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REGISTRANT: Roum aBp Haas Company

CHEMICAL: ~ 4,5-DicH.0RO~2-N-0CcTYL=-3(Z2H) - ISOTHIAZOLONE
SYNONYM: KATHON 2877

PROJECT No-: 0-0921

CasweLL No.: 3148

ReEcorD No-: 257966

IDENTIFYING No.:  707-EEU

MID No.: NOT APPLICABLE

AcTION REQUESTED:  TECHNICAL FOR A NEW CHEMICAL; WILL DATA BASE SUPPORT USE?

CoMMENT: THE COMPANY IS APPLYING FOR A PESTICIDE REGISTRATION FOR KaTHon 287T.
[HE LABEL STATES THAT KATHON 287T 1S FOR USE ONLY IN THE FORMULATION OF
INDUSTRIAL MILDEWICIDES, THE ACTIVE INGREDIENT BEING 4,5-DICHLORO-Z2-N-
.0CTYL-3(2H)-1s0THI AZOLONE (93.5%)- INCLUDED ALSO IN THE PACKAGE IS THE
CONFIDENTIAL STATEMENT OF FORMULA AND AN ATTACHMENT II, WHICH INCLUDES A

LIST OF TOXICOLOGY DATA ON WHICH THE COMPANY IS RELYING-

KatHon 287T 1s DESCRIBED IN ATTACHMENT [ (TECHNICAL GRADE OF THE ACTIVE
INGREDIENT - KATHON 287T) AS A TAN TO BROWN SOLID AT ROOM TEMPERATURE,
WHICH 1S COMPRISED OF APPROXIMATELY 97.67% ACTIVE INGREDIENT AND 2.47

MANUF ACTURING BY—-PRODUCTS AND PROCESS SOLVENT- [HE REGISTRANT STATES THAT
THERE ARE NO INTENTIONS AT THE PRESENT TIME TO COMMERCIALIZE KaTHon 287T
AS A FORMULATION USE PRODUCT, A STATEMENT THAT IS IN DISAGREEMENT WITH

THE SUBMITTED LABEL- THE LABEL ALSO LISTS THE PERCENTAGE OF A-1. AS 93.5%-

THE TOXICOLOGICAL DATA AVAILABLE (PREVIOUSLY SUBMITTED TO THE AGENCY), WHICH
ARE BEING RELIED ON ARE STUDIES PERFORMED ON FORMULATIONS CONTAINING VARIOUS

AMOUNTS OF THE ACTIVE INGREDIENT WITH AND WITHOUT THE SOLVENTE THESE
FORMULATIONS INCLUDE:

I3 NOT INCLUDED Printed on Recyded Paper
INERT INGREDIENT INFORMATION
(
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A) 32% A-1- BY WEIGHTF(CURRENT MANUFACTURING-USE PRODUCT

AND END-USE PRODUCT FORMULATION)

B) 35ZA-1. AND 57 U4-CHLORO-2-N-0CTYL ~3(2H)~-1SOTHIAZOLONE
12-187 RELATED IMPURITIES, A
THIS FORMULATION IS NO LONGER COMMERCIALLY PRODUCED-

C) FORMULATION B, ABOVE mmomi‘@ﬁ% A1

THE TOXICITY DATA AVAILABLE INCLUDE:

D

2)

3)

)

5)

ACUTE (RAL

ACUTE ORAL STUDY IN RATS USING (A) FORMULATION;
LD5g mAaLES 4.4 6/ke (EQUIVALENT To 1.4 6/KG A-1-);
LDS) FEMALES 2.6 6/KG (EQUIVALENT TO 0-84 6/KG A-1.)-

L5 1-89 (1-46-2-61) e/Ke-

THE REGISTRANT STATES THAT THE TOXICITY CATEGORY WOULD
NOT BE EXPECTED TO CHANGE (FRoM CaTecory III 1o II) 1F
THE ACTIVE INGREDIENT ITSELF WERE TESTED; THEREFORE, A
WAIVER IS REQUESTED FOR THE ACUTE ORAL STUDY FOR KATHON é;
287T. TB II DOES NOT CONCUR- AN ACUTE ORAL STUDY IS é?
g
g

§
5
. 2
ACUTE ORAL STUDY IN MALE RATS USING (B) FORMULATION; §

REQUIRED ON THE TECHNICAL GRADE OF KATHON 287T.

ACUTE DERMAL

ACUTE DERMAL STUDY IN RABBITS USING (A); LDgg > 2.0
6/KG (EQUIVALENT To >0.65 6/KG A-1-)-

ACUTE DERMAL STUDY (maLes) 1.7 (1-4.5) 6/kG oF (B)-

THE R STATES THAT A 32.6% FORMULATION OF THE
A-I-%WAS FOUND TO BE CORROSIVE IN A SKIN {
IRRITATION STUDY IN RABBITS; THEREFORE, BECAUSE OF THE
CORROSIVITY OF THE A-1-, THE REGISTRANT REQUESTS A WAIVER
OF THE ACUTE DERMAL STUDY ON KAaTHoN 287T.

TB Il DOES NOT CONCUR. AN ACUTE DERMAL STUDY IS REQUIRED
OF THE TECHNICAL GRADE oF KaTHon 287T.

ACUTE INHALATION

ACUTE INHALATION STUDY IN RATS USING (B); 0.72 Me/L
4~HOUR WHOLE BODY EXPOSURE (EQUIVALENT T0 0-29 me/L A.1)-

THE REGISTRANT STATED THAT A 90-DAY INHALATION STUDY WAS

INITIATED IN 1989 AND WILL BE SUBMITTED UPON COMPLETION;
HOWEVER, THE TEST MATERIAL WAS NOT IDENTIFIED-

AN ACUTE INHALATION STUDY IS REQUIRED ON THE TECHNICAL
GRADE OF KaTHon 287T
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3)

9)

10)

1D

12)
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RIMRY EYE IRRITATION

PRIMARY EYE IRRITATION STUDY IN RABBITS USING (A)
SHOWED MATERIAL TO BE SEVERELY IRRITATING TO THE EYES;
OCULAR EFFECTS PERSISTED 21 DAYS AFTER EXPOSURE-

