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U.S. Environmental Protection Agency ! |
401 M Street, S.W. :
Washington, DC 20460 ,

Attn: Section 8(e) Coordinator 86339889893

Dear Sir or Madam:

RE: Kasugamycin
8(e) Reports
Tongue Lesions in Dogs

R-d Rectal Foci in R

The following is submitted by Stewart Pesticide Registration Associates, Inc. in accordance
with and fulfil!ment of the provisions of Section 8(e) of the Toxic Substances Control Act on
the basis that the observations discussed below may be considered reportable under the Act.

Kasuoamycnn (CAS No. 6980-18-3) is a pesticide that is currently manufactured and sold
outside the United States and is neither manufactured nor sold in the United States. Technical
grade material was imported for research purposes only. The objective of the testing was to
obtain future approval from EPA Office of Pesticide Programs.

The two cbservations noted below occurred in research studies in which kasugamycin was
fed at very high doses to the test animals. To our knowledge, no person has been orally
axposed to kasugamycin in the United States.

Stewart Pesticide Registration Associates, Inc. has advised the U.S. Environmental Protection
Agancy Office of Pesticide Programs of both effects.

Inngue Lasions in Dogs

Tongun lesions were first observed on day 35 and day 42 of a 90-day dietary toxicity study
in dogs fed diet containing 6000 ppm and 3000 ppm kasugamycin, respectively Lesions
have not been observed in the low dose group {300 ppm) or in the control group.
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The following documents are attached:

1. November 24, 1992 memo summarizing the teiephone conversation between
Stewart Pesticide Registration Associates, Inc. and EPA Office of Pesticide
Programs, Toxicology Branch.

November 25, 1992 memo with a chronology of the observations.
December 10, 1992 memo with further observations.

Bed Foci Near B ectum in Rats

Red foci near the rectum were observed in the in-lite phase of a two-generation reproduction
study ii rats fed diet containing 6000 ppm kasugamycin. Red foci were first observed during
week 10 of treatment and continued to be observed for the duration of the study. Upon
necropsy of the F, generation, red foci near the rectum were observed in 20 of 25 males and
25 of 25 females fed 6000 ppm kasugamycin in the diet. No red foci were cbserved at lower
doses or controis.

The toxicological significance of this observation is not known at this time.

This observation was discussed with EPA Office of Pesticide Programs during a meeting held
December 11, 1992.

Sincerely,

Cynthia . .nn Smith
Manager, Regulatory Affairs

Enclosuras

STEWART PESTICIDE REGISTRATION ASSOCIATES, INC.




November 24, 1992

TO:

From.

Attachment 1

. wContains NO CBI",
Kasugamycin file .

Cindy Smith

Kasugamycin
90-Day Dog Study
EPA Guidanca

Dr. Charles and | had a conferance call today with Beth Doyle (telephone: 703-308-2722), an
EPA taoxicologist. regarding the kasugamycin 90-day dog study. The conclusions of the
conversation are summarized below:

1.

2.

If at all possible, it is desirable to complete this study and thereby not require the use
of additional dogs.

EPA has seen and acceptad several toxicology studies for which the high dose was
decreased during the study due to toxic effects. In some instancas, the effects seen
in the high dose animais have been sufficiently severe that exposure of the high dose
animals was temporarily discontinued, and later continued at a lower rate. This has

not praventad the acceptancs of the study.

itis important to clearly document in the report the chronology of the observations and
explain what was done and why. (Hazleton is deing this, including videotaping the
dog’s mouths. Still photography was determined not to be practical due to lighting

requirements.)

In reviewing the study, the main points the reviewer will be looking for are:
a. a no observable effect lavel (NQEL)

b. 8 lowest effect levei (LEL), and

c. definition of the effects.

Attached is a copy of the EPA acceptancs criteria for the 90-dog study.
8ased upon the data available today,

a. NOEL = low dose = 300 ppm

b. LEL = mid doss = 3000 ppm

c. Effects are being defined.

Events that would likely cause EPA to reject the study are:

a. No NOEL it effects were seen in the low dose group.
b. No LEL it the mid dose group animals were not able to complete the 30-day

study.

STEWART PESTICIDE REGISTRATION ASSOCIATES. INC.




To the extent possidle, it will.he densficial to inciude in the report the mechanism of
the effect. Any sssessment cf the mechanism will first require the results of the

histogathological evaluati

The possilility that the effect rasuits from a toxic metabolite should be explorad. This
can be done based upon metabolism dsta and/or consideration of the complete
toxicolo ical data bese. If the effect is thought to be dua to a toxic metabolits, then
metabolite toxicology data would be required to support residue toiera~-as in crops.
(The metabolite wouid need to be measured in residue chemistry data also.)

STEWART PESTICIDE REGISTRATION ASSOCIATES, INC.




