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Rometg-30 Medicated Premix for Szlmonid Fiskh (Trout and Salmon)

NADA 125-933
Hoffman-LeRoche Inc.

The Center for Veterinary Medicine hss carefully considered the potentinl
envircnmentel impeact cf this ection and has concluded that this sction will
not heve & significant effect on the quality of the humsn environment and
thet an environmentel impect stetement therefore will not be prepcred.

Hoftman-LsRoche Inc. of Nutley, New Jorsey, hss filed a2 new animal drug
cprlicetion (NADA 125-933) providing for the use of Romet-30 medicated
premix at e verisble concentration of about 0.1 to 0.5% in the feed for the
control of furunculosiz (czused by Aeromonas selmonhicide), an infectious
bacterizl diseasc of salmonlids, Fish are to be dosed &t a level of 50 mg
of drug sctive ingredient(s.i.)/Kg fish body weight. 7The feed medicseted
with Romet-30 for salmonids is to be used continuously for e maximum cof
five days. Sslmonids given Romel-30 under these conditions eannct be used
as food for &« period of six weeks after terminstion of trestment,

i” Romet-3C is a feed premix which has & brosd spectrum antibecteriel and
anticoccidiel gctivity., This sctivity is due to the two sctive drug
ingredients, sulfedimethoxine and ormetoprim, present &s 25% snd 5%,
respectively, of the Romet-30 premix. Sulfadimethoxine is a sulfonemide
gntibiotic which has been widely used in the treatment of & variety of
infectious diseeses in humens &nd in domestic snimals. Ormetoprim is &
pyrimidine which is used primerily to potentiszte the gntibecterial and
anticoccidial activity of sulfadimethoxine,

Rofenaidﬁ-ue premix is another combinstion of these sctive drug ingredients
(& premix containing 25% sulfadimethoxine and 15% ormetoprim) which has
slready becen spproved for use in the preverntion end treastment of severesl
infectious diseases in chickens, turkeys and ducks.

Hoffwsn-LaRoche has filed the attached environmentsl impect anslysis report
(EIAE, pp. 1-98, deoted February 22, 1988) in support of the proposed use of
Romct-30 in selmonids., Portions of this EIAR ere tsken verbetim from the

El1AR (dated Jenuary 31, 19§3) submitted for the use of BRofenaid-d0 in ducks
(NADA 40-20G).

The EIAR (usttached) esserts thst the proposed uses of Romet~30 in sslmonids
shoula result in minor incresses in the introductions of sulfadimethoxine
#nd orwetoprim into the environment, &nd thet the levels of these two
active ingreaients expected in the enviromment should not result in effects
on orgenisms in the environment. These gssertions are based upon data and
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eslculetions which are subject to varietion in interpretsation. Following o
i8 & review (with worst-case anslysis) which supplements the sttsched EIAR
in order to enhance the eveluation of the potentiesl envirommentzl impact of
the requested sction, and to better define the need for additionsl
enviromnental date. '

L. Introductions of Sulfsdimethoxine &nd Ormetoprim into the Environment

The zctive drug ingredients msy be introduced into the enviromment both
through the manufacture and the use of the product. The drug manufacturing
process results in chemicel weste products which also will be introduced
into the environment. The first step in &n assessment of environmentel

impact 18 to estimate the amounts of msterigls that could potentially enter
the envircnment.

1. background dets:

The ettachea EIAR uses "a worst-case sssumption™ of forty million pounds of
trout being procuced ennually, with 50% of these animszls being treated once
(when fully grown). The EIAR estimates tﬁat this worst-cxse would "involve
the annuzl totael use of 2,250 Kg of Romet -30." 7This snimzl use estimete
eppesrs to be in error (see celculation check below). 1In addition, the
amouni of fish that could be treated slso appears to have been
undercstimsted conzidersbly (see ¢stimate check below). This
uncerestimetion occurred primzrily because neither private salmon
prcduction, nor Stete and Federal trout snd salmon production appear to
have been included in the estimate,

