RE: MPI dog testing - proposal by PR 071108.doc

Wednesday, September 19, 2012

3:36 PM
Subject RE: MPI dog testing - proposal by PR 071108.doc
From Dieterle Roland Mario CHBS
To Dixon Monty USGR
Cc Mewes Kersten CHBS
Sent Wednesday, November 14, 2007 11:58 AM
Attachments

“]

MPI dog
testing - pr...

Monty

Please listen to the voicemail I've just dropped.

We fully agree with your comments which are in line of what we've discussed recently. We also fully
support the testing of a PQ product with increased emetic level, however, such a study can probably
only be started next year. The only possible test we therefore see (subject to availability of the CoA and

SEARC approval), is the one with G. 240 1x emetic plus adjuvant system.

I hope you and your colleagues can agree. Please call me as soon as you are back in office to further
discuss.

Regards, Roland

PS: Please check the names of the authors of the doc.

From: Dixon Monty USGR

Sent: Tuesday, November 13, 2007 21:06

To: Dieterle Roland Mario CHBS; Abbott John USGR; Akins Jonathan USGR
Cc: Mewes Kersten CHBS

Subject: RE: MPI dog testing - proposal by PR 071108.doc

Dear Roland,

I am attaching my suggestions for possible next steps which are only two really. These are based upon
showing a direct comparison between what is available to growers in US.....Inteon vs. Non-Inteon. In my
mind, that is still the big question to answer as it deals with real world exposure potential. However, as
we discussed, the question will still remain that even with differences between the two, will these be
enough to cross the threshold where EPA would be compelled to grant a standard and | am aware that
this option does not address what we have seen so far.......

I look forward to the follow up and our face to face meeting which | believe to be in the works. To me,
such a direct meeting is critical at this stage.

NativeFileDownload Page 1
SYNG-PQ-00864692_R



Kindest Regards,
Monty

<< File: MPI dog testing - proposal by PR 071108.doc >>

From: Dieterle Roland Marioc CHBS

Sent: Thursday, November 08, 2007 11:25 AM

To: Dixon Monty USGR; Abbott John USGR; Akins Jonathan USGR
Cc: Mewes Kersten CHBS

Subject: MPI dog testing - proposal by PR 071108.doc

All
As follow-up of yesterday's telecon with the request to provide proposals and rationales for further dog
testings, | prepared a 1-pager outlining the critical issues we need to address from the regulatory point

of view and the proposed next steps.

Please discuss the paper, make any comments and suggestions, and provide the NAFTA view where
requested. We have then to agree on the proposed next MPI test. Deadline for that is next Wednesday.

Best regards,
Roland

<< File: MPI dog testing - proposal by PR 071108.doc >>
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Paper for discussion at telecon on Tuesday, 18 September

Wednesday, September 19, 2012
3:46 PM

Subject Paper for discussion at telecon on Tuesday, 18 September

From Phillips Alison GBAP

To Doe John GBJH; Earl Michael SGSG; Ford Sherry USGR; Hamer Mick GBJH; Kobel Werner CHBS; Mihaliak Charles USRE; Odum Jenny
GBAP; Pastoor Tim USGR; Persia Michael USRE; Phillips Alison GBAP; Puri Emilio CHBS; Stanbrook Lionel CHBS

Ce Elliott Barry GBAP

Sent Thursday, September 13, 2007 7:06 AM
MPI data added (2007)
Attachmen X
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Dog studies required in support of the introduction of Inteon technology
Proposal for change in status for two dog studies to be undertaken at MPI

Prior to the current project at MPI, the paradigm for paraquat absorption and toxicity following oral administration was
based on the studies conducted at IRl in 1988 (Slide 2). These covered paraquat strength formulations of 100 and 200g/I
paraquat ion, and also a 45/45g/l paraquat/diquat mixture. None of the formulations contained added emetic. The
profile of paraquat absorption measured as area under the curve (AUC) and also terminations required {or mortalities
observed), was consistent, and indicated a relatively smooth curve for both endpoints over a range of ca 4x increase in
dose (ca 5-20mg/kg).

