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Subject: HWG 1608 (Tebuconazole) technical. Upgrade of metabolism study.

Tox Chem No. 463P

MRID No. 425083-01

PC Code: 128997

DP Barcode: D184304, D184310, D184311, D184312, D184318, D184319,
and D184320

Submission Nos.: $428527, S428531, S428535, S428544, S428598,
$428600, and S428601

Action: 116, 101, 231, and 251, , . -
: \!
From: Alberto Protzel, Ph.D.
Review Section III 416 73
Toxicolegy Branch II

Jealth Effects Division (H7509C)

To: Mr. Benjamin Chambliss/Ms. Susan Lewis (PM-21)
Fungicide-Herbicide Branch
Registration Division (H7505C

Thru: James N. Rowe, Ph.D., Head ;u.fZ,,we, 4’[@“13

Review Section III
Toxicology Branch II
Health EZffects Division (H7509C)

and

(>
Marcia 7an Gemert, Ph.D., Chief MW (?I/ 7
Toxicology Branch II

Health Zffects Division (H7509C)

ACTION: Review of the following study on the chemical HWG 1608 (Tebuconazole)
Technical submitted by Miles Inc.:

Addendum I. ~Phenyl-U-%“C] HWG 1608: Study of Biokinetic Behavior in the

Rat. Responsa to EPA Requests and Inquiries. [Report 97439-1; MRID 425083~
01}.
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It is recommended that the tebuconazole metabolism study in rats that was
initially submitted in the following cww volumes:

1. Study of Biokinetic Behavior in the Rat (Mobay Report No. 97439, MRID
409959-11)

2. FOLICUR*: Metabolism Part of the General Metabolism Study n the Rat.
(Mobay Report No. 97439, MRID 409959-12),

be upgraded from Supplementary to Minigpus

DETAILED CONSIDZERATIONS

A rat metabolism study of tebuconazole by Mobay was initially reviewed in a DER
dated 12/19/90 (Microfiche 008241). The metabolism study was submitted in the
following two wolumes:

1. Study of Blokinetic Behavior in the Rat (Mobay Report No. 97439, MRID
409959-11)

2. FOLICUR*: Metabolism Part of the General Metabolism Study- in the Rat.
(Mob&y Report No. 97439, MRID 409959-12).

The study was initially classified as supplementary pending submission of
addirzional data.

In response toc the classification of Supplementary, Miles, Iﬁc. initially
submitted the following additional study:

Addendum I. FOLICUR!: Metabolism Part of the General Metabolism Study in

the Rat. Additional Information requested by the EPA. [Report 97433-1;
MRID 421752-02}.

Based on the review of the additional data submitted as Report 97438-1 (MRID
421762-02) it was concluded in the 7TB-II Memorandum from A. Protzel to
B.Chanmbliss/S.Lewis, dated 8/8/92 that

o The additional information submitted by the Registrant had adequate
responses to items 1,2,3 and 5 listed in the DER.

o The subject metabolism study may be upgraded from supplementary to
minimum if the following information (item 4 in the DER) is submitted
and is deemed acceptable:

a. A clarification as to whiy it is stated (in Report 97439) that
GLP requirements do not apply to the portion of the study in
Mobay Report No. 97439 (Fharmacokinetics) [MRID 409959-12].

b. A signed and dated GLP compliance statement for the portion of
the study in Mobay Report No. 97439 (MRID 409959-12).
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Concerning above item (a), Mcbay, Inc. stated that "The pharmacokinetics study
(Miles Raport No. 97439) always had an appropriate GLP statement on page 86, but
Miles mistakenly claimed on page 3 that there was no need for a GLP statement.
An appropriate GLP statement is included as page 3 of this addendum”.

Concerning above item (b), Mobay, Inc. stated that “"A copy of the signed and
datad Statement of Compliance with GLP Standards is now included as Figure 2 of
this addendum".

.gency’s Responge:

Concerning item (a), Mobay has submitted a suitable clarification.

Concerning item (b), the submitted GLP statement is included as Attachment 1.
It is ncted that although "requirements for recording raw data were not
consequently met in all cases", the work appears to sciemtifically sound.

It is recommended that the tebuconazole metabolisz study in rats that was
submitted in the following two volumes:

1. Study of Biokinetic Behavior in the Rat (Mobay Report No..97439, MRID
409959-11)

2. FOLICUR®: Metabolism Part of the General Metabolism Study in the Rat.
(Mobay Report No. 97439, MRID 409959-12),

be upgraded from Supplementary to Minimum
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Attachment 1 .

Statement of GLP Compliance
From p.8 of Study 97439-1, MRID 425083-01

' 974391

STATENEXE OF CONPLIANCR Oct=02-1987

T8 the Dbe2t of our knowledge snd belief ve doel-ro thut :lt.
study was conducted in compliamce with GLP Steadards (USA,

40 CYR Part 160, Nevember 29, 19833 OICD, € (83) 30 tnun.

May 12, 1301) vith the exceptien ia the folloviag respest 3 -

= Altheagh this study was condusted accerding te standscd
opearating proceduires, not all of the procadures coaserniang the
cORdustion and radiosctivi measurensant tocanl«“ of
bielegical mazerisl vere formally mlgmn‘ 28 8.0.9.°8.

- The requirensnts fer recerdiag raw an vere aet consequently
met Ia all cascs.

Ketwithatanding thie from the eurrent ClP=
requiatiens, we Delieve gh..r'“" and invegrity of the data
sutmitted wes not affeeted 2 the study Iz velis te support the
conciueions. drawn.

Signaturest
. ¢ Study Director 3
ol o 240 82
{ De. 8. Waber ) Date _

010114ty

tom-uuvtw
A :x(.... .., eeseromeas

¢ Pr. U. Neukamp )

( De. Z.0. Kavgnsas) Dats cone
veoses esee
o e
s o0 .
. 3
ssecee

e o
. e
() . _so
oo o
vogee ceso

Figure 2. A copy of the statesent of compliamce with GLP standud;‘fn- »
page 11 of the "[Phenyl-U-14C] WG 1608: study of biokinetic? .".
behavior in the rat® {(Miles Report No. 97439; MRID 409959-12], s
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