a. Calculetion check—
4C million 1bs/2.2 = 18.182 million Kg trout/yeor
x 502 = 9.0G million Kg trout/year
x 50 mg drug (e.1.)/Kg = 454.5 Kg drug (e.i.)/dsy of therapy
X 5 days = 2,273 Kg dryg active ingredient/year.
- 0.5 = 7,577 Kg Romet -30/year

b. Estimete checke~

Brown (1983) estimated that commercial rsinbow trout production (zlone)
was &bout 51.5 willion pounds in 198C. The U.S. Department of
Interior's Joint Subcommittee on Aquaculture published & National
Aquaculture Development Pian in 1983, 7This two-volume work includes an
estimste thst privete aquaculture in 1682 scoounted for the production
of 46.1 million pounds of trout and 25.5 million pounds of Pacific
szimon., In addition, this Aqueculture Development Plan estimated thet
the bundreds of State and Federal facilities azlso produced between
another 18-2C million pounds of trout annually. In 1982, the Federsal
fish hatcheries slso produced and distributed anoiher 1.4 million
pounds of selmon. In sddition, five western stgtes ralsed and released
over one-helf billion salmon of various sizes into their lakes, streams
and rivers. These selmonid fish are all subject to furuneulesis and
therefore, ocould at some time, require treatment with this drug. The
total potenticl maerket for the use of this drug therefore appesars to
be et least 95 million pounde of selmonids/yesar.
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2. Envirommental introduction of chemicals due to the menufscture of
Bonet-30:

The attached EIAR only partizlly estimates the increase in environmental
introductions of chemicals that could result from the increased manufecture
of both sulfadimethoxine end ormetoprim. Using even the optimistic
*worat-case™ assumptions mede in the EXAR (20 million pounds of fish,
trested once for 5 deys) would result inm the menufacture of an edditionsl
2,273 Kg of these two active ingredients (1,894 Kg of sulfadimethoxine and
379 Kg-of ormetoprim). The EIAR deted Junuary 21, 1983 (Rofenaid-%0 for
ducks, NADA 40-209) estimsted that 72,730 Kg of Rofensid-4C premix (29,000
Kg of active drug ingredients) was s0ld in 1962, Use of Romet-30 in
szloonids could therefore represent an incresse in annusl production of
these two drug sctive ingredients of ebout 10%/yeer.

Production msterial balance data were given on p. 52 of the gttached EIAR.
This deta can be used for an estimete of the potential annuazl increese in
the chemicel pollutants emitted into the environment due to the production
ol each additlonal kilogram of elither sulfedimethoxine or ormetoprim:

Chemical Waste from Annual Increase in Increased Annual
Producing 1 Kg Sulfsdimethoxine Chemicsl Emission
Sulfadimethoxine Production

Solius disposel 0.361 Kg 1,858 Xg 663 Kg

Air discharges 0.2 Kg 1,894 Xg 396 Kg

Water discharges 5.561 Kg 1,894 Kg 8,635 Kg
Chemical Waste from Annusl Increase in Increased Annucl
Producing 1 Kg Crmetoprim Production Chemiczl Emission
Ormetoprim

Liquias disposel 6.465 Kg 379 Kg 2,450 K¢

Solids dispessl 1.011 Kg 379 Kg 383 Kg

Alr emissions for ormetoprim were not included in the meterisl balance dets,
however, sir emissions for ormetoprim do apparently cccur (listed on p. 53
of the attached EIAR).

