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Jenusry 12, 1987

Yasticlde Petition No. TPUS5E

Pr. Ross . Herr

Yesticide Regulatory Affairs
Plant Bealth Products

The Upjohn Cowpany
falemazoc, Richigen 45001

besr Dr. Hery:

We have youwr iettar of Jamuery ¥, 1967, tranesitting a pesticide peti-~
tion propesing the sstablistment of tolerasces of 0.05 pert per miilion
maimﬁmtm%.ﬁ part per willion on almond busks for vesidues

of the fumglelde 2,6~dichlovo-d«aitromiline, ¥e alse have the
accompanying check for 560D,

This petition has been designeted Pesticide Petition No. 7PUSSE.

Since two tolersace lewals are propesed ian this petition the ancessary
feo is $300. We will hwid this petition pending recefpt of ss addi-
ticaal deposit of §360,

Sincerely yours,

m ﬁv mi JE‘
vetitions Control Branch
Bureau of 3cieace

ses  Pesticides Regpulavion Division

ARS, UERA
NOTE: 7Two toierance levels proposed for
ec: PCB FSA DIE  FB different parts of the same raw
agricultural commodity requires
DMBaker:rh 1/12/67 fee as if two difierent raw agri-

cultural commodities. See
precedents in Pesticide Petitioms
329 and 378,
DMBaker, Jr.
Received
FSA /Pest. Br.

JAN 23 1967
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festicide Petition No. W05
il
. e B, Eevr
FYesticide Yepulatery Affaire
Tient Health Produwcty
The Gpiohn Compeuy
Laismanao, NMichigse 49001
i bave your Istiwr of Jamesry 17, 1967, aad the secoapw
mmm@amm Mamymt §wwm
Perikion Bo, THUSIS. copdiagly, thie mm ix bukwg Tiled
odny .
Further sobion swatits somplotion of seisetific review aod
wvaivetion.
$tocerely youvs,
Doww B, Bekew, Jr.
Patitions Cowmkral Srawmch
serese of Scioncw
#g: Festiziden Begulation Bivision
AR5, B0
ec: PRD, ARS, USBA(Hr. Bowen
ce: PCB FSA DIE FB
DeBaker cwmn 1/20/67 o Received
A/PES& Be.

JAN 23 1967
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PERSERT: Pr. Alen J. Lewis ¥} upjohs Company
Pr. Keot M. Beclman y Zalswazoo, ¥chizan
Br. Ross R. Bery 3 43001
By. Richard L. Johnsen 3} (AR 12-868)
br. 6. Whitmore 3
Dr. 0. G, Fitchugh 3
)

Mvision of Pomicologicsl
Bvaivation

Mr. Drev M. Baker Petitions Control Branch

SDBJIRCT: Botran (2,6-dickioro-§-nitroanilive)

Mr. Baker's letter of Januayy 10, 1967, to Dr. Herr was the vesson for
the confevence., The letter said that the msximue ascceptabie daily
intake for Botran had been resched and thet we will be uneble to com~
sider the establisheent of additional tolerances for residuss whick
will result ia a toxicolegically significant incresse in the total
éietary intake of Sotrsn.

The visitors asked on whst basias we concluded that the mexisem asccept-
able deily intake of Botrmn had Deen reached. We said on the basis of
& hundred-fold safety fasctor, thst is, the no~effect level was 180 ppm,
8o a deily iotake of 1.5 ag/day was acceptable since we comsidered the
average intake of food was l.5kg/dey. We sald our calculations fudi-
cated s intake of 1.44 wg/dey based mpon 21l crops for which telerance
are established haviag residues at the tolersmce lsevels. The visitors
presented their caleulations showing a yearly intake of 403.4 ng based
npon &ll crops for which tolevances are established having residuves at
the toiersnce levels., ¥Ne sald 403.4 ng/year is equivalent to 1.13 mg/
day. They said they diffevence betwesn their figure of 1.15 and our
figure of 1.44 wus probably due vo the fact that they hed not included
canned foods In their caleulation because they helieve that Botran
residues are completely destroyed during the caanlng process. They said
thgy hed incloded frozen foods in their caleulstion aithough they beléeve
that freesing will descroy abuut helf the Botran vesidues.

