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" ENVIRONMENTAL PROTECTION

AGENCY
IFRL-1373-7; OPP-30000/26E|

Final Determination Concerning the
Rebuttable presumption Against
Reglstration for Certain Uses of
Pesticide Products Containlng 2,4,5-T;
Intent To Hold a Hearing To Determine
Whaether or Not Certain Uses of 2,4,5-T
Should Bes Canceled; Publication of
Fina) Poaltlon Document Concerning
All Non-Suspended Uses of 2,4,5-T

AQENCY: Edvironmenta] Protection
Agency,

ACTION: Final notice of intent to hold a
hearing concerning all non-suspended
uses of pesticide products containing
2.4,5-trichlorophenoxyacelic acid {2,4,5-
T) to determine whether o not such
uses should be canceled, and
announcemenl of findings concurning:
the risks and benefits associated with
such uses of 2,4,5-T products,

summaRy: On July 9, 1075, EPA
amounced ita preliminary
determination ¢oncerning the
Rebuttable Presumption against
Registration (RPAR} review of all uses
of pesticide products containing 2,4.5-
trichlorophenoxyacetic acid (2,4,5-T} not
suspended by prior Agency action, and
proposed to hold a hearing to determine
whether or not these uses of 2,4,5-T
should be cencelled. See 44 FR 41531,
July 17, 1979 (The "Preliminary Notice™).
Pursuant to sections 6(b) and 25{d) of
the Federal Insecticide, Fungicide, and
Rodenticide Act (FIFRA), copics of
related decision documents were
forwarded 1o the Sccretary of
Agriculture and the FIFRA Scientific
Advisory Panel for comment,

This nolice constitules the final
determination concerning the RPAR
review for all non-suspended usas of
2,4,5-T. The Agency has determined that
the potential oncogenic, fetotoxic, and
teratogenic risks associaled with these
uses do nol sppear o be justified by
offsetting economic, social, or
environmental benefits and that such
uses therefore appear to cause
“ynreasonable adverse effects on the
environment,” as defined by FIFRA
Section 2(bb). The Agency has 2lao
determined that there are uncertainties
{n the data concerning the risks and
benefits of the non-suspended uses, and
that additional data relating to the
determination of whether or not to
cancel registrations for these uses can
be developed for and through o hearing.

Accordingly, this notice (1) announces
that the Agency will hold a hearing in
accordance with FIFRA section §(b)(2)

to delermine whether or not uses of
2,4,5-1 products which have not been
sugpended shoukd be canceled or
reclussilied, and (2) describes the
procedure which should be lTollowed by
interested persons who wish to
participate in the heating to be held
under section 6{b){2}.
FOR EUATHER INFORMATION CONTACT:
Michael Dellueco, Project Manager,
Special Pesticide Review Division [TS-
791), Environmental Protaction Agenry
401 M Sireet, S.W., Room 447,
Washinglon, D.C. 20460, T'clephone (202)
5076244,
SUPPLEMENTARY INFORMATION: The
Agency's final Position Document (P 4]
reviews specific {indings concerning the
risks and benuliis of non-suspended
uses of 2,4,5-T nnd contains a discussion
of the comments of the FIFRA. Scientific
Advisory Panel and the Secretary of
Agriculture on the Agency's preliminary
findings and initial proposal to held a
hearing under section 6(b)(2). The PD 4
and the commenis of the Seientific
Advigory Pancl and the Secretary of
Agriculture are published in their
entirely in the appendix to this notice.

I. Background

On April 11, 1978, ihe Envircnmental
Protection Agency isseed a notice of
Rebuttable Presumption Against
Repisiration (RPAR] for ull pesticide
praducts containing 2,4,5-T. Sce 43 FR
17118, April 21, 1978. Issuance ol the
RPAR initiuted a comprehensive public
review of ull 2,4,5-T registeations and all
pending applications for registration of
2,4.5-T products. Ou February 28, 1978,
relying in lurge parl on informution
developed and collecled during the
RPAR review, the Administrator ordered
emergency suspension of, and issued
notices of intent to cancel, the use of
2,4.5-T on forests, righls-of-way, and
pastures [suspended uses), thereby
terminaling the RPAR review as to those
uses of 2,4,5-T. See 44 FR 15674, March
15, 1979,

The RPAR review of the 2.4.5-T uses
which were not subject to the
suspension orders (non-suspended uses)
continued. The non-suspended uses of
2.4.5-T include rice, rangeland, and non-
crop uses.' Subsequently, on July 9, 1979,
EPA announced ils preliminary
determination concerning the RPAR

Frhe lerm “en-grop uses” refers 1o ab other
currenily registercd usos of 2.4,5-T, including uso nl
the Enllowing sites: airports: fences; hedgerowa [not
oiherwise Included in suspended nses, #.4.. rights-
ub-way, poslure], buaber yaede; relinerics; nen-food
Crop ureas; storage avess; wastelind (net otherwise
included in susponded uses. a.p., forestry): vacant
lots; tink farmy; indusirinl aites and areas (net
otherwise included in suspended uses, e.g. rights-
of wayl

- Advisory Panel for com

review of the remaining non-suspended
uses of 2,4,5-1, and pruposaed o hold o
hearing under FIFRA section 6(b}{2) to
determine whether or not these uses of
2,4.5-T should be cancelted we
reclassified. Sec 44 FR 41531, July 17,
1978, Copies of the Position Dunmu nt o,
{PD 2/3] summnvizing the Agency's

‘preliminary findings regarding the ris

proposal to hold a hearing we
forwarded to the Secretar
Agricultyre and the FIF

and benoefits associated with the non
suspended uses und of the Agency

required by sections 8{b
FIFRA, Although not required to do
by FIFRA. the Agency also afforded
registrants and other interested pers
an opporlunity to submit comments on
the proposed action. i

This notice constitutes the Agency's
final delermination conceruing the
RPAR review of the nen-suspended uses
of pesticide products containing 2,4,5-T
and final decision concerning the
proposal to hold n hearing under Section
8(b}{2) to determine whether vt not the
remaining uses of 2,4.5-T should be
cancelled. In Lrief, the Agency has
determined that the potential encogenic,
felotoxic and teratogenic rishs
associated with these uses of 2,4.5-T do
not appear to be justified Ly offsetting
rconomic, sociul, or environmental
benefits. Position Document 4, which is
included in the appendix to this avtice,
summarizes the evidence on which thix
determination is based.

The Agency has also determined that
further anolysis of the risks and benefits
of the non-suspended uses of 2,457 will
enable the Agency to decide whoether or
not registration of the remaining uses of
2.4,5-T should be cancelled or
reclassified, and that perlinent
information concerning the risks il
benefits of these uses can be assembied
and evalualed by holding a hearing
pursuant to FIFRA section 6{l1)(2).
Pursuan! to 40 CFR 164.32. the Agency
intends to petition the Chief
Adminiatrative Law Judge to consolidate
the hearing initiated by this notice with
the cancellation hearing for suspended
uses of 2.4,5-T and silvex. Il is expecled
thal a consolidated formal evidentiary
hoaring on cancellation of all 2,4,5-T
regislrations will begin early next year.

1L Legal Authorily
A, Genoral

In order to ebtain a registration for a
pealicide under FIFRA, a monulacturer
must demonstrate that the pesticide
satisfics the statutory standard for
registration. That standard requires
(among other things) that the pesticide
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perform its intended function without
causing “unreasonable adverse effects
on the environment,” FIFRA section
3[c){5). "Unreasonable adverse effects
on the environment” is defined as “any
unreasonable risk to man or the
environment, taking into account the
economic, social and environmental
costs and benefils of the use of any
peslicide.” FIFRA section 2(bb).

In effect, this standard requires a
linding that the Lenefits of each use of
the pesticide exceed the riska of that
use, when the pesticide is used in
accordance with the terms and
conditions of registration, or in
accordance with widespread and
commonly recognized proctice. The
burden of proving Lhat a peslicide
satisfies the registration standard is on
the proponents of registration (e.g.,
registrants or users} and continues as
long as the registration remains in effect,
Under section 8 of FIFRA, the
Administrator is required to cancel the
ragistration ol 4 pesticide or modify the
terms and condition of registration
whenever he determines that the
pesticide no longer satisfies the
statutory standard for registration.

B. The RPAR Process

The Agenoy created the rebullable
- presumption ugainst reglstration [RPAR)
process to facilitate the identification of
pesticide uses which may ot satisfy the
statutory standard for registration and
to provide u structure for the gathering
and evaluation ol information about the
risks and benefits of these uses. The
structure permits public parlicipation at
major points in the evaluation procesgs,
The regulations governing the RPAR
process are set forth at 40 CFR 162.11.
This seclion provides that a rebuttable
presumption shall arise if a pesticide
meels or exceeds any of the risk criteria
idenlified in the regulations. After an
RPAR is issued, registrants and other
interested persons are invited to review
the data upon which the presumption is
based and to submit data and
information to rebut the presumption.
Respondents may rebul the presumption
of risk by showing that the Agency's
initial determination of risk was in error,
or by showing thal exposure of man or
other sensitive species which is likely to
be associated with use of the pesticide
will not result in a significant risk of
adverse effects of the type in question.
Further, in addition to sebmitting
evidence to rebut the risk presumption,
respondents may submit evidence as to
whether the economic, social and
environmental benefits of the use of the
pesticide subject to the presumption
outweigh the risk of use.

The regulstions require the Agency to
conclude an RPAR by issuing a Notice
of Delermination in which the Agency
states and explains ite position on the
question of whether the RPAR risk
presumptions have been rebutted. If the
Agency determines that the presumption
has not been rebutted, it then considers
information relating to the social,
economic, and environmental costs und
benefits of use of the pesticide, including
information which registrants, the U.S.
Dupartment of Agriculture, and other
interested persons have submitted o the
Agency, and other benefits information
known to the Agency. If the Agency
determines that the risks of u particular
pesticide use appear {0 outweigh ils
benefits, the Agency may elect to
conclude the RPAR process by issuing a
notice of intenl to cancel, deny, or
reclassify registration of the pesticide
for the use in question, pursuant to
FIFRA sections 8(b){(1} and H{c)(6). or by
issuing a notice of inlent to hold a
heuring to determine whelher or not
registration for that use should be
canceled, denied, or reclassified,
pursuant to FIFRA scection 8(b){2).

C. Choice of Mode of Action

Two lypes of proceedings are
available under section 8(b) of FIFRA to
canwel a pesticide registration, or to
madily the terma and conditions of ils
registration: FIFRA section 8(b){1)
pruceedings and FIFRA section 6(b)(2}
proceadings. In gencral, FIFRA section
6(h){1} proceedings begin wilh a notice
specilying the regulatory action which
Llhe Administrator is proposing. This
action tokes effect aulomatically,
without hearings, at the expiration of a
notiee pertod prescribed by statate,
unless a registrant or a puraon adversely
affected by the notice requests a hearing
wilhin that period. If & hearing is
requested, the regulatory action
proposed by the Administrator does not
take effect; however, at the conclusion
of the hearing, the Administrator may
implement the proposed action, i he
delermines that it is appropriate to do so
based on the record developed in the
hearing,

Section 6(bH2) proceedings, on the
other hand, begin with n general notice
apecifying the issues which the
Administrator desires to have explored
at a hearing. Unlike section 6{b){1)
proceedings, the section 8(b)(2)
proceeding does not include an initial
proposed regulatory solution which
would take effect automatically if a
hearing {8 not requested. Interested
persons may participate in the hearing;
al the conclusion of the hearing, the
Administrator may take whatever action
he deems appropriate, based upon the

record developed in the hearing,
including cancellation of a posticide
regisiralion or modification of the terms
and conditions of its registration.

The judgment of whether to issue o
FIFRA section 6(L)(1) or a section ¢{L){2)
notice is within the sole discretion of the
Administralor {or his duly designated
delegatee). If the Administrator
determines that the risks of a pesticide
use appear to outweigh its benefits, he
may issue a notice of intent te cancel
pursuant to FIFRA section 6{bj(1). 1,
however, the Administrator’s judgment
concerning the risks and benelits
asgociated with a particular pesticide
use or lhe appropriate regulatory
response is only tentative, the
Administrator may issue a nutice under
FIFRA section 8(b){2) declaring his
inteution to hold a hearing “to deterning
whether or nol its registralion should he
cancelted.”

D. Extornal Review

The statule reguires the Agency to
submit natices to be issued pursuant 1o
FIFRA section 6 to the Secretary of
Agriculture, along with an analysis of
the impact of the proposed action on 1he
agricultural economy. FIFRA section
8{b). The Agency must submit these
documents to the Secretary of
Agriculture at least 8a days before
igsuing the the natice in final form. 1T the
Secretary of Agriculture comments, in
writing, within 30 days after receiving
the nolice, the Agency is required Lo
publish the Secretary’s comments and
the Adminiatrator's responscs to thum
along with the notice. FIFRA also
requires the Administrator of submit
FIFRA section 6 nolices, at the same
thme and under the same procedures as
those described above for review by the
Secrelary of Agriculture, to the Scientific
Advisory Panel for comment on the
impact of the proposed action on heallls
and the environment, FIFRA saction
25{d).

Although not required to do 30 under
FIFRA, the Agency has determined that
it ig conaistent with the general themeo of
the RPAR process and the Agency's
overall policy of open decisionmaking to
afford registrants and other interested
persons an apportunity to comment on
the bases for the proposed action during
the time that the proposed action is
under review by the Secretary of
Agricuiture and the Scentific Advisory
Panel. Accordingly, appropriate steps
were taken to make copies of Position
Document 2/3 on the non-suspended
uses of 2,4,5-T available to registranta
and other interested persons at the time
the preliminary decision documents
werg transmitted for furmal external
review, through publication of a notice
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of availability in the Federal Register,
and by other means. Registrants and
other Interested persons were allowed
the same period of time to comment-—30
days—that FIFRA provides for receipt of
cominents from the Secretary of
Agriculture and the Scientific Advisory
Panel. :
The decision to tssue a FIFRA section
. 6 notice is a preliminary determinalion,
pending externsal review and Agency
analygis of comments received. On the
basts of these comments, the Agency
may withdraw the notice, issue a final
notice without modification, or modify
the notice, as appropriale.

iil. Determinations and Announcement
of Regulatory Actions

As detailed in the Preliminary Nolice
and PD 2/3, the Agency considered
information on the risks associated with
the non-suspended uses of 2,4,5-1,
including information submitted by
registrants and other interested persons
in rebuiial to the 2,4,5-T RPAR, The
Agency also considered information on
social, econemic and envirenmental
benefits of the non-suspended uses of
2,4,5-T, including benefits Information
submitted by registrants and other
interested persons in cenjunction with
their rebutial sybmisaions and
information submitted by the United
States Department of Agriculture. The
Agency's assessment of the risks and
benefits of the non-suspended uses of
2,4,5-T, ity conclusions and
determinalions that the non-suspendud
uaes of 2,4,5-T appear to causn
unreasonulle adverse effects on ke
environment, and ils determination that
a section 8{b){2) hearing on these uses is
warranted, were get forlh in detoil in PD
2/3. The PI? 2/3 was adoplnd by the
Agency as its statement of reasonas for
the delerminations and actions
announced in the Preliminary Nolice.

This notice constitutes the Agency's
fingl notice of determination concluding
the RPAR on the non-suspended uses of
2,4,5-T, Il reflecls any modifications in
the Agency's initial determinations on
the risks and benefita of non-suspended
2,4,5-T pesticide uses which the Agency
has concluded are appropriate, after
review of the comments and infoermation
received concerning PD 2/ 3 and the
Preliminary Notice from the Secretary of
Agriculture, the SAP, and other sources.
This notice also indicates that there is
no modification of the regulatory action
announced in the Preliminary Notice.

PD 4, which accompanies this notice,
discusses in detail the commenta that
were received from the SADP and the

Seceretary of Agriculture,?the Agency's
response 10 these comments and the
Agency's reasens for changing or not
changing its initial determinations and
the regulatory aclios announced in the
Preliminary Notice. Finally, this notice
announces the regulatory action which
the Ageucy is implementing concerning
2.4,5-T. The Agency hereby incorporates
Pi1 2/4 and PD 4 as its statement of
reasons for this action,

A. Determinations on Risks

The 2.4,5-T RPAR way based on
information indicating that 24,5-T and/
or its TCDD contaminant pose
encogenic, fulvloxic and teratogenic
risks to the human population. The
Agency has determined that information
submitted to rebut (hese risk crileria
was insufficienl to remove the Agency's
concerns that 2,4,5-T and/for TCDD pose
risks of fetotoxic and teratogenic effects
in unborn children, and that 2,4,5-T and/
ar TCDD pose risks of increased
incidences of cuncer among exposed
populations. The Agency has
deterinined that the rangeland, rice and
RON-CIOP Hred uses of 2,4,5-T create
opportunities for human exposure to this
chemical and TCDD and that such
exposure appears generally to cause
adverse human eflects.® The Agency has
thercfore concluded that the oncogenic,
felotoxic and teratogenic risks
sssociated with the non-suspended uscs
of 2,4,5-T ure of sullicient magnitude to
require the Agency to determine
whether these uses of 2,4,5-T offer
gocind, economice or environmental
benefits which offsel these risks,

B. Dotermination of Benwfits

The uses ol 24,5-T which ure subjeut
to this notice fall into three calegories:
rangeland, rice and non-crop uses, For
cach of these use categories an estimate
ol the economic impact of cancellation
has been made, These estinates ure
intended only as approximations based
on available infurmation,* The Agency's
analysis of this information leads it to
conclude thal the benefits of 2.4,5-T for
the three vatcgories of uses are roughly
as set forth below,®

#The comments Fom the SAP und 1he Seoretry
of Agriculture aie atlached as appendices 1o P10 4,
Al other coments are pvallable in the 24,57
puldic file for inspection und revtew,

FThe Agency is continung 16 eollecl and review
new laboratury dita or the toxic ellfects of these
chemicals in animals, and monitoring data on

residues of lhese chemicals in envizonmental medi.

Crhe Agensy is continning to colhect and reviesw

data refating 10 the benclity of 2.4,5-7 for range, rice,

anl hom-crap naes,

e parpeses of this analysls it is assumied Bt
stives womld also be sancelled wnd, thereiore,
wanld nit e avaitibde as an alternative e 44,5,
[n view ol the virtuadly ldentical toxicelogical
characteristics of the Lo compousids and the

{1) Rangeland.® There are an
estimated one billion scres of rangeland
und pasture suitable for grazing in the
contiguous 48 states, plus 351 million
acres in Alaska and 3 million acres in
Hawail. About 80 percent of this total
acreage is rangeland. Of this tolal, about
one percent is treated with herbicides,
primarily 2,4,

2,4,5-T is used lo control various wood
and herbaceous plants on absut 1,500
acres of rangeland. The most important
weed species trealed are mesquite and
several species of oak. Cactus, yucea,
poisunous plants, and desert shrubs are
also trealed with 2,4,5-T 1o a lesser
exlent,

The estimated bnpact an farn income
and beef prices of cancelling 2,4,5-T on
range would be slight. When compured
with the 11.8. total farm value of beof
production {aboul $18 billion annually},
these impacts, averaging less than §16.5
million annually, are relatively smadl
{0.1 peccent). In lhose tocal areas where
target woed species gre a problem, locad
furm income may be affected
significantly, Adequate information o
evalusnte such local impacts is no!
available. At the retail level,
cancellation of 2,4,5-T for use on
rangeland could cause the consumer
price index for {ood and beverages Lo
increase by 8 maximum of 0.05 percent,
an insignificant increment.

{2) Rice. Over 94 percent of the 2.5
mitlion acreas of U.S. rice-growing acros
are located in Arkansas, Louisiana,
Texas, Mississippi and California. 2.4,5-
T i3 currently used {o control broadlesf
and squatic weads on an eslimated
300,000 acres in the lower Mississippi
Valley aren comprising about 12 povcent
of 1.8, rien acres,

sinnlariy of the benelng of both, it is untikely that
ot would be vancellod and not the vihes.

I respouse 0 comnients eapressing confusion
ahand the Agenny's riinge and pastune definetione,
provided in MY 2/3 ond inhe 2,457 Suspeasion
order the March 15, 1979 (44 FR 1857 Y, respectively,
thes dgency is modifying s rainge definition !
corprclingg an inadverlenl eeeoe &y is pastenm
lefinition:

“Range” is now defined us non-posiuce gwzing
Lind producing lorage feom aative plant apecies or
introduced gpecics munagod ua native spreics.
Grazing kel which hags waasal or more freguent
cullivallon, speding, lferlilizalion, irvigalion,
pesticide application or oher similay practices
wppitinad il is excluded. Forests, defined as fods
capable of growing 28 vubic foel of wood per Fear of
desirabile apecies which are not withdrawa tor non-
tindser purposces, ure ilso excluded.

“Pugture” ig now delined us laad prodocing
fonage for unin] consumption, harvesied by
grazing. which has unnunl or niore fregeent
cullivalion, seeding, fertilzation, ircigation,
pesticide npplicadion or athey sinsilar practices
uppliod 1o it Fencerpwy encloving pasture an
wicluded as part of the pastore.

The modifications i U definitiomy Jie ot regoim
any medilication of tha benefilts unalysis becouse
Wit anndysis wag premised vn these delinitions.
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Propanil and 2,4-D are the most likely
substitutes for 2,4,5-T for control of rice
weeds. These chemicals are thought to
be generally less effective than 2,4,5-T
for control of the major rice weeds; thus
yvield and quality reductlions may occur
where propanil and 2,4-I) are used to
replace 2,4,5-T. The substitution of theso
chemicals for 2,4,5-T could result in
production reductions of leas than 0.1%
of national production.

1f 2,4,6-T is cancelled for use on rice,
annual producer weed control cost
increases and production losses are
estimated at about $6 million per year.
Prices received by farmers, and
ultimately paid by consumers, could
increase by about five percent within
three years. Since rice comprises only a
small portion of the U.8. consumer's diet
(comsuption of milled rice {3 leas than
¢ight pounds per capita annually), price
increases of this magnitude will have
only minor impacts en consumers,

i3} Non-crop uses.” 24,5-T is
registered for control of many broadleaf
and herbaceous weeds in a variety of
urban and rural non-crop areas such as
hedgerows, storage areas, and vacanl
lots. Tt is believed that only 11% {190,000
acres) of all non-crop areas treated with
herbicides are troated with 24,5-T
annually.

Both chemical and non-chemical
controls are available as alternatives to
2,4,5-T for chemical control in non-crop
areas. The ghemical alternalives include
2,4-D, picloram, dicamba, AMS, and
amitrole. Non-chemical controls include
mechanieal methods, such as mowing or
shearing, and manuval methods. The
relative efficacy of the alternatives in
ocomparison to 2,4,5-T is unknown.
However, it is believed thot chemical
alternatives, either in multiple
applications or in combination, will be
widely substituted for 2,4,5-1 und will
provide equivalent control.

C. Determination on Apparert
Unrpasonalile Adverse Effects

For the reasonsg aet forth in detail in
PI) 2/3, and as furlher discussed in PD 4,
the Agency has made the following
determinations relating to the apparent
unreasonable adverse effects of the non-
suspended uses of 2.4,5-T:

{1] Peterminations on Rangeland Use,
The Agency has determined that the use
of 2,4,5-T on rangeland appears to pose

?“Non-crop bees" include: nirporls; fences:
hedgerowa [nol etherwise included among the
previously suspended uses, ¢.g., righte-of-wiky,
pauture); lumbar yuvds; refineries; non-food crop
arnns: slorage areas; wastebands (not otherwlse
included among 1be previnusly suapended uses, e.2.
Insestry); vacas lois; tank Taemes: nduatriu] sites
ant! uroan {not othirwise includod umong The
previously suapended unea, e.g. righte-of-way).

risks which are greater than \he social,
economic, and environmental benefits of
the use. The Ageincy has further
determined thal the data submitted and
reviewed during the RPAR review on

ihe exposure polential and benefits of
the rangeland use are lo some exienl
uncertain and/or incomplete, and that
the negessury information may be
developed through a public hearing for
the review of these questions.
Accordingly, the Agency has delermined
that the use of 2,4,5-T on rangeland
appears generally to cause unreasonable
ndverse effects on the environment
when used in accordance with
widespread and commonly recognized
praciice.