A WAIVER 1S REQUESTED DUE TO THE SKIN CORROSIVITY NOTED
ABOVE -

TB 1] CONCLUDES THAT DUE TO THE OCULAR EFFECTS OBSERVED
FOLLOWING EXPOSURE TO A 32% FORMULATION oF KaTHon 287T,
THIS STUDY CAN BE WAIVED FOR THE TECHNICAL GRADE,
PROVIDED THE LABEL BEARS THE APPROPRIATE SIGNAL WORD FOR
A Toxicity CATEGORY I COMPOUND-

RIMRY DERMAL IRRITATION
PRIMARY DERMAL IRRITATION STUDY ON (A) ~ CORROSIVE-

TEST ON (B) SHOWED IT TO BE SEVERELY IRRITATING;
PRIMARY IRRITATION SCORE BETWEEN 5 AND 8-

REGISTRANT REQUESTED A WAIVER- TB Il CONCLUDES THAT
A WAIVER CAN BE GRANTED, PROVIDED THE LABEL BEARS
THE APPROPRIATE SIGNAL WORD FOR A CORROSIVE COMPOUND-

DERMAL SENSITIZATION
DERMAL SENSITIZATION STUDY ON (C) SHOWED IT TO BE
A SENSITIZER-

ALTHOUGH THE REGISTRANT DID NOT REQUEST A WAIVER FOR -
THE TECHNICAL INGREDIENT, A STUDY NEED NOT BE PERFORMED
ON KATHON 287T PROVIDED THE LABEL LISTS IT AS A
SENSITIZER-

21-DAY DERMAL
21-DAY DERMAL STUDY ON (B) RESULTED IN SKIN IRRITATION
BUT NO DETECTABLE SYSTEMIC EFFECTS WERE NOTED-

TERATOLOGY

TERATOLOGY STUDY ON (B; ANTI-FOULANT C-921IM) IN THE RAT -
NOT TERATOGENIC UNDER CONDITIONS OF STUDY AT DOSES UP TO

112-4 me/K6/pAY; FETOTOXIC NOEL = 11.2 MG/KG, WITH INCREASED
INCIDENCES OF BENT RIBS NOTED AT 33-7 Ma/KG; MATERNAL NOEL =
11.2 Me/KG, THE LEL, 33-7 Mc/KG (EFFECTS OBSERVED NOT STATED)-

TERATOLOGY STUDY ON (B) IN RABBITS DEMONSTRATED NO
EMBRYOTOXIC OR DEVELOPMENTAL TOXICITY EFFECTS IN FETUSES AT
DOSES OF 5 AND 25 MG/KG; DUE TO COMPOUND-RELATED ABORTIONS,
INSUFFICIENT NUMBERS OF LITTERS AVAILABLE TO ASSESS
DEVELOPMENTAL TOXICITY AT THE HDT (70 me/k6); TENTATIVE NOEL
OF 25 MG/KG FOR DEVELOPMENTAL TOXICITY-
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MUTAGENICITY
13) CHO/HGRT GENE MUTATION STUDY ON (B); NO MUTATIONS INDUCED
WITH OR WITHOUT METABOLIC ACTIVATION-

14) IN VITRO CYTOGENETIC ASSAY IN CHO ceLLS oN (B); MATERIAL
DID NOT INDUCE MUTATIONS WITH OR WITHOUT METABOLIC ACTIVATION-

'15) MAMMALIAN CELL TRANSFORMATION ON (C) - DID NOT INDUCE
ANY SIGNIFICANT LEVEL OF TRANSFORMING ACTIVITY IN C3H 10T
1/2 MOUSE CELL SYSTEM UNDER CONDITIONS OF STUDY-

" THESE STUDIES CANNOT BE USED TO SUPPORT THE REGISTRATION OF THE TECHNICAL

GRADE OF KATHON 2877, EXCEPT AS NOTED UNDER 6, 7, 8, AND 9 ABOVE- STUDIES
ON THE TECHNICAL GRADE OF THE TEST MATERIAL ARE REQUIRED FOR REGISTRATION.
THIS COMPOUND IS CONSIDERED AN ANTIMICROBIAL, AND AS SUCH IS SUBJECT TO
THE DATA REQUIREMENTS FOR THOSE COMPOUNDS. [HE STUDIES REQUIRED FOR THE
TECHNICAL GRADE OF THE A-I. (4,5=DICHLORO-2-N-0CTYL-3(2H)-1SOTHIAZOLONE),
IN ADDITION TO ACUTE ORAL, DERMAL, AND INHALATION STUDIES, ARE:

1) 82-3 90-DAvy DERMAL OR, IN THE CASE OF A DERMALLY CORROSIVE
CHEMICAL, A 90-DAY FEEDING STUDY ALONG WITH DATA ON THE RELATIVE
EFFICIENCY OF THE UPTAKE OF THE CHEMICAL VIA BOTH ROUTES OF
EXPOSURE ;

2) 82-4 90-pDAY INHALATION, IF THE A-I. IS A GAS AT ROOM TEMPERATURE
OR IF THE USE RESULTS IN RESPIRABLE DROPLETS;

3) 83-3 TERATOGENICITY (ONE SPECIES) — A HIGH EXPOSURE MAY TRIGGER
A STUDY IN A SECOND SPECIES;

4) MUTAGENICITY BATTERY.

THE RESULTS OF THE FIRST-TIER STUDIES (IN ADDITION TO EXPOSURE INFORMATION)
MAY INDICATE THE NEED FOR ADDITIONAL TESTING (TIERS 2/3, AS DESCRIBED IN

THE ANTIMICROBIAL DATA CaLL-IN, cOPY ATTACHED). THE REGISTRANT SHOULD BE
REQUESTED TO SUBMIT MORE DEFINITIVE USAGE INFORMATION (E-G-, CONCENTRATIONS
USED, CORRELATION OF THE CONCENTRATION OF THE ACTIVE INGREDIENT WITH A
SPECIFIC USE, DEFINITION OF BUILDING MATERIALS AND CONSTRUCTION PRODUCTS),
AND NDEB SHOULD BE CONTACTED FOR A DETERMINATION OF WHAT EXPOSURE INFORMATION

- 1S REQUIRED-



| 09752°
37,

A
> »
PN+ Y
w 3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
e o WASHINGTON. D.c. 20460

DATA . .__-(N NOTICE pOR SUBCHRONIC AND CHRONiC
TOXICOLOGICAL DATA FOR ANTIMICROBTIA

BEST AVAILABIE copY

Dear Regjistrans.

