis-
cussed w@?*wmmwmﬁmes. Dr. H
Lathrop stated that he would like the Committee to be able to make an assessment

of small negative or positive studies and the comments of an author who attempts
to pool those studies.

it

Dr. Colton noted that a definition of valid negative study and of valid positive
study is provided. He asked whether studies that were neither negative nor pos-
itive would be considered in evaluating the weight of the evidence. Mr. White
explained that as the regulation was currently structured, when there was an ap-
proximate balance in the valid negative and walid positive.studies, then the

i at ignif]i atistical associati ists. Studies
which did not rise to the level of valid posifive or negative studies would be//'/u

considered under the paragraph providing the Secretary with discretion to make
such a finding if in his judgment the evidence as a whole warrants such a con-
clusion.

studies. For guidance, he recommended the language employed by the IARC., Dr.
Whitlock suggested that it should be made clear that while human epidemiology is
the only way to definitively show an association between exposure and adverse
health effects the Committee will consider animal studies and mechanistic
studies. The Committee agreed to consider language suggested by Dr. Kurland and
Dr. Whitlock later in the meeting.

Dr. Colton suggested adding a paragraph that would address these types of W

The VVA next questioned how the criteria suggested in the proposed rule would
take into account possible synergistic effects of exposure. Dr. Colton stated
that would be a very difficult issue to assess in terms of epidemiologic
studies.

The next comment of VVA concerned the establishment of a probability value of

0.05. It was suggested that this would pre-eliminate studies and arqued for a ‘Uj,
value of 0.10 or less as this would better detect small effects. Dr. Colton )
noted that P value is dependent upon two things: the strength of the association
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r and the sample size. He stated that 0.05 was the standard used by investigators
and to adopt a different standard would require a reanalysis of the data. Dr.
Whitlock and Dr. Lathrop agreed that the more generally accepted scientific
method should be retained.

:K

VVA then suggested that the concept of power should be clarified and offered a
mathematical formulation for weighing positive and negative studies. Dr. Ceclton
thought that the Committee should avoid coming up with any mathematical formula-
| tion. He stated that there is a very subjective element in analyzing the

'| scientific evidence, for example, in assessing the strengths and limitations of
each of the studies, and that this did not lend itself to mathematical formulas.

Finally, VVA suggested that the provision of the rule concerning the Secretary's
\discretion should be expanded so as to allow consideration of animal studies.

It was noted by Dr. Yanders that the Committee had essentially agreed with this
and would recommend language to address it.

WM

The Committee then adijourned for lunch.

The Committee then took up the comments of the Veterans of Foreign Wars. That
organization suggested that wording be added which would state at the beginning
, of the rule to the effect that the discovery of any "significant statistical as-

%‘\e |} sociation” would serve to incriminate dioxin exposure as the causative factor in
" the claimed disability. The Committee had no comment with respect to this sug-
gestion.

The Disabled American Veterans comments were not related to the proposed lan-
guage in the regqulation and consequently were not addressed by the Committee.

“ﬁ Senator Daschle described the proposed regulation as reasonable but he expressed

"' concern about the apparent reliance upon the Committee. He stated that he had
serious reservations about the Committee's ability to make informed, indepen-
dent, unbiased judgments regarding the validity of significance of some of the
scientific studies and evidence related to dioxin or radiation exposure. Dr.
Colton stated that he was concerned by this letter because it demonstrated, in
his opinion, that Senator Daschle had some misconceptions about the way the Com-
mittee had been operating. He asked whether there was some way to provide the
Senator with information about the Committee. Dr. Yanders noted that Senator
Daschle had been present at hearings when he and the Chairman had given
testimony on the Committee's actions.

Senator Daschle next suggested that the publication of the evaluation of the
scientific literature should be placed on a regular schedule. The Committee did
not address this suggestion as it was ocutside the scope of the rule-making.
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He then commented that additional language should be placed in the section deal- /
ing with the types of biases that should be accounted for. Dr. Colton noted /
that the Committee had considered and adopted language that would cover Senator
Daschle's concern. The Committee agreed with Dr. Colton.

section concerning valid negative studies as exists with respect to the prob-
ability necessary for a valid positive study. The Committee did not believe
that this was necessary and thought that the wording of the proposed regulation
was appropriate.

inally, § hl t i i
Finally enator Daschle suggested that parallel language be inserted in the Aﬁ/9”¢h#’”f>

The Committee next addressed the comments of Wayne Soule who suggested that VA
needs to apply the benefit of the doubt in evaluating the scientific literature
and asked why VA's criteria differed from those of EPA. It was noted that the
Committee had essentially agreed with the application of reasonable doubt in
evaluating the weight of the scientific evidence. It was alsc commented that
the missions of the EPA and VA were different so that the criteria would neces-
sarily be different.