(2) Determinations on Rice Use. The
Agency has determined that the use of
2,4.5-T on rice appears to pose risks
which are greater than the social,
seonomic and environmental benefits of
the use. The Agency has further
delermined that data submitted and
reviewed during the RPAR review on
the exposure potential and benefits of
the rice use are Lo some exten! uncertain
andfor incomplele, and that the
necessury information may be
developed through a public hesring {or
the review of these questions.
Accordingly, the Agency has determined
that the use of 2,4.5-T on rice appears
generally lo cause unreagonable adverse
effects on the environment when used in
arvordance with widespread and
commaonly recognized practice.

{3) Detarminations on Non-Crop Uses.
The Agency has delermined that the use
of 2,4,5-T un airports, fencaes, lumber
yards. refineries, non-fond crop sreus,
storage areas, wastelands, vacant lots,
iank farms, industrial sites and other
uscs nol subject to the emergency
guspension orders [i.e., forests, rights-of-
way, and pastures) appear lo pose risks
which are greater than the social,
economic and environmental henefits of
those uses, The Agency haa further
determined that dala submitled and
roviewed during the RPRA review of the
exposure polentinl and benefits of the
non-urop nsed arc 1o some extent
uncertain andfor incomplete, and thai
the necessary informittion may be
develaped through a public hearing for
the review of these questions.
Accordingly, the ngency has determined
that the non-crop vaes of 2,4.5-T appear
generally to cause unreasonshle adverse
effecis on the environment when used in
accordance with widespread and
commonly recognized practice.

D. Announcement of Regulatory Actions

Based upon ihe determinations
summarized above, and developed in
detail in PD 2/3 and 'D 4, the Agency is

announcing the following regulatary
actions, and this documenl shall
constitute its initiation of these actious

(1) Isguance of a notice of intent i«
hold a hearing pursuant to FIFRA
section 6(b){2) to determlee whether or
not ta cancel the rangeland use of
zi4!5"r;

(2} Issuance of a nolice of intent to
hold & hearing pursuant to FIFRA
section 6{b)(2) to determine whether or
not to cancel the rice use of 2,4,5-T; and

[3) Issuance of a notice of intent ta
hold a hearing pursnant to FIFRA
section B{b}{2) to determine whethor or
nol to cancel the non-crop uses of 2,4.5.
T.

IV. Statement of Isswes

In accordance with § 164.2 of the
Agency's Rules of Practice (40 CFR Part
164), thia part of the notice states the
guestions on which evidence relative (o
the non-suspended uses of 2,4,5-T shal}
be taken at the FIFEA section 6{h)(2)
hearing,

With respect lo he rice, rangelid,
and non-crop uses of 2,4.5-T, evidence
will be taken as to the following
guestions:

(1) Whether the use of 2,4.5-T on
rangeland generally causes
unreasongble adverse effects on the
environment when used in sccordance
with widespread and commonly
recognized practice;

(2} Whether the use of 2,4,5-T on rice
generally causes unressonable adverse
effects on the environment when used in
accordance with widespread and
commanly recognized praclice;

(3) Whether the non-crop uses of 24,5
T generally cause unreasonable advers:
effects on the environment when vsed in
accordance with widespread und
commonly recognized practice;

(4) Whether the use of 2,4,5-1 on rice.
rangeland, or non-crop areas wil
generally cause unreasonable advurse
effects on the environment when used in
accordance with widespread and
commonly recognized practice unless
the termsy and conditions of registration
are modified 1o be more restrictive than
those currently in effect;

(5) Whether, if modifications to the
terms and conditions of registration are
adopted, the labeling of 2,4,5-1 products
for these uses will comply with the
applicable provisions of FIFRA: and

(8} Whether, despite modification of
the terms and conditions of registration,
the use of 2,4.5-T on rice, rangeland, or
non-crop areas will generally cause
unreasonable adverse effects on the
environment when used in accordance
with widespread asnd commonly
recognized practice and should thus be
cancelled.
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V. Procedura) Matters

A. Procedure for Participating in the
68bji2) ¥ fearing

Hearings concerning notices issued
under section 8(b)(2) of FIFRA are
initiated solely at the discrelion of the
Agency and concern all registrations
and uses identified in the statement of
isaues in the notice.” Interested persons
may participate in hearings convened by
the Agency under FIFRA Section 8(b)(2)
by filing a timely responge in
accordance with 40 CFR 184.24.

Section 6{b) of FIFRA provides thul
any “decision pertaining to registration
or ¢lassification™ of a pesticide which is
issued after completion of a Section
8{b){2} hearing “shall be Hnal.” Thus, all
regisirants and other adversely affected
parties who might be affected by
cancellation or reclassification of the
non-susponded uses of 2,4,5-T should be
aware that participation in the hearing
initiated by this notice may conslitute
their sole opportunity to present
evidence and/or testimony concerning
relating igsues prior to final Agency
action. Mareover, judicial review under
FIFRA section 18(b) of any action
concerning the non-suspended uses of
2,4,5-T which is taken by the
Administrator at the conclusion of the
Section 8(b){2) hearing can only be
obtained by a person who has been “a
party to the proceedings . . . ®

All persona who request participation
in the hearing initiated by this notice
most follow the Agency’s Rules of
Practice Governing Hearings, 40 CFR
Part 164, Section 184.24 of the Rules of
Practice provides that each person who
wishes to participate in the hearing
initiated Ly this notice must file a
written response which satisfies the
foilowing requirements: (1) the responae
must state the person’s position and
interest concerning the issues identified
in Section IV of this nolice; (2) if the

*In conlrasy, hourings concerning nutices of
regulatory action isaed under Section 6{u)i1} of
FIPRA are held only il o registrant or other
adversely affactud party files 0 valid and timely
hearing request and concern only thase cegistrations
and usus which are identified in.guch hearing
regnesis.

*1Lis anliciputed thal the Seclion 6{b)(2] hearing
inlilated by this notice will be consoliduted with the
Section 8[h){1) cnovellation hearing conceraning lhe
suspended uses of 2,4,5-T and silvex, ‘Thus, it i
poysille (hat any person whu is already a purty in
the G{b){1) proceeding may be alide 1o obisin judiciol
reviow of flnal Agency actlon concesning the non-
suapanted uses of 24.5.T withowt filing 8 sepprste

- requost to partictpaie in the 8{b)(2] proceeding.
FHowever, since consolidation of the pruceoding is
u mulier within the sole discretion of 1be Chief
Adminigtrative Law Judge, the Agency reconmends
thist any purly who might desire to seek roview of
any final Agency sction conceming cusrently
permisalble wses of 24,5-T should file & timely
risponse wnder 40 CFR § 164.24,

persbn is a regislrant or an applicant for
registeation, the responac must
specifically identify the registeation or
apphcation number of each alfected
pesticide product and include a copy of
the currently accepted and/for propesed
labeling and a list of the currently
registercd or proposed uses for ecach
affected peslicide product; and (3) the

. response must be received by the

Hearing Clerk within thirty (30) days of
publication of this notice in the Federal
Register. Failure to comply with these
requirements will sutomatically result in
denial of the request to participate in the
hearing initizted by this notice.

Requests for hearings must be
submitted lo: {tearing Clerk (A-110),
1.5, Environmental Protection Agency,
401 M Strecl, S.W., Washingtan, D.C.
20401,

b Ex Parte Communications

The Agency's Rules of Practice for
hearings cenducted purguan to scetion
6 of FI'RA forbid the Administratoy, the
Judicia! Qfficer, and the Adminiatrative
Law Judge, ut all stages of the
proceedings, from discussing the merits
of the procecdings ex parte with any
party or with any person who has been
connected with the preparation or
preseniation of the proceeding as an
advocale or in an investigative or expert
capacily, ot with any of their
representatives. 40 CFR 164.7.

Accordingly. the following Agency
offices, and the staffs thergof, are
designated lo perform all investigative
end prosecutorial functions in this case:
the Office of the Deputy Administrator,
ihe Office of Toxic Substances, the
OHice of Pesticide Programs, the Office
of General Counsel, and the Office of
Enforcement,

From \he date of this notice uniil any
firal decision, neither the
Adminisirative Law Judge, the Judicial
Officer, nor Lhe Administrator shall have
any ax purte vontact or communication
with any investigative or trial staff
amployee, or any other interesied
person not employed by EPA, on any of
the issues involved in this proceeding.
However, persons interested in this
proceeding should {eel free to contact
any other EPA employee, including both
investigntive and trial staff, with any
questions they may have,

Dated: Deciember 3, 1679,
Steven I Jellinel,

Assistant Admitvisteator for Pesticides and
Toxic: Subsianes.

2.4,5-T/Silvex Position Document 34—
U.S. Environmental Protection Agency,
Section Head: Kyle Bachehenn

Position Document 4 for Cortein Uses of
2.4.5,- Trichlorophenoxyacotic Acid
{24.5-T] and 2-(2.4,5-Treichlorophenoxy}
Propionic Acid (Sihex)

This ducument represents the
conclusion of the Rebutlable
Presumption Againgt Regislralion
(RPAR} process for 2.4,5-T und silvex,
and contains the Agency's final
determination on regulalory action
regarding the use of 2,4,5-T and silvex
which were uot suspended on February
28, 1979, In summary, the Agency has
reviewed the commends received un ils
decision, principally those of the FiFRA
Scientilic Advisary Panel [BAP) and the
Uniled States Department of Agricalture
{USDA), and now reaffirms its
preliminary decision to hold FIFRA
6(1){2) heparings to determing whether or
not to cancel thege uses of 2,45 and
silvex,

I. Background

On April 11, 1978, the Environmental
Protection Agency (“the Agency'’)
issued a notice of rebuttable
presumption against registration und
continued registration of all pesticide
products containing the herbicide 2.4.5-
tricklorophenoxyacetic acid {2,4,5-7) {43
FH 17116, April 21, 1970}, [sanance of the
RPAR Yegan the Agency's public review
of the registered uses of 24,5-T and the
uses for which applications for
registration are pending. Later, on
February 20, 1979, the Administrator
ordered the emergency suspension of
the use of 2,4.5-T on foresis, rights-of-
way, and pastures [suspended uses) {44
FR 15874, March 15, 1979].' The RPAR
review conlinued for the use of 2.4.5-T
on rice, range,® and cedain non-crop
sites (non-suspended uses).

When Lhe suspension orders were
issued, silvex was a candidate for RPAR
review, bul an RPAR notice had nol
been issucd. However, the use of silvex
on forests, rights-of-way, pastures,
homes and gardens, aquatic aceas/dilch
banks, and ecommercial/ornamental turf
was included in the suspension orders

PDat b unelyses developed in comtestion with
the RPAR review led the Adminisicaloe Lo issoe the
amergenecy sugpension orders and related polces of
inlent {o canuel the suspended uies uf 24,51 and
silvox. Suspension hearings began on April 189, 1979,
Lt were discontinued on May 15, 1979, after sl
rugistrants withdrew from the hearings and
petitionad the Adminigtrator Yor an expadited
catisellation hearing. The fusmol evideatiary phose
of 1he sxnuellstion heasing i3 scheduled to bogin on
Januscy 22, 1BHO,

?See Appundix A, for s clarificution of the
doftaition of pustuee (suspended usel and ronguland
[ -suspended use),
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[44 FR 15867, March 15, 1979] because
boih 2.4.5-T and silvex contain the
highly toxic contaminant 2,3,7.8-
tetrachlorodibenzo-p-dioxin (TCDD),
heth have comparable uses and
correspondingly comparable exposure
potential, and both pose risks of adverse
eflects which are similar in mauy ways.
The RPAR review of 2,4,5-T and the
suspension aclion prompted lhe Apency
to expedite its RPAR review of the uscs
of silvex which had not been suspendad,
namely the use on rangeland, rice,
sugarcane, orchards, and non-crop
argas® (non-suspended uses}. As a result
of this expedited review, the Agency
determined that the non-suspended usey
of silvex exceed both the oncogenic and

2 Tilde 1.

ather chronic or delayed toxic eflects
risk criteria forissuance of an RPAR |40
CFR 162.11{a)(3)).

On July 8, 1979, the Agoncy issued
preliminary nolices of determination
relating 1o Lhe non-suspended uses of
2,4,5-T and silvex (44 FR 41531; 44 I'R
41536, july 17, 1979). The Agency
considered risk information concerning
the nen-suspeaded sses of 2,4.5-1 and
silvex und found (1) that 2,4,5-T and
stlvex are letotoxic and teratogenic and
(2] that 2.3.7.8 teteachlorociibenzo-p-
diuxin (TCDIY}, the truce contaminan in
2.4,5-T and silvex, is feloloxic.
leratogenic nnd carcinogenic. The
Agency acknowiedged that there are
gome uncertainties abow the amount of
human exposure to 2.4,5-T, silvex, and
TCDD because of the linited exposure
information avaitable,

Table {.—Susponded and Nonsuspendod Us.s of 2.4.5-T and Sivex

AT

Sahuire

MHarsosponded usos, (24,57 APAR iseuud Apnk 21, 1876 (A3 T tage, anvrep olos b Ao, ranege, nomrop sios,

FR 17116); wilvak RPAR ssued July {7, 1979 M1 FH

415364

Suspondod usos. 124,57 emorgency suspension weuad March Faresls, oghilsof-way
5, (D79 (14 FA [15B74); givon Oifiurgoncy  Suspenmon

ssyad March 15, 1979 (44 FR 15697)1

SURAICROL, sHehards.

Forests, roiis-of way.
Pasiuie, oMo amd gardr,
aguate arvastditch banks,
cOmMmEcialf armamaontal
turl.

[rbSTlikic

Hucheles yse o Of Around pomrop stes, Auch 4% lencorows, hdyersws, Teacos nol pliberwise inchudid w suspunded
uses, €., fghts-ol-way, pasiuel, wdustial slas or Duldings jnol siheosse mchizd m suspendod uscs, o . Rghis-Ofwiy.
commrcrltornamantat furd), Slorago Hrons, wWasto argas. vAcanl lola, parking areas, unid all other noncrop sius

Concerning the non-suspended uses of
2,4,5-T and silvex, the Agency has also
considered economic benefits
information which pesticide registrants,
the United Stales Department of
Agricuiture, and other interested partics
originally submitted in response ta the
2,4,5-T RPAR notice. During the course
of the review, the Agency welghed risks
and benelits to determine whether or
not the risks of each use were exceeded
by the corresponding benefits. The
Agency determined that additional
benelits data were being developed
which merit consideration, especially for
the non-suspended uaes of silvex.

Accordingly, with respect to the non-
suspended uses of 2,4.5-T and silvex, the
Agency has concluded: (1) that
continued use of these two chemicals
appears to cause unreasonable adverse
effects on the environment, (2) that there
are uncertainties in the data relating 10
the risks and benefits of the uses at
igsue, (3) that addittonal dats on the
rivks and benefits of the non-suspended
uses of 2,4,5-T and ailvex will permit the
Agency to determine whether or not to
cance! the registrations for these uses,

arul [4) that such informalion can be
woquired throngh o public hearing under
section 6(b){2) of the Fedesal lnsecticide,
Fungicide and Rodenticide Act, as
amended, 7 U.5.C. 138 ef seq. (FIFRA).
Under FIFRA, the Agency is required
to submit these preliminary
determinations to the Scientific
Advisory Panel for commenl on risk
issuey, and to the United States
Depurtment of Agriculture for comment
on bencfits issues. The Agency must
then respond publicly to the comments
made by the SAP and the USDA before
making a final regulatory decision (7
1.5.C. 136d). The remainder of this
document sets forth the Agency's
analysis of comments submitted by
USDA, the: SAP, and other interested
parties, and the Agency’s reasons and
the luctual base for the action it 1s
taking. The formal comments submitted
by the SAP and the USDA are
reproduced in their entirety as
Appendices B and C of this document.

il. [ssues Relating to Risk
A. Comments Relating to Toxicity
The Agency's proposed action is

based in parl oo data Hhal show 2040 T
silvex, andfor TCDD produce lelodonin,
teratogenic, and carcinogenic vflecis
les! animals, The SAP agreod will 1he:
Ageuey's assessment of the toxic eliects
of these chemicals but did nat fully
agree on all aspoeets of ils inlerpretation
of dose level responses.

(1) Reproductive Toxicity, In previous
position and suspension docwnenls, the
Agoency oited nuimerous studies in test
species which showaod that 2.4,5-T or
silvex containing 0.5 parts per million
(ppm) or less TCDIY and pesticide-free
TCDD produse clelt palale, kidney
abnormalilies, delayed ossification, fulad
martality, and reduced fetal weight [sec
43 FR 17118, April 21, 1978 und 44 FR
15874, March 15, 1978 for review). In
rodents, ndverse elfects were noted al
maternal doses as low as 10 milligrams
per kilogram (mg/kg) body weight 2,4,5-
T (0.08 ppb TCDD} [Smilk, 1978]; 50 mg/
kg silvex body weight (<065 ppm
TCHDY [Dow, 1973); and 0,601
micrograms per kilogram (ug/kg) body
weight TCDD (Murray, 1974; Smith el ul.,
1976), Furthermore, in non-human
primales. malernal doses of T'CDD as
low as 50 parts per trillion (pp4) {aboul
0.002 ugfkg| resulied in reduced Tortility
and increased fetal logs {Schantz ot ul.,
1479). Similar and more severe effects
have bein observed at higher doses in
all sprecied tested. Because statistically
significant effects consistent with those
scen at higher doses were observed al
0,001 ug/kg TCDD in a three generation
study in rats, and because this is the
lowest dose tested in uny species, the
Ageuncy has determined that a non-
observed effect level (INOEL) has not
been demonsirated for fetotoxic effects
due te TCDI exposure.

The SAP agreed with the Agency Lhal
24,57, silvex, and TCDD ave each
teratogenic and fetotoxic. The SAD also
agreed that a NOEL had not been
established for TCDL in monkeys.
[owever, the SAP concluded that “lor
ali practical purposes” a NOEL has been
shown for TCDD in studies with rats
and mice. Although the SAP concluded
that 0.001 ug/kg was a practical NOEL,
the Pancl also recognized the exislence
of effects at this dose level, While the
Agency interpreted ithese effects us
sighificant, and sufficient to preciude
establishment of a NOEL, the Panel
interpreted them as suggestive of a
NOEL,

Without additional data, the Agency
ig rafuctant to adopl the Panel's
interpretation, TCIM is one of the mos!
loxic chemicals known. 1t8 degree of
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toxicily, as well as its toxic
manifestations, varies among the animal
species, and its effects on the human
reproductive system are largely
unknown. In nddition, the control data
upon which the aludy is based are so
variable &s lo warrant concern that
these fluctuntions may be manking
additional effects. Becauss the effects
geen at 0.001 ug/kg are conslatent with
those seen at higher deses, and because
of the factors listed above, the Agency is
unwilling to dismias the effects observed
at 0.001 ug/kg as insignificant to risk
assessment. Fxtrapolations from
experimental animal studies to man are
difficult even when there is a clear
NOEL. When, with TCDD, thers is no
NOEL, the Agency would prefer to err
on the side of safety.

(2) Oncogenicity. In Position
Document 2/3 on 2,4,5-T and Pusition
Document 1/2/3 on silvex, the Agency
concluded that commercial 2,4,5-T and
silvex may pose a significant
carcinogenic risk to exposed humans.
This conclusion was based primarily on
data showing that TCDI), an
unavoidable contaminant in commnercial
2,4,6-T and silvex, is carcinogenic in
laboratory animals.

The principal comments made by the
SAP regarding the oncogenicity of 24,5
T, silvex, and TCDD, together with the
Agency's respornise tg these comments,
are summarized below,

The SAP agreed with the Agency thal
TCDD is cercinogenic in laboeratory
animals, The SAP also agreed that
commercial 2.4.5-T productls pose some
onoogenic rsk to man because of
contamination of these products with
TCDD. However, the SAP cencluded
that the available evidence indicates
that there is ne substantial oncogenic
risk to man from exposure to
commarcial 2,4,5-T,

The Apency disagrees with this
conclusion. When the SAP considered
the Agency's proposed section 6(b)(2)
notices for 2,4.5-T and silvex, the
Agency had not yol compleled its
exposure analysis, The exposure
information provided to the SAP was
thus not a sufficient basis for making an
accurate determination on whether or
not the encogenic risk posed by the uses
of 2,4,5-T affected by the proposed
notices wag substantial. An accurate
determination may be possible when the
Agenocy completes its exposure analysis.

The SAP atated that the CAG
concladed that the non-oncogenic dose
(in the study by Kociba et al. (1978) on
TCDD] lies between 0,01 and 0.001 mg/
kg/day. The Agency, howover, contends
that the GAG concluded only that no
enoogenic response was observed in the
Kociba study at a dose of 0.001 mg/kg/

day. On the basis of the no-threshold
dose respunse theory regarding
carcinogenicity (Albert et al., 1977), the
CAG und the Agency consider any doae
ol TCDD, wo matter how amall, to pose
some cutrcinogenic risk o humana.

The SAP concluded that the few
oncagenicily studiea on silvex which
have been conducted do not indicate
any oncogenic effects, but commented
nonetheless that “these dala must be
viewed with some caution becavse of
the contomination of commercial silvex
with TCDI.”

The Agency agrees with the SAP thal
any chronic studics on silvex which
have not demonstrated a carainogenic

regponse should ba viewed with caution.

Becanse TCDD is an unavoidable
contaminanl of commercial silvex, the
Agenoy concludes that silvex poszes
some carcinogenic risk to exposed
humans. A determination of the
subsiantiability of this risk may be
possible when the Agency completes jis
exposure analysis.

Cortuin other comments by the SAP
reflact differences of opinion amony
scientisls concerning other technicul
details which have no direct bearing on
the Agency's proposal to held a 6{h)(2)
hearing. Such & hearing provides an
appropriate forem for an in-depth
development and analysis of the issues
and the Agency thus feels that it is not
necessiry 10 respand 1o several of the
SAP's comments on oncogenicity ai this
time,

B. Commeuts Redating to Fxposare and
Risks

On the guestion of polential human
exposure to 2,4,5-T, sitvex, and/or
TCDD from the nun-suspendod uses, the
Agency and the SAP are in agreement
on the need for additional data, In
reaching a preliminary decision, the
Agency concluded that although the
non-suspended uses appear to cause
unreasonable risks of adverse effects, at
present, gaps in the data preclude an
sccurate assessment of the poteniial for
human hazards. In particular, the
Agency specified a need for additiénal
irformation on possible avenues of
human exposure. The SAP also
coneluded that there is a potential for
human exposure from the non-
suspended uses, but that the available
dala are “incomplete and preliminacy in
nature”. 'The SAP specifically
recommended thal additional
monitoring data be obtained from
aources likely to demonstrate human
exposure, placing purticular emphasis
on TCDN ievels.

(1) Monitoring Dota. In the 24,6-T
Position Document 2/3 and the Silvex
Position Document 1/2/3, the Agency

presented data from STORET,
computerized data base of surface witer
chemicul residues, and from the
National Surface Water Monitoring
Program fur Pesticides (NSWMPLY,
which indicate that 2.4,5-T and silvex
residues were present in waler in arcas
where these herbicides ave used, The
Agenacy acknowledged that these
residues could not be attributed 1
specific vses of 2,4,5-T and silvex.
Howecver, the Agency’s concern aboul
these residues in the environment was
supported by monitoring studies in
rangeland (Marigold and Schulze, 1u69;
Lawsaon, 1976) and apple orchard arvies
(Cochrun ¢t al., 1976).

Concern about potential human
exposure to 2,4,5-T, silvex, und/or
TCDO from the non-suspended uses has
prompted the Agency to undertake new
monitoring sludies. As indicated in the
2,4,5-T Position Decument 2/3 and the
Silvex Position Document 1/2/3, rice,
crayfish, catfish, water, and sedimont
from the South are being lested to
determine the extent of environmental
contaminalion due lo 24,5 T and silvex
use on rice. The Agency is also enguged
in moniloring edible fish, rice, sedimen,
human milk, beef fal, and beef lver for
YCDD residues,

During the SAP meeting of Augusl 15,
1978, the Acney acknowledged that
there 1s not a large body of monitoving
dila available for spesific uses bevause
previcusly reported monitoring projecls
ware rarely use-oriented and were
frequently conducted at times when the
chemical was not being used in the
monitered area. Therefore, residues
traceable to a particular chemical uss
might not be detected under these
circumstunces.