As we have progressed with our work at MPI, which involves the testing of formulations with added emetic, we have
seen the same initial curve for the A3879R formulation (Slide 3), and also for the two INTEON formulations tested (not
shown). However, for the formulation A12837B, we have seen a more erratic profile of AUC and terminations with dose
(Slide 3). An important question now is whether the erratic curve seen with the 360g/| formulation (A12837B) is isolated
to this formulation, or whether in reality it is perhaps a paradigm for paraquat formulations containing emetic. The
360g/I formulation is unique amongst the others tested in the past and also concurrently in having: i) high strength
paraquat, ii) valeric acid as the alerting agent and iii) no adjuvants present (Slide 3). In order to determine this, it is
considered necessary to take a formulation that is more typical of the other (and majority of) paraquat formulations
(lower strength etc) and evaluate it at dose levels that define most or all of the termination curve (ie up to 4/4
terminations). This will address whether for such formulations we have the IRI paradigm of response, or one more
similar to that seen with A12837B (Slide 4).

The proposal is to bring forward the two 240g/l paraquat strength formulations that have already been approved for
conduct {Slides 5 and 6, shown as Variation 2 & 3), and to test these, but to proceed up the dose levels to obtain the full
curve up to 4/4 terminations. The studies will therefore provide the data on full dose response for the two key aspects
of a lower paraquat strength formulation (but one more typical of that sold in the majority of countries worldwide), and
also an increased emetic formulation, a key consideration for the USA and potentially rest of the world). Identifying the
full shape of the dose response curve will allow us to be more confident on the comparison of toxicity with the new
INTEON formulations. This will allow Syngenta to make the relevant comparative assessments, and then to
communicate these to relevant external bodies in order to gain acceptance for the reduced toxicity INTEON
formulations.

The conditions for termination will remain as present, and the intent is still to have no animal die due to toxicity, but
rather to be euthanised when in a condition where it is considered not likely to survive. This proposed modification
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would not therefore involve any more pain and distress for any individual animal, but would, of necessity, involve more
animals reaching this point. This is considered necessary for us to be able to fully evaluate and interpret the data
generated to date, and also that from the studies approved for future conduct.

We have interrogated the conduct of the studies undertaken with A12837B, including return and reanalysis of the test
sample, use of gavage instead of capsule dosing, and concluded that the data are sound.

3k 3k ok ok 3k ok ok ok ok ok kkok

For reference, the initial submission and follow-up submissions for approval by SAERC are given below:
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2007 formulation comparisons

Thursday, September 20, 2012
11:29 AM

Purpose of the meenng:

To review the emerging data from 64 mg paraquat ion’kg (equivalent to

0.267ml kg) on MPI study 1390-008 (Non Inteon 240g L ATS13R)

Comparison data
Recipe for A7813R

J4818/179 J4818/175
“U$ Variation
“Inteon K” 3 noton sale” | “Gramoxone”
A7813K AT813R A3879R

gt gl gt
PQ ion (100%, emetic free) 24000 24000 200.00
PP786 (100%) 1.50 0.50 0.50
Manutex RM 900 - -
Mag Suiphate 61.87 - -
Antifoam DB-100 - - -
Antifoam MSA 0.25 025 -
Silcolapse5020 . - 025
Agnique PG-8105 7 Al2575 10.00 10.00 -
BioSoft SOBS 30LA - - 86.00
Synprolam 35X15 - - 43.00
Sulfacid blue 5J - - 500
F.0 & C, blue no.1(13%) 385 3.85 -
Pyridine bases H - - 10.00
cis-3-hexenol 200 200 -
Valenc acid - - -
Acetic acid/sodium hydroxide As required to reach pH 7.0

Plasma Pq & mortality vs dose Pq ion/kg

40
35 H
30
25 +
20 H
15 4
10 +

Plasma Paraquat 24h AUC (pg/ml.h)

100 1000

Dose received (mg paraquat ionv/kg)

—e— Gramoxone Max 360g/1 A128378B
- Inteon 240 g/1 A7813K
—a— Gramoxone 240 g/1 A7813R