We said Mr. Baker's letter does uot rule out consideration of reolevances
for megligible residues of Botram. Howsver, we want a repert from Dr,
Curtis et SPAL on his experviments thet shav some damuge to the eyes of
doga being fed Botran. They said thbey bave an appointmant with Dr. Curtis

.
Prew M. Baker, Jr. :‘&Qﬁ A

%\Q@* ¥
ce: BCB FSA DTE PP TFUSS8 & 6FO0474 Kg%&

DMBARER :nmmx 1727767

-
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The vislzors fmguived about the Petittons Uonbrel Zwsneh letber stating |
sdiitiomml tomicoiagicat Wﬁm residue boletamoes fow Botren gould !
g0t be seiabiished. M E o table of snlouiatices, bemed on 1
etk food intake fmfoveedicn, showivg pessible osctwe: intale coumid be |
3.94 ugfdny from mxm mim tyhm Touly calenistions 414 1
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(AF 12~s&a)
: , 7 /
pesticide Petition %o, TFOSSE February 17, 1967 W,»
o M/ )

pr. Zess B. Sy st
Agricaltnral i Chasicals A7 ,_% i
the Upjohn Conpey AEOSS
pear br, Hexr:

we hove your letier of Pebwmexy 17, 1347, vequesting that teletance
ﬁwmafmmﬁm&ﬂmmhwm&ﬁ&wt
per wdliien vo 0.1 part per =iilion.

The praposed tolevsnce for alwend mast in Pesticide Pevition o, TFO35E
i betng iaczessed from D.05 ppm to O.1 ppam as paxr youd raguest. i;f. s

ot
. .
e T v K
LAY

B o o -rﬂ :-u.,f;
Ferttiois ool Bk 0
Baresu of Sciesce LA

ze:  Festicides Segulation Bivision ; \
ARE, USPa  (David Bowen) L

cc: PGB f%gk BTE

J8Lmab:mes  2£27/67 :mmm  2/24/67

/D Init: UStokes 2/27/67

Received
FSA/Pest. Br.

MAR 1 1967
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t

PP FIFO5SE &

He wove thot there sre setebolism stedies with the ret (ke Upiobn Co,
Statws Bepory dated 9-2%~63) which indfcete thet no residues would
Hkely be stored in the tizeuwss (the ouly detectable vesideas warxe
Mammmmamwmzmmﬁmmm
orption, oxevebion o sebebdlise ﬁ fugented sataviais},
m* mﬁ atubier refiecred a single highelovsl dove {2 wg/ig
W}ﬁ&miy@hﬁm&mg ster. They sve thes
mm&@%ﬂwﬁ the residies mumtm From thronde
lowelevael logeetion of the pestietide by & rusdwant each e the cow.

Horeover, the dets for abuoonds W% thet definite detocksble
reénidoss of Sotven wonld be gwesewt in the bulle snd since the

tolopanes of 5.5 ppu 46 ok baing propesed to comr & “no-vesiduc”
situetion,. this Jdoes not, fo cur spinion ﬂsmtim & nepligibla
roeidoe condition,

aw‘mm, W aﬁ jmtﬁm in mw far Mﬁmi inforsation,
ineluting low-level Tesding stwlivs, to pive sors pasitiee ssuurence
thet reaiduer exuld nob trooefer to auet o adlk.

g comsmaviing sprinct the sstablichuemt of the pwo-
poend wkmm at tkia tine.
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| ﬂ/ %,4\5 }Q/

st TFOSSE

Petirions Captrol Bvapeh epd bpril 21, 1567
Division of Toxieological EZvaluation

Mﬁiﬁﬁm Eranch, Bivizien of Food A7 12-868
Seendards and AMditives

PP #7P0558, Dotres on slmonds. Zwvelustion of ssalytical methods end
residue deta.

The Upiohn Conpany proposes the following rolereances for vesidues of
the fungicide Z,6-dichinorowi-pitronsiline (trede nmoe Botren):

$.5 mpm on almend hoskad

2.1 ppm oB wlzpond mests

Tolerances of 28, 15, 10, 5, 1 and 0.2% ppe have previously been
estabiizhed for Bolvan on 2 number of fruits and vegstsbles.

Conglusione

1. #n sdecusts method of analypis iz sveilable for en-
forcemsat prrwoses .