3. Environmental introductions of chemicals due to the of Romet-30:

Romet-30 is to be used for the prevention and therepy of furunculosis in
salmonid fish, The main route of introduction of sulfadimethoxine and
ormetoprim (snd their metsbolites) into the environment therefore eppears to
be through the excretion: of food wastes into water by the mediceted animals,
The EIAR, on pp. 47-50, estimated thet the maximum amount of total drug
&ctive ingredlients that might be found in the water of the racewsy where
figh had been trested for five days should range from about 20 to 60 perts
per billion (ppt), This wmeans thst the meximum raceway water levels of
sulfedimethcxine could range from 17-51 ppdb snd ormetoprim from 3-9 ppm.
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An experiment was performec to assess the eccurecy of this use estimate

(pp. 8$-50 and appendices on pp. 60-97 of the ettsched EIAR). Reinbow trout
were kept in g model raceway and the trout were given an eppropriastely
medicated feed for five days. Wster samples were taken several times & day
during the five days of trestment and for the following three days. Samples
of the Bediment (wastes) in the racewsy were also taken on the fourth dey
after treatment had stopped. Samples of weter and sediments {(which had been
filtered) were subsequently enslysed for levels of sulfadimethoxine and
ormetoprim (detection limits of 0.5 ppb). Conaidersble varisbility was aseen
in the levels of sulfadimethoxine gnd ormetoprim found in the samples of
water. The highest level of sulfadimethoxine found im the wster wes 25 ppd
on the second duy of fish treatment. The highest level of ormetoprim found
irn the water was 6 ppb and this was slsoc found on the second day of drug
therepy. These nieasured velues support the sbove estimates of meximum
recewsy drug concentrations. Therefore these two measured values (of 25 and
6 ppb) appear to be reasonable worst-case estimetes for levels of
sulfedimethoxine and ormetoprim thet could be expected in the water coming
from the raceweys cof trout eppropriately trested with Romet-30,

Exsminstion of the raceway sediment (fish wastes and perheps uneazten food)
clearly indicates that much higher levels of these drugs are likely tec be
founcd in this component of the reacewsy enviromment. Levels of sulfedi-
methoxine in the sediment and its filtrete averaged 255 ppm and 9 ppm,
respectively, Levels of ormetoprim in the sediment and its filtrste
averzged 7.4 ppm &nd 0.7 ppm, respectively. Disposel of recewsy sediment
efter drug treatments with Romet-30 is onhe of the potentielly more serious
environmentsl problems from the use of this drug.

B. Fate of Sulfedimethoxine and Ormetoprim in the Environment

The fste of & chemical in the environment is influenced by the physical-
chemicel properties of the introduced chemical es well as the physical-
chemical end bioclogiesl properties of the sites of introductiorn. 1In broad
terms, the fute of the introduced chemical is & function of the biologicel
and chemicel transformations that may occur snd the trensport of the

introduced chemical and/or degradation products swsy from the sgite of
introduction.

Date sre limited on the environmental fate of sulfedimethoxine end
ormetoprim. Important physical-chemical deta thst are commonly used to
predict the partitioning of chemicels among envirommentsl cowponentsz (such
as vapor pressure, dissocistion constant, octanol to water partitioning
coectficlient, and Freundlich soil sorption coefficient), were nct found in
this spplicstion or in previous egpprovels for either sulfadimethoxine or
ormetoprim. Such information would help firmly estzblish how likely either
of thesc two chemicels would be to partition intc the etmosphere or from
water (or sediment) into living things.

A chemicels low solubility in water {s often strongly correlsted with the
chemical being tightly bound to soil (Kensga end Goring, 1980). Low water
solubility is elso strongly correlsted with & chemicals abllity to
bioczccumulate (partition into lipids). The attached EIAR mentions that the

solubility of sulfasdimethoxine in water is 50 mg/L end that of ormetoprim.is
200 mg/L.
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Ormetoprim should therefore more readily psrtition (than would
sulfedimethonine) from scil into the aquatic enviromment. However, the EIAR
(on pp. 17-24) describes e soil study in which water wes leached through
three different soll types. This study eppesrs to {ndicate thst water
icaching through s0ils removed about 50 to 80% of the :ulfadinethoxine. but
none of the ormetoprim.