This Notice requires youy andg Jther
products Containing antimicrobial active
Lo submit certain data to the u.s.
Agency (EPpaA). Within 9¢ days afterp
YOU must inform EPaA:

cegistrants of Pesticize
ingredients (ATs)
Environmenta] Protectiam

YOu raceive rhig Notice

I. How you will Comply with the datca

Tequirements set -
forth in this Notice; or

2. Why youy believe 121 3re oxoyr fenn the requicerents
of this Notice; or

3. Why you believe Epa should not require you to Submi =
tata in the manner specifijeg by this Notice,

will comply with its cn
2xcused From doing so, wWe have
products subject ta this Yotice (Attachment A), a)?' aArls
for which EPA is requicing jarg {(Artachment A-1)
registrants Ssubject to thig Notice (Attachment B).

-
Q

|
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v

b

The autharity for this Notice ig §$3(c)(2)(R) of the
Federa} Insacﬁicidﬂ, Fangicidae, and Rodenticide Act (FIFRA),
7 U.s.c. 5136a(c:(2)(3). The Administr
that you .aust Eulfill thege data requirements tqg support

/PUr existing regiscrationg of thusa penducts identified 1n
Attachment A,
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ST CTION I. WHY ¥0U ARE RNCEIVING THIS NOTICE

Under the authnrity sf $3(c)(2)(3) of th=
Ins=cticide, FPunjicida, ani Rod=1ticide Ace ¢
aiennda2d, TRA {3 ra g iicury subedronic aad chroanijc
Yata on asrive ingredients (AIs) from regyistrants »f
inting zenbial nesticides,

N e
5]

CF.oPart 153 (49 €R 12434, dctaber 22, 1334)
c1ties the data that £PA generally reiirss <a qaka
sulatory judgments about t4. saf2ty >f =ach pesticide
Tez=. 293 911 rereqgister a pesticiin product only iFf
Mas sufticient infirrmation about the product £y nake
statutory risk ail ben=®it 2etarainations. Ia the pase,
n2s assumed that 2xXposuce L) Ak aqtimicreobial Jesticide
-avnlved only short tarm exposuca tn low concentcitions f
a2 Al. @onsequently, £EPa Jenerally 1as r2juire1 10ira
koxicity data, bub 13 SudIhieaai. e cheanie tocicity data, £
register mo0st antiaicrobial p2sticides. Howevaer, in reviéwin;

&

“he daia for registratisa standard davelopm2nt and sther

¥ L
)
SR W 4

>

Mg

w i

2O rAM 3ctisiti=s, APA has concluded that more Jata are aeedad g
o 2valuate proparly the pokential hazaris associated with %
the use of antinicrobial pesticides. ;
SECTION IT. DATA REQUIRED {

II-A. SUMMARY

EPA will permit z-jistrants to selecr AN Sederal :
2ptions for ways to comply with the daia reiilicearits "
Fiiis Notice., This is bacause an EPA evaluatina of “e .
~usks that may be posed hy chronic exposur? to a1 Al of an ;
atinice,dial gpastitide 2zould 92 done ia varioas wiys. ne
way wouldl be to m%tain a Full set 9F subchrinic and chroanic
toxicalogy deta o bthe AT and, if 2ffects ara aoted Feoan v
r2view of those data, then decaraina if expnsi~ - Yy ar
aecessacy 6o evaluate risk. This is the course that 794
dr.lina~ily rakes in 2valuating risks of pestizides other
than aaitinicrobials.  This approach is presented helow in
wre detail as Jptinan 1,

ZPA is concerned about Eh3 2conomic ffects thai imposi-
miton of full toxicolagy 1ixna rejticza2ats T aatimicenbials
v2uld "ave on the industry and usecr Sommunity. FPA has
cocluded that £9¢ these pesticiies it should he possihbla to
“vAailuats “isX Dy asjuiriag -sxpasure Jata and By acquiriny
toxicity data under a tiered approach, in which low-tier
tand less o2xpensive) toxicity data talone, or in combinatkism
with the exposure da%a) indicat: the aeal €3¢ o Nighoar-tiare
tests.  Two variations of this approach ace peesented in
127231 helye as Nptisns 2 and 3. Rejiskrants should sel-ct
Mz OF o Hntioas detailed below.

BEST AVAILABLE 59PY | |
-\\

J
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Option 1 -- 3 r2gistrant who Chooses thig option myst
commit ro develonp the required subchronic and chronic
roxicology data Eor each a1 in his product. The data
C2yuirna-gus f4p o diven AT of 3 pProduct are dependent ugon
likaly 2XPOSure £35 rha pesticide, ag determined 5y EPA. =pa
133 2xamined the gensral pesticide usge site groups that
2ppear in Appendijx 2 1Y ZFR 23 133, identified the
iroUps that partain te antimicrobial pesticides, and evaluated
the type ang 2stimated level of exposure 2Xperienced Dy users
>F those JCNUps of pesticides, qubsequently, E?2A placed sach
s2N2ral use sita jngg one of threa “Xposure categoriesg {high,
Madi gn, Ay low) nasgaqd N evaluarjon of the frequency of use
1l the per-yse 2Xposure, The “high" graup consists of those
45* Sikés whera phe 2stimated pesticide use fre Uency is nigh
xnd £he estimates P2r-use expasura ig also high, The "mediym=
JE2UD ¢nnsists oF those use sSites where either yse frequency
DI exposure or F2r-use exposure i3 Mijh. The *igw" group
€oasists of those yse Sitas whor- doth yga Frequency and
URr-Jse :xposura is low. Table 1 shows tne classificating ~¢
2°12ral s sitag, €XDOSUr2 routes of concern ang 2Xposura
F2250r s ag Foonsmigag Dy TPA, a t2gistrant must assigq
23N 152 authoarized by hig produce's labeling to 0ne of the

#202ral uase sis.3 and ot thz exposure S3L230C7 A5, 3k 4
“ifth that ;s site., The toxicity data teqairemeats £or thas
152 31t 2 tan ha detarmined by consulting Table 2 (R = raguirag;
TSt ragaice iy, “Or exampla, if , product has a yge

JCh falls jnty tna "household sites" general use sires,

£ exposure category is “high" and a 90-day feeding study

Gl

Trpit o3, as indicaked by tha "a" 4 Lr2 "hi =" -0 .