2, Besidues in alzond hulls sad mwests weuld not omeesd
the propoged tolerunces with the described usage.

3., Almond hulls sre used chiefly in anival feeds and in
the absence of 2 feeding study for Botvan, we csumot detersdne with
definite assurspce vhether or not vesidues would vomelt in aeat ox
wilk if the proposed telerseces were established,

sand thet the proposed tolevemcse not be established,

The pecitloner should be inforsed thet before ¢ fawovsble resosmendarion
can be made we will need a feeding study to demmmeirate whether or uot
the ingaetion of Botren residuer 2t the propoged tolevapce level of 0.3
pp for alsond bulls/¥esalt in residues in weet or milk,

Detalled Considerations

Butren {formulated s edther the 73% or SO% wettsable pemder) 4z to be
appiied to alvende for the comtrol of bwoun rot or bloseom blight st

*ihe petitioner refors to the outer coveriags as alwend "husks™
aithough the taym "hulls” is more commonly uzed. We have wmed this
lettey designation in our veview,
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Eiv%:lon of Pestlcides ,"

'Deieslan Gf Fcrage Restrlctlons on Batran Labels._

May 13, 1969 -

PRD, USPA (see letter H, G. Alford to 7. Alpert 3/40/69) has asked our

op&nx#n on the request of Upjohn. Co.. that the forage

restrictions on the

Botran' (2,6~dichlorc-4-nitroaniline) labeling be delered. Meat and milk

studlps were submitted to support their contention
idues of Botran would result in meat and milk if the
‘llfted, ' :

that no detectable resg-.

restrictions were

JThesm feeding studies 1nd1cate that no detectable residues of Botran per se

'would result in meat {(<0.l ppm) or milk {<.0l ppm) -

to 80 ppm of Botran in the total diet. The method «
deterfor) however, determines the parent. compound o

. studles (PP $3F0558) with the rat using Cla-labelea
Botrdn is absorbed and metabolized in the anlmal

namely: 3 so-dichloro~4~aminophenol and the glucuroni: :

of thls campound were found in the urime. This ra
leaSL sof the presence of these or other metabolites
tlssmes from the comsumption of Botran by livestock

Unless further information is recelved to resolve t
not conclude that the restrictions arc unnecessary -
these uses would be under our Regulation 120 6 (sta
-erances in meat, milk, eggs). :

ce: ' '

5C-13 © §C-300
8C-12 ©86-320
sc-1 - - C8-40

SC-970). '

-Dﬁ&fé}:ibc
.5/13}69 .
RD/I - JAlpert JGCummlngs

‘vom the feeding of up

ly. Previous radlotracer

sotran indicated that . . .
©ous threz metabolites, i+
and sulfate conjugates.
res the possibility at . -,

:f Botran in milk or-

-8 problem, we Can—;;;
: what tae status ofi- ™
:ment on need for tol- -

f analysis (MCGC-halegen;ié

S

5
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Sate ot sbaitted (o Semun

Mﬁ*f’w‘*iﬁfarmww;w :. ;

Received
FSA /Test. By

E JUN 2 3981_:
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Petitions Control Bramch and May 29, 1967
Divizion of Toxicological Evaluatiom
AF 12-268
Pesticides Branch, Division of Food {IThe Upjochn Co.)
Standards and Addirives

PP #7P0358, Comment on petitioner’s letter of 5-12~67 and need for 2
low-level feeding study for Botran.

In our evaluation (§5A memo, D.Duffy, 4-~21+67) of the data submitted
with this petition, we made note of the same metabolism studies with

the rat referred to in the petitionsr's letter of 5-12-67. We concluded
at that time that the vesults did Indicete thet no residues would likely
be stored in the tissues,

However, these studies reflected only 2 single high level dose (8 wg/kg
body welght) with analysis of tissues 24 hours leter apnd give a poor
indication even for & negligible residue condition of the residues in
meat or milk to be expected from chronic low-level ingeation of the
pesticide by @ ruminant such as the ¢ow. Morever, the data for almonds
indicated that definite detectable resfidues of Botram would be present
in the almond hulls frxom the proposed use snd this did not, in our
opinion, constitute & negligible residue condition.

We therefore rveaffirm our previous conclusion that before the proposed
tolerance is established for almond hulls, we would need feeding studies
to give more positive assurance that reiidues de not transfer to mest
or wilk. .