In addition, based on its water solubility, ormetoprim should be less
soluble in lipids and therefore have less sbility to bioaccumulate than
would sulfedimethoxine., However, the EIAR (on pp. 10-11) describes & tissue
residue study result inconsistent with this expectation. Trout were given
wediceted feed so that fish received drug at 50 mg/Kg (b.w.)/day for five
days. The drug tissue residues were subsequently monitored for 13 weeks.
Suifadimetnoxine tissue residues incressed while the fish were being dosed,
but were not detectable (< 0.05 ppm) within & few days efter treatment was
stopped, Ormetoprim levels in tissues zlsc increesed during the drug
dosing, markedly so in the lipid rich fish skin. The ormetoprim levels in
several fish tissues depleted much more slowly than did sulfadimethoxine.
Residues of ormetoprim were still detecteble in fish skin and scales st the
end of this 15-week experiment. On that basis, s six-week withdrewel period
wes determined to allow & sufficient depletion of drug residucs from the
edible tissues.

Comparison of the results of these two studies with the water solubility
data given indicste that further clerification on some of the physical-
chemicel properties &nd the environmental fste of these two drugs is highly
desirable., As mentioned above, definitive measurements of the vapor
pressure, dissociation constant, octanol to water partitioning coefficient,

and Freunclich soil sorption coefficient would help determine the potentiel
fate of these two drugs in the environment,

Tne stsbility of sulfecdimethoxine and ormetoprim in the squatic emvironment
is evsluzted on pp. 5-7 and 16~-20 of the attached EIAR. Sulfadimethoxine
&nd ormetoprim often both appear to be very stable in aqueous solutions.
Exposure of solutions of eech drug to high intensity ultrsviolet light for
24 hours resulted in no degradation of either compound. Therefore neither
sulfedimethoxine, nor ormetoprim would appear to be subject to significant
photodegradaetion in the enviromment by sunlight.

Stebility studies were also done with duck wastes mixed 1 to 2C with water.
Such mixtures were fortified with either sulfadimethoxine or ormetoprim and
kept besically under serobic or aneerobic conditions. The levels of active
drug ingredients in the water were snzlyzed for up to 55 days. Under
weroblic conditions (i.e., with seration), the levels of both drugs decreased
relatively rapidly with half-lifes of about 7 and 10 deys for sulfeadi-
methoxine &nd ormetoprim, respectively. Under sneerobic conditions, the
levels of both drugs decressed to spproximately 50% within about 7 and 14
days for sulfedimethoxine &nd ormetoprim, respectively. However, no further
decresse in either drug concentration was seen over the rest of this 55-day
teat. Depending on the environmentsl conditions, it therefore appears that
esch of thege drugs mey or may not be stable in the ‘squatic enviromment.
Therefore specific information on the mechanisms and processes of
degredation (e.g., chemical, biological, etc.) of these drug molecules end
whether degradztion products retein antimicrobisl activity is desirable.

R e eI




The twc "worst-case®™ raceway estimates made on pp. ¥7-49 of the EIAR assume
thet all of the drug sctive ingredients are availsble (i.e,, stabie)., The
wodel racewasy study verified that the highest drug levels resshed under
actual use conditions (2% and 6 ppdb for sulfedimethoxine and ormetoprim,
respectively) were ressonably enocompassed within the drug ranges estimated
in the "worst-case® calculations (17-51 ppb for sulfadimethoxine and 3-9 ppb
for ormetoprim). Therefore, even if the=e two drugs are stsble, the
concentretions resched in water appear to be low enough to probably be of
litile concern tc organisms in the squstic emvironment (see below). The
conventrations of suifadimethoxine snd ormetoprim found in fiah wastes,
however, (255 end 7.4 ppm, respectively) may be of wmore concern, especiazlly
if these two compounds sre steble in such wastes,