'C tha: Study. This BCICass must be repeated For aac
tanaled gga F the praduct in Juestion, ~was Studies raguirad4
e P L R R T S, SUSe raguired £3r each labelas dse of

T prodagce-,

ENTE
1

A 7ejistrant who Chnosag Ay CIply wiza rhis Notice sy

S-iTRing rha iarg required under Wweioa I iy ane raquired

Tyt IS NAE e L2 subinit ANy expasigre Yaka, The lecision =~

TEIILCS 3 Aot kA require exposure datga will be made Dy FEPa
ey

C E1= review and “73luatinag Hf . txicnlogy data.

Options 2 and 3 -- Undar thoss )b ians, 3ubmission o€
aYoR M) E\xic;lu§7-data and exposure fata are T2quired,  Tha
“oxienlogy data Tequirements ares th2 same uni., "NEY optiosne,
irevar, the means for Fulfilling the exposure reguiremenrs
'17%2r batween thae two nstions,

II-B. TOXICHLOGY DATA

In accordanca with thse fime schedules in Tabje 2 0f tre
NOPE TS0 ngoh Tegistrant who changes Jption 2 or 3 as & means
’ 387105 nis Mligariong under this Notice MuUsSt subrir
the "First-timp" toxicity studieg 9N 2acn Al of hig produce,

BEST AVAIL3BLS 3057 |
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00792%ach such regisetrant ilso sk 34022 to submit data from

second-tier and/or third-tier toxicity studies to the axtant
that the results from the first-tier studies indicate a need
for data fFrom such higher-tier studies.

Tier 1 -- The first-tier studies (and corresponding

Pesticide Suidaline referenca numbers) are:

90-day dermal (82-3)

This study is raequired for all AIs excaept For
certain dermally corrosive antimicrobials,

In these cases a 30-day feeding study will

be more appropriate. However, if a 90-day

feeding study is conducted, the relative 2fficiency
of the uptake of the chemical by the animal via
dermal and oral exposuce must be determined in
order that the oral doses can be converted to
dermal exposure w=jquivalents.

90-day inhalation (82-4)

The 90-day inhalation study is regquiced only if
the active ingredient is a gas at room temperatura
or if use of the product results in respicable
droplets (15 microns or less in diameter).

Teratogenicity (1lst species: rat or rabbit) (83-3)

Required of all Ars. High exposure may trigger
the need for the second study.

Mutagenicity (84-2)

This battery of studies is required of all ars.

Tier 2 -- The second-tier studies (with corresponding
Pesticide Guideline raference numbers), and the conditions
under which they are required, are:

Subchronic feeding, (82-1)

This study is required if the EPA notifies the
registrant of its determindation that (1) the no-
observed-effect level in mg/k3/day from the 90-day
dermal toxicity study or the dermal exposure 2quivalent
level calculated from tha 90-day oral study is less than
1000 times higher than the human dermal exposure tn the
active ingredient in mg/kg/day, using the dermal exposure
data submitted under this Notice oc (2) the no-observed-
effect level from the 90-day inhalationa toxicity study
1s less than 1000 times higher than the human inhalatinn
“xXposure to the active ingrediant, using the inhalation
“xposure data submitted under this Notice. The findings
from the subchronic toxicity study will be used to
establish the dose levels for the chronic feweding iai
oncogenicity studiag,

BEST AVAILABLE B2PY
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Dermal absor ion (85-3)
———==.29S0rp ion

This Study is "Iuiced if the Agency WELE{25 the
registrant of its determination that a significant
teratogenic, “eproductive op 97Cogenic rjgk Is suggested
based on tha Tasults oHFf the exposure séudy and/or Other
data. Far teratogen.c and reproductijve risks, the
evaluation will be based on the effectg Seen in the

first teratogenicity Study; for oncogenic risk, the
eXposure data wjl] be used to Compare the ay with ethylene
dibromide (EDB). (see Tier 3 oncogenicity below),

Tier 3 --The third-tier Studies (wity corresiording

Pesticide Guidelina refecence Numbers), and the C.nditiong

Chronic feeding, 2 Species (83-1)
———-2t feeding

These studjes are required if the Agency not:fiesg

the registrant of i3 determination that ry» largin
of safety is legs than 1000 based on Subchronic data,
and exposyre cannot be redyced.

qugggnicitx, 2 species (83~-2y

Thes.. studies are required (1) if the Agency notifies the
registrant o¢ its determination that the Overall results
o€ the MUtagenicity test batturj strongly 5uggest that

the AT Mmay pose an oncogenic rigk and/or (2) i1f, based

on dermal exposure (as shown by lower tier Studies op
other data and not negated Dy the actual derma} absorptisn
study) rhe Calculated rigk eéxceeds that of EDR. [2DR ig

Regrodggtion (83-4)

Tnis study is c2quired {f phe Agency notifies the registrant
2f its detarmination that developmental toxicity and/or
adversea 2ffects og rroroductive Aryanrs were observed in

the 90-day dermal or inhalatinn Study.

This study is requir-aqg only {f tha Agency notifies the
registrant of its determination that additional informa-
tion on the metabolism of the chemical jg necessary to
clarify unusual offegrg Observed in chronjic or reproduc-
tion studies or to Clarify issues cencerning st Cture

BEST AVAILABLE £BFY |
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A registrant w<ho chooses tq ygae Option 2 or 3 to satisfy
this Netice's requirems2nts also wgyst Arrange to conduct ang
submit to =94 daea n2eded to daternine the amount of dermal
and inhalationp €Xposure that results from the use of hig
product.

II-C. EXPOSURE DATA

?rotocol_égggggg{ -= All exposure studies required under
Q2t10a 2 or 3 must be designed and Conducted ;n accordance
with Subdivision y of the Pesticide Assossasat Suidelinss,
defore the studies are verformed, the registrant (or group
of rajistrants, in the case of Option 2) muys=t pcepare andg
subait to EPA a4 Protocol Eor each of the studies, anj DHtain
FPA approval of the protocols prior to study initiation,

Registrants who select Jption 2 or Option 3 must work
with EPA to develop approved protocol For developing expIsure
data. This protocol development and approval must be completed
within 6 months after the date by which ¥you are rapiiced to
responi to this NOEice, Yoy a3t 34D E Ehe 2Xposure data to
ZPA within 1 year after protocol approval,