The SAP concurred with the Agency's
view thal available monitoring data nre
inadequate to assess potential human
exposure fraom the uses of 2,4,5-T on rice,
range, and certain non-crop sites, and
from the use of silvex on erchards, rice,
range, sugarcane, and certain non-crop
sites. The SAP characterized the
moniloring data presented by the
Agency as incomplete and preliminary
in nature and recommended that
additional data be gathered regarding
the levels of 2.4,5-T, silvex, and TCDD in
milk, lissues of range animals and cdible
aquatic organisms,

As Indicated above, the Agency iy
currently conducting seversl gignificant
monitoring studies in the media
recommended by the SAP. In addition,
the Ayency is reviewing recent
monijtoring studies by ather researchurs,
such as another TCDD study in human
milk (Memao, 1979¢) and & TCDD study
in lish (Kueh! et al., 1979), The resuits of
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these studies will be reviewed during
the 6(b)(2) hearings.

(2} Risk Commaents. The SAP made
several comments on the lagues of
exposure and risk, and on the methods
of risk reduction with which the Agency
digagrees. The Panel concluded that the
margins of safety between exposure and

the NOEL were sufficient to protect the |

general population from any
reproductive rigk associated with the
non-suspended uees of 2,4,5-T and
silvex. Concerping mixers and loaders,
the SAP suggested that rigk could be
reduced to a safe level by the use of
protective clothing and equipment, The
F?ency‘s disagreement with the Panel's
adoption of a “for all practical
purposes” NOEL for TCDD has been
discussed above. The Agency further
questions whether the existing data are
sufficient to permit the Panel's
conclusion that protective clothing and
equipment are sufficient to adequately
reduce risk fof mixers and loaders.

In additlon, the SAP recommended
that efforts be made to reduce the TCDD
content in commercial 2,4,5-T and
stlvex. Although the Agency applauds
any eflorts by registrants to reduce
TCDD levels in pesticide products
containing 2,4,5-T and silvex, any
review of these chemicals at this time
can be based only on the present
formulations of 2,4,56-T and silvex
products which unavoidably contain
TCDD. As for all other pesticides, 24,5-T
and silvex registrants must provide the
Agency with scientific data, through the
registration process, that the production
of 2.4,5-T and/or silvex without ‘TCDD
does not cause unreasonable adverse
effects to human health or the
environment,

C. Comment Relating to New Data

in addition to its comments on the
Agency's assessment of existing dala,
the Panel urged the Agency to review
new data form several on-going and
recently completed studies. Specificully,
the SAP reccommended thal a full set of
details be obtained and evaluated
concerning new oncogenicity studies
conducted by Leuschner et al. (1979)
with 2,4,5-T containing less than 0.05
ppm TCDD and by the National Cancer
[nstitute [NCI) {1879) with TCDD. Also,
the SAP recommended similar measures
for Dr. James Allen’s on-going
reproductive toxicity study in monkeys
fed a diet containing 25 ppt TCDD
{Allen, 1979).

This recommendation is fully
consistent with the Agency's custumary
practice of evaluating new information
as part of its continuing review of risks
and benefits of registered chemicals,
The Agency will review and asscss

these and any other available studics in
the cantext of the proposed 6(b)(2)
hearings.

In conclusion, the Agency has
determined that the SAP comments do
not warran! a change in the Agency's
risk analysis for the non-suspended uses
2,4,5-T and silvex at this time.

IIL. Issues Relating to Benefits

In the 2,4,5-T Position Document 2/3
and the Silvex Position Document 1/2/3,
the Agency provided a preliminary
benefits analysis and acknowledged
that further review of the chémical
alternatives was necessary before the
Agency could make a final assessment
of the risks and benefits associated with
{he continued uses of 2,4,5-T and silvex.
Throughout the review of 2,4,5-T and
silvex, the Agency has expressed
concern ghout the quality and
completeness of much of the data il has
obtutned on the economic benefits of
2.4,5-T and silvex,

In its response to the Agency's
proposal, USDA agreed that these data
gaps can best be addressed through a
6(b)(2) hearing for the non-suspended
uses of 2,4,5.T and silvex, USDA did not
provide substantive comment on the
benefits determinations which were
prosented in the Poaition Documents, [n
addition, USDA stated its intenlion to
continue assembling additional data e
be submitted to the Agency on the uses
of, and benefits associnted with, these
herbicides, The Agency is also
continuing to gather benefits
information {rom other sources.

[n conclusion, the USDA's comments
on the Agency's preliminary benefits
analysis for the non-suspended uses of
2,4.5-T and silvex wholly support the
Ageney's delermination that [urther
review is necessury and can best be
nddressed through a 6{L}2) hearing,

V. Conclusion

The SAP's assessmend of the scienlific
ditac om the reproductive and the
oncogenic eflocts of 2,4,5-T, sifvex,
TCE) in test animals is generally
consistent with the Agency's pesition.
Also, consistent with the Agency's
current efforts were several SAP
recommendations for obtaining
addilional data.

‘'he Panel concluded that it had Tound
no cvidence of an “immediste or
subsiantial hazard” o human health or
the envirpnnent associated with the
non-suspended uses, and is likewise the
Agency's position. Upon finding
evidence of an “imminent hazard”, the
Agenty acts to suspend the pesticide
uses which are implicated. An example
of such nction is the recenl emergency

action suspending certain uses of 2,457
and silvex.

As was discusgsed in the 2.4.5-T
Pagition Document 2/3 and the Silvex
Position Document 1/2/3 for the nou-
sugpended uses, the Agency
recommends holding a hearing, in part
because the available duta indicates
that these uses appear to have
unreasonable adverse effects on the
environment, However, the Agency did
not act to suspend these uses as it
would have done if it had found an
imminent hazard.

The SAP disagreed with the Agency's
proposal to hold a hearing and
recommended that the Agency not hold
a 6(b](2) hearing at this time. The
Agency has laken the PPanel's
recommendations into accouni but has
decided that such a hearing is
appropriate, based on {1) information
showing that the non-suspended wses of
2,4,5-T and silvex appear to cause
unreasonalile adverse effects on man or
the environment, (2) the Agency's and
the SAP’s conclusion that more
information is necessary to tesolve the
issues involved, and {3) that a combined
hearing is the most efficient and
sffectiva way to resolve the issucs.

The Agency holds that it is in the
public interegt to coinbine the hearing
for the nonsuspended uses with the
cancellation hearing {or those uses that
were suspended on February 28, 1979.
Not only will this action be
administratively convenient for the
Agency, registrants,-and interested
parties, entailing more etlicient use of
resources, bat it will also ensure that the
Agency's concerns on all uses of 2,451
and silvex are addressed consisteatly.
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Appendix A

In responae to comments expressing
vonfugion about the Agency's pasture and
vange definitions, the Agency is laking this
opporluniiy 1o correct on ingdveriant error in
the pasture definition and to modify the range
definition.

In the pusture definition the word “and™
was inserled in the list of cultural praclices in
place of the Intended word “or” (44 FR 15874;
44 FR 15097, March 18, 1079). Therefore, the
definition should be corrected by the
subatituiing of the word “or* for “and" g0
thal the definition now yeads as follows:

Pasture ls definod as Jand producing forage
for animal consumplion, harvosled by
grazing, which has annual or more frequent
cullivation, seeding. fertilization, trrigation,
peaticide applcatlon or ather slmitar
practices applied o it Fencerows enclosing
pastures are included as part of the pasture.

‘This correction clearly specifies that
annuai application of any one or more of
these cuttural practives will classify the land
s paslure.

‘The following modification of the range
definition will further explain the distinclion
between range und pastura, These
modifications are based on the same USDA
Forest Service material which was the source
for EPA's definition of pasture and range.
with these modifications, range is now
defined ns follows:

Runge is non-pasture grazing land
producing lorage from native plant species or
introduced species managed as native
species, Grazing land which haa aonual or
mare {regnent cullivation, seeding,
fertilization, irrigution, pesiicide npplication,
or other similar practlices applicd Lo it ia
excluded. However, forest,' as defined in 44
FR 15893, March 15, 1679, are axcluded.

Appendix B—Federal Insecticide, Fungiclde,
and Rodenticide Act {FIFRA), Bcientific
Advisory Panel

Review of Notices of Intant To Hold FIFRA
Section 6{h)2) Hearing on 2,4.5-T and Sifvex

‘The Federol nseciicide, Fungicide, and
Rodenticide Act (FIFRA) Scientifie Advisory
Ponel has completed review of the Notices of
Intent by the Environmenial Proteclion
Agency (FPA] to hold hearings under the
provistons of FIFRA Seclion &({b)(2) Lo
ponsider approprisle rxgulatory action for
those uses of 2,4,5-T and Silvex which were
not incladid in the recont suspension orders.
‘The review was completed in open meetings
held in Arlington, Virginia, during the periods
Auvgust 15-16, 1979, and September 20, 1979.

Maximum pablic participation was
encouraged by the Scientific Advisory Paned
to ensure an objective and adequate
consideration of al) relevant scientific issues
refating to health and the environment, Pubiic
nolice of the meetings was published in the
Federa! Registor on July 27, 1979, and
Seplember 4, 1979, In addition, welephonic
anlls and dpecial mailings were also sent to
the genoral public who had proviously
wxpressed wn interest in activities of the
Punel,

Wrilten stalemenls relalive to 24,5-T und
Silvex were received from Dow Chemical
Compauy, and Michigan State Univorsity.

In addition, oral eomments were received
jrom v, [. R, Allen, University of Wisconsin
Medical School; EPA technical slaff;
ropresentatives of the Texas State
Department of Agriculture; Dow Chemicul
COmlpany: il the Environmental Defense
Fund,

The FIFRA Scientific Advisory Panel
wighes 10 recognize the excellent cooperalion
and ussistince of numerous EPA tochnical

Lands enpalde of growing 20 enbic feul of wood
pur acre per year of desireble species which are not
withdtriam for non-timbet perposes.

stelT thoughaut the review of 2,4.5-T uni
Silvex.

In consideration of all matters brought ol
during the meeting snd corefu! review of ail
documents submitted by the Agency and
olher parties, the Panel unanimousty submits
the following report:

In response 1o the Agency's request for
ndvice concerning whether & FIFRA Section
6{b}{2) hearing should be held 1o resolve
guestions relative lo the continued use of
2,4,5-T and Silvex on rice, rangeland,
vrchards, sugar cane, and cettnin non-crop
sites, {1) the Sclentific Advisory Panel
recommends that the Agency not hold sech a
meeling ot this time, After extonsive review
of the data we {ind no evidence of an
immediate or substandial hazard to human
health or to the environment associated with
the use of 2,3,5-T ar Silvex on rice, rangeland,
orchitcds, sugar cane, and the non-crop uses
specified in the declsion documents.

The Scientific Advisory Punel haa
extensively reviewed the animal toxicily test
data base for teratogenesis, corcinoginesis,
and roproductive effects for 2.4,5-T, Silvex,
and TCDD and has identified some
additional data needs which should be
nddressed prior to final decision making
relnfiva to the safety evaluation of 2,4,5-T and
Sitvex. (2} The Sclentific Advigory Panel
recommends spocifically that the full dotails
be obtuined and evalvated for the folfowing
throe studies which were discussed hricfly af
the hearing:

1. The oncogenicity study on commercial
2,4,5-T being conducted in Germany in the
Laboratorivm Fur Pharmakologie Und
Toxikctogie. An oncogenic sludy has revimitly
been completed on 2.4,5-T which was
apecially purified to contain a low
concentration of TCOD. However, duli is
needed on the oncogenicity of commercial
2,4,5-T containing TCDD (Z0.05 ppm).

2. Tho vncogenicity study recently
compleled at NCI with TCDD in botb rats and
mice; siyd

i1 The reproductive toxicity study bring
conducied st the University of Wisconsin by
Dr. Allen in which monkeys are being led a
diet containing TG at 25 ppt,

The Scienlific Advisory Panel has wdao
reviewnd the available data regarding
potentinl human exposure to 2,4.5-T and
Silvex from uae on vice, rangeland, orchards,
sugnr cane, and other pon-crop applications
and the menitoring duta related te these uses
ond would churnclerize lhene as incompiele
and prefiminary (o nature. (3) We therefore
recommend that monitoring data be ohtained
repording the levels of 2,4.5-T and Silvex aod
TOY in milk, and that additional data he
gathered regarding the levels of these agents
in the tisswes of range animals and thot
informution be obitained regarding tho lovels
of these apents in edible aguatic
orgosma, . . . 1o these additiona!
monitoring studies specinl emphasis should
be placed on TCRD levels rather than levels
of 2,4,5-T and Silvex, per ge,

In regard to the specific issues and
questions posced by the Agency to the Punsl
regarding review of 24.5-T and Silvex, the
Scientiflic Advisory Panel offers the following
TespONEes:
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Issuos on Toxicology

Question 1, BPA hag found that 24,51,
Silvox, and TCDD are teratogens, Does the
Panel agree?

Response: The Bcientific Advisory Panel
ugreos with the Agency that 24,5-T, Silvex,
and TCDD aro teratogens.

Question 2, EPA has found that 2.4.5-T,
8lilvex, and/or TCDD nre fetotoxins, Does the
Scientilic Advisory Pancl agree?

Response: The Sciontific Advisory Punel
agrees with the Agency that 2.4,5-T, Silvex,
und TCDL) produce reproductive [fetotoxic)
offects.

Queslion 3, EPA has determined that TCDI3
exhibita fetotoxic eflects and that a No
Observalie Effect Level {NOEL) has not been
ealablished for this effect. Dogs the Scientlfic
Advisory Panel agree with this finding?

Respongo: The Panel agrees wilh the
Agency thal a NOEL haa not been
established for TCDD in chronie studies in
monkeys. In contrust lo the Agency position,
the Panel concludes that a NOEL hus heen
established For TCDD for bath rals and mice,
The Svieatific Advigery Panel would like to
point out in this regard that the Agency
posilion is relatively close to thal of the
scientiats from the Duw Chemical Company.
The Scientific Advisory Panel believes that
the dose of 0,001 ug/kg/day {3 for all practical
purposes a NOEL {For the purposes of risk
culculation; See Appendix I}, H should Do
pointed gutthat a NOEL for reprodustive
effects has been established for commercinl
2,4,5-T in all apecies tested including
monkeys.

Question 4. EPA has found that TCDD i
carcinogenic in tesl animala, aod thus is a
potential human curcinogen. Does the
Scienific Advisory Panel concar with this
finding?

Response: The Scientific Advisory Paunel
ugrees with the Agency opinion thl TCDD is
carcinogenic in lesl animaty and iherefore
may b o potential human carcinogen,

Question 6. EPA hos found that TCDLY is an
extremely polen! animal carcinogen, Does the
Scientific Advisory Panal agree with this
finding?

Responge: Answered iu question 4 above.

Issves on Exposure

Question 1, EPA believes thal human
exposure from the uze of 2,4,5-T and Silvex
on rice may be broad and substantial due ta
harbicide drift during and after application,
and that more diffuse exposure is possible
through the water environment and through
craytish, catfish and other food sources. How
would the Panel characterize the exposare
potentiale and concerns for rice use? What
questions do they have and how would they
be answered by the proposed monitoring
plan?

Response: The Scientific Advisory Paunel
agrees that exposurs 10 2,4,5-T and Sitvex
from use on rice may be possible through the
waler environment and through edible
aquatic organisms and other food sources,
tiowever, ihe Sclentific Advisury Panel
believes that lnsufficient dais was presented
or made availabla to the Pansl in support of
the argument thal human exposure from
spray drift and the water snvironment o
likely 10 be broad or subatantinl, The
guastions regarding proposed monltoring
have already been addresasd, In addition lo

the need for move dain on the conceatretiony
af Silvex, 24.5-T, and TCI in crayfish and
calfish, wonitoring datn should also be
uhtained on sotl sediments,

OQuaslion 2, BPA believes thut drift Trom the
wse of 2,4.5-T/Silvex products en rangeland
creates & lower, yot-atill-real, potential for
exposurn dus ¢ lower population densitics
and distribution {n yange arcas relative to
rice growing urcas, Spareity of surface waler
und extreme depih of ground water in many
areas would suggest & minima) sxposyre lrom
aquatic sources used as Tood, However, boof
monitoring shows low levels of dioxin in s
limited number of samples from beef that
grazed an 2,4,5-T treated range. How would
the Parel characterize tha exposure potentisl
and concerns for the use of these chemicals
on range? Whut unanswered questiony do
they believe the Agenuy should addrens in
determining exposure potential?

Response: The Scientilic Advisory Pinel
ugrens with the Agency thal there is o
polential for exposure v8 a result of deifl from
the use of 24,57 and Silvex products on
rangeland and that the potentiv] lor expogure
lrom ihis mechaniam would be bewer than
that fram use of the ugenis on rice. However,
the Punel believes that the dala made
avaitable 1o the Panel did not provide o
convinuing argnment for the existence of an
immedinte or substuntial hazacd from the use
of Silvex and 2,4,5-T on rangelunds,

Queslion 3, Litile is kaown ahoul the
potential for distary exposure 1o Silvex and/f
ot FCDD from The uaes of Silvex on food
crops, excepl for upples on which Silvex
residiis have been detected. Given the
natuce of e contaminent TCDD, EPA hay
reason for presuming thut exposura to food
consmngrs and the environment is possible
frusn these wses. Whal ave the Panel's views
ou e potendal for ingestion exposure lrom
s uues?

fisponse: Although there 1s information on
the use patleris of Silvex in orchard eropy,
the Scientific Advisory Punel belicves
sufficieal regidue datn is nst cumrently
wvuilalde for a definitive opinion on dictury
expusure to Silvex,

Question 4, The Agency believes tha
TCOD and 2,4.5-T move in waler from rice 1o
other envirvnmental compariments thereby
increasing exposura to widely ditfuse
pupulations. Does the Seiendific Advisery
Panel concur with this?

Response: The Panel agrees with the
Agency that i would be possible for 24.5-T
o move in water from rice fields to other
environmenlal compariments and to thereby
increase exposure lo widely diffuse
populations, However, we believe such
movemenl would be unlikely for TCID,
General 1ssues

Question 1, Do the residues (2.4.5-T, Silvex
and TCDD) in water, sedimenl, ayuotic
arganisms and for the patenlial for exposure
from herbiclde drift, in light of the
toxicological attributes of these compounds,
suggest to the Scientific Advisory Panel the
possibilily of significant risk?

Hespomse: No. {8es recoromendation {1).}

Queslivn 2. Car the Scientific Advisory
Puncl usgoas whether the resldues hoing
found in the rice areas aro due to the rice use
or Lo other previously permlliced uaes?

Hesponse: The Panel s not nwara of dati
sufficient 1o answor this question. (Ses
recommendution {3).)

Queslion 3, Do thoe exposure polentiats in
tonge use, in light of the toxicotogical
churugterisiics of these compounds. sugiest
to the Scientific Advisory Panel the
possibility of significant risk?

Itesponse: No. (However, sew
recomunendution [3].)

In considerution of the poential loxiciy o
T, {4) the Scientific Advisory Penel
reconunends that cfforts shonld be made
furttier redioe the fovel of chemive TCDD
compmneial preparaiions uf 24.5- 1 wad
Silvex.

Dated: Septomiber 26, 3974,

For the Chairman.

Cerlified ay an accurale report of findings.
H. Wade Yowler, Jr.,

Executive Secretary, FIFRA Scienrific
Advisory Panel,
Appendix I—The FIFRA Scientific Advisory
Panal Evaluation of the Oncogenicity,
Faloloxity, and Exposure Charactuistics for
2,4,5.T, Silvox and TCOID
Iniroduction

In our opinion the majur heaith and
envirnomentad issues relulive to pussible
regulutory aclion by the Agency center
aroumdd the potentinl of commercind forms of
2,4,5-T and Silvex contaminated with TCDL
o puse carcinogenic, terntogonic wnd
reproductive risky to persons ae & resull of (1)
exposura during mixing and applicalion, or
(2] direct exposure to the spray us 8 result of
living in the immaodiate area of npplication, in
conirust, the mojor concem relalive to TCDD,
vssentinlly free of 2,4.5-T or Silvex, arises
from the degree to which this agent
congentratey in portions of tho human food
chain, The primary concern of the Scienlific
Addvisory Panel is the potential carsinogenie,
reproductivee, and {eratogenic risk feom use of
comnnercial 2.4,5-1 and Silvex contaminated
with TCDD. The potential Tor these samne
risks from TCDD essentfally Ireo of 2.4,5-T
and Silvex is of secondary concern, as is the
polential risk posed by 2,457 or Silvex
essentially lee of TCIND,
Commerical 2,4,5-T

Oncogeaicity. Seven studies of variable
quality have been carrled out in mice to
examine the oncogencity of commercial Z,4.5-
T contaminated with TCDD. The results of
these studies have not demonstrated o
carcinogenic risk from commercial 2,4,5-T in
this rodent species. A complete sindy of the
carcinagenic potential of commercial 2.4,5-T
contaminated with TCDD a1 =0.05 ppm has
not yet been reported in rata. However, such
u study has recently been completed by the
Laboratorium for Pharmkologie und
Toxikologie. Hambutg, Germany. The
Scizotific Advisory Panel was informed
during the recent meeting that grosa autopsy
examination of these anlmals revealed no
increase in tumors relative to the conirol
groups. However, until the pathological
examination is complete no definitive
vonclugion can be drawn relative to the
ongogenic polential of commercial 2,4,6-T in
rals, The Dow Chenical Company has
rocently compleled a study of the
oncogencity of 8 specially purified sumple of
2,4,6-T in rate. This sample of 2,4,5-T
contained lega than 0.0003 ppm TCDD. In this
sludy there was no Incresse in tumora
resulting from exposure to thia purified
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preparation of 2,4,5-T fed at the maximum
tolerated dose (30 mg/kg/day] or al lower
doses {10 mg/kg/day and 3 mg/kg/day). Thus
it appears that 2,4.5-T, which is essentially
free of conlaminating TCDY, is not oncogenic
in raia. However, this study is of limiled
predictive value since the form of 2,4,5-T of
concern to the Scientilic Advisory Panel is
commercial 2,4.5-T; in ather worda, 24,5-T
contaminated with TCDD.

Chronic festa carried out using TCDD free
of 2,4 5-T have demonstrated that TCDD {8
carcinogenic in rats snd carcinogenic or
tumorigenic in mice. Thus, since commercia!
2,4.5-T containa TCDD a6 a contaminan!
[50.05 ppm} the lack of & curcinogenic
response in rodents uging commercial 24.5-T
musi be viewed with cawtion. The Scientific
Advisory Panel is of the opinion that some
carcinogenic risk to man is posed by
exposure to 2.4,5-T contaminated wilh TCDD
al the level piesent ip the 2,4.5-T in currenl
use. However, the data currently available
indicate that thia risk is not subsiantial.

In summary, the evidence currently
avaitable indicates there is not an immediate
or substantial oncogenic risk to man from
exposure to 2.4.5-T contaminated with TCDD
at i level of =0.005 ppm.

Reproductive and Embrye Toxicity

Commercial 2,45 T produces fetal 1oxicity
and ia teralogenic in rats und mice.
According 1o the data presented o the
Scientific Advisory Panel during the August
15-16, 197¢ meeting, the no effect level lor
embryo toxjcily for commercia) 24,5-T in
vatious species when examined in
conventional foxicity sladies is as follows:
rat, 25 mgfkg/day: mouse, 20 mglkg/day;
hameier, 40 mg/kg/day: and monkey, 40 mg/
kg/duy. However, a recent siudy conducted
al the Nationsl Center for Toxicological
Research revealed teratogenic cffects in Af)
mice at the lowusi dose of commercial 2.4,5-T
tested (15 mg/kg/day), it wduld appear,
therefore, that there are strain differences in
the no effent level for 24,5-T in mice.