C. Effects of Sulfadimethoxine and Ormetoprim in the Environment

The use of KRomet-30 in salmonids is going to essentially restrict the
introduction of sulfedimethoxine and ormetoprim intc the aquatic
environment. Unless sulfadimethoxine and/or ormetoprim peartition into the
stmosphere, it i8 reasonable to assume thst the potentisl environmentsl
effects of these two compounds should be restricted to organisms actuelly
living in the water columns, or to those organisms living in the sediments
contaminated by this water or by any racewsay westes released into the
squetic enviromment. Comparisons are made below between the levels of these
two drugs thet might be expected to occur in the aquatic environment and the
drug levels thst might be expected to cause effects in the few aquetic
organisms that have sctuzlly been tested for the toxic effects of these two
drugs. The potential for effects on other organiasms in the enviromment is
also subsequently briefly discussed below,

1. Aquatic organisms in the water column:

The &ttached EIAR, on pp. 36~41, briefly describes the aguatic toxicity
tests that heve been performed using sulfadimethoxine, ormetoprim and the
two drug combination premixes Rofenwid-UC and Romet-30. Sulfedimethoxine,
ormetoprim and Rofenaid-40 were tested in water for effects (EC50 or LC50)
on three freshweter orgsnisms: a green algs (Selensstrum cgpricornutum), a
crustacean (water fles, Daphnia magna), and s fish (bluegill, Lepomis
wacrochirus)., The two active drug ingredients snd Romet-30 were tested in
the feed for effects (LC50) on two freshwster fish species: rainbow trout,
(Selmo geiraneri) end channel catfish (Ictalurus punctstuz). The results of
these studles sre briefly summarized in Teble 1 below,
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Teble 1. The 96-hour LC5C (or EC50) values (95% Confidence Intervals) of
sulfadimethoxine (S), ormetoprim (0), Rofenasid-40 (R-40) and Romet-30 (R-30)
to five freshwater organisms.

Drug Concentration (mg/L or mg/Kg = ppm)

_s 0 200 230
Selensstrum EC50 170(42-688)°  90(21-378) 38(6-238)

(decressed chlorophyll)

Daphniz ECS0 (48 hours) 53(26-105) 33(18-60)  38(23-€1)
(ismobilization)

Lepulais LC50 -t -t -
Saimo LC50Y oo s 009
Ictelurus LC50° 4004 200(163-245) 600(378-952)

& = Drug dose given in the feed (mg/Kg fish body weight)

b = Breckets contzin 95% confidence interval

¢ s No mortalities seen at highest possible concentration in water
(S = 50 ppw, 0 = 200 ppm)

d = Highest concentration in feed resulting in no mortslities

Complete study reports examining the sacute toxic effectz of these compounds
in wuter on e green alga, the water flea &nd blueglll were submitted tc the
NADA for review and these stwiies generally appeared tc have been performed
adequately., However, reports for the studies measuring the scute toxic
effects of thesc compounds given in the feed on rainbow trout and channel
catfish have not been submitted to the NADA for review. Only limited
surmary informstion from these studies was present in NADA 125-033,
Therefore the gaequecy of the feeding toxicity studies cannot be evalusted.

The Cstz in Table 1 are the results of tests of the short-term toxicity of
thege compounds to five equatic orgsnisms. An LC50C (or EC50) is en
estimated concentretion that would, on the average, cause mortality (or some
equivalent effect) in 50%f of # populstion of orgenisms., The 9%% confidence
intervel is the raunge of values within which it is 95% certain that the true
LC5C (or ECS0) resides, Contrary to the informsation in the sttached EIAR,
the 955 confidence intervsl does pot delineate either the lower or upper
renge of mortality (or equivelent effect).

A key vilue not reported in any of these studies is the slope of the
dosc~response line, From the slope of the line, scientists determine the
rapidity of the onset of the &dverse effect as dose increases. The steeper
the slope of the line, the more suddenly mortalities occur with imcreasing
increments of exposure. It is from this informetlion that She meximum
concentretion where the effect would not be observed is estimated.
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Depending on the effect being measured in the test and the slope of the
gose~response line, a2 ssfety factor 13 spplied to the study results snc &

~. sefe concentration 1s estimsted where the test orgenism (and the class of

orgenisms it respresents) can be expected to grow, roproduce, and behove
normelly.