Sites and Applicag;qq_tgggqq§_for Which Testing is
Reguirgg -~ The principal factars that 727 considars germane

to developing an adequate exposure daca hase matrix are
application site and application method, Matrix elemantg

are defined by Jrouping apniication sites and application

methods (Table 3), Table 3 provides a sample data matrix of

s patterns and ¢arresponding application methods. Because
Tabla 3 is only a sampla, rhe elements BaAy 10t be all lnclusive
and certain situations may require special treatment. gpa -
will rajquire inhalation data only for those ATs which ara

Ja5eS at room temperature or if the product producas droplats

2r particles of tespirable size (15 microns or less in diameter) .,

TO »nsur- :nnsl<k~nc1 in the design and results of the
stulies and to lessen the Financial impact on industry, EpA isg
2ncouraging registrants to pursue joint ayreements to develop
and submit 2Xposure studies, Tha lesignat 4 geat(s) for this
atfort would work with EPA to develop protocols for obtaining

P4 peliaves the deneric exposura data would best sarve
the pesticide industry, EPA, and the public interest if the
sontributors waive their FTFRA §3(c) (1) (n)(ii) data orapansa-
tion rights., 1In addition to public iaterest benaefits and
ISt Savings to the pesticide industry, the ben~fits y3ined
from thig Abproach include:

T lata dn which 12cisions are based will he
Considerably expanded, thys Strengthening the credi-
Pility, reliadility andg statistical power nr
S2A% s suqpauges A3s5eSsnent s,

BEST AVAILABIF £2pY / 9




007925

7
2. The use of the database would he @ more efficient
way for the EPA o determine when an exposure Study

Use, no further Studies wil; pe required for
that application method., 1Thig will -~asult i, lower
overall costs tny the Lesticide induszry.

3. The use »of a mutually agreed ypon database should
raduce contention in one area of the overall risk

monitoring via passive dosimetry 1 See Subdivigion gy of the
Proposed Pesticide Assessment Guideiines), These uses include,
but are not limited to, swimming pools and metalworking

fluids., 1n these uges pPart or all of the body often becomes
Saturated. Becaysge these uses generally resyule in frequent
exXposure to relatively large amountsg of AI, Epa has designated
these asg category 1 exXposure, Therefore, EPA will require

all subchronie and chronic toxicology data for the Als for
which Jeneric 2Xposure Jdata g not applicable. IE, however, a
registrant doeg ML belisvae thap *Xposure for one of these
Uses ranks ag category 1, the registrant myst quantitatively
demonstrate, by biological monitoring or Other appropriate
method, rkhae 2Xposure is of 4 lessar degree, The quantifica-
tion aust be on an AI, not generic, basis, If the registrane
can develop suitable ®Xposure data, tnan the toxicology data
requirements will be imposed ip the same Ranner asg fop Qptiang
2 and 3. The protocol appreval ang data Submission time
requirements discussed under Protocol a roval also apply to
these use patterns. Likewise, tha t021cology data submission
tines listed jp Table 2 also apply.

Use Patterns Not Amenable to Passive Dosimetrz
- oo . ’—_\\Mﬁ
Monitoring = Some exposure Siltuations zra IOt amenable to

studies must pe d2signed to Measure -xposyrae From a1l r2levant
combinations of use site groups and application methods.

Registrants who choosa Option 2 myst agree to jointly

SO luet Al 5 gbaje Studies nf derma) and inhalation exXposure
resulting from tha use sijte group/application method combing-
tions indicated with an “x» jp, Table 3. gpyp Wiill require 2
minimum of Studies with 1p tepresentatiya products for each
matrix element, with 15 replicates each for dermal exposure
and 5 far inhalat jon “Xg22sure, when inhalation MWnitoring iz
rejuired,

Option 3 - Instead of r2lying on the data Jenerated hy
ERose whn 157@lop @xXposure Jdatga under Nption 2, a registrant
Ny olese i, CONICE A gighmit data from Studies of dermat
and respiratory eXposure using the fegistrant's own product,
for =ach conbination nf use sita JTOup andq ApPlicasing nethnd
that is authorized by the Fegistration of tnag prodiuce,

BEST AVAILABLE £27Y |
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Pratacols are available from OECD, 17sg Pennsylvania AJe. ,

P TS -,7

Registrantg who choose Optinn 3 myst agree to cenducse
and submit dermal and inhalation eXposura stydiag on their
products in compliance with Table 3., Egach data point “oted
by an "X" in the table requires 15 dermal and 35 inhalarion

8

conducted in accordance with acceptable tagyt Standaris WO
Such as _Lhose Outlined in the Pesticide Assessmant Guide~- f LR
lines., These Juidelines are available fron the Nationa: hd T
Technical Information Service, Att: Order pesk, 5285 His

Port Royal =d., Springfield, va 22161, 703-387~4650. The
deve lopment of the axposyre data must foliow the Probgr:1s
referenced and discussaed inp Subdivision gy of the Pesticide
Assessment Guidelines, Applicator Exposure Monitoriag (NTIz
Order No. ' pp 87-1332R+4, Cheonie toxicology data reguirsz—
ments are Subdivision p - Hazard Evaluation; Humans an¢
Domestic Animals, (NTIS Order No. PB83-153915; (hard copy
SlG.Oﬂ/microEiche 54.50). EPA will alse accapt protocols
approved by the Organization for Economic Looperation an4
Development (oEcD) if <ne ORCD test Standards, such ag test
duration and selection of Specieg requirements, Ionfara =o

(40 CFR Part 158.70). wWhen using the OECD protocols, cara
should be taken that the data dgenerated by the Study wil:
satisfy the Fequirements of 49 CFR Part 1538, The QGECD
N.W., Washington, D.C. 20005,

SECTION IITI. COMPLIANCE WITH REQUIREMENTS OF THIS NCTICE
: ik s QCUTICE

You must submit a completed €opy of the “Data Call 11
Summary Sheet” {Attachmant D), for each of your products
¢ontaining an antimicrobial AI, within 90 days of receiving
this Notice. on that sheet YOU must state which option(s:
YOou have selected to complv with this Notice. At the same
time, you must also submit any additcicnal documents required
to support the option(s) chosen, The Summary sheer ang
other attachments are brovided for yse in responding to thig
Notice. Do not alter the printed material, If you helievs
you qualify for more than one of the availat.s opkinng Srrize
Dy this Notice, You should chanosge each option for wh.ch yay
believe you may qualify when YOU respond to thig Notice, Thn
Processing responses which S3P=2Clfy wmore than one optior igo-
complying with this Notice, EPA will *ttenipt to adopt the
option which will impose the least burden on the registran-.