Mr. Richard Schwanz commented that the number of scientific and other bodies
that VA consults with prior to issuing new regulations should be expanded. It
was determined that this comment was outside the scope of the rule-making.

Senator Moynihan suggested that the regulation provide for the consideration of ?kwﬂo
other herbicides that were used in Vietnam. The Committee noted that the law t”

was specific as to what herbicides it was to consider. Further, it was observed

that the preamble would make it clear that it was the intent of the Department

to conduct as broad a review as possible.

Dr. Clapp supported the proposed change in the language identifying the scope of

the issue (herbicide containing dioxin). He questioned whether it would be pos-
sible to determine retrospectively who was exposed to dioxin. Finally, he sug- 2
gested that the concepts of significant statistical association and as likely as

not do not necessarily relate to one another. The first is a relatively
straightforward mathematical calculation and the second involves judgments about

the validity of studies. Dr. Colton commented that the Committee was hampered ”/

by what the Congress and the judge in Nehmer determined was the appropriate

standard. Dr. Yanders thought that the definition was sufficiently broad to

cover both the legal and the scientific requirements.

The National Vietnam Veterans Coalition commented that the proposed rule would

be used to disqualify credible studies. They also urged that the Advisory Com- ”] AD
mittee be reconstituted. They offered no specific criticism nor proposed any ?
alternative language. A similar commentary was received from the Oklahoma Agent
Orange Foundation.
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The American Legion in its written comments stated that the proposed rule was
inconsistent with criteria expressed by other agencies or corganizations such as
EPA and IARC. They believe that it is not necessary for VA to make de novo as-

axk sessments regarding the health effects of exposure to dioxin or to radiation but
rather should adopt the assessments of these other bodies. They also commented
that VA should consider the results of animal studies in its deliberations. The
Committee noted that similar comments were expressed by the American Legion rep-
resentatives earlier in the day and that the Committee had already addressed
these comments.

The Committee then debated the contents of an addition to the proposed regula-
tion that they believed met some of the criticisms that had been expressed in
the comments. First, they recommended that a new section be added that would
address the consideration of scientific evidence that did not meet the criteria
of valid positive or valid negative studies. The discussion centered on the ap-
propriate weight to give to mechanistic and animal studies. Committee members
felt that some of the comments that had been made had some validity and sought
to accomodate them. After discussion, the Committee agreed upon the following
addition to the preamble:

Valid epidemiclogic studies constitute the most direct and con-

| vincing evidence regarding exposure to some agent and association

: with adverse human health effects. Animal and mechanistic
studies provide less direct evidence in determining the
likelihood that a presently existing disease is associated with
past exposure to a specific agent, but may provide supportive and
supplemental information in evaluation of the weight of evidence
of association with adverse human health effects.

The Committee then offered language for inclusion in the regulation that
would set forth how studies not meeting the criteria of valid positive or
valid negative studies should be considered:

f(l For purposes of assessing the relative weights of valid

‘' positive and valid negative studies, other studies af-
b , fecting epidemiological assessments including case

b - ;}{ series, correlational studies, and studies with in-

7 H sufficient statistical power as well as key mechanistic
;; and animal studies which are found to have particular
"1  relevance to an effect on human organ systems may also

be considered.

Mr. Conway then explained the sequence of events that would follow this meeting.
He stated that the recommendations of the Committee would be considered by the
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Veterans Benefits Administration in drafting a final regulation. It would then
be submitted to the Office of Management and Budget (OMB) for their review.
Upon clearance from OMB, it would be sent to the Federal Register for publica-
tion. In November, the Committee would meet to apply the criteria in determin-
ing whether there exists a significant statistical association between exposure
to Agent Orange and some adverse health effect.

The Committee next discussed the procedures to be employed at the November meet-
ing. Among the options discussed were inviting experts to address the Com-
mittee, extending the length of the meeting to more than the usual two days,
devoting an entire meeting to the question of the effects of Agent Orange ex-
posure, and focusing on several diseases to permit greater opportunity for more
in depth discussion of the literature. The Committee agreed that the proper ap-
proach would be to go disease by disease and have Committee members individually
state their opinion at the conclusion of the discussions. Dr. Whitlock was
asked to assume the responsibility of assessing mechanistic studies and advising
the Committee of those studies that he thought were particularly pertinent. The
first condition that they would assess would be non-Hodgkin's lymphoma.

Dr. Colton asked if the Secretary had reacted at all to the criticism that had
been directed towards the Committee. Mr. Conway indicated that the Secretary
had the intention to do what is in the best interests of the Vietnam veteran
community. Dr. Colton suggested that should mean compensation for veterans for
all diseases regardless of the scientific evidence. Dr. Kurland stated that the
goal should be to compensate the veteran consistent with the appropriate
scientific evidence.

Whefeupon, the meeting concluded.

Approved: @—QM <P 2/@ C((Q(—cfl

Oliver Meadows, Chairman

i
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