Twa three-generation siudies of 24.5-T
reproduciive toxicity have been carried oul in
rais. One of these studies was carried out
using commercial 2.4.5-T containing Z0.05
ppm TCDD. No teratogenic effects,
reproductive toxicity or fetal loxicily were
observed in any animals at the doses tested
{3. 10 and 30 mg/kg/day}. In contrast ancther
thres-generation study carried out using
purified 24.5-T { 50,0003 ppm TCDD)
reported a significant decrease in necnatal
survival al 10 and 30 mg/kg/day but not at 3
mg/kg/day. However some elfects suggestive
of reproductive toxicity were noled ot the
intake level of 3 mgfkg/dey in this study. The
Scientific Advisory Panel believes that this
three-generation study establishes for
practical purposes & NOEL and recommenda
that this NOEL ba used for aubsequent
evaluation of risk,

In aummaty, the Scientific Advisory Panel
believes that these data suggest that a
polential for teproductive risk and embryo
toxicily exists for persons engaged in the
mixing and application of commercial 2.4,5-T.
However, with uae of protectlve clothing auch
s n one plece jump sult with long sleevis,
gloves and, perhaps, respirytors, riska ghould
be reduced o an acceplable level. The
poltential for significart reproductive and
teratogenic risk to persons living in the
Immediate area of tho apraying operations

doea nol appesr 10 be subsiuniia) eucipt us
thoy may be directiy expased on o chronic
basis.

The Punel hus some reservations relative 0 ¢

the: vulidity of the threo-generation study in
rate carried oul by the Laboratory fur
Pharmakologie and Toxlkologie using
commercial 2.4.6-T { 0,05 ppm TCDD), and
reconumends that an additional threo- -
gencratian stdy in rets using commercinl
2.4,5T be qurried out.

Hilvex

Crcogenivity, The carcinogenic testing of
commercial Sitvex hus beon less extensive
than with 24,5-T. However, those fow studies
which have been carried out did nol indicate
M hirense in encogenicity de & rogull of
chronic expossre lo Sifvex. Alihongh no
parcinngenic risk has heen demonstrated
wilh commercial Silvex, these datis nmust be
viewed with some caulion becavse of the
conlamination of commercial Sitvex with
TCGIHD.

Reproductive and Embryo Toxicity. In
contrast lo commerciul 24.5-T, very few
studieg of the reproductive toxicity of Silvex
have been careied out. Those studies with
commercial Silvex that have been corried put
in rals and mice indicute that commercial
Bilvex is teratogenic in mice at high duses
(400 mg/kg/duy). Silvex is ufso fototoxic in
mice and vats and the no effect level in raty i
25 mg/fiafday.

Thus comumeccial Silvex does appear to
puae some risks to reproduction and fetal
viibility. Much less information is avuilable
cunuerning the degree of exposure of humans
to Silvex during mixing and spraying
operations than is the case with 2,4.5-T.
However, it should slso be possilile using
proper prodective clothing 10 reduce the
reproduciive and teratogenic rivk lrons
commercial Silvex lo an acceplable levol,
Similarly there does net uppear 1o e any
subslantial risk to persons living in the
immediate area of The spraying except from
diredt exgrosure ol g chronis basis.

e

Oneogesicity. Two major studies of the
oncogenicity of TCDD have been feporisl,
One study in rats has been carvied out by the
DNow Chemical Cuinpany and snother in mice
was performed by the Research Institute of
Oncopathnlogy in Hungary. A third stuwdy in
mice and rals has recently been compicted by
NCL Tl the reaudta of this sindy wire nut yot
availnbli.,

There was un incraase in umors of the
liver, lung und hard palotes/nasal turbinnies
in the ruts fed of 8.1 pe/kg/doy of TCDD in
the diek. Al a dose of 0.01 pg/kg/day there
wias an increase in hyperplastic nodules in
the livers of the female rats. The EPA
LCarcinogen Assessment Group [CAG) has
concluded that this inceesse in hyperplastic
nodules a1 the dose of 0.0t pg/kg/day
indicates thol ‘TCDD is alvo carcinogenic ul
this dosage level, The Scieniific Advisory
Panel concludes that there is o tumorigenis
response ul 0.01 pgfkg/day but has
reservations a9 lo whether hyperplastic
nodules sre precursors, per se, 1o
hepatocellular carcinomn. (See Appendix H)

An increased incidence of liver tamors
wers produced in sludies in male guihred
Swiss mice bt which TCDD war given hy
guvage at a dose of 0.7 ug/kg/week for ane

year, Howeyer, i thig study Lhere was o
significant increase in tumaor lonnation in
animals given TCOD at 7.0 pofkgfday
although there was o decreised life spon in
the nuice receiving this dose, There was alv
no incresse in fumors i aninals given TCDD
it u dose of 0,007 pg/kgfwrek. Evaluilion of
thix study Ly the Scientifie Advisoey Panal iz
dilficult, since the type ol Hver tumor
wroduced war not idenlified. Although the
uuthors slated thal the ratio of benign
turpritomas to hepatocellular carcinoimas wivy
the same in the animals receiving the 0.7 pgf
kpfwerk dose of TCIN) ay in the coutrols, it
iz nol clear whethor there wils o gipnificant
increase in hepatocellylar carcinomas in the
lrirated animajs.

The Scientific Advisory Panet concludes
that there is a level of TCD below which no
oncoguenie or tumorigenie effects were seen in
ither mice or ¢ats. The duse level for
tumarigenic reaponse in the ouihred strsin of
Hwiss mice used in the Hunguriin oncogesic
study lies between 0.007 and 0.7 pg/kp/wiek.
The Scientific Advisory Panel beligves that
the doln available from this study are
insuflicient in reach o firm conclusion
regarding whether there was o Guw ancogenic
response in mice. In rats there wis some
cantroversy over which level of expusuce to
TCDD demonstrated an oncogenic effest. The
Dow Chemical Company scientists stated
that the level at which no oncogenic effecls
are seen lies hetween a dose of 0.1 and 0.01
pr/kefday in the diet. The EPA Carcinogrin
Asseasment Group concluded thiat the non-
oncogenic dose lies between 001 and 0.081
pfkufday. Thug, there was agreerment
conceraing the lack of #r oncogenic respoose
al the dose level of 0,001 pg/kg/day FCDD.

The major concern of the Beientific
Advisory Panel relative to the potential
oneogenic risk from TCRD is whether TCIN
acuwmulites in the bunan food chidn, The
daty necossury to evaluate this risk masl he
derived from monitoring datn for TGN itsell
The oncapenic risk from TCDE pregent as
coptaminant in commercial 24,57 sl Silvex
15 besl delermined in those experimenis in
which commercial 2.4.5-T or Silvex
coutaminated with TCDL has biren
administered chronically to rits and mice,

The monitoring data ebtaioed thus fur doey
nel saggeat that TCDD derivad from

comniercial 2.4.5-T and Silvex exhibilsiany

lenduncy 1o scowmulate in Y human [oml
chain in amouals which would puse o
substantial visk. For excanple TCIEY has Tien
detected m gome a3l samples from cows
grazed on rangelond immedialely alter
spraying with connwercial 2,457 amd
sacrifived 2 weeks lnler, If one assumes that
Wl beef lut in the LS. contains TCDEY al lhe
tevel found i these studics (approximalely
10 ppt) and if one assumes Turther that the
average fevel of beel intake in the U8,
population is 6% of the diet; 1.5 kg foodfday:
5% ol beef is fad) und produces o 22%
incidance of (umors af G.1 pg/kefday (Dow
Study} a risk of 4 % 107 % can bt caleulated, |
should be pointed out that this iy an extreme
wurse case caloulation since the present data
indicate.dhot only # smill peroent
{approximutely 7%] of beef fut sumples from
usimnly Fed on runges immediately alte:
sproying with 2.4.5-T containing ‘TCDI} and
thal all beef eaten in the U.S, does not come
from ranges spruyed with 2.4,5-T (only 2%).
Thus, olthough it appears that there is some
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potential oncogenic risk from TCDD present
in the food chain, on the basis of the current
monitoring data, the risk ie judged to be
small.

Reproductive Toxicity, The results of the
embryo toxicity studies Indicale thal the no
effect level for TCDD in mice s 0.1 pgfkgf
day {days 615 of gestation), in rats is 0.03
uglkgfday f{days 615 of gestation), and in
monkeys is 0.02 pg/kg/3 imes per week
[days 204G of gestation).

In a three-generation reproduciive study
catried out In rats by the Dow Chemical
Company clear cut embryo {oxicily was seen
at doses of 0.1 and 0.01 pg/kg/day of TCDD,
At the dose of 0.001 ug/kg/day there was &
decreased gestational survival in the F,
generation but not in earlier or laler
generations. Posinatal survival in the group
recelving 0.001 pg/kg/day was decreased In
the F,, gencration and tncreased in the Fy,
generation relative ta the controls. An
increase in dilated renal pelvis was also seen
in the ¥,, and Py, genoration in the antmals
tecelving 0.001 pg/kg/day but nol in later
generations or od the 0.01 pg/kg/dey dose,
Although these effects at 0.001 ug/kg/day are
suggestive of an embryo-toxic effect, the
inconsistency of the effacly from generation
to generalion and in relation 1o the higher
dose of 0,01 pg/kg/day (dilated renal pelvis)
puggests that the 0.001 pg/ke/day dose ia for
all practical purposes a no effect lovel,

Long term studies In monkeyw have shown
reproductive toxicity from TCDD at levels of
§0 pp! In the diel. Studies are currently
underway at 25 ppt of TCDD in the diet, but
results are not yet available, An intake of
TCDD of 50 ppt in the diet is equivalent o
approximately 0.002 pg/kg/day. If no
reproductive toxicity (s seen in the monkeys
exposed to TCDD in the diet at 25 ppt, then
the no effect tevel in the monkey will be
similar to that seen in the ral, numely about
0.001 pgfkg/day.

The major concern of the Scientific
Advigory Panel relative to the polentiul
reproductlve toxicity or teratogenic effects of
TCDD is whether it aceumulutes ln human
food chaing us previously noted for the
oncoganic polentiad of TCOD, The
reproductlve toxicity and leratogenic
potential of TCDD prusent as o contaminant
in commerclal 2,4.5-T and Silvex is best
determined from experiments in animals
expoged to commercinl 2,4,5-T or Sitvex
conlaminated with TCDD,

If one pasumes the worse case situation
dencribed previously in the evaluation of the
oncogenlc risk from TCDD in which TCDD is
proposed to be present ln the fat of uil cows
marketed in the UL.S., the maximum intoke
would be approximately 2 x 10°° pg/kgfday.
Using a 0.001 ug/kg/day as the no effect leve!
the safety factor would be approximately 500.
As polnted out previously in the section on
the oncogenicity of TCND, this calrulation
represents an extreme exaggeration of
exposure to TCDD. The Scientific Advisory
Panel believes, therefore, that the current
monitering duta do not indicate that there is a
substantal reproductive or teratogenic risk

sed by the accumalation of TCHD in the

uman food chuin.

Appondix [1—A Selected Review of the
Histology of the Dow TCDD Study {Tox.
Appl. Phacm. 48, 279 (1978))

Dre. Donna Kuroda, Richard Kociba and T
reviewed 3 representalive wicroscopical
seclions each from control, 0.01, and 0.1 pg/
kg/day level TCDT) exposed female Sprague
Dawley rals. These sections were selected by
Dr. Kociba to demonstrate hyperplastic
nodules and lesions designuted
hepatocellular concers (see 'Table #5 &, ).
Kociba et ul. Tox, & Appl. Plharm. 45, 278
{1978}), Conlrol sections were used for
comparison,

Controi gnimals, selected from timed
sacrifices, showed a general presentation of
the liver architecture, A natural incidence
{spontaneous?) of extramedultlary
hemstopolesis, bile duct reduplication, and
"hyperplaatic nodules™ was fouad by Dr.
Kaciba {Tahle 5) and demonstrated in the
sections provided to me. Kocibe and
collongues considered a lasuo masa to
represen! a hyperplastic nodule if a groups of
liver cells, with or withoul sinusoidal lining
cells, formed a discrete population with
cellular giructure and/or linctorial properties
different from the surrounding parenchyma.
These growths may or may nol cause
compression of surrounding parenchyma ritd
may or muy nol have bite duct formation.
Sharp demarcation from the surrounding
parenchyma was obsorved,

In addition, there were both acute
Inflammatory exudates end grauuloma-like
lasions in the controls, nol associsted with
thes hyperplastic nodule. 1a addition Vhere
appedred to be an gcute cholangitiy, Mo
evidence of fibrosis was prosent,

Sections from the high dose exposure
animals {0.1 pg/kg/day) showed some
disiortion of the hepatic parenchymu with
cellular variability and thizkeaing of the liver
cell plates, Portul tracts were sometlimes
nssociated with dense collections of
lytmphorytes. Prominent were hyperplastic
nodules wnd lesions characterized by Kociba
and imaociales as hepatoceilular
corcinomada. These lafler losjong showed
more marked celiular differences fom
surrounding parenchyma and from
kyperplostic nodules. In general, the liver eotl
nue:lei were larger octapying o grouter
portion of the coll volume, the coll pletes
more disordared, Toramtion of actoar and
tubidae forms were identified, and no
formation of porlul tracts were present in
these lesions, These masses (o one instance,
arose in a hyperplastic nodule. Mo defined
microgcopical or grosa evidence of invasion
of the neoplustic cells inte adincent tissues
was noled eilber al autopsy (according o
Koaibu) or by migroacopy. Not inlrequently
fut way present in hyperplagtic wodutes but
not i ihe Pearcinomata.”

The parenchyma adjucent to the
carcinomalung aud hyperplastic nodulis
showed some ecllular ivregalarity, staining
variatiog, and hyaline inircytaplosmic
magses. No significant evidener of ingreased
inllammatory exudites or hrosis was noted,
but bile dust reduplicution was present,

The midrange doae shows hy perplastic
nodules, the remaining chuages wers
idenlital with the high dose, bul these shides
did not show s carginorma. [ believe that the

group al Dow extensively and properly
swrveyed the evidence of hepalocellular
disease follawing exposure of rats 10 TN
Aculopsies on animals were conductled by
pathologiste and tissue sections were
solected by them, Their micreacopial review
waa extensive. Their nomenclature was
deflined and undersiandable, [ peraonatly
would have been more conservalive than
they in' designating carcinomatu, so their
reault ig & “warst case” designation. From
these discusslons and reviews, L am very
cotafortable with thelr evalualion for toxic
injury und carcinogenesis. Additionally. |
believe livar cancer was shown in the high
dose level; might be questioned in the
midrange level, but was not present in the
low doso group.

Edward Smuckler,

Professor and Chatrman, Departinent of
Pathalegy, University of Californic Schoof of
Meilicine, San Francisco, Colif.

Angust 15, 1879,

Survey conducted at EPA Headquarters,
401 M Street SW., Washington, 1,(, Z04).

Appendix C-—Department ol Agriculture,
Office of the Soccatary

August 10, 1979,

Mr. Edwin L. Johnseu,

Doputy Assistent Administrator for Pesiicide
Progroms, U5, Environmental Protection
Agency. Washingion, D.C. 20460,

Dear Bd: The Secretary has usked me to
respond to your letier of July 9. 1979,
reparding the proposal to hold hearings under
Section 6{bj(2} of the Federal inseociicide,
Fungicide, and Rodenticide Act, 7 1).5.0
136d({b](2) to determine whelher or nol the
nonsuspended uses of 2,4.5-T and silvex
showld be cuncelled,

Ar you know, the Secrclary is a party in
the: Section 6{b}{1) hearing. Excepl for slighily
different ase pattarmns and exposure
considerations, the igsues on both the
suspended and nonsaapended uses are
similar and we, therefore, plan o participata:
int the 6{b}{2) portion s weil.

Contrary to atatements in the Nolice of
Enfent W hold a hearing on the remaining ozes
of silvex, the Department of Agricultore has
noi provided informution on the “social,
economic, and environmental benaefis™ of
using sitvex to you. This information 1
curontly being collectod by the joint USDAS
Stutes/Bi'A assessment leam, but singe an
RPAR notice wos not iasued on thiy
comnpound, the teany, which was ogaaized
recently, bos only had lime 6 develop gotee
preliminary dila.

We ageee thist it is in the Test intorent of
averyone 1o attempl to resolve all issaes in o
consulidaled hearing. W ure preparies 1o
huvo information gvailable on ol vaes of
botk 2,4,5-T and silvex for presentation W the
Administrative Law Judge during these
proceedings.

Wi wili be submitting for the tecord of e
bearings the benefit and exposnre
information contained in the 2.4.5-T
assessment report prepared by the jont
USDA/Siales /EPA asscssment team s wolt
4y information presently being gathered by
the joinl naseasment team on silvex, Wi
believe that the asseasnient team activily hag
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been an effective means for assembling
information needed in the regulatory decision
process. .
Your notice indicates that addilional datla
on the benefits of the non-suspended uses of
2.4,5-T will be needed before a final
regulatory decision can be made. It would be
most helpful to us and to the process if you
would paint out specifically where the data
in the USDA/States/EPA reporl “The
Biclogic Economic Assessment of 2.4,5-T" is
not adequate. We are anxious {o cooperate
with you in filling any data gaps that may
exist to assure that all possibie information
can be examined in reaching 4 finul decision.
Sincerely,
Barry R. Flamm,
Director, Offive of Envirenmantal Quality.
|FR Doc. 76-38020 Piled 12-12-74 445 unj
BILLING CODE 8580-01-M

[FRL~1373-8; OPP-30000/31A}

Final Determination Concerning the
Rebuttable Presumption Against
Registration for Certain Uses of
Pesticide Products Containing Sitvex;
Intent To Hold a Hearing To Determine
Whether or Not Certain Uses of Silvex
Should Be Canceled; Publication of
Final Position Documant Concerning
All Non-Suspended Uses of Slivex

AQGENCY: Environmental Protection
Agency,

AcTioN: Final notice of intent 1o hold a
hearin% concernitig all non-suspended
uses of peaticide products cunlaining 2-
{2.4.5-trichlorophenoxy) propionic acid
(silvex} to determine whether or not
guch uses should be cancelled, and
announcement of findings concerning
the risks and benefits associated with
such uses of silvex products.

SUMMARY: On July 9, 1979, EPA
announced its preliminary
determination concerning the
Rebuttable Presumption Against
Registration (RPAR) review of all uses
of pealicide products conlaining 2-{2.4,5-
trichlorophenoxy) propionic acid
(silvex) not suspended by prior Agency
action, and proposed to hold a hearing
to determine whether or nol these uses
of silvex should be cancelled. See 44 FR
41536, July 17, 1879 (The “Preliminary
Notice"). Pursuant to Sections 8(h) and
258{d) of the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA),
copies of related decision documeants
were forwarded to the Secretary of
Agriculture und the FIFRA Scientilic
Advisory Punel for comment,

This netice constitules the final
determination concerning the RIPAR
review for all non-suspended uses of
silvex, The Agency has determined that
the polential oncogenic, fetotoxic, and
terstogenic risks ugsnciated with these

uses do nut appear lo be justified by
offselling economic, social, or
environmental benefits and that such
uses therefore appear lo cause
“unreasonable adverse effecls on the
environment,” as defined by FIFRA
Sectiun 2(bb). The Agency has also
determined that there are uncertainties
in the duta concerning the risks and
benefita of the non-suspended uses, and
that additional data relating to the
determination of whether or not to
cancel registrationa for these uses can
be developed {or and through a hearing.
Accordingly, this notice (1) ennounces
that the Agency will hold a hearing in
accordance with FIFRA Section 6(h)(2)
to determine whether or not uses of
silvex products which have not been
suspended should be cancelled or
reclassified, and (2) describes the
procedure which should be lollowed by
interested persons who wish to
participate in the hearing to be held
nnder Section 8{b)(2).
FOR FURTHER INFORMATION CONTACT:
Michacl Dellarco, Project Manager,
Special Persticide Review Division (18-
701), Environmental Prolection Agencey,
401 M Sireet, S.W., Room 447,
Washinglon, D.C. 20480, Telephone (202)
557-B244,
SUPPLEMENTARY INFORMATION: ‘1'hie
Ageney's final Position Document (PD 4)
reviews specilic findings concerning the
risks und benefils of non-suspended
usi:g of silvex and contains a discussion
of the comments of the FIFRA Scientific
Advisary Panel and the Secretary of
Agricullure on the Agency's preliminary
findings and initial proposal to hold a
hearing under section 6(b}(2). The PD 4
and the comments of the Scientific
Advisory Panel and the Secretary of
Agriculture are alse published in their
enlirely in the eppendix to this notice.

1. Background

On Yebroary 28, 1979, the
Administeator ¢f the Environmenial
Protection Agency ordered emergency
sugpension of products comtaining silvex
and registered for forestry, right-of-way,
pasture, home und garden, ditch bank,
aguatic weed control, and commercial/
ornamaoental turf uses, and issued notices
of intenl to cancel these uses. Sve 44 FR
15847, March 15, 1979, The emergency
suspension of certain silvex uses was
based in part on information deveioped
and collected during the Rebuttable
Presumption Against Registration
[RPAR) review ol 2,4,5-
trichlorophenoxyacetic acid {(2,4,5-1)
registrations. See 43 FR 17116, April 21,
1978. 2.4,5-T and silvex both contain the
oxtremely toxic chemical 2,3.7,8-
tetrachlorodibenzo-p-diexin {TCDD) as

an inadveriunt bul vravoidable
contaminant, have comparable use
patterns and correspandingly
comparable exposure polential, and may
thus present similar risks.

- Al the time the suapension orders
were tssued, silvex waa a candidate for
& rehuttable presumption againsat
registration (RPAR]), but an RPAR had
nol been issued. Following the
suspension actions, the Agency
conducted an expedited RPAR review of
all remaining non-suspended uses of
ailvex. The non-suspended uaes of silvex
include rengeland, rice, sugarcane,
orchards and non-crop uses.!
Subsequently, on July 9, 1979, EPA
announced its determination concerning
the RPAR review of the remaining noa-
suspended uses of silvex, and proposed
to hold a hearing to determine whether
or nol these uses of silvex should be
cancelléd. See a4 FR 41534, July 17, 1979,
Copies of the Position Document
swnmarizing the Agency's preliminary
findinga regarding the risks and benefits
associated wilh the non-suspended uses
of silvex (PD 1/2/3) and of the Agency
proposal 10 hold a hearing were
forwarded to the Secretary of
Agriculture and the FIFRA Scientific
Advisory 'anel for commenl, as
required by sections 8{b) and 25(d) of
FIFRA. Although net required 10 do s0
by FIFRA, the Agency also alforded
regisirants and other interested persons
it apportunity to submil commenis on
the proposed action.

This notice constitules the Agency's
final delermination concerning the
RPPAR review of the non-susprnded uses
of pesticide producls containing silvex
und final decision concerning the
proposal to hold a hearing under section
6(1){2) to determine whether or not the
remaining uses of silvex should be
cancelled. In brief, the Agency has
defermined thal the potential oncogenic,
felotoxic und teratogenic risks
associnted with these uses of sifvex do
nol appear to be justified by offsetting
cconomic, sociul, or environmental .
benefits. Position Documenl 4, which is
included in the appendix to this notice,
summarizes the evidence on which this
determination is based.

The Agency has also determined that
further anulysis of the risks and benefits
of the non-suspended uses of gilvex will
enable the Agency to decide whether or
not registration of the remaining uses of

Ve term nanecrap usen™ relees to i) other
coerently registored wses of silvex, including use ot
ik Terllowwingg sites: funces, bedgevows (nal
otherwize includiad in suspended uaes, o g, rights.
ol-way, pikiure} industrizl sites or buildings (nat
atherwise inclided in suspended waes, wg., rights-
of-way, commercial/ornmmental sl storige preay;
wasle avenas vatam | lols: gk ang areas,
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silvex should be cancelled or
reclassified, and that pertinent
information concerning the risks and
benefits of these uses can be assembled
and evaluated by holding a hearing
pursuant to FIFRA section 8{b){2).
Purguant to 40 CFR 164.32, the Agency
intends to petition the Chiaf
Administrative law Judge to consolidate
the hearing initiated by this notice in the
cancellation hearing for suspended uses
of 2,4,5-T and silvex. It is expected that
a consolidated formal evidentiary
hearing on cancellation of all silvex
registrations will begin early next year.

