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MEMORANDUNM

Subject: Thiabendazole - Dermal Sensitization Study in Guinea Pigs and
Tolerance Petition for the Estaolisnment and Revocation of Certain
Tolerances, submitted by terck and Co., Inc. July 15, 1287.
£PA ID No.: 7F3553; Accession ~os.: 40271701 and 40271707.

Tox. 8r. Project io.: 7-1109 Tox. Chem. O.: g<49A

To: Lois rossi
Praduct Manager MNo. 21
Registravion Division (TS$-767C)

Fram: Judith V. Hauswirtn, Fh.D. ’Qtwbu'c&.k).w

Section Head, Section VI 4 Siu/e¥
Tsxicology Branch/HED (TS~769C) ///f .
‘ /s
S [ T
Thru: Theodore M. Farver, Ph.D., <hief /0 oo

Toxicology Branch/HED ('TS-769C)

. Action Requested: Review sumnitteu dermnl sensitization study in quirsa
Figs ard corsider requested tolerances and tolerance revocations.

Recommendat ica/Conclusion:

1. The dermal sensitization study is acceptable. Thiabendazole is ncc 2
: skin sensitizer in the guinea pig (DER is attached).

Core Classification: Minimuam

2. .B has no objection to the revocation of tolerances of thiabendazo:=
residues in or an the raw ayricultural ccmmodity grapes and in tne
processed foed grape pomace (dry or wet).

3. TB reccamends against tne estaplishment of tolerances of tiilavendazole
residues of 20 ppm in or on tng raw agr icultural comaodity corn grain amnd
on processex feads from corn gram. vran, 125 ppn; fines, 40 ppn; yer=,
30 ppm; ard soapbtoc.k 25 ppm.

4. TB recazmerds tnat thiavendazole boe schaduled for a registraticn
standard vezore any further tolerance reguests are approved.

Discussion: (This discussion cencerns point numcer 3 above conly.)

sany of the major toxicology studies on thiabencazole are old and w~ere
reviewad prior to establishment oOf the core concept ard therafoce, are
not core ygrzded. ior exampls, two chronic feeuirng studies have oeen
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corducted in the rat. ne of these studies was comducted in the 1%e0's

ard the other apparently in tne early 1970's. After a quick review of the
Tox. Br. files neither would pe adequate by today's standards. In addition,
FDA is presently consideri.g tre possible ancogenicity of thiaberx:azole
based upon the results of an oncogenicity study in the mouse. This study
has also peen reviewed by EPA ard found to we negative for cncogenicity.
tiowever, FDA has new information on this study whicn raises into wuestion
the oncogenicity of thiabendazole in the mouse. FDA has agreed to keep

us informed on the progress of their review.

In light of the above discussicn, TB cannot recommernd for the establishment
" of tolerances for thiavendzole on corn grain and recommencs that
tniaberdazole pe scheduled for registration standard in order tnat tne
data vase for regisctration be reviewed and updated. At tnat time further
tolerance reguests can be considered. '
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Reviewed by: Brian Dementi, Ph.D. ,K/Z/.‘—,""— Z)—J""‘"”(- /I’ﬁd’/f’ _
Section VI, Toxicology Rranch (TS-769C) 006548

Secondary Reviewer: Judith Hauswi{irth, Ph.D. W‘UW

Section VI, Toxicology Branch (TS-769C) yﬂﬂf'
DATA EVALIUATION REPORT
i
STUDY TYPE: Dermal Sensitization, Guinea TOX. CHEM, NO.: 84947
Pig

ACCESSION NUMBER: 7F3553; T7HS5541 MRID NO.: 402717-01

TEST MATERIAL: MERTECT 340-F

"SYNONYMS : Active Ingredient: Thiabendazole; 2-(4-Thiazolyl)
benzimidazole

STUDY NUMBER(S): 402717-01

SPONSOR: Merck and Co., Inc., Three Bridges, NJ

TESTING FACILITY: Bio/Dynamics, Inc., East Millstone, NJ

TITLE OF REPORT: A Closed-Patch Repeated Insult Dermal
Sensitization Study in Guinea Pigs
(Modified Buehler Method)

AUTHOR(S): Donna L. Blaszcak

REPORT ISSUED: August 7, 1986

CONCLUSIONS: Test 14ent was noa-sensitl{zing

CLASSTIFICATION: Core Minimum
\
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A. EXPERIMENTAL DESIGN

The zest material, MERTECT 340-F, was assayed for detrmal
sensicization potential by the method of Buehler, an 'EPA
approved test procedure. Essentially, tea guinea pigs
(5m, S5f) were first exposed to the test material by dermal
applicatioa and then, following an apprupriate time
interval, were challenged in like manaer with the same
material and scored to determine if and to what degtee
sensicization may have occutred. I-Chloro~-2,4-dinitro
benzene was employed as a pusitive control in the study.