These feeding studies would also be desirable in ascertaining whether
or not the feeding restrictioms now spscified in commection with the
uses of Botren on besns, cotton, and Irish potatoes are in faet needed,

B, Duffy

el
8€I-R SCI-GD  SCI-F

DIE ™,
DFC  FSA/OD FSAI'I‘E( PP #;ﬁf%f /
Diuffy tmd: jrf

5/29/67
RD/I - GJBeusch, JAlpert
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AF 12-868

Jage 2, 1987

This eufaxs to Pestleide Porivion No. 790558 proposing the ssteb~
listewnt of tulevsoces for vestdwes of the fungicide Botran (2,6«
dichlsvo-4 nitroaniling) ot 8.5 pert per nillion ou slwond bolls
and 0.1 ppo on slmond neste.

He bave veviewed the vat weiebolisn studine tramesitted with your
lekeor of Nay LI, 1567; bewewer, thase sinidiss veflectad only =
single high M{amwmmmw
tiosns 4 houss leter sod give = poor fndicetion sven for a
Mﬁhmmﬁﬁnmﬁummwmm
be sxpecited fvou chyonie low-ievel tugostion of the pesticide by
2 vesinant sk o5 the cow. Ya offfcs that, since teasted Aleond
baulis ave Sed to catile, foeding studies uith vetils ave necded
for the followiug vemsome:

1. To mseure thet restdees of Boctms do met tramsder to
wsak mod wiik.

3. Tn suswre safety for catties consundag Sotzen.

Mamtmmhaﬁ-dmmmm.m
mmmm 'mnwkmmmiMmmm
of wexe for Boxvae on slmand bwlls end shwad seaty. Paease 1ot us
mmmwmm

Byuw M, Baker, Y.
Mptitions Contyel Branch
Bugas nf Sclesice

Posticties mm ﬁm’
ABS, DEDA

Raceived
T Pgst. B

BeParland 6/2/67 " 3

BI5/67  ED DMBimcs 6/1/67:ch 671767
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. Lo R. R. lerr I susaseT Bopran, Protocol for Meat

[ ! and Milk Residue and Safety
Studies

MEMO lFWOM R. L. Johnston ! )
A, W, Neff % F— f(’ig(g
| .

oate  June 12, 1967

The following is the protocol for the Botran meat and milk
residue studies that you requested from Dr. Neff and me.
Limited safety studies with considerably larger doses and

a shorter feeding period will initiste these studies. Milk
from these short term studies will be used for the pre-
liminary assay procedures. Chemical, not radioactive,
procedures will be utilized.

RBased on the residue findings of Botran on Almond hulls
and almond meats and on potatoes, the feeding levels selected
to be used are given in the table below:

No. of Feeding Duration of
Group Animalg* - Levels Feeding .
Control 3 0 | 30 days
X 3 o 0.5 ppm 30 days
2X 3 'z 10 ppm 30 days
4% 3 l_ - 240 ppm 30 days
Safety 3 - 200 mg/kg 5 days

* A1l milking cows

Milk samples from each cow,except in the safety group, will
be taken twice a week for.four weeks. Each sample will be:
a composite of a.m. and p.m. milkings., A total of 96 milk
samples will be analyzed for Botran residue.

Meat residue analyses will be done on muscle, liver, fat and
kidney taken from cows receiving 2.0 ppm of Botran. Lower
level samples will be taken if indicated. A total of 24
meat residue sawmples will be analy=zed.

The animals will be killed while on the treated feed (no
withdrawal period).
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—2-

The following cbservations will be made on the animals:

Daily eclinical observations
Food and water consumption
Body weight (0, 14, 30 days)
. Hemograms (0, 30 days)
a. Hemoglobin
D. hematocrit
c. leukocyte
d. differentials
5. Clinical chemistry (0, 30 days)
a. blood urea nitrogen
b. glucose
¢, Serum transaminases (SGOT, SGPT)
d. serum total protein
¢, Protein-bound iodine
f. Alkaline phosphatase
6. Urinalysis (0530 days)

W

a. Specific gravity
b. pH

c. Albumin

d. glucose

e. bile

f. acetone

g. microscopic

7. Organ weights: 1liver, kidney, adrenal, thyroid.
8. Histopathology: liver, kidney, adrenal, thyroid, bone
marrow and eye. Other tissues will be taken if indicated.

ild



HED Records Centern Series 361 Science Reviews - File R100025 - Page 28 of 40




B i S e HEFREcoidSTentE Serits 8T Seietice Reviews - File R100025 - Page 29 of 40

. TS

AGRICULTLUIRAL
CHEMICALS
¢ i
=
KALAMAZCO, MICHIGAN TELEPHMONE
Arec Code 816
245-3571

June 12, 1967

Mr. Drew M. Baker, Jr.