IL Lagal Authority
A. Ceneral

In order to obtain a registration for a
pesticide under FIFRA, a manufacturer
must demonstrate that the pesticide
gatisfies the statutory standard for
registration. That standard requires
{among other things) that the pesticide
perfarm its intanded function without
causing “unreasonable adverse effects
on the environment.” FIFRA § 3(c)(5).
“Unreasonable adverse effects on the
environment” is defined as “any
unreasonabie risk to man or the
environment, taking into account the
economic, soclal and environmental
costs and benefits of the uge of any
pesticide.” FIFRA section 2(bb).

In effect, this standard requires a
finding that benefits of each use of the
peaticide exceed the risks of that use,
when the pesticide is used in
accordance with the terms and
conditions of registration, or in
accordance with widespread and
commonly recognized practice. The
burden of proving that & pesticide
satisfied the registration standard is on
the proponents of registration fe.g.,
registrants or users) and continues as

long as the regisiration remains in effecl.

Undar section & of FIFRA, the
Administrator is required to cancel the
registration whenever he determines
that the pesticide no longer satisfies the
statutory standard {or regisiration,

8. The RPAR Process

The Agency created the rebuttable
presumption against registration {RPAR)
process to facilitate the identification of
pesticide ases which may not satisfy the
statutory standard for registration and
to provide a structure for the gathering
and evaluation of information about the
risks and benefits of these uses, The
structure permits public participalion at
major points in the evaluation procesa.

The ragulations governing the RPAR
process are set forth at 40 CFR 162.11.
This section provides thal a rebuttable
presumption shall arise if a peslicide
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muets or exceeds any of the risk criteria
idenlified in the regulations, After an
RU'AR is issued, registrants and other
intorested persons are invited to review
the data upon which the presumption is
based and to submit data and
inTormation lo rebut the presumption.
Respundents may rebut the presumption
of risk by showing that the Agency's
ilial determination of risk was in error,
or iy showing that the exposare lu man
or other sensitive gpecies which is likely
to be associated with use of the
peslicide will not result in a significan!
risk of adverae effects of the type in
question. Further, In addition 1o
submitting evidence o vebul the risk
presumpion, respondents may submil
evidence as to whether the economig,
social and environmental benefits of use
of the pesticide subject (o the
presumplion outweigh the risk of use,
The regulations require the Agency to
conclude an RPAR by issuing a Nolice
of Determination in which the Ageacy
stules and explaing its position on the
question of whether the RPAR risk
presumptions have been rebutied, If the
Agency determines thal the presumplion
hus not been rebutted, it then considers
information relating to the social,
econemic, and environmental costs and
bencfits of use of the pesticide, including
information which registrants, the U.S,
Department of Agriculture, and other
interested persons have submitled to the
Agency and olher benefits information
known to the Agency. If the Agency
determines that the risks of a particular
pesiicide use appear to outweigh itg
benefits, the Agency may elect 1o
conclude the RPAR process by issulng a
notice of intent to cancel, deny, ot
reclassify registration of the pesticide
for the use in guestion, pursvant to
FIFRA sections 6(b){1) and 3{c}(G), or by
issuing a nolice of intent to hold &
hearing 1o determine whether or not
reptstration for that use should be
enncelled, denied. or reclassified,
pursnant to FI'RA section a{b)(2).

. Chaeice of Mode of Action

Two types of proceedings nre
availuble under Sectton 6{b) of FIFRA to
cancel a pesticide registrstion, orlo |
maodify the terms and condition of its
registration: FIFRA Section 6{b)(1)
proceedings and FIFRA Seclion 6(b}(2)
proceadings. In general, FIFRA Section
6(1)(1) proceedings begin with a notice
spucilying the regulatory action which
the Administrator ig proposing. This
aclion lakes effect automaticully,
withoul hearings, at the expiration of a
notice period prescribed by statute,
unless a registrant or a person adversely
affected by the notice requests a hearing
within thad period. [T a4 hearing ig

roquested, the regulalory action
propased by the Administrator dues not
{uke effect; however, at the conclusion
of the hearing, the Administrator may
implement the proposcd action, if he
determines thal it is appropriate to do so
based on the record developed i the
heuring,

Section 6{L)(2) procevdings. on the
ather hand, begin with a general notice
specifying the issues which the
Administrator desires to huve explored
at & hearing. Unlike Section 6(L)(1}
proceedings, the Sealion 6[L][2)
procecding does not include an initial
propused regulatory solution which
would take effecl automatically if «
hearing is aot requested. Interested
petsons may participate in the hearing:
at the conclusion of the hearing, the
Administrator may take whalever action
he deems appropriale, based upon the
record developed in the hearing,
including cancellation of 4 pesticide
registration or medilication of the lerms
and conditions of its regiatration.

The juclgment of whether 1o issne a
FIFRA section 8(b)(1) ot a section 6(b){?)
noetice is within the sole diseretion ol the
Administrator {or his duly designated
delegatee). If the Administrator
determines that the risks of a pesticide
use appear to outweigh its benefils, he
mily issue a notice of intent to cancel
pursuant 10 FIFRA section 6{b)[(1). If,
however, the Administrator's judgment
concerning the risks and benefits
associated with a partionlar pesticide
use on the appropriate regulatory
response is only lentative, the
Administrator may issue a notice under
FIFRA Section 6 {b][2) declaring his
intendion to hold a hearing “to ditermine
whether or not its vegistration shoutd be
cancelled.”

{). External Heview

The slatule requires the Agency Lo
submil nolices to be issued purswant to
VIFRA section § 1o Lthe Seceelary of
Agriculture, along with an analysis of
the impact of the proposed aclion on the
agricultural economy. FIFRA section
6i11). The Agency must submit these
documents to the Seerelury of
Agricultuce at least 60 days before
issuing the notice in final form. [f the
Secretary of Agricullure commentls, in
writing, within 30 days after receiving
the notice, the Agency is required to
publie the Secretary's comments and the
Administrator’s responses to them aloog
with the notice. FIFRA also requires the
Administrator 1o submit FIFRA scation 6
notices, at the same tisie and uader the
same procedures as those destribed
above for review by the Secretary of
Agriculture, to the Sciealific Advisory
Pancel for comment on the impact of the
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action on health and the environment.
FIFRA section 25(d).

Although not required to do so under
FIFRA, the Agency had delermined that
it is consistent with the general theme of
the RPAR process and the Agency's
overall policy of open decisionmaking to
afford registrants and other interesied
persons an opportunity to comment on
the bases for the proposed aclion during
the time that the proposed action is
under review by the Secretary of
Agricullure and the Scientific Advisory
Panel. Accordingly, appropriate steps

-were taken to make copies of Position
Document 1/2/3 on the non-suspended
uses of silvex available to registrants
and other interested persons at the time
the preliminary decision documents
were transmitted for formal extemal
review, through publication of a notice
of availability in the Federal Register,
and by olher means. Regislrants and
other interested persons were allowed
the same period of time to comment—30
days-—that FIFRA provides for receipt of
comments from the Secretary of
Agriculture and the Scientific Advisory
Panel.

The decision to issue a FIFRA section
8 notice is a preliminary determination,
pending external review and Agency
analysis of comments received. On the
basis of these comments, the Agency
may withdraw the nolice, issue a final
notice without modification, or modify
ihe notice, as appropriate.

IIL Deaterminations and Announcement
of Rogulatary Aclions

Aa detailed in the Preliminary Notice
and P} 1/2/8, the Agency considered
information on the riske associated with
the non-suspended uses of silvex,
including information submitted by
registrants and other interested persons
in rebutial to the 2,4,5-T RPAR. The
Agency also considered information on
social, economic and environmenlal
benefits of the non-suspended uses of
silvex, including benefits information
submitted by the United States
Department of Agricalture. The
Agency's assessment of the risks and
benefits of the non-suspended uses of
silvex, its conclusions and
determinations that the non-suspended
uses of silves appear to cause
unreasonable adverse effects on the
environment, and its determination that
& section 8({b)(2) hearing on these usges is
warranted, were set forth in delail in PD
1/2/3. The PD) 1/2/3 waa adopled by the
Agency as ils statemsnt of reasons for
the determinations and actions
announced in the Preliminary Notice of
Determination issued on July 17, 1979 (44

- FR 41536),

This Nolice constilutes the Agency's
Final Notice of Delermination
Concerning the RPAR of the non-
suspended uses of silvex. It reflects any
modifications in the Agency's initial
determinations on the risks and bencfits
of non-suspended pesticide nses which
the Agency has concluded are
appropriate, after review of the
comments and information received
concerning D 1/2/4 and the
Preliminary Notica from the Secrelary of
Agriculture, the SAP and any other
sources. This Nutice also indicales that
there is no modification of the
reguiatory action announced in the
Preliminary Nolice.

PD 4, which accompanies this Notice,
digcussed in detail the comments that
were received from the SAP and jhe
Secrelary of Agriculture,? the Agency's
response lo these comnents, and the
Agency's reasons for changing or not
changing its inilial determinations and
the regulatory action announced in the
Preliminary Noiice. Finally, this Notice
announces the regulalory aclion which
the Agency is implementing concerning
silvex. The Agency hereby incorporates
P} 1/2/3 ond PD 4 a8 its stalement of
reasons for this action,

A, Deterinination on Risks

In the Preliminary Natice, the Agency
announced its determination that silvex
and/or silvex’s TCDD conlaminant meet
or exceed the rigk crileria at 40 CFR
152.11{s) lor carcinogenic, fototoxie, and
teratogenic effects, and that the
rangeland, rice, sugarcane, orchard and
non-crojr area uses of gilvex pose risks
of these adverse effects to human
populations. The Agency has
determined that information available to
it (including Information submitted Lo
rebul these risk criteria for the 2,4,5-T
RPAR] is insufficient lo lay to res! the
Agency's concerns that silvex andfor
TCDD pose risks of fetoloxic and
teratogenic elfects in unborn children,
and that TCDD andg silvex containing
TCED pose riska of cancer among
exposed populations. The Agency has
determined that the non-suspended uses
of silvex create opportunities for human
exposure to these chemicals and that
such exposure appears generally to
cause adverse human effects.? The
Agency has therefore concluded that the
oncogenic, fetoloxic and teratogenic
risks associated with the non-suspended

*The: commwnts from the SAP ond e Secretary
of Agricaltuve are atloched ay appendices 1o BB 4.
All otber comments ase availeble In the 2,4,5-F
public e for innpection und review,

Tha Agenaey 1s continuing to collect and review
new laburatory date on the toxic effects of these
chamleala in animals, and monblorng data on

residues of thone chemlcais in onvironmentul medin.

uses of silvex are of aufficient
magnitnde to require the Agency to
determine whether the non-suspertdwed
uses of silvex offer social, economic, ur
environmental benefits which offset
these risks.
B, Determination of Beaefits

The uses of silvex which atre subyject
to this notice fall into five categories:
range, rice, sugarcane, orchord and non-
crop areas. For each of these use
categories an estimale pf the economic
impact of cancellation of silvex was
made.* These estimates are intended
only = approximations based on
available inlormation.® The Agency's
analysis of this available information
leads to the conclusion that the benefits
of gitvex for the five calegories of uses
are approximately as set forth below.

(1) Rangeland.® There are an
estimuted one billion acres of runge snd
pasiure Jand suilable for grazing in the
contiguous 48 states, plus 351 million
acres in Alaska and 3 million scres in
Huwaii. About 90 percent of this latal
acreage is rangeloand. Of this total,
approximuicly one percent is treated
with herbicides, primarily 2,4-1). Only
aboul 150,000 acres, or less than 0.1% of
range acres, are treated with silvex.

Silvex is used to control various
woody and herbaceous plants found it
rangeland. Most silvex use is direcied at.
controb of various oak species which
compele with desirable forage plants for
walar, nutrients, sunlight and space,

11 is ausumed that 2,4.5-T also wouk! be
paneelled and unavailable as a subatilate for nilves
In view of the virtually idemtical toxicalogical
obsarislisn of the Two compounds and the similarity
uf their booefits, 11 i uakikely it one one of them
wuuld be cancelled for the unes lor which ey nne
alternativos for guch other.

S the Agency is contivuiig ( collict and review
dala relaling 1o the benefits of silvex for cunge. sice,
augarcanes, orshard, apd non-crop areay,

£In rosponse to commenis expressing confusion
uboul the Agency's cange and paature deliniiion,
providod in PO 1/2/3 and in the silvex Suapension
Order of March 15, 1979 (44 FR 15897), respeclively.
the Ageney ta modilying 48 renge definitton aiml
vorreciing an inadvertent arror in ils puatuee
definition.

“Range” is now defined as nob-pralare grozing
land producing forage from autive plant spocies or
introduced species managed ws native species.
Cruzing land which has snnual or more freguest
cultivation, seeding, fertilization, irrigation,
pesticide application or other similar practices
applied 1o it s excloded. Foreaty, dufined as land
vapible of growing 20 cubic feel of waod per year of
disirable spacies which ara not withdrawn for non-
timher purposcs, ara also excludad,

"Puslure™ is now defined as land producing
furuge for snlmal consumption, harvisted hy
grazing, which has annual or niors lrequens
culllvation, seading, Tertilization, irelgation,
peslickde applicatlon or ather similar praciives
upplied to it. Fencerows eticlonlng pasiures ari:
insluded aa part of the pasiure.

The modificatlons in the definitlons do sol require
sny madification of the beneflts analysls heciuse
thal annlysis wus pramised on these definitions.
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Treatment is generaily directed ut
acreage with severe infestation which, if
left uncontrolled, would reduce forage
available for livestock grazing.

A aumber of chemical and non-
chemical alternatives to silvex are
available to control the various weeds
now treated with silvex. However, none
of these alternatives is effective agatnst
oaks when applied aerially. Thus,
effective substitute treatments for silvex
must be applied by ground techniques
which are more expensive and less
convenient. The availability of
alternatives and the very small quality
of acreage involved indicate thal no
significant economic impacts will be felt
at either the consumer or market levels
if silvex is canceiled for this use. At the
user level, some increased control costs
and decreased production may be
experienced by a small number of users,
In some locations, the impact on users
may ba significant.

{2} Rice. Although about 98% of all
U.S. rice areas are treated with one or
more herbicides, silvex is used on only
2,000 acres annually, or less than 0.1% of
all U.S. rice acres. In those areas where
silvex is used, it is employed te control
various broadleaf, aquatic and sedge
weeds. These weeds, if nol controlled,
reduce yield and lower the quality of the
rice by contaminating the harvested
grain with weed seeds.

There are several chemical
alternatives which are likely to be
employed as substitutes for silvex use
on rice. These compounds may be
somewhat less effective and/or more
expensgive than silvex for use on some
weeds. Therefore, some degree of
increased control costs and reduced
production may be experienced on some
acres a$ a result of the substitution of
these materials for silvex. However,
because silvex is used on 80 lit\le rice-

. Browing acreage, the economic impact at
the user, consumer and market levels
will be quite small if silvex ware
cancelled for this use.

(3) Orchard, Silvex is used on apples
and prunes o control preharvest fruit
drop and on pears to increase [ruit set,
Premature drops cause a complete
economic loes of prunes and a
substantial loss of apple crops.
Approximately 50,000 acres of apples
(10% of U.S. crop} are treated annually
with about 2,500 pounds of silvex. Most
of the treated apples are Red Delicious,
grown in Washington and several other
states, which are sold for fresh
consumption. About 8,300 acres of
ltalian prunes (9% of U.S. acres) grown
in Oregon, Washington, and Ideho are
treated with about 400 pounds of silvex
annually, Treated prunes are believed to
be sold primarily for fresh consumption,

The extont of silvex usage on pears is
unknown.

NAA (1-napthaleneacetic acid) and
Alar {succinic acid 2,2-dimethy]
hydrazine) probably would be used by
apple growers as chemical alternatives
1o silvex. Some acres would require two
annual treatments with these malerials
for effective control, whereas use of
silvex requires only one treatment. The
economic impact is tikely to consist of
higher costs to apple growers, totaling
upproximately $1 million per year or $20
per average affected acre, resulting from
the use of lhese alternatives. The higher
drop conirol costs wil! increase
production cosls by 2-3% per year,
Apple production wnd quatily shoutd not
be significantly affected. -~

Prune growers currently using silvex
would suffer significant income
reduclions if silvex is unavailable,
Italinn and carly Italian prunes in the
Norlhwest slates drop an uverage of 35%
of the fruit if silvex is not applied in
mid-June to control summer drop. Since
there are no registered alternatives to
silvex for this use, production und
revenues would decline sharply on the
affected acres. Revenue reductions
lotaling $1.8 million annually, or abowt
$222 per affected acre, ave projecied 1o
ocour, Assuming no alternalives fo silvex
are developed to preven! preharvest
drop. Conlinued logses of this magnitude
would eventually cause growers to grow
alternative erops on the estimated 8,300
acres of prunes for which preharvest
drop prablews are significant.

The retail price of apples and pears
would probubly be unaffected by
canceliation of silvex for orchard use.
The retail price of prunes would
increase by an undetermined amount.

{4} Sugarcane. Silvex ig used on
sugarcane fields to control weeds nol
contrniled by 2.4-D. Failure to control
these weeds can result in reduced
yields. About 15% (115,000 acres) of ull
U.8. sugarcane acres (752,000 acres)
were treated with silvex in 1978, Thia
reflects a signilicant decrease in silvex
use over previous yeacs, probably
resulting from increased use of an
alternative dicamba/2,4-D mixture, The
dicamba/2,4-[} combination alternative
is likely to be the most commonly used
substilute if silvex is canceled for use on
sugircane. Feonomic impacts arising
from a cancellation of silvex would
result from reduced yield, which would
oncur bocause the alternalive is less
effective than silvex. A worst-case
estimate indicates a 2% loss of overall
U.8. sugarcune production could be
expérienced. Since U.8.-produced cane
sugar comprises ouly 18% of the total
5. sugar supply. no measurable sugar

price changes are likely lo oceur at
either the market or consumer levels.

(5) Non-Crop Uses. ¥ Silvex is
registered for contend of many
broadicaved and herbaceous weeds in a
variely of wrban and rural non-crop
arcas such as fencerows, storage arcas
und parking lots, Only a very smul}
prreentage of non-crop areas is tredted
wilh silvex each year.

Buth chemical and non-chemical
controls ave available 4s alternatives lo
silvex for use on non-crop arens. The
chemical alternatives include 2,4-1,
pichloram, dicamba, AMS, amitrole.
Non-chemical controls include
mechanical methods. The relative
efficacy of the allernatives in
comparison to silvex is unknown,
Howevaer, it is believed that one vr
combination of the chemigal allemalives
will be widely substituled for sitvex and
will provide equivalent conirol,

The economic impact of cancelling
silvex for non-crop uses is not likely 1o
be significant at user, consumer or
market fevels because little acreage is
ireated with silvex and effective
allernatives are readily available.

C. Delerminations on Apparent
Unreasonable Adverse Effects

For the reasons set forth in dintasif in
PD 1/2/3, the Agency has made Lhe
following deleeminalions relating to the
apparent unreasonable adverse effects
on the nonsuspended uses of silvex:

(1) Determinations on Rangeland Use.
The Agency has delermined thal the use
of silvex on rangeland appears (o pose
risks which are greater than the social,
cconomic, and environinental benelits of
the use. The Agency has further
dutermined that the available data on
the exposure potential and benefits of
use on rangelund are 10 some exient
uncertain and/or incomplete, and that
the necessary information may be
developed through s public hearing for
the review of these questions.
Accordingly, the Agency has deiermined
that the use of silvex on rangetand
appears generally to cause unreasonable
adverse effects on the envircument
when used in accordance with
widespread and commonly recognized
practice,

(2) Determinations on Rice Use, The
Agency has determined that (he use of
silvex on rice uppeurs to pose risks
which are greater than the social,
economic and ¢nvironmental benefits i

Non-crop areas” includes: lencergws.
hedgerows, Tencea [ant otherwiso included jmise
previously suspended wses, e.g. rightz-of-wag.
pasture); indusivial sites or bulidiogs {nol olherwis:
included mnong previousty suspended vaes, e.q.
righta-of-way, comunercial {ornamentd Wik stocage
i, Wiste neeas, vacant ot parking fub,
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the use. The Agency has further
determined that the available data on
the exposure potential and benefits of
the rice use are to some extent uncertain
and/or incomplete, and that the
necessary inlormation may be
developed through a public hearing for
the review of these questions.
Accordingly, the Agency has deiermined
that the use of silvex on rice appears
generally to cause unreassonable
adverse effects on the environment
when used in accordance with
widespread and commonly recognized
practice.

(3) Determinations on Sugarcane Use,
The Agency haa determined that the use
of silvex on sugarcanc appears to pose
risks which are greater than the social,

- economic, and environmental benefite of
the use. The Agency has further
determined that the available data on
the exposgure potential and benefits of
use ot sugarcane are to some extent
uncertiin and/or incomplete, und that
the neceasary information may be
developed through a public hearing for
the review of these questions.
Accordingly, the Agency has determined
that the uge of silvex on sugarcane
appears generally to cause unreasonable
adverze effects on the environment
when used in accordance with
widespread and commonly recognized
practice.

{4) Determingtions on Orchard Use.
The Agency has determined that the use
of silvex on orchards appears to pose
risks which are greater than the social,
economic and environn:ental benefits of
the use. The Agency has [urther
determined thal the available data on
the exposaure potential and benefits of
the orchard use are to some extent
unceriain and/or incompleie, and thal
the necessary information may he
developed through a public hearing for
the review of these questions.
Accordingly, the Agency has delermined
that the use of silvex on orchards
appears generally to cause unreasonable
adverse effects on the environment
when used in accordance with
widespread and commoniy recognized
practice,

{5} Determinations on Non-Crop Uses.
The Agency has determined that the use
of silvex on fences, lumber yards,
refineries, non-food crop arcas, storage
areas, wastelands, vacant fots, tank
farma, industrial sites and other non-
crop areas not subjeci to the emergency
suspension orders (i.e, all other non-
crop areas except forests, righis-of-way,
pastures, home and garden, aquatic
weed control/ditch bank and
commericalfornamental turf) appears to
pose risks which are greater than the

socinl, economic and environmentul
henefits of the use. The Agency has
further determined that the available
data on the exposure polential and
henefits of the non-crop uses ure to
some exlent uncertain and/or
incomplete, und thai the necessary
information may be developed through a
public hearing for the review of these
questions, Accordingly, the Agency has
defermined that the non-erop uses of
silvex appear gencrally to cauae
unreasonable adverse effects on the
envirenment when used in accordance
with widespread and conunonly
recognized practice.

B. Amnouncement of Regulatory Actions

DBased on the determinations
summarized above, developed in detail
in PD 1/2/3 and PD 4, the Agency is
announcing the following regulatory
aclions, and this document shall
conglitute its initialion of these actions:

(1) Issuance of a netice of intent to
hold a hearing pursuant o FIFRA
section 8(b)(2) to determine whether or
not to cancel the use of gsilvex on
ranguland; .

(2) Issuance of a notice of intent to
hold a hearing pursuani to FIFRA
section 6{b}(2) to determine whether or
not to cancel the use of gilvex on rice;

(3] Issuance of a notice of intent to
told a heaving pursuani to FIFRA
section 8{b)(2) to determine whether or
not 1o cancel the use of silvex on
sugarcane;

(4} Issuance of a notice of intent to
hold a hearing pursuant to FIFRA
section 8(b)(2) to determine whether o
not to cancel the orchard uses of silvex;

{5) lssuance of a notice of intent to
hold a hearing pursuani o FIFRA
section 6(L}{2) to determine whether or
not to cancel the non-crop uses of silvex.