B. MATERTALS

Mertect 340-F, the agent bheing e.aluated {n this study,
was provided by Merck and Co., Inc. However, such
informacivon as purity of the test material or statement
-of formulation was nvt provided in the body of this
particular study. The pousitive control, l-chlorv=-2,64-
dinitro benzene, was ideacified as a pruduct of Eastnmana
Kvdax Co., Rochester, NY, but.no information as to the
purficy of the sample used was provided.

Test animals were Hartley albino guinea pigs of weight
range 302-383 grams, supplied by Hazelton-Dutchland
Laboractory Animals, Denver, PA. Animals were fed and
watered Ad libituim.

METHYODS

Hair was clipped short at the application site of each animal-
on the dav prior to the induczion and challeange phases owf the
studv.

At the tine of the induction phase, the test material and the
puvsitive control! agent were applied to appropriate animals in
a volume of 0.3 ml directly to the skin test sfite. The
material was covered by a patch (Hilltup Chamber®). The
patch Ia turn was covered by impermeable plastic, followed

by an elascic adhesive bandage (Elastouplasc?). The patch

was left in place fox six hours, then removed and the

site wlped free of-any excess material. The induction phasa
prucedure was pursued with =cach animal on a weekly basis for
a total of three expusures.
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Fourteen days after the last Inductfon exposure, the animals
were challenged at a second site with either ftest or contvol
agent, employing the same manaer of administration as that
described for the fnductioa phase. . !

At the conclusion of six hours expuosure, patches were removed
and the test sites wiped free of excess material. In addition
tq the test and pusitive control test animals, three avn-
faduced guinea pigs of ecach sex were similarly challenged

with the test and =-ontrol agents to identify aay irritation,
apart from senslcizaction, that the respective materials might
cause.

Dermal evaluations were made at 24 and 48 hours after the
challenage phase a:. thalleage slites scored for edema, anecrosis
and eschar.

RESULTS

Mertect 340-F did not elicit any sensitization in the guinea
pig. Erythema was zmoted io.all animals tested with l-chloro-
2,4~-dinitro benzene, wihere the magnitude of response would

be characterized as slight to moderate.

NOTE: No record of animal weight changes occurring dering

the course of study were reported although such data are
required by Section ¥ Guidelines.
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MEMORANDUM

SUBJECT: Thiabendazole - Request for Specific (Emergency)
Exemption Under FIFRA Secticn 18, for the Use
of Thiabendazole (as Mertect 340F, 42% ai, 3.8
1b ai per gallon) on Stored Corn Grain for Control
of Asp2raillus and Pencillium spp. at 20 ppm

87-1L-0U2 - TOX Proj. mno. 7-u789
EPA Reg. No. 618-75 Caswell No. 8493
TO: Don Stubbs/J. Thompkins, PM Team 41

Registration Division (TS~ 767C) 7{\
Py
FROM: irving Mauer, Ph.D.%, Lzttt ’7/3
Toxicology Branch
Hazard Evaluation Division (TS-769C)

THRU: Judith W. Hauswirth, Ph.D., Head L -
Section VI, Toxicology Branch ; R e
tazard Eval.ation Division (TS-769C) /13y 7
VA
Registrant/Requester 1ﬁvf7

The State of Illinois, Department of Agriculture,
Lequests a speciiic exemption under FPIFRA sectiun .8 for the
use of Mertect 340F (42% thiabendazole, TBZ, at 3.8 1lb/gal)
to suppress and/or control fungal species (Asperaillus,
Penicillium, inter alia) in or on cornm grain during storage
and drying, at a level not to exceed 20 ppm. :

——

Background .