Petitiona Contrcl Bramch

Bureau of Science »

Department of Health, Education, and Welfare
Food and Drug Administration

Washington, D. C. 20204

Dear Mr. Baker: T
pe Y

N SUBJECT: Pesticide Petition No. 7F0558

REFERENCE: Your letter of Jume 2, 1967

In accordance with the instructions in your letter of June 2, 1967,'we
are withdrawing at this time our petition No. 7F0558 proposing the
establishment of tolerences for regidues of the fungicide Botran (2,6-
dichloro~4-nitroanilene) at 0.5 ppm on almond hulls and 0.1 ppm on
almond meats.

1 am enclosing five copies of a proposed protocol entitled "Botran Protocol
for Meat and Milk Residue and Safety Studies™.

We would appreciate it if you will arrange a conference for us with the
appropriate persons from the Petitions Control Branch on Friday, June 23, 1
1967, Attending from Upjohn will be Dr. R. L, Johnston, Dr. A, W. Reff,
Dr. A. J. Lemin and myself. Our plane will be arriving in Washington at
approximately 310:30 a.m, E.D.T. and departing again at 5:C0 p.m. E.D.T.,
so an early afternoon time would perhaps be most convenient if 1t can be

arranged. R
€cpt
Thank you for your cooperation, 1¥L1/])1ved
Csr, B
Sincerely yours, UN 14 ‘7\95 )
o,
Rogs R. Herr ’
Pesticide Regulatory Affairs
Plant Health Products {
iid

Enclosures
o




v MEMO rrom R, L. Johnston

-

BO-T6  S/6E
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7o R. R. Herr SUBJECT Borran Protocol for Meat
and Milk Residue and Safety

Studies
A. W. Neff

pate  June 12, 1967

COPIES TO

The following is the protocol for the Botran meat and milk
residue studies that you requested from Dr. Neff and me.
Limited safety studies with considerably larger doses and

a shorter feeding period will initiate these studies.

from these short term studies will be used for the pre-

liminary assay procedures. Chemical, not radioactive,
procedures will be utilized.

Based on the residue findings of Botran on Almond hulls
and almond meats and on potatoes, the feeding levels selected

to be used are given in the table below:

No. of Feeding Duration of
Group Animals* Levels Feeding
Control 3 0 30 days
1X 3 0.5 ppm 30 days
2% 3 1.0 ppm 30 days
4% 3 2.0 ppm 30 days
Safety 3 200 mg/kg 5 days

* A1l wilking cows

Milk samples from each cow,except in the safety group, will
be taken. twice a week for-four weeks. Each sample will be
a composite of a.m. and p.m. milkings. A total of 96 milk

samples will be analyzed for Botran residue.

Meat residue analyses will be done on muscle, liver, fat and
kidney taken from cows receiving 2.0 ppm of Botran. Lower
level samples will be tgken if indicated., A total of 24

meat residue samples will be analyzed.

The animals will be killed while on the treated feed (mo

withdrawal period).
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The following observations will be made on the animals:

Daily clinical observations
Food and water consumption
Body weight (0, 14, 30 days)
Hemograms (0, 30 days)
a. Hemoglobin
b. hematocrit
c¢. leukocyte
d. differentials
5. Clinical chemistry (0, 30 days)
a. blood urea nitrogen
b. glucose
¢. Serum transaminases (SGOT, SGPT)
d. serum total protein
é. Protein-bound iodine
f. Alkaline phosphatase
6. Urinalysis (0,30 days)
a. WSpecific gravity
b, pH
¢, Albumin
d. glucose
e. bile
f. acetone
g. microscopic
7. Organ weights: liver, kidney, adrenal, thyroid.
8. Histopathology: 1liver, kidmey, adrenal, thyroid, bone
marrow and eye. Other tissues will be taken if indicated.