1V. Slatement of fssuss

In accordance with § 164.23 of the
Agency's Rules of Practice (40 CFR Parl
164), this part of the notice states the
questions on which evidence relative to
the non-suspendoed uses of silvex shall
be taken al the FIFRA scation 8{b)(2}
hearing.

With respect 10 the rice, rangetand,
and non-crop vses of silvex, evidence
will be tuken as to the following
guestions:

(1) Whether the use of silvex on
vangeland generally causes
unreasonable adverse effects on the
environmenl when used in accordance
wilh widespread and commonly
recognized practice;

{2) Whether the use of silvex on rice
generally causes unreasonable adverse
effects on the environment when used in

accordance with widespread and
commaonly recognized practice:

{3) Whether the use of silvex on
sugarcane generally causes
unreasonable adverae eifects on the
environment when used in accordanes
with widespread und commonly
recognized practice;

{8} Whether the use of silvex on
orcharda generslly causes unreasonahle
adverse effects on the environmoent
when used in accordance with
widespread and commenly recognized
praclice:

(5) Whether the use of sifvex on non-
crop arens generally causes
unreasonable adverse eftects on the
environment when used in aceordanse
with widespread and commonly
recognized practice;

{8) Whether ihe use of silvex on
rangeland, rice, orchards, and non-crop
areas will generally cause unreasonable
adverse effects on the environmenlt
when used in accordance with
widespread and commonly recognized
practice unless the terms and conditions
of registration are modified to be more
restrictive than these currently in effeqt;
and

(7) Whether, if modifications to the
terms and conditions of registration are
adopted, the labeling of silvex products
for these uses will comply with
applicable provisons of FIFRA,

(8] Whether, despite modifications of
the terms and conditions of registration.
the use of gilvex on rangeland, rice,
sugarcane, orchards, and non-crop areas
will generally cause unreasonable
adverse effecta on the environment
when used in accordance with
widespread and commonly recognized
practice and should thus be cancelled.

V. Procedural Malters

A. Procedure for Porticipating in the
Gth)(a) Hearing

Hearinga concerning nolices issued
under section 8(b){2) of FIFRA arc
initiated solely at the discretion of the
Agency and concern all registratlions
and uses identified in the statement of
issues in the notice.® Interested persons
may parlicipate in hearings convened by
the Agency under FIFRA section 6(h}{2}
by filing a timely response in
accordance with 40 CFR 184.24.

Gaclion 6(b) of FIFRA provides that
any “decision pertaining to registration
or classification” of a pestivide which is
issued after completion of a section

*1n cunirast, henrings concerning nolices of
regulatory notion issued wnder section G{h){1) of
FIFRA are held only if 8 regiatrani or otber
advearsely uffected party filos a valid and dmely
hearing request and concern enky those regisicalions
und uses which are identified in such hoaring
raquesls.
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6(b)(2} hearing “shall be final." Thus, all
registrants and other adversely affected
parties who might be affected by
cancellation or reclaseification of the
non-gugpended uses of silvex should be
aware that participation in the hearing
initiated by this notice may constitute
their sofe opportunity to present
evidence and/or testimony concerning
related issues prior to final Agency
action. Moreover, judicial review under
FIFRA section 16(b] of any action
‘concerning the non-suspended uses of
silvex which is taken by the
Administrator at the conclusion of the
section 6{b:)(2} hearing can only be
obtained by a person who has been “a
party to the proceeding * * ** ¢

All persons who request participation
in the hearing initiated by this notice
must follow the Agency's Rules of
Practice Governing Hearings, 40 CFR
Part 1684. Section 164.24 of the Rules of
Practice provides that each person who
wishes to participate in the hearing
initiated by this notice must file a
written response which salisfies the
foliowing requirements:

(1) the: response must slate the
person’s position and interest
concerning the issues identified in
Section 1V of this notice; (2) if the person
is a registrant or an applicant for
registration, the response must
specifically identify the regigtration or
application number of cach affected
pesticide product and include a copy of
the currently accepted and/or proposed
labeling and a list of the currently
registered or proposed uses for each
affected pesticide product; and (3) the
response must be received by the
Hearing Clerk within thirty (30) days of
publication of this notice in the Federal
Register. Failure to comply with these
requirements will automatically result in
denial of the request to participate in the
hearing initiated by thia notice.

Requests for hearings must be
submitted to: Hearing Clerk {A-110),
U.8, Environmental Prolection Agency,
401 M Street, S.W,, Washingion, D.C.
20460,

"It ip artlcipaled (hat the sacton o[LH2) hearing
initlated by this notlce will be consolidated with the
section 8{b){1) cuncellallon heating concerning the
suspended uses of 2.4.5-T and silvex. Thus. it is
possibla that any person who s alrsady o party in
the 8{)(1) proceeding may be able lo cbiain judiciel
review of final Agency action concerning the non-
suepended uses of silvex without filing a separate
requast to partlcipate in the 8(bl[2) proceeding.
Flowever, since consolidation of the proceedings la
a matter within the sole discretion of the
Administrative Law Judge, the Agency recommends
that any party who might deslre io veek review of
any final Agency action concerning currently
porimlagible uses of silvex should fils s timely
responae under 40 CFR § 184.24.

B, Ex Parte Conumunicoiions

The Apency's Rubes of Practice For
hearings conducted purseant Lo section
6 of FIFRA forbid the Administrator, the
Judicial Officer, and the Administrative
Law Judge, at all stages of the
proceedings, from discussing the merits
of the proceedings ex parte with uny
party or with any person who has been
counected with the preparation or
presentalion of the proceeding us an
advocate or in an Investigative or expert
capacity, or with any of their
represenlatives, 40 CFR § 164.7.

Accordingly, the following Agency
offices, and the staffs thereof, are
designated to perform all investigative
and prosecutorial functions in this cage:
the Office of the Deputy Administrator,
the Office of Pesticides and Toxic
Substances, the Office of Pesticide
Programs, the Office of General Counsel,
and the Office of Enforcement,

From the date of this notice until any
final decision, neither the
Administrative Law Judge, the Judicial
Officer, nor the Administrator shall have
any ex parte contact or communication
with any investigative or trial staff
employee, or any other interested
persons nei employed by EPA, on any of
the issues involved in this proceeding.
However, persons interested in this
proceeding should feel free to contact
any olher EPA employee, including both
investigative and trial staff, with any
questions they may have,

Dated: December 3, 1079,

Steven I}, Jallinek,
Assistamt Adininistrator for Pesticides aid
Tokic Subslances.

2,4,5-T /Silvex Position Document 4—
U.5. Environmaental Profeclion Agency,
Section Head: Kyle Barbehenn

Position Document 4 fur Certain Uses of
2,4.5-Trichlorophenoxyacetic Acid
{2.4,5-T) and 2-{2,4.5-Trichlorophenoxy)
Propionsec Acid (Sitvex)

This document represents the
conclusion of the Rebultable
Presumption Against Registealion
(RPAR} process for 2,4,5-T and silvex,
and conlains the Apency's final
determination on regulatory aclion
regarding 1he uses of 2,4,5-T and silvex
which were not suspended on February
28, 1979. In summary, the Agency has
reviewed the comments received on its
decision, principally those of the FIFRA
Scientilic Advisory Panel [SAP) and the
United States Department of Agriculture
(USDA), and now reaffirms its
preliminary decision to hold FIFRA
6{L)(2) hearings to dotermine whether or
not to cancel theae uses of 2.4,5-T and
silvex, ’ .
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[. Backyground

On April 11, 1978, the Envireanental
Protection Agency (“the Agency™)
issued a notico of rebuttable
presumption against registration and
continued registration of all pesticide
producls containing the herbicide 2,4.5-
trichlorophenoxyacetic acid (2.4,5-T) [43
I'R 17116, April 21, 1978]. Issuance of the
RPAR began the Agency's public review
of the registered uses of 2,4,5-T und the
uses for which applications for
registration are pending. Later, on
February 28, 1979, the Administrator
ordered the emergency suspension of
the use of 2,4,5-T on forests, rights-of-
way, and pastures (suspended uses) [44
FR 15874, March 15, 1979].' The RPAR
review continued for the use of 2,4,5-T
on rice, range,* and certain non-crop
sites {non-suspended uses).

When the suspension orders were
issued, silvex was a candidate for RPAR
review, but an RPAR notice had not
been issued, However, the use of silvex
on farests, righte-cl-way, pastures,
homes and gardens, agualic ureas/ditch
banks, and commercial/omamental tuef
was included in the suspension orders
[44 FR 15897, March 15, 1979] because
both 2,4,5-T and silvex contain the
highly toxic contaminant 2,3,7.8-
tetrachlorodibenzo-p-dioxin (TCDD),
both have comparable use and
correspondingly comparable exposure
polential, and both pose risks of adverse
effeets which are similar in many ways.

The RPAR review of 2,4.5-T and the
suspension action prompted the Agency
to expedile its RPAR review of the uses
of silvex which had not Leen suspended,
namely the use on rangeland, rice,
sugarcane, orchards, and non-urop
areas® (non-suspendced uses). As a result
of this expedited review, the Agenoy
determined that the non-suspended uses
of silvex exceed both the oncogenic and
other chronic or delayed toxiu effects
risk criteria for issuance of an RPAR [40
CFR 162.11{a)(3}].

On July 9, 1979, the Agency issued
preliminary notices of delermination
relating to the non-suspended uses of
2.4,5-T and silvex [44 FR 41531; 44 ¥R
41536, July 17, 1979). The Agency

"Dt anvd wnalyses developed it connection with
the RPAR review led the Administgatar (o lusue the
emergency suspenision nrders and celated notices of
inlenl 1o cancel the suspended nses ol 24,5717 o
sitvex, Saspeosion hearings began on Apeil 14, 1979,
but were discontinued on May 15, 1978, aftor ad!
registritnts withdrew from (the hearings and
petitionad the Administrntor fue un expedited
canceliation hiaring, The (oemad evidentinry phuse
of the cancellution heuaring is scheduled to begin on
Jannary 22, 1980,

YSee Appendix A, Tor a clarificition of the
defintion of paglurs (auspended uae] and rangeland
{non-susponded dso}.

1See Tably 1.
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conaidered risk information concerning
ithe non-suspended uses of 2,4,5-T and
silvex and found (1} that 2,4,5-T and
silvex are fetoloxic and teratogenic and
{2) that 2,3,7.8-tetrachlorodibenzo-p-
dioxin [TCOD), the trace contaminant in

2,4.5-T and silvex, is fetotoxic,
teratogenic and carcinogenic, The
Agency acknowledged that there are
some uncertainties aboul the amount of
human exposure to 2.4,5-T, stlvex, and
‘TCDD because of lhe limited exposure
information available,

Table t,—Suspendad and Nonsusponded Usos of 2.4,5-T and Sivex

Shvex

Nonsuspended usas: [24,6-F RPAA issued Apell 21, 1978 (13 e, range, nongrop aites ... Aica, range, noncrop sites,!

FR 17116); slivex FFAR issued Juty 17, 1970 {44 FA

A1538}].

Suspended ysex: {2,4.5T emergoncy susponsion lssusd March Forosts, nghts-of way,
15, 1979 (44 FA 15674); alvox emergency Nuspansion

saued March 15, 1978 (44 FR 156071,

sufjarcane, ofchards,

Firenls, fighls-of-way,
pagtre, home and garden,
aquale ereas/ddch banks.
commarcial/ornamantal
turf,

pasiure.

includes uge on of atound noncrop sHOS, such a3 lencerows, hivigorows, fences (D1 olherwise inchided in susponded
usos; a.0. Nghls-of-way, pastuea); ndustrist siles of buildinga inol vihorwse included In suspehdod usae: eg, rghls-of-way,
commercalfornamantal Wrf); slorage oreas, wasle sreas, vacanl lots, parking aieas, and all othar noncrop sites.

Concerning the non-suspended uses of
2:4.5-T and silvex, the Agency has alzso
considered economic benefits
information which pesticide registrants,
the United States Department of
Agriculture, and other interested parties
originally submitted in reaponse to the
2,4,5-T RPAR natice. During the course
of the review, the Agency weighed risks
and benefite to detarmine whether or
not the risks of each uge were exceeded
by the corresponding benefits. The
Agency determined that additional
henefits data were being developed
which merit consideration, especially for
the non-suspended uses of silvex.

Accordingly. with respect to the non-
suspended uaes of 2,4.5-T and silvex, the
Agency has concluded: (1) that
condinued use of these two chemicals
appears (o cause unreasonable adverse
effects on the environment, (2) that there
are uncertainties in the data relating to
the risks and benefits of the uses at
issue, [3) that additional data on the
risks and benefits of the non-suspended
uses of 2,4,5-T and gilvex will permil the
Agency to determine whether or not to
cancel the regisirations for these uses,
und (4) that such information can be
acguired through a public hearing under
section 8(b)(2) of the Federal Insecticide,
Fungicide and Rodenticide Acl, as
amended, 7 U.5.C. Section 136 ¢! seq.
(FIFRA).

Under FIFRA, the Agency is required
to submit these preliminary
determinations to the Scientilic
Advisory Panel for comment on risk
issues, and to the United States
Bepartment of Agriculture for commeit
o benefits issues. The Agricy must
then respond publicly to the conimenls

-

made by the SAP and the USDA before
making a final regulatory decigion (7
U.S.C. 136d). The remainder of this
document sets forth the Agency's
analysis of comments submitted by
USDA, the SAP, and other interested
parlies, and the Agency’s reasons and
the factual base for the action it ia
taking. The formul comments submitied
by the SAP and the USDA are
reproduced in their entirety ag
Appendices B and C of this document,

[I. Issues Relaling to Risk

A Cumments Reloting to Toxicity

Tl Agency's propased action is
based in part on data that show 2,4,57,
silvex, andfor TCDD produce fetotoxic,
teralogenic, and carcinogenic effects in
tost animals. The SAP agreed with the
Agency's assegsment of the toxic effecls
of these chemicals but did not fully
agree on ail nspects of its interpreiation
of duse level responses,

(1} Reproductive Toxicity, In previous
position and suspension documentls, the
Ageney cited numerous studies in tesi
species which showed that 2,4.5-T or
silvex containing 0.5 parts per million
(ppm} or less TCUD and pesticidn-free
TCDD produce cleft palate, kidney
abnormalities, delayed ossification, fetal
wartality, and reduced {etal weight (see
43 FR 17116, April 21, 1978 and 44 IR
15874, March 15, 1979 for review). In
rodents, sdverse effects were noled gt
maternal doses 13 low aa 10 milligrans
per kilogram {mg/kg) body weigh! 2,4.5-
1 (0.05 ppls TCDIM {Smith, 1978]: 50 mg/
kg sitvex body weight (< 0.05 ppm
TCDL [Dow, 1873], and 0.0
micrograms per kilogram [ug/kg) body
weight TCDD (Muiray, 1979; Saiith ot of,,

1676). Furthermore, in non-human
primales, maternal doses of TCDD us
low as 50 parts per trillion {ppt) Jaboxl
0.002 ug/kg] resulted in reduced fortility
and increased fetal loss (Schantz et al.,
1979}, Similar and more severe eflects
have been observed at higher doses in
all species tested. Because statistically
significant effecta consisient with thuse
seen at higher doses were observed at
0.00% ug/kg TCDD in a three generation
sludy in rats, and because this is the
lowesl dose tested in any specics, the
Agency has determined that a no-
olserved effect level (NOEL) has not
been demonstrated for fetoloxic effecty
due to TCDD exposure.

The SAP agreed with the Agency that
2.4,5-T, silvex, and TCDD are each
teratogenic and fetotoxic. The SAP also
agreed thal a NOEL had not been
estublisked for TCDD in monkeys.
However, the SAP concluded that “{or
aull practical purposes” a NOEL has bean
shown for TCDD in studies with rats
and mice. Although the SAP concluded
ihat 0.001 ug/kg was a praciical NOEL,
the Panel also recognized the existence
of effects at this dose level. While the
Agency interpreted these effects as
significant, and sufficient to preclude
establishment of a NOEL, the Panel
interpreted them as suggestive of a
NOLL,

Without additional data, the Agency
is reluctant to adopt the Panel's
interpretation, TCDY is one of the mast
toxic chemicals known, Its degree of
toxicily, as well ay its toxic
manifestutions, varies among the animal
species, and ils effects on the human
reproductive system are largely
unknown. In addition, the conirol dati
upon which the study is based are so
variable as to warrant cancern that
thase fluctuations may be masking
additional eifects. Because the ¢ffects
seen al 0,001 ug/ky are consisterd wilh
those seen at higher doses, and because
of the factors listed above, the Agency is
nowilling to dismiss the effects observed
b 0.00% ug/kg as insignificant to risk
assessment. Exirapolations from
experimoental animal studics lo man are
difficult even when there is a clear
NOEL. When, with TCDD, there is no
NOEL, the Agency would prefer to exr
an the side of sufety.

{2) Oncoyenivity. In Pusilion
Dogument 2/3 on 2,4,5-T and Yosition
Locument 1/2/3 on silvex, the Agency
concluded that commercial 2,4,5-T and
silvex may pose a signifivant
tarcinogenia risk 1o exposed humans.
This conclusion was based primerily on
dirta showing thal TCD{, an
univoidable conlaminant in commercis
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24,57 and sllvex, is carclnogenic in
laboratory animais.

The principal comments made by the
SAP regarding the oncogenicity of 2.4,5-
T, sflvex, and TCDD, together with the
Agency's response to these comments,
are summarized below,

Thoe S8AP agreed with the Agency that
TCDD is carclnogendc in laboratory

: " animals. The SAP also agreed that
- comnercial 2,4,6-T products pose some

oncogenic risk to mar because of
contamination of thesa products with
TCDD, However, the SAP concluded
that the aveilable evidence indicates
that there is no substantial oncogenic
risk to man from exposure to
commercial 2,4,5-T. '

The Agency disagrees with thie
conclugion. When the SAP conaidered
thé Agency's proposed Sectlon 6{b}{(2)
notices for 2,4,5-T and silvex, the
Agency had not yot completed ite
exposurs analyaia, The exposure
information provided to the SAP was .
thus not e sufficient basis for making an
accurata determination on whether or
not the oncogenic risk posed by the uses
of 2,4.5-T affected by the proposed
notices was substantlal, An accueate
determination may be possible when the
Agency completes its exposure analysls,

The SAP stated that the CAG
concluded that the non-oncogenic dose
(in the study by Kociba et al. (1978) on
TCODY les between .01 and 0.04 mg/
kg/day. The Agency, however, conteiils
that the CAG concluded only that no
oncoganic response was obhgerved fn the
- Kociba study st a dose of 0.001 mg/ky/
day. On the baais of the no-threshold
dose response theory regarding
carcinogencity (Albert et al., 1977}, the
CAG and the Agency consider any dose
of TCDD, no matter how small, to pose
some carcinngenie risk to humans,

The SAP concluded that the few
ancogenicity studies on silvex which
have been conducted do nel indicate
any oncogenic effects, but commented
nonstheless thal “these dala must bo
viewed with some caution because of
thie contamination of commercial silvex
with TCDD.”

The Agency agrees with the SAP that
any chronic studies on silvex which
kave not demonstrated a carcingoenic
response should be viewed with coution.
Benauge 1'CDD Lo an unavoidable
vortuminant of commerciat allvex, the
Agency concludes that silvex poses
some carcinogenic risk to exposed
humans, A determination of the
substantiability of this risk may be
poasille when the Agency completes ity
exposure analysis.

Certain other comments by ths SAI*
reflect diffprences of opinion among
scientists concerning other techoicnl

details which have no direct hearing on
the Agency's proposal to hold a 6{bj(2)
hearing, Such s hearlng provides an
appropriate forum for an in-depth
development and analysis of the issues
und the Agency thus feels that {Lis not
necessary to respond to several of the
SAPs commenis on ongogenicity at this
time,

B. Conuments Relating to Fxpesure and
Rigks

On the guestion of potential human
exposure to 2,4,5-T, silvex, and/or
TCOD from the non-suspended uses, the
Agency and the SAP are In sgreement
on the noed for additional data. In
reaching a preliminary declsion, the
Agency concluded that alihough the
non-suspended ngas appear to caupe
unrcagonable risks of adverse effects, al
present, gaps in the data praclade an
anourate assessment of the potentizd for
human hazerds, In particular, the
Agency specified a need for additional
information on possible avenues of
human exposure. The SAP also
concluded that thers is a potential for
human exposure from the non-
suspended uses, but that the available
data are "incomplete and preliminary in
nature”, The SAP apecifically
reconmnended that additional
monitoring data be obtained from
gources likely to demonstrate haman
exposure, placing particular emphasls
on TCDD levels,

(1} Menitoring Dota, In the 24,5-T
Pogiiion Documenl 2/3 and the Silvex
Position Document 1/2/3, the Agency
presented data from STORET, a
computerized data base of surfuce water
chenical residues, and from the
National Surface Water Monitoring
Progeam for Pesticides (NSWMPP),
which indicate that 2,4.5-T and gilvex
residues were present in water in arevs
where these herbicides are used, The
Agency acknowledged that these
residues could not be attributed to
specific vies of 2.4.5-T and silvex,
Howaver, the Agency’s concern about
these regidues in the environment was
supperted by moniloring studies in
cangeland (Marigold and Sclulze, 1968;
Lawson, 1976) and apple . hard areas
(Cochran et al,, 19786),

Concern about potential hutman
eaposure 10 2,4.5-T, silvex, and/or
TCDD from the non-suspended vses hin
prampted the Agency to undertake new
monilodng studies. Asg indicated in the
245T Posilion Docament 2/3 and the
Silvex Position Document 1/2/3, tice,
craylish, catfish, water, and sediment
feoun the South sre being tested to
determine the extent of euvironmental
conlemination due to-2.4,5-C and silvex
use on vice, The Agency is also engaged

in monfloring edible ish, rice, sediment,
human milk, beef fat, and beef liver for
TCDD residues.

During the SAP meeting of August 15,
1979, the Agency acknowledged thal
thers is not a large body of monitoring
data available for specific naes because
previoualy reported monitoring projects
were rarely nse-criented nnd were
(reguently conducted at times whea the
chemical was not being used in the
monitored area, Therefore, residues
trugeable to a particalar chemical use
wight not be detected under these
circumslances.

The S8AP concurred with the Agency's
view that available monitoring data are
inadequate to assess potentia! human
exposure from the uses of 2.4.5-T on rice,
range, and certain non-crep sites, and
from tha use of silvex on vrchards, rice,
range, sugarcane, and certain non-crop
pites. The SAP characterized 10
monitoring data presented by Lhe
Agoency as Incomplate and preliminary
in nature and recommended thut
additional data be guthered regarding
the levels of 2,4,5-T, silvex, and TCDIY in
milk, tissues of range aniwals, ond
edible aquatic organisms.

As indicated above, the Agency is
currently conducting several significant
monitoring studies in the media
recommended by the BAP. In addition,
the Agency is reviewing vecent
monitoring studies by other researchers,
such as another TCOLY study in humn
milk (Memo, 1878¢) and a TCDD study
in fish (Kueh) et al., 1979). The results of
these studies will be reviewed during
the 6{b)(2) hearinge.

(2) Risk Comments. The SAP madk:
several comments on the lssues of
exposure and risk, and on the methods
of risk reduction with which the Agency
dinngrees, The Panel concluded that the
marging of aafety between exposure and
the NOEL were sufficient to protect the
general population frem any
reproductive risk sssociated with the
non-guspended uses of 2,4,5-T and
silvex. Concerning mixers and loaders,
the SAP suggested that risk could be
redused to o safe level by the use of
protective clothing and equipment, The
Agency's disagreentent with the Panel's
atoption of a “for all practical
purposes” NOEL for TCDD hoes been
discussed abuve. The Agency further
quesilong whether the existing dale ar
sufticient to permit the Pauel's
conclusion that protective clothing and
cquipment are sufficient to ndegnaicly
reduse risk for mixers and toaders,

It addition, the SAP recommended
thut efforts be made to reduce the ‘FCGM)
content in commereial 2,451 and
silvex, Although the Agency applauds
any efforts by regislrants to redune
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TCDD levels in peaticide products
containing 2,4,6-T and silvex, any
review of these chemijcals at this time
can be based only on the present
formulatfons of 2,4,6-T and silvex
products which unavoidably contain
TCDD. As for all other pesticides, 2.4,6-T
and sHlvex registranis must provide the

" Agency with aciontific dota, through the
© - registration process, that the productlon
- of 24,6-T and/or slivex without TCOU

does oot cause unreasonable sdverse
affects to human health or the
enviromuent.