A previous reguest for a section 18 exemption for this
use (86-IL-02) expiren January 1, 1987.
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RCB Considerations

Residue data have been previously submitted (with PP#5G3258),
and summarized by RCB (see attached memorandum: Met zger
to Stubbs, August 18, 1986), with the following conclusions:

A. The residue of concern in treated piants is the parent
alone, TBZ, whereas in animal commodities, the parent
as well as 5-hydroxy-TBZ are found.

B. The following residue levels are the maximal values
expected from the proposed use in or on the raw
agricultural commodity stored corn grain postharvest:

Maximum Likely Established
Commodity Residue (ppm) Tolerance (pom)
Corn grain 2b None
Crude corn o0il 50 . "
Refined corn oil - 50 "

Milled products:

Bran 125 "
Grits 8 "
Germ 25 "
Fines 40 None
Milk 0.4 0.4
Egcs ‘ 0.1 ’ 0.1

Meat, fat, and meat
byproducts of
\ cattle, amats, hogs,
- horses, and sheep 6.1 0.1

Toxicology Branch Considerations

As previously summarized in response to last year's
request (86-IL-02), this request, 87-IL-02, can also be
toxicologically supported, and TB has no objection to
granting this specific exemption on a limited basis.
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However, it should be noted that none of the pivotal
{older) long-term studies have been classified according
u///// to TB CORE concepts. Some of these stludies are under-
going reevaluation at this Agency, and at least the '
oncogenicity studies are being further rereviewed by FDA.

Attachments
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3‘*’2 : UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
" WASHINGTON, D C. 20460

AXs 25 1986

OF#+iCEt OF
. PESTICIDLS AND TOXIC SUBSTANCLS

MEMORANDIM

SUBJECT: sSection 18 (86-1L-0Z). Mertect 340 F EPA Reg No.
’ 618 - 75; Toxlicology Chemistry No. ~49A

TO: Housenger/Pemberton-PM Team No. 41
Registration Support & Emergency Response Branch
Registration Division (TS-767) 3
. ﬁ A:/Yb
FRCM: Carlos A. Rodriguez {4 g/“
Review Section No. VI
Toxicology Branch/HED (TS-769)

THRU: Jane E. Harris, Ph.D., Section Head £~ ?/Lx_/&
Review Section No. VI 44/
44{- CQ;Z:S

Toxicology Branch/HED (TS-769)
S/z/df

Petitioner: State of Illinois, Dept. of Agriculture
State Fairgrounds
P.O. Box 4906, Springfield, IL. 62708-4906 .

Action Reguested:

The Illinois Department of Agriculture is requesting a
Section 18 Specific Exemption for Mertect 340 F(42.3%
Thiabencazole) as a postharvest treatment to suppress the
growth of Aspergillus spp and Penicillium spp during drying
and storages of corn grain at 20 ppm.

Eeccommengations:

The reqguested Sectlon 18 can be toxicologically supported.
RCB consideration permitting, Toxicology Branch have no
objecticn to the issuance of the recuested action.

Al Inzrts cleared undexr 180.100(c).

B. No new toxicity data submitted with this request.
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Sutee oral gy
tmale at)

(.5Y tech.)

(temale z-at)
(457 Cont. = 2.14
= 5.85 7ky)

Acute oral LDgg
(mouse) (42,28%
formulation)

Acute dermal LDgg
(zatbiit) 98.5%
tech.)

Acute dermal
(repbit) (42.28%
formulation)

Acute inhalation
ILCgq (98.5% tech.)

Acute inhalation
LCgp (42.28%
formulation)

Primary eye
irritation
(rabbit) {98.5%
tech.)

Primary eye
irritation
(rabbit) (42,23%
formulation)

) \
Primary dermal - .

ritation
193.5% Tech.)

1
1

‘imary dermal

itation
2.28%

o:mulation)

o bata Considered in Settan: This Action:

kesults

Lbgn = 3.97 y/kg
(95% Conf. 2.92
- 2.40 g/ky)

LI}

LDsg = 3.54 g/ku

Lbsp = 9 g/kg

LDsg > 4 a/kg

\

LDsg 5 ml/kg

ICgp > 2.03 mg/L

ICs0 > 20 mg/L

Slight irritation;
cleared at 72 hrs.

Slight to mocerate
irritation; slight
chemosis. Effects
cleared by 72 hrs.

Slight eiythnema;
cleared 48 hrs.