TII-3. “XEMPTION rpom THE REQUIREMENTS OF TE S NOTIC:

Generic npata Sxemption - Under fFrrpp 53(:)(13(0).
an applicant Eof'rcgistration of a product jg exemse frag
the Cequirement tqo submit oy Cite datg €oncerning an AT if
Eh2 AT in the prnaduce jg d2rcivaq exclusively £rom “rchased
registerad pesticicda productsg containing tha AI. 2A has
concluded thar Suct 3 f23istrant alse should 012 1y ha
exXeapt from a $3(c 2):33 O Lo “2airing dara N the Az
which they purchase, pq qualify for this ®Xemption a])
Pf the Ffollowing FeiUirensats must pe met: T

1. Th=2 a1 ia YIC reajisterad Product aust pe Prasent
solely because of incorporation of another register=sg
product which contains the same AI;

2. Fach registrane yh, is the dltimate Source of the
ALl in ynur product myust nae in Compliance wirn
tha Tequirementsg ~f this Notice and must remain in
compliance; ang

3. Vou mgst 1ave provided to ZPA anp ACTUr 4t - 3 SdrTane
"Confidentiaj Statement of Formula" for ®ech 2f yaur
products tp “hich thig Notice applies,

TD anply a9+ rhe gen27ic dara examption yoy WSt s.bmie 3
compieted Senerice Nata Exemption Statement (Attachrane =)

gﬁgggngg_ggg_low volume minor yse Pesticides --
FIFR4 S3{c) (277 3) fequires EPA to consider the APPTopriatanes s
OE repiicing daea Ear low 7olume minop use pesticidag. £Pa
nas considerad the applicavility 2f this requiradg t2sting

EPA considarg an AL £ Yo 4 jay volune chemical orly
the tntal oroduction by all Manufacturarg for a1y ises isg
small, 1n determining whathae ta grant a low YOolume minqs,
MSe waiver, gpa will congider e volume 2f use, rhe ecHnom: ~
incentiva tq conduct the testing, the 2conomic impertarse o+
the AT, the public intsrese, 3a3 2Xposure and rigy 1Iris n;

From use of the A1, ¢ th2 a1 g used for hoash 9157 7t .

and low volume dses, Epa wil) Ot Approve 4 Fequest For ;5

low volume 2xenption, If all uses nf an Al are 1oy vol.me

1l tha crabhined v0lumes fop All uses are alss low, then Epa
May grant an 2xenprtinn, dﬂpending LPON raview of Other relevan~
information as outlinag below. FEpa will nnt grankt 4. *Xamptioms
0 a reyistrant LE any fegistrant of the ar 2lects g Cccnduce
tne Lasting. Any C2jistrane feceiving a low “olum2 ninse

45 waivar wjiy} Je required LY reqajn #ithin tha Sdales €ijyurag
included {n the farecage SUpporting the waiver Cequest in

rier t5 remain FUALLFiad Fop Such wajver, 1f dranted a waiver
P rejistranr win: 72 regquicad, ag 2 condition of phe waiver,

~0 sutmit annyal Sales repareg,
M W
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= To apply Eor_a l?w 2

vid o/ 92§ubmit the following informatinn,
as pact of the responsa required within 99
of this Data call-Tn Woziza,

1.1a) Total company sales (pounds and
all registered
applicable to the AT,

volume minor use data waiver,
As apolicable tgo your praduct?

you must

days of your receise

dollars) of

products coataining the AT. 1f
include foreign salas

T

only those products that are not registarad ig

this country but are 2appli=d to sugar (cane or
D2et), coffee, Dananas, and cocoa, 2resent tha
above informatinn "y ye2ar £or aach of 12 Hase

five years.

Provide an estimate
dnllars)

(3)

2f the sales (pounds ang
of the AI for each major use site,

Present the above information By year for sach oF

the past five y=2ars.,

2. Total diract
thes
infoarmation an raw naterial cos
cost, advertising, sales and ma
other significant costi‘}isted

production cost of

3. Toral inlirect production cost
{2.3. plant dvarhead,

Al by year for the past five

products containing
years. TInclude

t, direct labor
rkating, and any

separately.

chacyed to products

amortized plant and aquipment)

containing the Al by year far the past five years.

Zxclude all non-racurcing costs rhat wera Jigactel
L

related tg tha A,
tion 2nd any data deve lopment.
4.(A) A list
waiver,
the estinated cost to

OFf wsach data requirement
Indicate r4a Lype of waisar sought ani
you (listed separately for

Such as costs of initial cegisera-

for which you ssaw 3

=»ach Jata requirement and associated kest) of
licting Eha L2sting needed to Eulfill eachq of

n-t252 lata raquireamants,
‘R) A list of each
a0t seeking any
you (listel

waiver and the

data requirement for which you ara

estimated cost -

s2pacately Eoe awch data tequirement

and associat2d test) of conducting the testing

needed to fyulfill 2Aach

5. For each of rhe

next ton years,

7€ these daka requirementg.

A y23ar-hy-yaar

forecase of company sales (pounds and dollars)

nf the AT,

direct production CIsts of products

SYaz4ining tne Al (Eollowing the parametars in

2 above), indirsct productiog

23k of seoducts

containing the ar (following the parameters in

3 above).

BEST AVAILABLE ggpy |
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6. A description Of the importance and unique benefitg
of the AI to 4Sers. piscuss the use patterns ang
the effactiveness of the ag relative tq the registerag
alternative chemicals ang non-chemical control
Strategies, Focus on Denaefirg unique tgo the ar,
providing informatjion that is ag quantitative ag
possible, 1f You do not have quantitatjve data

Integrated pagt Managenent, (2) description of
the beneficial impacts on the environment of use

There are theoo 1iternative methods by which You can
meet the data submission requirements of rhise Rotice, FPirse,
YDU may commit to EPA that yoqy will develop the data, Second,
79U may sharay £4. 2ISh of developing the data, Third,
You may submit existing data that satisfies the fequirementg
nE thig Notice, 1Ff You choose to develop the requirag data
yourself or g submit existing data, YOU must retyrn 4 Tomplete
NData Cover Sheet (Attachment F)} for each Study within 95 days
DE racaise oF this WNotice,

ngglqg(gg_Data ~= If you choose to develop the required
data, your response tn thig Netice must ndicate the protocols
U will £3] 10w in cnnductinJ the study(s), If vyou wish to use
3 Proatocol that differs from the Nptions Provided by Section 17
DF this Notice, youy TMUSE Submit 4 datailed description 2F the
Pfoposed protacel and your reasons fer wishing tn 1gn it. «=py

111 o jection or the proposed protocol normally wiil not bhe a
23asis far ANy extension of time for submission of data.