£ o
. .

11d
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_ TO R. R. Herr SUBJECT RBotran, Protocol for Meat
B and Milk Residue and Safety

DN Studi
’ PV4EEZ%V4(:) rrom R, L, Johnston Fudtes

A. W. Neff

u

pate  June 12, 1967

20 126 5/68

COPIES TO

The following is the protocol for the Botran meat and milk
residue studies that you requested from Dr. Neff and me.
Limited safety studies with considerably larger doses and

a shorter feeding period will initiate these studies. Milk
from these short term studies will be used for the pre-
liminary assay procedures. Chemical, not radicactive,
procedures will be utilized.

Based on the residue findings of Botran on Almond hulls
and almond meats and on potatoes, the feeding levels selected
to be used are given in the table below:

No. of Feeding Duration of
Group Animals* Levels Feeding
Control 3 t 30 days
iX 3 0.5 ppm 30 days
2X 3 1.0 ppm 30 days
4% 3 2.0 ppm 30 days
Safety 3 200 mg/kg 5 days

# All milking cows

Milk samples from each cow,except in the safety group, will
be taken twice a week for.four weeks. Each sample will be
a composite of a.m. and p.m. milkings. A total of 96 milk
samples will be analyzed for Botran residue,

Meat residue analyses will be done on muscle, liver, fat and
kidney taken from cows receiving 2.0 ppm of Botram. Lower
level samples will be taken if indicated. A total of 24
meat residue samples will be analyzed.

The animals will be killed while on the treated feed (no
withdrawal period).
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The following observations will be made on the animals:

. Daily cliniczl observations
Food and water consumption
Body weight (0, 14, 30 days)
. Hemograms (0, 30 days)
a. Hemoglobin
b. Thematocrit
c. leukocyte
d. differentials
5. Clinical chemistry (0, 30 days)
a. blood urea nitrogen
b. glucose
c. Serum transaminases {(SGOT, SGPT)
d. serum total protein
€. Protein-bound iodine
f. Alkaline phosphatase
6. Urinalysis (0,30 days)
Specific gravity
. PR
Albumin
. glucose
. bile
+ acetone
g. microscopic
7. Organ weights: liver, kidney, adrenal, thyroid.
8. Histopathology: liver, kidney, adrenal, thyroid, bone
marrow and eye. Other tissues will be taken if indicated.

+

=~ W
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MEMORANDUM OF CONFERENCE

/
D)
PRESENT: Dr. B. R. Berr }
pr. R. L. Johaston )
Dr. A. J. Lewmin )
Br. A. ¥. Neff )
and
Mr. J. Alpert Pood Standarde and Additives
Mrs. Jumes B. lLand Petitions Contyol EBranch ;
SUBJECT:  Meat aand Milk Residue Study om Botran AV

]

The visitors presented 2 pretocol for a 30-day meat and milk residue
study on Botxan in wilking cows.

The following points were discussed:

i. Whether the proposed feeding levals were high encugh to
provide date for other crops besides slmonds. The visitors
agreed te add two additional levels of 5 and 20 ppa te the

study.

2. The proposed study did not show how equilibriem is the
tissues would be determined, asswuming that the composnd will
store in tissues. The visitors agreed o use as an indicator
of equilibrium biooll residue levels determined on blood
samples taken at the ssme time as the milk samples, as sug-
gested by Mr. Alpert.

3. Spot check of tissue residees in both high and low feed-
ing level snimals will be performed to provide supporting data.

4. Mr. Alpert indicated thar the 0.05 ppm sensitivity of the
amsiyticel wethod for meat and milk residues is probably aat-
isfactory for meat but is not satisfactory for wilk. A sen-
sitivity of 0.0 - 0.02 ppm i3 needed for milk. The visitors
were told that overdesing would help to support the method-
ology if the higher levels skowed no detectshle residues above
the seasitivity of the method.

ec: 8-13 8-310 8-9%90 g-12

JoLanb mon 7/24/67; mak 1/19767
/D Init:Jalpert 7/20/67

!
i
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AGRICULTURAL

CHEMICALS (_ ‘
| - FF

THE UPJOHN COMPANY

KALAMAZOO, MICHIGAN
TELEPHONE

Area Code 616
July 7, 1967 3453571

Mr. Drew M. Baker, Jr.

