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Hoechst-Rougnel Agri-Vet Company
Suemearville, MJ

The Center for Veterinary Medicine bas ecarefully considered the

potent fal envivommantal fempact of this actlon and has concluded that
this action will not have a significant effect on the quality of the
human environment and that an envivonmentsl impact statement therefore
will not b prersred.

Hoechst~Roussel Agri-Vet Company ig the U.S, sgent requesting approval
for Rousgel~Uclaf, Paris, Prance, of HADA 138-612 for the use of
Finaplix =¥ (trenholone acetate) in fiuxshiug helfere for improved
body welght and feed efficlency and Fipaplix -8 1in finishing steers
for imoroved feed efficisncv. The prodeact is to he adwministered to
heifers at a dose of 200 ng during the last 63 dave prior to slauvghter
and to steers at a dose of 140 wp every 83 days.

The fire has submftted an enviroomental assessment (FA) dated April
1987 (copy attached) in support of the approval of the NADA. The
active drug substance i{s produced in the Roussel~liclaf facility In
Vertolave, ¥rance., The finisbed product ia to he produced in
Complegne, France., Therefore, introdactions of the drug substance
inte the U,8. enviromment frop wanufacturing are not expected.

The fire has submitted iInformation which describes the waste control
measures vtilized during the production of the product and has
certified complisnce with the environmental recuiremente of the
sppropriste French goverrment. Additfonslly, Information hag been
provided in the FA which indicetes that appropriate precavtions are
taken to vrotect emplovees from exposure to the active zubstance and
adverse occupational effects at manufacturing facilities are not
anticivated. Adverse effects to individvals etilizing the fintshed
product are not expected because of the nature of the packaging and
delivery of the finished dyug product,

Trenbolone acetate could be introduced inte the environment of the
¥.5. through uwse of the product. However, data contained {n» the FA
indicste thst trenbolone ascetate 1g exteneively wetabolized after
admintstration. Of the initial dese of tritium—labelled tresholone
acetate administered to heifers, none was detected in the bile.

The primary voute of exeretion is through the bile, therefore,
significant avantities of trenbolone acetate would not he expected io
esttle waate and would not be expected to enter the envivonment as a
- result of its use in feedlot heifers and steers.
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The major metaholite detected in the bile was the 17a-hydroxy-estra~
4,2, 11~trfen~3~one (17~alpha) metsbolite. This metabolite was
detected at 34,77 of the exereted radiosctivity. Other metabolites
were zlgso detected, but at less than or equal to 3.0% of excreted
radionetivity. Baded on this finding, the chemiecrl of envirommental
concern fa the 17-alpha wetabolite of trenbolone acetate.

The firm has calculated that the waxfmum amouat of the 17-alpha
motabolite vhich could be expacted in heffer waste ss » vesult of the
the use of trenbolone scetate 13 0.1 parts per willion (ppm)s The
naxioun coneentration of the 17-glphs wetabolite which could bde
expected In ronoff from a feedlot {s 0,0371 ppm and the wmaximmm
concentration which could appesr {rn agricultural solils following
incorporation of waste from cattle given trenbolone iz 0,0017 ppm.
The maximur apount which would enter runoff, however, would be
expected to be less hased on the expected adsorption of the 17-alpha
metabolite to orgenic matter (Koc vange 420~1100) in cattle waste.
Additfoval data contained in the £A indicate thet the 1T~alpha
netabolite can be expected to wnderge biodegradetion In sgricnltural
seils with legs thao or equal to 2% of the initlal coecentration
rewaining sfter 56 days. This degradation would result in
spproximately 0.00003 pp of the 17-alpha metsbelite remalning fm
agricultural soils after 56 days.

The RA containe Information which indicates that the 17-alpha -10
setabolite of trenbolone scetate has a low vapor preasure (7 X 10
welip) and fg low-voderately sorbed to three sofls. Therefore, 1t is
not expected that this metabolite will enter the atmoasphere following
the incorporation of cattle waste containing the wmetabholite in
agriculturel soils.

Besed on the octsnol/water partition coefficient (Kow = 510), the
17-alpha metabolite has & low-moderate tendency te bloaccumulete in
fatty tissue. However, organfsms which could be threatened by
bioaceumnlation would not be expected to have access to the molecule
md fite relatively rapid degradation would reduce the likeliheood of
bloaccuwulation.

Data in the FA Indicate that the 17=alpha metabolite is not expected
to have any adverse impacts oo carbon snd nitrogen cycling
envivonmental organisms. The 17~alpha metabolite at 0.015 and

0.15 ppm d1d not have any adverse effects on soll microorganisss
asgocisted with envirommental nitvogen and carbon cyeling In two
soils. These concentrations are considerably higher then those
expected In agricultural soils. Additionel toxicity testing for the
target species aend for various lahoratory species (mwouse, rat, pig,
monkeye) also tndicste that the only sdverse effects sssociated with
trenbolone ware hatmﬁaal fn sature, No-effect dietary levels for
trenbolone acetate's hormonsl activity were determined to be 0.5 ppe
for the rat and 0,24 ppm for the Rhesus monkey., These concentration
are both greater than the concentrations of the 17-alphe metabolite
which eould occer in the enviromment. Additiooally, isformation In
the EA Indicates that the 17~alphs metsbolite is expected to exhihit
considerably less hotmonal activity than the ffavent compound. Adverse
effects on higher envirvonmental organiees vaald thetcfat« not be
expacted. . .
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Rased on (1) the lack of parent compound expected In the govironment,
(2) the low concentrations of the maior rmetabolite, 17~alpha, expected
in aqustic and terrestrial envirconments, (1) the low VApOr pressure
and moderate soll sorption of the 17-alpha metabalite, (4) a
demonstrated lack of adverse impacts to nlitrogen and earbon circling
organiagme, and (5) a lack of adverse effects on target and laboratory
species, {t {8 expected that the use of trenbolone acetate in feedlot
heifers and steers will not have a significant fmoset on the maality
of the environment,
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