On everage, the safety fauctor is one-one hundredth of the 50% effect
concentration when the effect is mortality or its equivalent (LC5C or ECS50).
This ssfety factor is frequently used when adequate date are not availsble
to determine & mere sceyrate value,

In Section A.3. above.'fhe meadured maximum concentration of sulfedi-
methoxine and ormeloprim in water were found to be 25 ppb and 6 ppb,
respectively. If & safety factor of 1/100 1s &pplied to the relistle

squstic ecute toxicity date in Table 1, & compsrison can be made with these
messured concentrastions (Tsble 2).

Table 2. Comparison of wmaeximum sulfadimethoxine (S), ormetoprim (0), and
Rofenaid-40 (R-#0) concentrstions with estimsted safe concentrations for
sQuatic orgenisms,

Messurea meximum Estimeted "safe™ concentretions of &, O, and R-#0
concentrations in besed on acute aguatic toxicity data in Table 1%
receway weter

s 0 R-40

$ = 25 ppd Selenastrum 1,700 ppb 900 ppb 300 ppd

Cs 6 ppb Daphniz 530 ppb 330 ppb 380 ppd

5+0 Combin-

natiocn = 31 ppb Lepomis — -— -—

SOne~one hundredth safety factor applied to relisble squatic gcute toxicity date

From this comparison, we can generslly conclude that the drug components of
Romet-30 would appear unlikely to ceuse acute sdverse effects on represent-
a&tive slgse, fish or invertebrates thet exist in water which comes directly
from a racewsy trested with this drug. Division of the “safe"”
concentrations by the measured drug concentrstions i{llustretes that
moderete murgins of protection (of from sbout 12-150 X the sefe
concentretion) exist and these margins of protection should thereby prevent
effects of these drugs on these squatic orgenisms,

No information relevant to predicting the effects of sulfadimethoxine or
ormetoprim cor Romet-30 on specific strains of bacterias, free~-living
protozoans, or fungi could be found, Where these twoc compounds have been
cleimeu to have & broad spectrum of activity againast pethogenlic bacterie
and protozoz (coceidis), it would be surprising if similar organisms in the
squatic environment were not sensitive to these asotive drug iungredients,

A screening for the inhibitory concentretions of these tuojoanpounds (and

their combineticn) on bscteria, free-living protoreans, and fung!l would
secenm highly desgirabdble.

-
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2. Aquetic orgenisms in sediments:

There appears to be no informetion availsble for predicting the effects of
gny cf the individual drug components (or & combination of them) on
sediment (or soil) bacteria, protozoans, fungi, benthic crustacesns, worms,
clus, snails or recoted agquatic mscrophytic plants, Aquatic sediments
aprear to be onhe environment where drug effects informstion may be
necessary., Especislly ss the highest concentrations of sulfadimethoxine
and ormetoprim in the aquatic environment (255 ppm and 7.8 ppm,
respectively) are likely to be found in the raceway wastes after the use of
Romet-30 in trout. It appears likely that such levels of sulfsdimethoxine
and ormetoprim could have sn effect on st least sotie of the bacteria and
protozoans 3c abundant st the interfsce between the aquatic sediments snd
wster,

Recewey sediments may be handled in & fashion to reduce these drug levels
(e.5., degradation via sewage treztment). Even if such fish wastes are
releassed directly into the environment, they could be scattered throughout
& fairly large sres of sediment and thereby be distributed fairly widely in
the river or stream receiving these wastes. Any effects that might result
wculd perhaps be expected to be of &n intermittent and short-term nature.
Such effects would be locsted in the jmmediate tributsries receiving such
waste &nd dilution with water from adjacent streams could also- commonly
occur,

3. Terrestrisl organisms:

it appears unlikely thst significant quantities of either sulfadimethoxine
or ormetoprim will be introduced into the terrestrial enviromment as a .
result of the use of Komet~30 in ssimonids, The sttached EIAR (on pp. 8-10,
13, and 26-32) briefly summerizes studies demonstrating that sulfedimeth-
oxine, ormetoprim, and Rofenaid-K0 ere not very acutcly toxic to six specieg
of terresirial piante, and sre alsc not very acutely (or chronically) toxic
to twc &vien species or four mammalian speciea. It &ppears that the
toxicity of these compounds on other terrestrisl orgenisms (such &s microbes,
woriks, insects &énd other invertebrates) has not been investigated).