Slight erythema;
cleared at 1l1lth
day
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Cove -
Classif

Minimum

Minimum

Minimumn

Minimun

Minimum

103 5

wuideline

Minimum

Minimum

Minimum

Minimun

Minimum

10
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2=year rab teeding:

*2-Year cdoyg feeding:

*Litetime oncogenic
(mouse feeding)

*Rabbit teratolagy

*Rat teratology:

*3-Generation
reproduction (:rat)

. Mutajenicity Studies:

1. Microbial (S. typhimuriun} negative £3r induced revertants.
2. typhimusiium 3

i

eterac NOFD o= Lo on i /day
Systemle LEL = S0 1 K (growth
depression). Oncoceonic potential
nugative at 160 mi/wegy/day (highest
dose tested)

lose levels testes: 10, 40 and 169
m /R day.

Systémic NOEL = 50 my/ky/day;
Systemic LEL = 123 m3./ky/day
{decreased body weight).
Dose levels tested: 20, 50,
and 125 mg/kg/day.

Oncogenic NCEL > 5,330 pom
or 800 mg/kg/day (highest
level tested). Systanic NOEL
= 600 ppm or 100 mg/kg/day;
Systemic LEL = 2000 ppm or
300 mg/kg/day (lower weight
gain). Dose levels tested
mg/kg/day), 2000 pan (300
(mg/kg/day), 5,330 ppm (800
(mg/k3/day) .

NOEL >800 mg/kg (HDT)
Dose level tested: 100, 200
arnd 80U my/k3

Teratogenic N0OTL > 80
m3/'kg/cay (givén by gavage,
single dose tested)

Reproduction NOEL 20 mg/kg .
reproduction LOEL 40 mg/kg --
Cecreased viability index of

Fla. .
ose levels testad: 20,40, and 80
my/RG.

2. Microbial (E. coli) nejarvive for imi.ce=i revertants.

3. Host-mediated - negaiive

[BEST ATNILABLE 20°Y |

0u6548

Acceptable
Accsptable

Accertable

11
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B I P i S UL B B ARG R LR IECTRE I B danage.

SLAT LT mactertal IRA o e S repsin - neyative.
SUUWILIL Ccylagenoetlcs = nee)atlve — nO InNcreas: in chranosane
T sha e an human emiepyonic fioroblast cultures

v oLehrist, absorption, distrinction ond excretion in man, dog,
ie

v, sheep, goat, cattle and sw

=; 1 3ly —=2tabolizal in man. cicactive ajent in animal species
many respects were similar to those found in man. Tissues fram
-zhuratery animals were virtually free of radiocactivity.

stures not clessified under the Grade Core Classification concept.

0 RPAR criteria have been exceeded and nc : v latory actxons are
oenging agalnst registration. :

e {oliowing studies 2-year rat feeding, 2-year dog feedlrg,

{2time mouse cncogenic, rabbit and rat teratology and 3-generation
t rerroduction have been used in supporc cf this action.

ince these studies were reviewed prior to the Grade Core

n
assification was instituted a thorcugh review of these

v o

o=
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stuiies will be <one to determins if sresently they satisfy
= vegulrament. They will be reevaluazed and Grade Core
classifisd for the Registration Stancasd. :
: 2 &cute nral LDgg availad’e in this formulation showed a
<z Toxicity to the wvat acut2 oral LDgg in the techrical product,
tnzvefztre Tox. Branch believes that an adcitional acute oral LDsp 1in

ThE UEL ls ol necessaly.

: itization study ' 'EST A'A‘ll'l{ W"
2 Trrziology study (2nd species, preferably the rat).

ZUZ.CRTITN b the AD]

arle daily intake “ADiI based on the 2 - year rat
st ./-)h[. = 10 my/k;/Z3y) 2nd us:g a hundred - fold safety
15 calculatad to be 0.1 =3/k3 'dav. The maximum permitted
“2l) for a fd kg human s 6 —g/day.,

SRyt J._

‘an existing

MAXLMUM vesiise Iontrisscion (TMRC)

Fye
R S T N S LR BT . vrowa s for 1.5 kg diet is calculated
e L inhilzg e gl Diee Doroen st meeccated toleras o undes this Section
1L I e tn et et aees or s aialmndazole sipnce wne residue
O R P T L TP U FIRPE N J K Cuary Lter printout
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