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MEMORANDUM

SUBJECT: Thiabendazole (TBZ)-PP #3F2882
Caswell No. 849A

TO: Henry Jacoby, PM No. 21
. Fungicide-Berbicide Branch
Registration Dlv151on (TS -767q)

FROM: carlcs A. Rodriguez é,c(o,f,//l
Section No. 6
Toxicology Branch/HED (TS-769)

THRU: Jane E. Harris, Ph.D., Section Head ?QH I'//’/?'r )

Section No. 6
Toxicology Branch/HED (TS-769)

Applicant: Merck Sharp & Dohme
P.0O. Box 2000
Rahway, NJ 07065-0914

Action: Ccmpany responds to questions raised regarding historical
control data in support of the TBZ mouse oncogenic study
(EPA Letter of September 24, 1984).

C-nclusions: 1. The information summarized by the applicant
regarding the historical control data in support
of the TBZ oncogeaic mouse study (Applicant
letter of October 30, 1984) is acceptable and
‘'resolve ; EPA concerns in the subject study.

2. The following information is extracted from Dr..
Kasza's memo dated January 25, 1985.

"From the submitted data, differences in
oncogenicity and other pathologiceal changes
cannot be seen between control and test groups.
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. The only noteworthy difference in the experiment
- is the dose-related high mortality rate in
test groups compared with controls. This may
i indicate a marked toxic effect of thiabendazple.
In connection with the high mortality rate,
other parameters such as weight loss and food
consumption should be investigated also. 1t is
advisable to investigate the date of death of
individual animals. However, based om the
available data in the livers, it is umlikely
that any differences exist in incidences between
the control and test groups."”

Also, the following information is extracted from Dr. Squire's
report dated December 4, 1984:

There was no increase in the incidence or severity of
neoplastic lesions which could be attributed to the test
compound. A few hepatocellular adenomas were present,
but these were scattered among several groups. No
hepatocelluar carcinomas were present.

Based on Dr. Squire's report dated December 4, 1984, and the
summarized results of Dr. Louis Kasza, Toxicology Branch Pathologist.
it is the opinion of this reviewer that the compound thiabendazole
is not oncogenic in female mouse livers.
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MERCK SHARP & DOHME RESEARCH LABORATORIES
DIVISION OF MERCK & CO.. INC. 004399

P.O. BOX 2000. RAHWAY, NEW JERSEY 07085-0914

R R BUCK . 1201) 750-9657
455'S” 4T DAECTOR ’
REGULATORY AFFAIRS

October 30, 1984

Mr. Henry M. Jacoby
Fungicide-Herbicide Branch

U.S. Environmental Protection Agency
1921 Jefferson Davis Highway

Crystal Mall #2, Room 229 :
Arlington, YVirginia 22210

Dear Mr. Jacoby:

We are writing in reply to your letter of Sebtember 24, 1984
regarding an oncogenic study which 1s being reviewed with
respect to pending petitions for thiabendazole.

Three questions were raised in the 1letter. The attached
memorandum from Dr. G. R. Lankas to Mr. R. Buck responds to
those questions.

We expect to have Dr. Squire's evaluation of the mice liver
slides in the near future. :

Very truly yours,

L Pt

ert R. Buck
RRB:daz .
Attachment ccesce
7
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MEMO
TO< Mr. R. Buck 4
FROM: Dr. G. R. Lankas

SUBJECT: Thiabendazole - Response to EPA’s Questions Regarding Historical
Control Data.

The EPA in its review of the thiabendazole mouse carcinogenicity study questioned
the fnclidence of hepatocellular neoplasia in the high dosage group females.

In response to this question Safety Assessment submitted historical control

dat- ~ .. 6 mouse carcinogenicity studies conducted between 1976-1980 and also
proposed that a consultant pathologist, Dr. Robert Squire, review liver slides
frgn all female mice from the study in question.

Regarding the above response by Safety Assessment, the EPA has indicated
that Dr. Squire 1is acceptable to them for the review of the liver sections
from the female mice in the thiabendazole study. In addition, the EPA has
ralsed a series of questions regarding the historical control data submitted
to them in support of the TBZ mouse study. These questions and Safety
Assessment’s respounses are indicated below.