§hqggqq_Qg§g_to Levelop pata -- I you choose to enter
into An Agraeement to share {n the cost of producing the
tlentify in your response ¢, Eis Nos{ e the name of the

registrant who will be submitting the data, YOou must alsao
drovide EPA with documentary ”vidence that an agreement hag
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been formed. Thisg evidence may be your l.stiec PEfering te
join in an agreement and the ottzar registrant's acceptance of
your offer, or a written Statement by the parties that an
agreement exists., The agresment to produce the data need noe

12

parties or the mechanism to resolve the tapnmg, FIFRA $€3(c) (29 (=2
provides that if the parties cannot resolve the terms of the
agreement they mav resolve their differences through binding
arhitration.

Submitting Existing Data -- 1f 7ou choose tn cespond
to this Notice by submitting 2xistiang hat previsusly unsub-
mitted data, you must Sabmit the data in the Format raquirad
by PR Notice 86-5, effective November 1, 1986, This notice
2stablishes roquired formats and procedures for data Submig~
sion, and requirements for identifying and handling any
confidential business information which may occur within
submittea lata. It also requires submission of three complar s
and idant;cal copies of each study. 1In addition to the
Title Page ruquiced for ~3ch study by PR Notice 86-5, you mus=
also include a "Coversheet for Data Submittad in Response tn
Data Call In Notice" (Attachment F) for 2ach study. Ensure
that the data satisfy one o¢ norce HF the specific requirments
imposed by this Notice. If EPA determines that the data do not,
you still will be required to comply with this Notice, noraally
without any extension of the submission deadline,

III-C. OTHER COURSES OF ACTION UNDER THIS NOTICE

There are additional options available in responding to
this Notice. First, yYou may claim that saem of more data
requirements should not apply to your product. 3acond, ¥Ou
may amend your registration to deletz the uses that apply to
oné or more data requirements, Third, you nay ask for the
voluntary cancellation of your registration. Faurth, you
May request that EPA use its discretion and not suspend your
registration because of /our good faith yet unsuccessful
efforis to enter into an agreement for a joint data develop-
ment/cost sharing proyram.

Applicable Data Reguirements -- EPA will not raquira
YOUu to supply the data pursuant to FIFRA §3{(c)Y(2)(B) if
FPA ‘l2termines that the data requirements of thig Notice deo
not apply to your product(s). [f you claim that thae data
requirements do not apply to your product{s), ynu must suabnit
an explanation of why you believe they do not apply. vo,
must also submit tha current label{s) and a copy of the
Confidential Statement of Formula for the producti{s)., 1€
FPA determines that the data are required for your product{s),
you must choose another method to meet the requirements nf
this Notice. FEPA will no=- wrnally extend the time For you
to submit the required data,

BESTAVAILARIZSépy | /)
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Voluntary Canceliéqiqn or Amendment -- vy May avoid

the requirements oF thig Notice by elimiaating the uses o
Your peoduct to which tha requiremaent Aoplies., T Ap SO, youn
Mmay either regquest roluntacy cancellation of YOur cegistraticn
2T SeeX amendaent of the registration to delate the appro~
priats uses. 1¢ Y 4 want to amend Your r=aygistrat’ n, vou

nust submit a comp 2ted application for amendment 4 20py of
7724Y proposed amer labeling, and a1} OFNer {nfr smytion
cequired for proc: ing the application,

Discretionary Non-Suspension of your Registration(s) --
Y20 My requast that EPA #Xx2rciss its disceation r st to—
suspend your registratinn(g) although you do not coamply with
the data submission requirements of this Yoticae, iPA has
d2termined that as 2 general policy, absent athar c2lavant
considerations, it will not suspend the registration of 4
product of a registrant who has in jnod Eaith sought and
Coatinues to s2ek £y - tar “Ly v data development’cost
sharing program i€ the other registrant(s) develo; ing the
data has not accepted his offar, 1o qualify for taig
option you must prawve to FPA that Y24 have made a; Offer ro
another registrant (who has an odligation to submit the sane
data) to share in the burden of developing that data. vny
nust also provide us with 4 C2py ofF that Hfen,e an proof
(e.3.., certified mail raceipt) of the other reyistrant'sg
"=eipt of that offer, Your offer must offer to share in
Lit2 bHardan oF Prrlucing the data upon terms to he agraed or,
failing agreemant, to be bound Py binding arbitration as

npravided hy FIFRA $3te)r ()Y (iiiy. Your offer aust S
without qualifications or restriztions, 1np addition you
MUst also demonstrate that the othar tegistrant t- whom

N 2 ffer was made has aot accepted your offar to 21ter intg
1 wosnshacing ageeesment, Th2 other registrant myet also
inform us on a Summary Sheat that he will develop and submit
the data raquirad by this Notice,

In order for yYou to avoid suspansion I1t2r rhig option,
YOu may not withiAraw your offer to share in the b edens oF
d2veloping the data, In adlition, the othar regi<trant myse
SalFill its conniimeat to develop and submit the cata cequirad
7Y this Notice,

I7T°-D. EXISTING STOCKS oF SUSPENDED OR_CANCELLED
PRODUCTS T

EPA has AUthdrity to pecait Sorabiaed sale ang distring-
tion of existing stocks of 3 Suspended or cancelled pesticide
croducr |7 Tring s0 would na consistent with the puUTrposes of
FIFRA §A(a) (1), Fpa NAas now determined Lhat such disposition
Nf existing stocks Eoe a suspended registration when a
FIFRA §3(c)(2)(B) duts request is ditstanding would generally
22 inconsist gy Jith FIFRA's purposes, Accordingly, =pa
Nticipates Jranting parmission to sell or distribyte exisrting
stocks of suspeaded Praducts only iq el circumstanceg,

| BEST AVAILE31: 1757
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If you beliave sach Jdispositian of existing stocks of your
product(s) that may he cancelled ar suspended because of

this Notice should be p2raitted, you have the burden to

czlearly demonstrate to TPA that graanting sich parmission

would be consistent with FIFRA. ‘nlese you meat this pburden,
ZPA will not consider any request pertaining to your continued
sale and distribition of your existing sto2k3 afbor 3ancallatior
or suspension,

You must include the following information if ¥OU expect
E2Y Wwill suspeni your product or you intend to request a
voluntary zancellation of your product(s) and wish to request
an existing stocks provision:

l. Demonstration that scch a provision would be consis-
tent with the purposes & 7IFRA, and

2. Fxplanation of why an "existing stocks" provision is
necessary, including a statement of the quantity of
existing stocks and your 2stimate of the Eime r2quirad
for their sale and/or distribution.