. € Comment Helating io New Dala

In addition to its comments on the
Agency's ansessment of existing dala,
the Pdnel urged the Agoncy to review
new data from several on-going and

- recently completed studies. Specilically,

the SAP racommended that a full set of
details be nbtuined and evalosted

© concerning new oncogenicity studies

condusted by Leuschner et al. (1974)
with 2,4,5-T containing less than 0.05
ppm TCDY and by the National Cancer
Tnstitute {NCI) {1679) with TCDD. Also,
the 8AP recommendoed similar meagurns
for ¥, James Allen’s on-gohy
reproductive toxlcily study in mankeys
fed a.diet conteining 25 ppt TCDD
(Allen, 16701,

This recommendation s fully
conaistent with the Agency's customary
practice of evaluatog new information
as part of it continuing review of Haks
and banefits of registered chemicals,
The Agency will review and asscns
theso and any other available studies in
the context of the propoaed BL)Y(2)
hearings.

n conclusion, the Agency has

- determined that the SAP comments do

not warrant a change in the Agency's
rizk analysis for tha non-suapendod uses
of 2,4.5-T and allvex at this time.

I11. [ssues Relating to Bonefits

Tn the 2,4,5-T Position Document 2/9
and the Silvex Position Document 1/2/3,
the Agency provided a preliminary
benefits analysis and acknowledged
that further review of the chemienl
alternatives was necessary before the
Ageney could make a final assessment
of the risks and benefite nesacinted with
the continued uses of 24.5-T and sitvex,
Throughout the review of 2,4.5-T and
silvex, the Agency has expressed
concern about the quality and
completeness of much of the data it has
obtained on the economic benefits of
2,4,5-T and silvex,

In ita response to the Agency’s
proposal, USDA agreed that these data
gape can best be addressed through &
8(b}{2) hearing for the non-suspended
uses of 2,4,5-T and silvex. USDA did nol

rovide substantive comment on tha

enefits determinations which were
presonted in the Position Documents. In
addition, USDA giated its inlewition to
coniinue sesembling additional data to
be submitted to the Agency on the uses
of, and benefits nasociated with, these
herbicides. The Agency is alao
continuing to gather benafits
information from other sources,

In conclusion, the USDA's comments
on the Agency's preliminary benefity
analysis for the non-suspended uses of
24,5-T and silvex wholly support the
Ageney's determination that fuither
feview is necessary end can best be
addrensed through a 8{b)(2) hearing,

1V, Canclusion

The 8APs assessment of tha scienific
data an the reproductive and the
oncogenic effects of 2.4,5-T, vilvex,
TCOD in test animais is gencratly
sonsistent with the Agency’s position,
Alsa, consistent with the Agency’s
current efforts were several SAP
recommendations for obtaining
additinonal data.

The Panel concluded that it had foand
no evidence of an “immediate or
substantial hezord” to human hoalth or
the environment associated with the
nou-suzpended nses, and is likewise the
Agency’s position, Upan finding
gvidence of an “imminent hazard”, the
Agency acts to suspend the pesticide
uses which are impliceted. An example
of auch action is the recant emergency
aciion suapending cortain wees of 2,4,5-T
and silvei.

Az was digcussed in the 2,4.5-T
Position Document 2/3 and the Slvex
Pusition Document 1/2/3 for the non-
suspended uses, the Agoncy
recommends holding & bearing, in part
because the availuble data indicutes
that these uses appear 1o have
unreasonable adverse effects on the
enviroument. However, the Agency did
not sct to suspend these vaes as it
would have done il it bad found en -
tmminent hazard,

The SAP disagreed with the Agency's
propesal to hold a hearing and
recommended that the Agency not hold
a 8{b)(2) hearing al this tir. . The
Agency has taken the Iunel's
recommendations tnto account hat has
decided that such a hearing is
appropriete, based on {1} information
showing thot the non-suspended uses of
24.5-T and silvex appear to cause
unreasonable adverse effects on men or
the environment, (2) the Agency's and
the SAI"s conclusion that more
information i8 necassary to resolve the
iasties tnvolved, and {3) that a combined
hoaring is the most efficient and
ulfective way to resolve the issucs.

The Agency holds that it fg in the
publi¢ interest 1o combine the hearing
for the nonsvspended uses with the
cancellation hearing for those uses thut
were suspended on February 28, 1979.
Not only will this action be
adminisiratively conveniont for the
Agency, registrants, und interested
parties, entailing more afficient vse «f
reources, but it will also ensure that the
Agency's concerns on all uses of 2,4,5-T
and silvex are addrassed consistently.
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Appendix A

In respovsc to commaenls expressing
confugion about the Agency's pasiura ad
range definitions, the Aguncy is tuking this
opporlunily ko cotrect an inadvertant error in
the pasgture definilion and 10 modify the runge
definition,

In tha pasture definition the word “and”
was inserted in the list of cultural practices in
place of the intended word “or” {44 R 15174;
44 FR 16807, March 18, 1979). Therefone, the
definition should be correcied by the
substituting of the word "or” lor “and” so
thel the definition now teids as follows:

Pusture i8 defined as Jand producing Tevise
for animal consumption, harvested by
grazing, which has annual or more frequent
cultivation, seading, Tertilization, irrigation,
pesticide application or other aimitar
praclices gpplied to it Fencerows enclosing
pastores are included ng purl of the pusture.

This correction clearly apecifies that
annual application of any one or more of
these cultural practices will classily the land
ana psinee,

The foltowing moedification of the range
definition will further explain the distincetion
betweon range and poasture. Thess
maodifications are based on the same USDA
Forest Bervice materisl which was the sowce
for EPA’s definition of pasture gad range
With these modifications, range is now
defined or follows:

Range is non-pasture grazing land
producing forage [rom nalive plant species or
introduced species managed as native
species. Crazing lnad which has annual oe
niore frequent coltivation, seeding,
ferlilization, irrigation, pesticide application,
or other gimiilar proctices applied o B is
excluded. However, forests & ag defimed in a4
FIE 5803, March 15, 1079, nre oxe hndid.

Lansda capable of growing 20 cubic et of wowd
prr it por yenr of destralde ipecies which are nel
withdvawy for non-tinder purpns s,

Appenulix B—Foderal Inseeticide, Fungicile,
and Rodeulicide Act {FIFRA), Scientific
Adviaory Punel

Heview of Notices of Intrait o Hofd F1F1A
Sueetion (b} 2} Hearing on 24,5-F and Sifvex

The: Federal Insecticide, Pungicide, and
Rodenticide Act {FIFRA) Scieatific Advisory
Paned has comploted review ol the Notices of
ient by the Enviroamental Proteciion
Agency (EPA) to hold hearings under the
provigions of FIFRA soction 8(b)[2) to
conpider uppraprlate regulatory action Tor
hose uped of 2,4,5-T and Silvex which were
nil fchuded s the recend suspension ovil e,
The teview was completed in open meetings
held in Arliugion, Virginia, during the perinda
Angunt 15-16, 1872, and Seplember 20, 1079,

Maximusm public participation was
encournged by the SBcigntific Advisory Paned
to ensure an ohjective and adequate
cougideralion of all relevant scicutific isses
relating to health and the envirorunent. Public
notice of the mevtings was published in the
Foderal Registor on July 27, 1976, und
September 4, 1979, In uddition, telephonic
calls und apecial moilings were also sent to
the geaeral public who had previously
expressed an interost in activities of the
Panel,

Writlen stotements relative to 24,51 and
Silvex were ruseived from Dow Chemical
Company, and Michigan Slate University.

ta addition, oral comments wire received
fram r. §. R, Allen, University of Wisconsin
Maxdical School; FI'A technical staff
representatives of the Texas State
Departmaent of Agricallure Dow Chiemicad
Company; and e Environem el Defense
FFend.

The VIFRA Scientific Advisory Panel
wishes do recopnize the exeellen? cunperatinn
und ngsistunce of mumerous EPA techmicol
staff throughout the review of 24,57 and
hilvex.

I cunsideration of all matters brouglst out
daring the meeting and careful review of all
ducements submitied by the Agency unid
othar parlies, the Panel unanimonsty sulsnitg
the Tollowing repork:

Iu response 10 the Agency’s reguest fur
advice concerning whelher & FIFRA sortion
G{b)12) hearing should Le held to resolver
tuestions relative to the continued une of
2.4 5T und Bilvex on rice, rungelund,
archards, sugurcane, und cerluin non-ceop
sites, (V) the Suientific Advisory Panol
vecomnends that the Agency not hold swch o
scasting at s time, After oxtensive revicw
of the datee we find o evidenee of an
immedinte or subatantis! hizard 1o hmman
Lizuldih or to The environment associated with
the use of 2,4,56-T or Sitvex v e, Tungeland,
archavdyg, sugarcand, snd (e non-crop usies
specitied in e declsion docunuents,

The Bzientihs Advisory Punel has
extensively reviewnd the animal toxiciy test
datu lage Tor teratogencesis, corcinogenesis,
aud reproduclive effects fine 2.4,5-T, Silves,
and TCH and bas identified sonue
additionad data peeds which shonld be
atddresaed prior to final decision making
Fielalive Lo Hoe golety evabmdion of 24,591 and
Silvex. {20 The Resentific Advisory Paned
receaninendds specificolly Hr te el desosds
Focedtafoend and eveddiatod foe the folinsein:

throse sladivs which wore discussed beivth o8
rh;- Aecesfe

- Ther pacngenicity mudy on Goranereiil

51 hieings condueted in Germany in the
I.ulluz'ulurium Fur Murmakaologie Und
Toxikologie. An oncogenic stady has ricently
been compleled on 2,4,5-°1 which was
specially purilied lo cintain i low
concepledion of TCDI). However,ilatin e
needed on thy oneogenicity of cununercial
24,5 T conteining TCHD (- 0.06 ppo).

2. 'The oncogenicity study recontly
completed ot NCLwith TG in Doty vits il
mice; and

3. The reproductive loxicity study Leing
cooducted al the Uaiversity ul Wisconsio by
. Allen in which moukeys are being fed o
thet conlaining TCINY at 25 ppt.

Tha Scieutilic Advisory Panel e alsa
reviewed the available data regarding
putential human exposure 1o 2,4.5-1 und
Bilvex frum use on rice, rangeland, orchards,
sugarcane, aind other non-crop apphcalions
and the monitoring dota related to these usen
undd would charsclerize thess as incompieie
uud prefiminary in nature. (3) We theesjore:
recommend that mondiering duta be obiaived
regarding the levels of 2.4.5-F and Silvex aud
O in mith, and thot wdditiona! daia be
gathered regurding e fovels of these upents
i the Hesues of range aaiiads and that
information be obtained vegarding the levels
of these ageats in edible aquatic omponising.
In these additional monitoring studics sprcisl
emphasis should be ploced on TCDD levels
rithor than levels of 2,4,5-1 and Silvex, per
e

In regard to the specific issues wod
guestions posed by the Agency to the Panel
regurding review of 2.4,5 T nud Silvex, the
Saientilic Advisory Panet olfers the lollowimg
TesNONSEK

Isanas an Toxleolopy

Cuestion 1. KEPA has found that 245 7.
Sitvex, and TCDD ore leratogeos, Does e
Panel agree?

Hoesponsi: The Scienlific Advisory Pane!
agrevs with the Ageucy thal 2451, Silves,
and TCIND are teratogens.

Question 2. TPA o lonod that 24,87,
Sidvex, and/or TCIN} are Tetoluxis, Does the
Scientific Advisory Panel agree?

Response: The Suiimtific Advisory Panel
agrees wilh the Agency that 2,4.5T, Sive,
and TCDD produce reproductive (fetoloxic)
efloels,

Quustion 3. KPA has determined tha TCDD
exhilits fetotoxic effects and it 0 No
Observable Effect Level (NOEL) Bas nol becn
eutablished {or this effect, Does the Sciontidic
Advisory Panel agroe with this finding?

Response: The Panel agrees vt the
Agency thatl g NOEL has not been
estaldished for FCIND in shranic studies in
monkeys. n conlrast 1o ther Agency positio,
the Panel concludes thit o NOEL bas been
estoblished Tor TCDD Tor both vals aned e
The Sientilic Advisary Panel would like +r
point oul in his regurcd thal the Ageney
position iy rebdjvely close to that of the
acientists from ihe Dow Chenvicol Congnney
The Scientilis Advisory Tanel belioves thin
the dose of G002 vy f day is for all practicad
purpses a NOVL (Foee the purposes of risk
valcutution; See Appendi< ). it should Le
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pointed out that a NOEL for roproductive
effecta has bees established for commerciot
24.5-T In all specien tasted including
monkeys. .

Quastion 4. EPA has found tat TCDD s
carcinngenic in tesi anlmals, and e ls o
potentlal human carcinogen. Does the
Soientific Advisory Panel conour with this
finding?

Response: The Solentific Adviuory Panel
pgrees with the Agency opinion that TCDI} e

" garcinogeania In test dudmate and thevafore
. may ba'a potentiel human carclnogen. .

Question 6 EPA has found that TCDU fs an

extremely potent animal carclnogen. Doss the
- Beientific Advisery Pasel agree with this -
fnding? - L
% Resporse: Answered in question 4 above,
Ismues o Exposure

Question 1. EPA believos that human

U - ekposure frora the use of 2,4,5-T and Silvex

- on rice may be broad and substantial dus to
- herblclde drift during and after application,
" andl that more diffuse exposure: is possible
through the water environment wid through
araytivh, catflah and other food sources, How
would the-Punel charactetlze the exposure
potentiala and concerna for oe uset What
" questlons do they havy and how would they
. be answaréd by the proposed monitoring
plant
Aosponey: The Scimntilic Advisory Panel
agrees that wxposure o 2.4.5-1 and Silvex
from uzs on toe may be possible through the
water ouvironment and through edibln
aquatic organisma and other food sources,
- Howsver, the Sclentific Advisory Punel
bellevas that insufflcient data was presonted
. or made available to thy Panel in support of
- the argument that huaan exposure from
spray dnft nnd the water environment is
likely to be broad or aubstantial, The
questions regarding proposad monitoring
‘have already been addreased. In addition to
the noed for more data on the concentrations
of Silvex, 2,4,5-T, and 1CDD In crayfish and
catfish, monitoring date should ulso be
_ubtained on sofl sediments.

Question 2. EPA believes that drift from the

uae of 24,8-T5llvax products on rangeland

- creatos 8 Jower, yet-still-veal, potential for
exposure due to lower population densities
und distribution ln range araas relative to
rice growing areas. Sparsity of surface wator
and extreme depth of ground waier in many
araag would suggest s minimal exposura from
aquatic sources uged an food. However, beef
monitoring shows law levels of dioxin in a
Himited number of samples from beef that
grazed on 2,4,6-T Ireatad rangs. How would
the Panel characterize the exposure potential
and concerns for the use of these chemicaly
on tange? What unanswered questions do
they belleve the Agency should addregs in
determining exposire polontial?

Responee: The Scientiflc Advisory Panel
agrees with the Agency that there is a
putential for exposure as o regull of deilt from
the use of 2,4,5-T and Silvex products on
rangeland and that the potential for exporare
from this mechanism would be lower thea
that from use of e agents on rice. However,
the Panel believes that the dats mude
svailable to the Panst did not provide a
convincing argument for the existenc of an

immediate or substentind hazaed from the use
of Silvin unad 24,5-T on saogelunds,

Question 3. Listle is known about the
potentint for dietary exposura to Silvex and/
or TCRY Irom the wsns of Sllvex on foud
grap, excepl for apples on which Silvex
sesidues have bean detocted. Given the
nature of the contaminani TCDD, EPA han
reason for presuming that exposure tn food
conaumers and 1he wavironmont is possible
from these uses, What are the Panel's viows
on the potentinl for ingastion exposure from
these uneal

Responsa: Although there 1s information on
the e putternes of Sitvex in orthard crops,
the Scientific Advisory Panel bellevas
suffinient residue dnia 1g not currenily
availuble for g definitlve spinion on dictary
exposwe to Stlvex,

Question 4. The Agency believes that
TCOE and 2,4.5-T move in watar [rom rice to
uther anvironmental corapartments theveby
increaaing exposure to widely diffoye
populutivns. Boes the Scientific Advisory
Panct courur with thia?

Response: The Pane! agroes with the
Agoncy thal it would be possible for 2,4,5-1
to move in water foom vice felds 1o other
gnvironmenial compartimenis and fo therehy
increase exposure to widely diffuse
populntions. Howsever, we bulieve such
movemeni would be nnlikely for 10D

Gionoral Jasees

Question 1. Do the residues (2,4.5-T, Silvex
and TCDD} in water, sadiment, tquatic

organisms and/or the potential for exposure

from herbicide drift, in light of the
toxicological attribwtos of these compounds,
suggest to the Scientilic Advisory Panel the
posgibility of significani risk?

Response: No {See recommerndaiion (17.]

Question 2. Can the Scientilic Advisory
Puanel ussess whether the residues being
Found ln the rlce reas are due to the rice use
or to other previously permitiad uses?

Responso: The Panel la not aware of data
sufficieni to answer this queation (See
recowmendation (3}.)

Question 3. Do the exposure polenilaly in
range use, it Hght of the toxicological
characteristics of these compounds, saggost
tu the Sciontific Advisory Panel the
poswibility of significant risk?

Rexsponse: No, (Howoves, sie
recommendution (9).)

{n considerntion of the potential toxleily of
TCOD, {4) the Scientific Advisory Panel
reconinends that efforte shoultf be mode fo
Jurther rechuce the level of chemical TCDD in
vommerciol properations of 2.4.5 T and
Yilvox.

Duted: September 20, 1979,
For the Chairman,

Certified se un scearate reparl L findings.
Wade Fowler, Jr.,
Executive Secrelary, FIFHA Scientifiv
Advivory Panal,

Appendix §,—The FIFRA Scieatilic Advisory
Ponel Evaluatton of the Oncoganicity,
FatoloxHy, and Exposurs Charncteviziis lor
2,4,5-1, Silvex and YCIXD

hrtroduation

In oar opinion the major health wod
enviroamentul isaues relative to possible
regulatory action by the Ageney cenler
around the polential of commercial forma of
2,4,5-1 and Bilvex contaminnted with TCDI
ta pose carcinogenic, teratogenle aud
reproductive risks 10 persons as & resull of {1)
exposure durlng mixing and application, of
{2} direct expoaura to the spray s a result of
living in tha Immediate erea of application. In
contrast, the major concern relative 10 TCND.
eaamntially free of 24,5-T ur Silvex, arises
from the degree to which this agent
concentrates in portions of the humnn Fued
cliin, The primary concern of the Sgicatific
Advisory Panel is the potential carcinogeuic,
reproductive, and Weratogenic rok from use of
commercial 2.4,5-T nod Bilvex contaninialed
with TCDD. The potential for theve same
rigks from TCDD csaentinlly free of 2,4,5-T
undd Hilvox is of secondary coneern, as is lhe
potentinl rlsk pozed by 2,4.5-T ur silvex
eagentially free of TCDI.

Conunerciaof 24.5-T

Oneagenicity. Soven sludies of varisbli
qnality have haen earvied out 1o micy o
examine the oncogenicity of commercinl
2,4.5-T contaminated with TCDD. The results
uf 1hese sfudies have not demonstrated
carcinogenic risk from commereiat 2,4.5-T in
this rodent specles, A complete sludy of the
enrcinogenic polentisl of commercial 2,4,5-T
contuminated with 'I'CDD et £0.0% ppm haw
uot yet baen reporled in rals. However, such
a study has recently been cempleted by the
Laboratorium for Pharmakologle and
Tnxikologie, Hamburg, Germany. The
Scientific Advisory Panel was informoed -
during the recant meating that gross autopsy
gxamination of these animuls revenled no
incredse in tumors velatlve o the coatrol
groups. However, until tha pathological
examination is complete ne definitive
vonclusion can bo drawn relative to the
oncogenic potential of commercial 2,4,5-7 in
tate, The Dow Chemical Company has
recently completed a study of the
vncogenicity of a specially purified sample of
2A5-T in rats, This sample of 2,4.5-T
contuined less than 0.0003 ppm TCDD. In ihiy
sludy there was no increase in tumors
resulting from exposure to this purtfied
preparation of 2.4,5-T fed at the maximun:
tulerated dose (30 mg/kg/day) or at lowes
doses (10 mgfkg/day and o mgfkg/day). Thn:
it uppeare that 2,4,5-T, which 1s essentially
Iree of contuminating TGO, in not vncogenis
in rats, However, this study is of limited
predictive value since the form of 24.5-T of
cuncern to the Scientific Advisory Punel is
cotmercial 2,4,5T; in other wordy, 24,57
contaminated with TCDD,

Chronic vests carried vt using ‘TCDD free
of 2,4,5-T have demonsirated thut TCDLY is
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: %lnted oul’thal a NQEL for reproductive
acte has been eslablishad for commerctal

; "il speuien tasted including

Mﬁ :
: Quun!idl)‘ & EPA has fuund that TCDD 1s
m&noselﬂu in test animals, and thus is a

g:tanﬁ hitman oargl n Does the
ienliﬂu Advlwry Pn | 'ongur with this”
' mw*'!‘he Goiinﬂﬁcmdvlsory Pa’nel

J‘sgc tpinion that TCHD 1
als mli tho;:ielore

i ;&erwu tha! hnman '
™ lﬂﬂ'llllﬂb’dﬁh. A5 T anq Sﬂwx
iy be broad and subatantial dpe to
ift during and after application,
‘Jaude. diffnse pxposure 1 possible
 this-watar environment and through
aifish and:other food sources. How
d Hig! Panel cheractarize the exposure
s:and concarns for rice use? What
ns do:they have and how would they
hy the pmposed monitoring

The Sclmtiﬂu Advisory Panet
taxposute to.24,5-7 and Silvex
i ( ‘tice niay be possible through the
: wémmﬂ{mmem gnd through ed}bla
_aguatio prganisma and other food sources.
-Howevergthe Satentific:Advisory Panel
bolieves tial insuificlent:dats was presented
‘ illalo- 16 the Panel in support of
it that human-@xposure from -
fi:and the water environment je

;r oBr broad of lubltanliial ‘The -

guations - fegarding pragose monltorlns
ave alwidy been atidreased. In addjtion to
. the nead fii more data on the concentrations
& Ivax, 2,4,5-T, and TCDD in crayfieh and
ta;l[n‘ggqtn abould ulso bc

_' /8ilvex producty on rapgeland -
tatill-seal, potential for
ﬂui to war population denaities
ution n: TAnge dreas relative to
_ g areas; ity of surface water
-and extroms. dapth of ground watet in many
reas wiuld suggest-a minimal expoaure from
tieatic sources ussd as fond, However, beef
‘montjoriiig shows low levels of dioxin In a
mited aymber of samples from beef that
. griizad oy 24,5-T treatad rangs. How would
- the Page! characterlze the axposure potential
* . aad concerns for the use of these chemicals
- on rangs? What uhanswered questions do
. they-bellave the Agency should address in

detormining exposurg potential?

Response: The Scientiflc Advisory Panel
agrees with the Agency that thece (s a
potentlal for exposure as a result of drift from
the uae of 2.4,5-T and Silvex products on
rangeland and that the potential for exposure

-+ from thlg mechanism would be lower than
that from uee of the agents on ricy. However,
the Panel believes that the data made
available to the Panel did nof provide &

-convincing srgument for the exletence of an

immediate or substentlal hazard from the use
of Silvax and 2.4,5-T on rangelands,

Question 3. Little is known about the
potential for distary exposurs to Silvex and/
or TCDY from the vaga of Silvex on food
crops, axcept for apples on which Silvex
resitiues have been detected, Given the
nature of the contaminant TCDD, EPA has
raason for presuming that exposure to food
consumers and the énvirsnmant is possible
from these uses. What are the Panel's views
on the potential for ingestion exposure from
these uses?