Attachment 2

-DATE: “November 25, 1997
T0: Jeffery Charles
__From: Peter Themford

€C: Natt Pﬂa'zznlo
Elatne Niltar

RE: 13-Week Dietary Toxicity Study with Xasugamycin in Dogs

On November 18. 1992(test day 38) I was inforned by the Lead Techntcian on
this study thal some of the degs in 6roup 4 were devel sping lesions on their
tongues. This included three males ard one ferale. ! requestsd that Or.
Donna Clemons laok at these animals or that sama dayz. Because of exzected
foxfcity in this dasa group 6000 pom we had been monitoring the status of
theses animals closely. The only absarvation of nota previcusly had been
decreasad foed cansumption and decreased body weight gains in the Sroup 4

females especially.
It was the apinion of Or Clemons on Navembaer i3%h that 3 of 4 Graup 4 males
had glossitis (inflammation of the tongue) and that gne Group 4 female had

uicerative glossitis. The glossitis was charactarizad ay sweiling and
erythema on darsal surface of tha tangus. The ulcarative glossitis was
charactarized by ulesrations with erythemi and !ifiing of the epithelium on
ivation berora and during

the dorsal surfice of the tongue with excassive saj
the exuminatian. Or. Clemons said that the recamzanded treatment for dogs
nith glossitis would be switching to soft (Cinned) food and atlampting to
reove the sourcs of ireitatien.
These cbsarvations along with a sumzary of the Weak 5 body weights, foed
consumption and antamortem observations wers communicated to you by fix and
tal conversation on November ISth. In thesa discussions I emphasized
%t%#%%‘:#%}‘ﬁn‘ﬁ?ﬁﬁ.iﬁiﬂi that one of these twe had
3 508 reduction in food consumption during week S. Ne discussed the
possidility hat this wight be tast matarial relatad and that we aight have to
reduca the high dosa level at some paint. We confirmed that you would loeok at
I alse isked the Lead Technician on

the dogs during your visit cn the 23rd.
this stuay to obsarve the dogs clescly for any rapid changes in health that

would warrant changing their diet to canned dog foed.
mmwmmwmdmmmam:w. Clemens to again
ddserve the Group 3 and 4 dogs. The foilowing abservations were notad at that

time:
Yesicles-small
Erythema-siight
MO5352 Female Erythema, few small vesicles

HOS338 Male Erythema, swelling
NHC5342 Male Erythema, vesicles small




HOS34! Male
HOS347 Male
HOS3S4 Female

Yesicies, small ulesrations
Erythema. swelling
Ulcsrs, small

11 ulcars, sweiling

Erythema, sma
S, arythens

- SmaI1 Yesiele
Small vesicles, small ulcers,
erytiem of oral cavity

scussad and campared ta the bedy weight gain

60 Female
HOS3S7 Female
female

These obsarvations wers then d.f
data as foliows:

H0S338 Male +1.4 kg
+2.1

+C.3
+1.0

-\}.5
+].1
+°.I

ACS3S7 Female
+3.9

HOS364 Female

This vas ia comparison o an averac: cuyryl tive bedy weight gaian in contrs]
mles of 2.0 kg and in famales of L.5 kg. It was qur gpinfsn that thess
findings were fast materfal related.

the Grouo 4 animals

IR was our recammendation that for humane reasons al] of
de removed from the tast macarial dtet and be placad sn canned (Alpo} deg foed
for at Teas™ one week and that at the end of one week the top dose be reduced

from 5000 pow to 4500 ppem.

On the marning of November 24th aflar consultation

Coma 2nd s EPA we agreed tiat switching to canned food
reductten aftar at leas: one wesk with out tast matertal
for humane and scieniific reasans. These changes wera implemen

NI personnel.
In addition, and upon your instruction, HWI took s2111 photagraphs and 3 video
tape of the lesions from ane male and famale A3ch from Group L and 4. While

the quality of the video and potential quality of the photagraphs are
margindl, I feal stronyly addfticnal restraint measures or additicnal attampts
Lo obtain quality pictures would Jecpardize tha sciaatific intagrity of the

study dy additiomally stressing select dogs in the study.

by you with. Hokka, Dieck
immediataly and dosa
was the best approach
tad that day by

nta] records for weeks 4 - § for this study and
e Was 21.4 . 24.0 degrees ¢ and the humidity
1 within protaeol requirements.

We have reviewed the environme
found that the temperature rang:

range was 37.5 - 59.9 %, Both of which were wel
Oatly food and watar checks wers dona as scheduled per HWI SOP for this same
time period and nothing unusual was noted. It is therefore highly unifkaly
that environmental deviations could have contributad to the cusarved tongua

lestons.




Attachment 3

Facsimile Transmission

Main Fax Number: (608) 241-7227
Texicology Fax Number: (608) 242-2736

December 10, (9y2

To: Richard L. Conn

Company: Stewart Pesticide Registration Associates, Inc.

Facsimile Number: (703) 415-3037

From: Elaine Miller

Number of pages (including cover): 11

To confirm receipt of transmission, call (608) 242-2712, ext. 2593

Comments:  Mr Conn - Attached are the body weights, body weight gains, and
food consumption data for HWI 6434-101, "13-Week Di.tar Toxicity

Study with Kasugamycin in Dogs." In addition, I have attached a
copy of this morning’s veterinary exam observationc for thie

study.

If you have ar¥ questions, do not hesitate to call me at
(6G8) 242-2712, ext. 2593.

cc: 2. Thowford, PhD
Study Nirector
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