7

| BEST A¥AILAZ: : iorr [




If you have any questiong regarding the requirements'and
procedures established by thisg Notice, Please Contact:

Linda Lyon (703) 557-7470
or
James Wilson (703) 557-747¢

All responses to this Notjce Must include i, Completed pata
Call-1n (DCI) Summary Sheet and the other documentg required by
Section III of thisg Notice, ang should pe Submitted tos

PM 31 - Lyon

Disinfectants Branch

Registration Division (TS-767¢)

u.s. Environmenta] Protection Agency
¥

RE: (Specify the Al]

of Pesticidesvand Toxic Substancesg (oprTs), EPA will pe
monitoring the data being generated in responsge to this
notice, Therefore, if You respond to this Notice by

1. committing tq deveiop and/or Submit data,
2. Feéquesting a low volume minor yse waiver, °

final Feports,

send a duplicate Copy of the pCI Summary Sheets and Ccover-
Sheets with Supporting information to:

L
Office of Compliance Monitoring (EN-342)
u.s. Environmenta) Protection Agency
401 M Street S.W.

Washington, D.C. 204s0.

Sincerely yours,
.
<:;Ei;2:25¢gta, C{)..<i:]£2;t4/V°**‘“"’

Jimes w. Akerman, Deputy Director
gistratign Division
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Attachments a

A-1

]

20 7?’9*4

16

List of Registrant's Products Containing
Antimicrobial Als

List of Antimicrobial AIs Requirin

g Suhchronic
and Chronic Toxicology Data

List of Registrants with Products Containing
Antimicrobial AIs

Guidelines (pages Xx)

Data call 1In Summary Sheet for Chronic
Data

Generic Data Exemption Statement and Confi-
dential Statement cf Formula

Coversheet for Submitting Data

Federal Register Notice

/
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Table 1. 7se gjpa FXposure uapriy. s2 tais ranle EO clarify
the =2xposure assnciatad with thae 452 site ,f your
Product if YIUr selact Option 1,
_____"___h__u-___________.____.____________,_~_______~...________--
Use Sita Exposur. Matcix
Routes of Exposure
. ——-=€S of £Xp
Use Site Exposure~ Categorx
I Agricultgaral Premises ang FQuipment I, n Hign
Householq Sites I, n tign
Aquatic Sitag
| = Industrial Processing Watec Systems I, o Yedim
’ = Air Washers 223 Conling Towers I, D Mediam
[
= Swimming pPaolg . D, 1Ig igh
=~ Human drinking water D, 1g Figh
=~ Lakes, Ponds, Rivers, Sewage Systems,
$econdar/ 21l R2covery Systems I, n Tow
Commercial, Industrial, Institutional Sitas
i - Food and Non-rooq Contact Surfaces I, D, 14 1Rk
- Hospitals 3n4 Other Heale, Cara
} Facilirieg I, n, 4iqn
! - Adhesives Paperbo ieds, I, 9 v
! Toatingg, Paints
/
] T Metalworting Flui.is I, n 4isn
: - Laundry, pry CTleaniay 1, n Yion
!
1
| - Leather, Textilesl, D Low=i 1
!
o
j * O=Dermal; I=Inhalation; Ig=rn,estiJn.
L/ Textileg ot ised ftor tlozﬁing pls fdfﬂlSﬂing {e.g. Targesiag,
“ wninys, fira hosegs) M3y bHa CoMsitared in e low E€XDISura

catejory,

i .
e e ———— L T e . - -‘-ﬁ_—\ - -

DEST AVAILABLE COPY
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Footnotes for Generic Exposure Data Requirements Matrix

1/ Specific use pattern lisred ACCOrALNG £ use Sitw SFOUPS 1n 40 TFR, pare 158,
Appendix A whars wplicable:

D Animal Pramises ang Equipment {aAnimal prem. ang Zuip.)

<L, ol water, hot tubs, Spas, whirlpools, wuman drinking water,
aooling water towers, evaporative ¢tondensers, ajr washer systems, sewaz
S/t o1 drains, secondary sil racovery

> djuatic 3ites - rood PLOCEeSsing water Systems, pslp and Paper mill systems,

O Household (Hshld) - premises amd contents (Food ami nanfond contact Suriaces)
O Antifouling treatments -~ boat OEtms and Skher siomerged structures

o Cammercial, Industrial and Institutional Pramises and Fquipment {Comen, » It ,
and Inst. Prem, and Equip.) -~ food and feed processing plants ( fod and nontfoos
contact surfaces), eating establishmentg (food ang nonfood contace Surfaces),
food marketing storage and distrimtion, hospital a ~alalg instititions ang
facilities (environmental surfaces and medical equipment), cammercial indusrria
and 1nstitutional pramises (batnram, lakring, anc toilet howls), barber anz
Deauty shop instruments and equipment, morgues, Merruaries, and funeral ~ones

O Preservatives and Protectants - adhesivas, Toatings, oil recovery irilling
was, paints ancg preservatives, fumgicidal paints, setal WOrking tlusds, Damer
and paper products, plastic products, rasin smulsisns, rubber {naturae) rrxucts,
textiles (incluaing carpets), leather products

O Damestic, Human and Miscellaneous Indocor "Jjges - Carozts, dust anntesy;
(mops, etc.), air sanitizers, laundry, ary cleanin;

2/ Fumigation Tethods used orimarily in hatcheries

3/ Post application exposure monikori-y revivired for food Processing water Systems,
swimming pools, hot tubs, spas, whirlpools, and human Irinking water

4/ Post application eXposure mniiiri gy “apiired on fong contact sucfaces

3/ Post application exposure if pesticige 15 lnCorporate: 1ne:: the paint during
Tanufacture

6/ Post application exposure fr woalworking flyids

7/ Post application exposure for air Sanitizers, carpets, laundry and dry cleanin