Ragponsa: Althougll thera s, ll'lfarmallnn on

. the use putterns of Sltvex in orchiard’ crops,

the Scientiflc Advisory Pangl believes -
nufficient resldue detu is not gurrently
available for g daf'miuva upinlan on dietary
expogure to Silvex, -

Questlon 4. The Agency believes that
TCDD and 2.4,6-T move in water from rice to
olher environmental compariments thereby
Increasing exposure to widely diffuse
populations. Does the Sclentific Advisory
Panel concur with this?

Resgponse: The Panel agreen with the
Agency that it would be possible for 2,4,5-T
to move in water from tice fields to other
environmental compartments and to thereby
fncrease exposure to widely diffuse
populationa. However, we belleve such
movement would be unlikely for TCDI,

Genoral 13suas

Questlen 1. Do the residues (2.4.5-_'1'." Silvex
and TCDD) in water, sediment, aquatic

_organisms andfer the petential for axposure

from herbicide drift, in Kght of the
toxlocogical attributes of these compounds,
suggest 19 the Scientific Advisory Panel the
posaibility of aignificans risk?

Besponse: No {8¢e recommendation {1).)
Question 2. Can'the Sclentific Advigory

* Panel assess whethep the residues being:

found in the rice aphas ars due to the #ve use
ot to other previuus_ly parmijtted usest -

Regponse: The Panet is not aware of d]ata
sufficlent to answer this queation [Bee )
recemmendation {3}.)

Queation 3, Do the exposurs polentials in
range vse, in light of the toxicological
characteristics of these compounds, suggest
to the Scientific Advisory Panel the
puorsibility of significant risk? '

Responso: No. [However, sea
recornmendation {3).)

In consideration of the potential toxicity of
TCDD, (4) the Scientific Advisory Panel
recommends that efforts should be made to
further reduce the level of chomical TCDU in
commercial preparations of 2.4.5-T and
Sifvex.

Dated: Saptember 28, 1979,
For the Chuirman,

Certified as an accurate reporl uf findings.
Wade Fowler, Jr.,

" Executive Secretary, FIFRA Scientific

Advisory Panel,

Appendlx 1.—The FIFRA Sclentific Advisory
Panel Evaluation of the Oncogenicity,
Fototoxity, and Exposure Characterisiies [or
2,4,5-T, Silviex and TCDD

Introduction.

In pur opinion the major healih and
enviroamental {seues relntive to possible
rogulistory hétion by the Agency center
around the potential of commercial forms of

24,57 nnd Bilvex contaminated with TCOD

to pose carcéinogenic, terslogenic and
reproductlve:tisks Lo pecsons es 8 resuli of (1)
exposure during mixing and application, of
f2) direct-exposure Ip the spray as o reault of
living in the Immediaté¢ area of application. In
contrast, the major conocemn relative ta TCDI),
essentially frge of 2.4,5-T o Bllvex, ariscs
from the Iagne to which this agent
concentrater In porttons of the human food
chain, The primary concern of the Scientific
Advisory Panel is the potential carcinogenic,
reproductive, and teretogenic riok from uae of
commercial 2,4,6-T and Bllvex contaminated
with TCDRD. The putentlal for these same
risks from TCRI easentially free of 2.4.5-T
ond Silvex is of secondary concern, as {s the
polontial sk posed by 2,4.5-T or silvex
essentially free of TCDD,

Commercial 24.5-T

Oncogenicity. Soven studies of variable
quality have hekn carrled out in mice to
examine.the oncogenteity of sommercial
24.5-T contatninated with TCDI. The resuits

- of theas studies have nol demonstrated a

carcinogenig risk from commercial 2,4.56-T in
thia rodentepecies. A somplate study of the
carcinogenid potential of tommercial 2.4.5-T
sontaminated with TCDD at &0.06 ppm hus
not yet bsen reported in rats. However. such
a study hag recently been complaeted by the
Laboratotiym for Pharmakologie and
Toxikologle, Hamburg, Germany. The
Scientific Advisory Panal was Informed -
during th# ragent meeting that groes sutopsy
examlination of thege animels revealed no
incraase in Wumors rejatlye to the control
groups, However, untd tha pathological
examination 48 complate no definitive
conclusion can be drawn relative to the
oncogenla potential of commercisl 2,4.5-T in
rate. Tha Dow Chamical Com 'puny has
rocently complated a study of t

- oncogenicity of e specislly purified sample of

2.4,5-T In vate. This sample of 2.4.5-T
contained tess than 0.0003 ppm TCDD. In this
study theve was no increase In tumors
resulting from exposure to this purified
preparation of 24,5-T fed at the maximum
toleraled dose (30 mgfkg/day] or at lower
dozes {10 mg/kg/day and 3 mg/kg/day). Thus
il appears that 2,4,5-T, which ie essentlally
frew of contaminating TCDD, is not oncogenic
in rats. However, this etudy is of limited
predictive value since the form of 2,4,5-T of
concarn to the Sclentific Advisory Punet is
commaerclal 2,4.8-Ti-in other won:ln. 2,4,5-T
contaminated with TCDD.

Chronlc toats carried out using TCDD froe
of 2,4,5-T have demonstrated that TCDD is
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carcinogenic in rats snd carcinogenic or
tumorigenic in mice. Thus, since commercial
2.4.5-T containg FCDD s & contaminan
(=0.05 ppm] the Yack of 4 eurcinogenin
response in rodents using commercial 24,57
must be viewed with coution. The Seientific
Advisory Panel is of the apinion thut some
carcinogenic risk to man is posed by
exposure 10 2,4,5-1 contaminated with TCHD
at the level present in the 2.4,5-T in curreat
use, However, the data cursently available
indicate that thia rigk is nol substaatial.

In gummary, the evidence currently
svuilpble indicaies there is not an immedinie
or substantial oncogenic risk to mon fram
expusure tu 24.5-T contaminated with TCDD
al a leve] of %0.05 ppm.

Ruproductive and Embryo Toxicity

Commaercial 24,5 T produces fetal woaicity
and ia teratogenic in rule and mice,
According 1o the dute presentad (o the
Seienlilic Advisory Panel during the August
1516, 1978 meeting, Lhe no effect lovel for
embrya toxicity for commercial 2.4,5-T in
various speciea when examined in
conventional toxiclly studies is pa follows:
rat, 25 mgfkg/day: mouse, 20 mgfkg/day;
hamster, 40 ing/kg/day: and monkey, 40 mg/f
kgfday/. However, a recent study conducted
¢t the National Center for Toxicological
Research revealed teratogenic effects in Af]
mice at the lowest dose of commercial 24,57
tested (15 mgfkg/day). 1t would appear,
therefore, that there ars strain differcucis in
the no effect level for 2.4.5-T in mice.

Two three-generation studies of 24,5 T
reproductlive oxicity have been camied on in
raty, One of these studies was carried out
nsing commercial 24.5-1 containing 0,05
ppm TCDD. No teratogenic effeuts,
reproduclive toxicity or fetal toxivity wure
observed in any animuls at the dones tested
{3, 10 and 30 mgfkg/duy). [n contrast anether
three-generation study carried ou? using
purified 2,4,57 {=0,0003 ppm TCDD)
reported a significant decresse in neonatal
survival at 10 and 30 me/kg/day bat not 1l 3
mg/fkg/day. However some ¢ffecta suggestive
of repraduciive toxicity were noted af the
intnke Jevel of 3 mg/kg/duy in this study. The
Scientific Advisory Panel believes that this
three-generation sludy establishes for
practical purposes a NOEL snd recommonds
that this NQEL be used for subsequint
evaluation of risk.

[y summary, the Scientific Advisory Punnl
helicves that these data suggest that a
potential for reproductive risk and embryo
toxicity extsts for persons evngoged in the
mixing and application of commercial 2,4.5-T.
However with use of proteclive cluthing such
a8 a one piece jump auil with long sleeves,
gloves and. parhaps, respirators, risks should
be reduced to an scceptable level. Fhe
potential for significant! reproductive and
teratogenic risk to peraons living in the
immediate area of the spraying operations
does not appear to be substantial excepl as
they may be directly exposed on a chronic
busis,

The Panc! hos some reservations relative to
the validity of the three-generation study in
rats carried out by the Labhoratayy fur
Pharmekologie and Toxikelogie using
commercial 2,45-T (£0.03 ppm TCDIY, and

reeommetds thal an additional threa-
aeneralion study in rats using commercial
2.4.5-T be carried oul,

Silvex

Oncopenieity. The carcinogenic testing of
vommerical Silvex has been leas exlensive
1hon with 2,4,5-T. liowever, those fow sludies
which have been carvied out did no! budicade
an increase in encogenicity as a resull of
clironic exposure to Silvex. Although no
carcinogenic risk has been demonstreated
with commergial Silvex, these data must be
viewed with some caution Liecause of the
conlimination of commercinl Silvex with
TCLE.

Roeproductive ond Embryo Toxicity. In
coulrast 1o commercial 2,457, very few
shclivs of ke reproductive 1oxicity of Silvex
hovir been carried aul. Those studies with
vommercial Silvex that have besa careivd oul
in rinls and mice indicsle Wl commuessial
Silvex is {eratogenic in mice at high Joses
(400 mg/kg/day). Silvex is also fetotoxic in
mice and ralg mul e no elfeal level in rota iy
25 mp/kyg/day.

Thus conupertial Silvex does appear (o
post some risks to reproduction and fetal
viability. Much less informution is available
conceruing the degree of exposure of humans
to Silvex during mixing and spraying
operations than is the case with 2,4,5-T.
lowever, it should also be posaible using
psoper prolective clothing lo reduce the
reproductive and eralogenic risk Irom
cammercial Bilvex o on aceepiable level.
Similarly there doed not nppeur 1o be uny
substantial rigk to persons living in the
immuediate area of 1he apraying excepl [vom
direct exposuere ot g chronic basis,

TETND

Cneogenticity. Two qwjor studies of the
oncogenicity of TCDD have boen reported.
One study in rids has been earvied out by the
Dow Chemical Company and another in mice
was performaed by the Research Institute of
Oncopathology in § lungary, A third study in
mice and rals has recenstly been completed by
NCIL, but the results of this sludy were nol yei
wvailuble,

There wag an increase in tumors of the
tiver, lung and hard palatesfnasal lrbinaloa
in the rats fed of 0.1 ugfkg/doy of ‘TCDD in
the diel. At a dose of 0.01 ug/kg/day theve
wis an increase in hypeeplastic nodules in
the livers of the female rats. The EPA
Carcinogen Assessinen! Group (CALU) has
vontluded that this increase o hyporplastic
uednles at the dose of 0.09 ugfkg/day
inelicales that TCDD is also carcinogenic at
his dosage level. The: Sclentific Advisory
Panel concludes that there is o tumovigenic
response at 001 ogfkg/day bat has
reservalions as to whether hyperplastic
nodules sre precursors, per se, io
fepatocellular carcinoma. [See Appendix 11.)

Aun increased incidence of tiver tumors
were produced in studies in male outbred
Swiss sice in which TCINY was given by
guvage al & doge of 0.7 ug/ke/weak for one
yeav. tlowever, in this stwly these was no
sipnificanl increase in tumor Tormalion in
animals given TCDD wt 7.0 ugfkefdoy
although there wus o decreased life span i
the mice receiving this dose. There was als

A inereass in lenas o animals given TULIE
at a dose of 0007 ugfkgfweek. Evaluation o
this study by the Scientilic Advisory Panel is
difficalt, since the (ype of liver oy
procuced was nol identilind, Although the
utilthors siated it the ritio of benigs
hepalomas to hepatocellular carcinours wois
e ks in the apimals receiving the 000w/
kpfweek dose of FCHIY as in the condrels, 1L
is nul clear whetler leve was a significant
ingrensi: in bepatoceliular carcinomas in Lhe
treated animals.

The Scientilic Advisory Panel cancludes
Lhut there is a level of TCLHY below wiuch uo
oucogenic of tumorigenic effecls were sevn in
either mice or rats. The dose tevel for
tutnorigenic response in the outbred steain of
Swisy mice used in the Pungarian oncogeni
study lies between 0.007 and 0.7 ug/ks/weeh.
They SBcientilic Advisury Panel believes that
tlur dats available [rom this sludy are
intutlicient lo reach a firm conclusion
regarding whether there wiss o true oncogenis:
response o mice, Inorols there was some
contraversy over which level of exposure 1o
TCD demaenstrated an oncogenie elfect, The
Now Chemical Company seientists stalid
thiatt the levet at which no oncogenie effeets
ure aeen lies between a dose of 0.1 and 0401
ug/kgfday in the diet, The EPA Curcinogen
Assessnient Group concluded that the non-
oncogenic dose lies hetween 0.01 and D002
ug/kglday. Thus, lhere was agreement
concerning the lack of an oncogenic responaa:
al the duse level of 8.001 ag/kg/day TCLHD.

The mijor concern of the Scientific
Advisory Panel relative 1o the putential
oncogenic risk from TCI is whether TCHR)D
iccuntulares in the hunan food eliin. The
thitla necessary to evaluate this visk nigst e
derived from monitoring data for TCDLY itself.
The onvogenic risk frons TCEIY present as o
sontaminant in commercial 24,50 and Silves
is best detormined in those esperimenly in
which nummercial 2,4.5-1 ar Silvex
contaminated with TCHD has been
administered chronically o rata and mice.,

The monitoring data obtained thus far does
not auggest thad TCIH) derived from
commercial 2,4,5-T and Sitvex exhilits any
lendency 1o accumutate in the human Fouod
chitin its amounts which would pose o
subslanbial risk. For examplie TCINY bay leon
detected in some [l samples from cows
graved on rangeland iomedialely alter
spraying with commereial 2,4,5 1 and
sacrificed 2 weeks laley, [ one sssumes that
all beef Tat in the 1.5, containg TCDLD at tha
level found o these studies fapproxiumately
1 ppt) azul if one aasumes further that the
average level of boef intake in the 118,
Population is 6% of the diet; {1.5 kg lvod{day,
15% of Leef is Tat} and produces a 2245
incideuce of turors at 0.1 agfkefday (Daw
Studdy) o vigk of 410 Fean he caleatated. It
shuuld be pointed out that this is an extreae
worse ciase caleakuation siace the present data
indicate that only a simall porcent
(npproximately 7%] of beefl [l sinples from
animals Ted on ranges immediately afler
spraying with 24,5-T containing TN and
that ail beef caten in the .S, does not voine
from ranges sprayed with 24.5-T {only 2.
‘Fhus, alllwugh it appears that there is some
potential ancogenic rish from TOGDD pregent
in the food chatn, un the bosis of the carcent
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monitoring data, the risk ts judged 1o be
small.

Repreduetive Toxicitly, The reselty of the
ewbryo toxicity studics indleaie (hat the no
eficct level for TCIH) in mice in 0.1 ug/kg/ ey
{days 6-15 of gratstion), In rals is 0.03 ug/ka/
day (days 8-15 of gestntion), and in wonkeys
is 0,02 ug/kp/s timea por week {days 20-40 of
gestalion),

In o thrue- generation reproductive sludy
carried out in rats by the Dow Chemical
Company cloar cut embeyo toxicity was seen
ut doses of 0.1 and 0.01 ug/kgfdny of TGN,
Al the doso of 0.001 ugfkg/ilay there was a
decrensed gestational survival in the Py
goneration but not in eatlier or later
gencrations. Posinatal survival in the group -
raceiving 0,001 ug/kg/day was decreased in
the F,, generation and incroased in the Fy,
generation relutive 1o the countrols. An
incrense n dilated renal pelvis was alsoe scen
in the F., and Fy, generation in the animals
roceiving 0.00t ug/kp/day but not in laler
penerations or at the 0.01 ug/kg/day dose.
Although these effects at 0.001 ug/kg/day are
suggestive of au embrye-toxic effect, the
inconsistency of the effects frum generation
lo generation and in relution to the hipher
dose of 0.01 ugfkg/ day (dilated renal pelvis)
suggests thal the 0.000 ag/kg/day lose is Tor
#ll proctical purposes s no effect Tevel.

Long term sludies io monkeys have shown
reproductive toxicity from TCDIY af levels of
50 ppt in the diet. Sludies are currenily
uiderway at 25 ppt of TCDD In the diet, Dt
resulls are not yel avuilable, An intake of
TCDE of 50 pptin the diet is equivalent to
approximately 0.002 ug/kg/day. If vo
reproductive toxicity is seen in the moukeys
exposed o TCDLY in the dict al 25 ppt, {hen
the no ¢lfect level io the monkey will be
similar to 1hat seen in the rat, tenely about
0.001 up/kgfday.

The mujor concern of the Suieniific
Advisory Panel relstive fo the pulenlial
reproductive 1oxicity or toratogenic effects of
TCDD is whether it accumulates in human
foud chaing as previcusly noted for the
oncogenie polentiul of ‘TCOTY, The
reproductive loxicity and teratogenic
potentinl of TCND presend a3 o contaminant
in commincial 2,4,5-T ant Silvex is hest
determined from experiments in animals
exposed 10 conunercial 24,51 or Sitvex
contuminated with TCDD,

IF ono ausumes the worse case Sitnalion
decribed previousty in the evaluation of the
oncogenic visk fram TCUY s whick TCIM) ia
proposed to be presont in the fud of all cows
matheted in the ULS., e oy oo intake
would be approximately 2> 10 % ugfefday.
Usitg o 0.001 wgfkg/day as the no offec Jevel
the safely fuclor would bir approximately 500.
As pointed our previously in the section on
the oncogenicity of TCDD, this caloulalion
represents on exlreme exoggerntion of
expusure 1o TCIN, The Scienfic Advisory
Panel believes, therefore, thal the cureent
munitoring dala do not indicate that thera 15 a
subsinntial reproductive or {eratopenic risk
poscd by the accumulation of TCI) o (e
human food chain,
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Appoadix IL—A Selectied Roview of the )
Histology of the Dow TCHD Stxly (Tox,
Appl. Fharm. 46, 279 {1978))

Des. Thrna Karoda, Richard Kol angd |
teviewed 3 represemialive miceoscopical
sections eneh from contrad, 0,01, and 0.1 pg/
kp/day level TCINY expoaed female Sprague
Bawley vats, These pections were sclected by
Dr. Kocibia to demongirote hy perplastic
nodulis and lesions designated
hepatocelalio cancers (e Talde #6 R |
Kouciba et al. Tox. & Appl. Phorm. 46, 279
{1971)}. Cunlrol sections were osed for
{:lll'lllliil"i!i()]‘.l..

Congtrol animals, actected rom timed
sacrifices, showed a general presentalion of
the Jiver architceture. A naturd incidence
{spontanceus?t of exteamedullary
bematupoiesis, bile duet reduplication. and
“hyperplastic nodules” wan found by Dr,
Kouiba [Taldi: 8] and demonstraled in the
sections provided to me. Kowiba and
colleagues considered a tigsue mass (o
represenl a hyperplastic nodule il a group of
liver colls, with or without sinasoidal lining
cells, foemed & discrete population with
ceilular struclure andfor tinctorind propentics
different from the surrounding parenchyma.
These prowthe may or may nol cause
compressivn of surrounding pareachyma and
nusy ur may ol have bile duct formation,
Sharp demarcition from the suerounding
parerchying wag observed.

Iocaddition, there were Lol acule
inflanunatory cxwdales and granulousa dike
lesioag in the contrals, not associided with
the hyperplastic aodule. In addition e
appeaaed g be an acule cholnngitis. No
evidens: of fibrosis wis present.

Sections from the bigh dose expusore
animals {001 ppfkpfday) showe:l some
aistoetion of the hepatiec porenchyma witli
cellelar varialnlily and thickening of the Tivee
cell plades, Portal tracts wers somelines
aapoviatid with dense collections of
lymphovyies. Prominenl were Lyperplasgtic
nodades ond lesions characterized by Kocib
it nssoeiates 08 hepatoceilular
inuraata, These latter lesions showaed
e marked cethular differenees from
surcowling parenchyma aod Irom
hyperplastic nodulea. kn general, the lver cell
melei woere lieger oceupying o grster
portion of e cedl vohwne, the cell plates
o disordered, formalioa of gcit avd
tubulin fovma were ideaified, and oo
formanion of porlul tracts were presend in
thase lesiong. These masses in one inslagoe,
arerse e By peeplastic nodule, Wo delived
wicroscopical er grosa evideoce of invasion .
ol the weoptastic cells inlo adincieat sz
wits noted either ot jutopsy {aceording 1o
Eociba) ar by microscopy, Nol wadiegaetly
figt wars preseal in hyperplosic madules b
et in the "carcinonta

The pavenchyma adincent o the
varcinomatins samd hypeeplusiis nodules
showed soane colludar irregularity, stainiog
variabion, wud hysline intracyloplasmic
wiesses, o sipnificant evidenc of lsereased
frflmeantory eaudates or fibrosis was noted.
Lot Dl luied veduplicslion wus preseat,

The widrange dose shows by perplusiic
nodulea, the rmaining changes were
iddeutienl st the high dose, Lot thess slides
ehiil wot show d corcinoma, | believe thad the

gromp ol Dow exlensively and propery
surveyedl the evidence of hepatocelludur
diseuse following exposure of rals to 1D
Aulopsies on onimals wore condured by
pathologists ancd tissue sections were
selegted by theay, Their wicroseapial ceview
was extendive. Their nomenclidere wus
defined and understandable. 1 personally
would have beon moare conservetive than
they in designating circinamuaty, so their
resull s i "worst case™ designation, From
these discussions and reviews, Fum very
comfortalde with their evaloation for towc
infury and caecinogenesis, Adeditionadly, [
believe liver cancer was showa in the high
dose Jevel; mighl be questioned i the
midrange level, bul was not present in the
kow dose group.
Frward Smuckier,
Professor aud Chairimen, Doprtive ot of
Pathology, University of Coliftrnia Sctond of
Aedicing, San Feaneiseo, Calif,
Angust 15, TH79.

Survey conducled a1 BPA Headguartes,
401 M Stroel SW., Washinglos, DL 200060

Appendin C.—Depariment of Agricultues,
Ofice of the Secrelary -

Augusl 10, 197G,

Mo, Bdwin . Jolmson,

Lhepaty Asgistunt Adminzsieator for festionde
Programs. VLS Kavivommemtal Prodicd o
Agener, Washingion, D0, 208608,

Dear Fel: The Scomtarcy has asked me fo
respond to your Tetter of fuly 9, 1974,
regarding the proposal to bold hearings vder
Section G(b)(2] of The Federal Insectinide,
Fuigicide, and Rodenlicide Al 7 1.8
1ase(1)12) to delermine whether or not the
noususpended uses of 24,57 wnd silves
sheuld e cnncelled.

As you know, (he Seceelary 15 a0 party o
1he Sectivn G{D}1) hearipg. Except for <tghaly
different use palterns and exposin:
considittations, the issues on both e
suspended and aensospeaded uses are
similier and we, thercfore, plan 10 pactivipate
in the GhK2) poction as well,

Caontrary to stalemenls in the Noiier of
Tutient to hold a hearing on the cemaining usex
ol mivex, the Department of Agricalinge bis
rot provided infermation on e “soaial,
veonomic, wnd environmestad henefily™ ot
using sibvex 1o you, This toformation is
currently being collectend by the joint (TSI
States /EPA assessmenl leam, Lint ginge an
KIPAR nistice was nol isswend on this
vomponud, the team, which was orgaaized
recendly, has only had linge e develop some
prefiminarcy tiata,

W pgree Dud i) is in the best indeoaest ol
eeeryone to abempt fo resoboe o isaoey tnoa
ronsolidated hiaring. W aree prepaos b
furva infoerntition wyvnilable on all wees of
froth 4,52 aod silvex for prosentation 1o e
Acdminisivalive Law Judpe during Hise
proceedings,

Wa will be sulunitting for the recosd of e
tearings e benefit and exposure
sforualion comained in the 24,57
wsstsstent report prepared by e joint
LISDA/Sdes  EPA assegswiont team as wesil
ns informativn presently Leing gathered by
the joinl asseasmant teans on silve o We
Iredinewe that the asscasment lam actiry e
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