1. Were the six studies submitted for the historical controls read by the
same pathologist?

Respcnse: No. The studies submitted represent all mouse carcinogenicity
studies conducted in our laboratory between 1976 and 1980. Of these six
studies three different pathologists each read two of the submitted studies.

2. Dces the laboratory routinely run three control groups for each study?

Response: No. It 1s now our standard practice to include two control groups
in all rodent carcinogenicity studies. However, this was not the case at
the time these studies were conducted. As indicated in our earlier submission,
the cumber of control groups in the studies submitted as historical control
data ranged from 1 to 3 with 4 of the studies utilizing 2 control groups.

3. were the livers from all 50 animals per group read for every group in
every study?.

Respoase: Yes. Livers were examined microscopically for all animalss ineall
groups in every study with the exception of the study initiated in 1956, "1In cscce®

this study livers were examined from all animals in both control groubs.dsd : ° ¢
in the high dosage group. Liver sections from the low and mid dose léval seseos

groups were examined only if gross lesions were evident. Since gross lesiomns oo
were Zound in most of the livers from these animals, microscopic examinatiom *°3°°,
of liver sections was conducted for a majority of these animals. senee

s b

- Lankas .:‘:. 4...,0.
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MEMOPANDUM

February 13, 1985

A TO: Mr. Hzncy Jacoby, PM #21
S Registration Division (TS$-767) . =
SYBJECT: ThiaZzZenZazole - Mous=2 Sncogenicity Issue
CAS ® B849A £Pa 2618-75 Aaccession £255971 ..

. I am attaching Dr. Louis Kzsza's review of the ac*z;lonal
informsktion sent in by the rezistrant of thiabendazole, (¥ erck)
aasically Dr. Xasza ajrees with tne.. Exndxnﬂs and cplnxons of 2%,

~ ’ - : . 5

- Dr., Fobart Sguire. : e T :"’—?
. Kasza's rIpory, £2 '
Gazmia's cyri2nt A ; 19 mn:ka in
. r raz fzadin: szul te that th:r:
) far nol<ding 4 U= aczions for
rroasiems with ths szenicicy is
smo. ESLCLITY 1SSul raised ztelle ReDo2r
wiliiam L. Burnar
\ Toxicololy =2ranc
/ #azard Evaluatcio
Attachnment - 7
cc: | .
Trarber ¢ "
LKasza
CChaisson __°’ '
CAS 839A
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UNITED STATES ENVIRCNMENTAL PROTECTION AGENCY OO 4 39 Q
WASHINGTON, O C. 20450 “
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OFFICE OF
PESTICIOES ANG TOKIC SUSSTANCESR

I0: Christ=ine Chz2isson, 2h.D. Section Eead

EPA Toxicolszy 2ranch, T5-769

I 7!

FRCM: Louis Xasza, >VM, Ph.D., Pach..ogist X ~

EPA Toxicoiczy 3ranck, TS5-76%2 )
SUBJECT: cvzluation cf Dr. Sguire's Dec=smber 4, 1984, .

Fazort on Thiabendazon2's Efizct on Fem ale Mouse o
.

In the rzzort, = idual histopathologic datz were -
rarortzd s<zzrateiyv o s-surviving and terminal sacrifice
srimals. In the sz-e arrance~=nt, Summary Tables were also -
crecared. Tharz »=r2 : control <roucs (53 mice in e=ch) and
3 s=st groups: 9.20€%, TF.2G0% zand 0.533%, rasgectively.

e

s Z livzrz which ware ex:z-inad In ‘
zrzics were , znd 39 in the conirsl ITGUZS
S, 3, eni 33 in zhe T=23% grouss. Oniy 2 liver -
firss coatrol fIoif w=os- not examined. )
12733, a ’

22735, =&

Sre=m the suz—iti2d Sata, £iffaerszaces In onc zenicity
and other rathologi¢ changes car not be sesn betw2en control
2né test groups. The only noteworthy diffarenc2 in the
exzerim ment is the dess-rzlatzé hicgh mortality rate in test -
groups comgared with centrols. This mazy indicate a marked toxic
effect of thchQWCEZOLe- In connection with the hich mortality
rat=2, other paramete's, such as weight loss and food consump- -

tion, shouldi ke invest lcau-d zlso. It is advisable to
investigate the date of ath of individual animals. Hcwever, -
based on the available da in the livers, it is urnlikely : o
that any differences exist in incidences between the control

and test groups.
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