Petitions Control Branch

Bureau of Science

Department of Health, Education, and Welfare
Food and Drug Administration

Washington, D, C. 20204

Dear Mr. Baker:

This is to summarize the results of our meeting of June 23, 1967 con-

cerning a proposed meat and milk study on BOTRAN. Attending were Mr.

J. Alpert and Mr. J. B. Lamb of the Petitions Control Branch, and Drs.
A, J. Lemin, R. L. Johnston, A. W. Neff, and R. R. Herr of The Upjohn

Company. The meeting was held in Mr. Alpert's office.

The protocol for the proposed experiment, which had been submitted with
my letter of June 12, 1967, was in pgeneral considered satisfactory, sub-
ject to the following comments and suggestions:

1. Mr. Alpert questioned whether the proposed feeding levels of
0.5, 1.0, and 2.0 ppm were high enough to provide data for
the use of BOTRAN on crops other than almonds, e.g. beans,
cotton, potatces. In consideration of this, we are planning
to add an additional group of animals and readjust the feeding
levels. The new levels will be 0.5, 2.0, 5.0 and 20.0 ppm.

2, Mr. Alpert also pointed out that the experiment as described in
the protocel would not show that equilibrium was established in
the tissues in the event that tissue residues were found and
tolerances were consequently requested.” He suggested that the
establishment of equilibrium could be demonstrated by determination
of blood levels during the feeding study. Such blood levels, there~
fore, will be determined on blood samples taken at the times that
milk samples are collected.

3. It was suggested that animals at the lower feeding levels be checked
for tissue residues as well as those at the highest level as stated
in the protocol. These animals will be kept on treatment until
results at the highest level are known. Some or all of them will
then be checked, depending on the high level results.

Eﬁgfﬁﬁigi.13fa
e

9 \_4
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Mx. Drew M. Baker, Jr.
Page 2
July 7, 1967

4. 1In response to our question of whether an assay sensitivity
of 0.05 ppm was sufficient for this study, Mr. Alpert said
that this would probably be sufficient for meat residues,
but that a sensitivity of 0.01-0.02 ppm was usually desired
for milk. If the method is not this sensitive, the feeding
level will be considered, Z.¢. higher levels which show no
detectable levels will be considered as evidence of negligible
residues at proposed tolerance levels,

Thank you for your help in arranging this meeting. If there are any further
comments, suggestions or questions, please feel free to contact me at any
time.,

Sincerely,

LBl

Ross R. Herr
Pesticide Regulatory Affairs
Plant Health Products

11d

cc: Mr, Jerome Alpert v~
Mr. James B. Lamb
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//ﬁf TS S

Potitions Gontrol Braach Jaty 23, 1969
&F 12-B63
Patitions Evaluation Branch, {Epjotn)

Pivision of Yesticides
Beletion of Forgge Restrietions os Botran labels.

We have again reviewed the data relating to the Upjoin request that the
forage restrictions on the Botran labeling de 1i{feted. is indicated
previcusly (ouxr semo of Hey 13, I969) the silk-ocut study shows uno ﬁ;mm
ef&atmmﬂginm&ﬁlw and in wilk (<0.01 ppm)., The
setebolism study with the rat sbows tae norsal typs of sutabolites in

the urine, 3,5~dichlore 4~swinophenol and the glucuromide wnd sulfate
conjugaten of this compound, The mathod of smailysis For the msat and

milk cesidue study detects the pavent compound only end will not detect
these mstabolites. We ralsed the question of the possible yresence of
there setabolites in milk. The available data do not anower this guestion.

Hpiolm i3 in effect saking us to smke 3 5ot wiressonahla sesusption that
thess metabolites (which axe the aormal type of Botran excretory products)
axe not to be expected in milk, After discussion of the problem with

Pr. H. Blusenthal, BPY, we have decided not to nake this ssmmption,

Dr. Blumenthal bas scme concern over the toxieology of this cospound snd,
in view of hisg comcers, we have davided to reiterats the pravicus sdwarse
concluaion ia ouy aeno of May 13, 1965, regairding the Upjobn request,

3. Alpert

ce?
sc-12

W-970

8C-300

BC-330

Botran gubject File
FP #790558

Jalpert i irf
7/23/69
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