The combinetion of unlikely introductions of these drugs into the terrestrial
environment a&nd the limited toxicity demonstreted in several terrestrisl
species incicate that significant effects appear unlikely in meny of the
crganisms present in the terrestrisl enviromment.

D. Conclusions

The potentiel for sdverse environments effects due to the use of Romet-30
centers on the aquecus discharges snd fish wastes resulting from salmonid
culture. Simple dilution in the receiving waters would appear to preclude
long~-term irreversible envirconmental affects, The requested action to
approve S5-day trestment of salmonids st 50 mg drug (8.1.)/Kg fish body weight
does net sppear tc pose a significant increase in the environmental coste
assocliated with the use of the drug.

A more detsiled evaluation of the uses of the drug sctive ingredients
(sulfediwethoxine and ormetoprim) is desirsable, houever. The following
informaticn is absent—- <
1. Additionel informstion on the physical-chemicsl properties of
sulfadimethoxine and ormetoprim.

a. Vapor pressure

b. Disasocistion constant

¢. OCctenol-water partitioning coefficient

d. Sorption-desorption isotherms for soils end/or sediments
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¢. hdditional information on the inactivation of sulfsdimethoxine and
ornetoprim antimicrobial gotivity:
a. The probable pathway of degradation of the drug molecules
b. Processes involved in degradaticn (e.g., chemical photochemicsl,
. snd/or biological)
3., Ecological effects data:
&. Antimicrobisl, antifungal and sntiprotozosl spectrum of uctivity,
particulsrly for non-pathogenic, beneficiml bacteria, fungi and
protozoe.
b. Effects on representetive invertebrete populations present in weter
and squatic sediments.

E. Summzry

The requested sction to approve the use of Romet-30 at 50 mg drug/Kg fisk for
5 deys of administretion to sslmonids for the control of furunculosis does
not appear to result in a significant incres&se in the potentiel for the
manufecture and use of the drug to cause sdverse envirommentul impacts. Date
gaps, however, indicate thst additional studies are desirable in order to
evaluate the envirommentz) fate of these drug molecules and the effects that
may occur in the vicinity of selmonid growing facilities as 2 result of use
of Rometn-3C.
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September 27, 1984

Dr. Msurice Zeeman, HFV-152
Revision of FONSI for Romet-30 for Salmonids (NADA 125-933)

Dr. Chearles Haines, HFV-133
Through: John C. Matheson I1II, Chief
Environmental Staff, HFV-152

Mr. Teylor Madill (HFV-23C) has brought to our attention an inconsistency
in the finsl claims thst were approved for Romet-30 for sslmonids and the
FONSI that we prepered and you signed on June 25, 1984, The cleim being
approved now is for the control (and not the prevention end therapy) of
furunculosis in salmonids. A claim for the prevention end therapy of
enteric red mouth is also apparently not being epproved st this time,
Plecse remember to inform us of such changes in claims as soon as you can
in the final epprovel process. This will ellow us te allocate the time and
resources necessary to make the changes required in the NEPA documents that
wiil be put on public displey.

hecordingly, & revised FONSI has been prepasred and is atteched. Please
sign the original FONSI and ensure that it snd the entire EIAR (88 pp.)
daled February 22, 1984 are both placed on public displey at the Dockets
Manazgement Branch along with the finzl regulation approving this NADA.
Second, plezse sign the salmon copy of the FONSI and ensure that it and the
duplicste are placed in the NADA jeckets. Third, please sign the HFV-152
copy of the FONSI und return it to us for our files, Finally, please
notify the NADA sponsor of the ection taken.
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