*— Gramoxone 200g/l A3897R
2 Inteon 200 g/l A3879EN
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MPI data added (2007)

Past Work

Monday, October 08, 2012

9:00 AM

24h Paraquat AUC (pg/mlh

50

40

30

20

10

1

A

360g/l paragquat, no adjuvants; valeric acid; emetic

- (2/4) 45,100 and 200qg/l paraquat; adjuvants; pyridine base; no emetic

/‘ / 200¢/l paraguat; adjuvants; pyridine base; emetic

' (1/4)

(0/4)
1x emetic

T T T 1

32 64 96 128

Dose (mg paraquat ion/kg)

&— Gramoxone without emetic (200) —&k— Gramoxone A3879R (200
—8— Gramoxone A12837B (360) ~—t+— Preeglox L without emetic (45/45) —&— Gramoxone without emetic {100}

syngenta
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Gramoxone information
Wednesday, September 19, 2012

2:52 PM
Subject Gramoxone information
From Wall Michelle CAGU
To Dixon Monty USGR
Cc Lajoie Cindy CAGU 1
Sent Wednesday, September 19, 2012 2:10 PM
Attachments i .
&
OH
projTest 1

Hi Monty,

As requested, please find attached a list of the toxicology studies sent to the PMRA in support of
paraquat and our GRAMOXONE Herbicide with Wetting Agent formulation.

With respect to the variant, we historically sold A3789G (and had a high and low stench version
registered); however when the EU stopped selling this recently (2010, | believe), we moved the
manufacturing site to Mexico and registered the A3879GN variant to align with what they were
manufacturing for their own sales. This version is NPE-free, which aligns with the proactive action of
Syngenta Canada to remove NPE from products as well. | believe that first sales of the GN variant began
in 2011 and that is what has been sold since. If required, | could confirm with Canadian Supply for

you. Please let me know.

Hope this helps,

Michelle
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Comparison of GMX Formulations

Wednesday, October 31, 2012
3:25PM

iConfide Business Information

EPA Reg. No. 100-1217 Glob. non Int|Glob, Inteon| |Canadian i
Product Design Code A7813K A7813Q A7813AD A3879R A3879EN A38796N§
iSyngenta CSF Identification Code 36474 118172 1508/2 f
i’FormuIation Classification Basic Alt. of A7813K | Alt. of A7813Q f
\EPA Reg. No. inteon inteonor SL SL2.0 i
‘Paraquat Load 240¢g/L 240 2[!. 240 =/L 200g/L ZOOE/L 200g/L !
\Component (Note 1) ]CAS Number % by wt. % by wt. % by wt. % by wt. % by wt. % by wt. i
lActive Ingredient {Al) 1910-42-5 66.0 66 66 56.10 53.20 58,252
Ef\l as 100% pure active*® 18.6
EEmetic 27277-00-5 0.14 0.14 0.14 0.05 0.13 0.05;
iStabilizer MgS04 7487-88-9 10.90 f
iStabilizer {(MgS04 heptahyt) 10034-99-8 5.63 !
1Stabilizer {Alginate) 9005-38-3 0.82 0.79 i
‘Antifoam 63148-62-9 0.023 0.023 0.02 0.04 0.024
Surfactant 68515-73-1 0.91 0.91 j
ipH Adjustment {(NaOH] 1310-73-2 0.32 0.32 0.88 {
1Stench (Cis-3-hex) 928-96-1 0.18 0.18 3
iStench (Valeric Acid) 109-52-4 0.22 J
iStench {pyridine, alky deriv) 68391-11-7 0.93 0.01 0.092
iDye 3844-45-9 0.35 0.35 0.35 1]
EDye - sulfacide brillinat blue not avail 0.46 0.22 O,23f
‘Water 25.767 32.217 33.43 30.50 32.95 29.1}
iWetting Agents 70955-14-5 3.98 3.98 4.01}
‘Wetting Agents 25155-30-0 7.96 7.96 f
EWening Agents 85117-50-6 8.02%
‘Acetic Acid 64-19-7 0.00 0.88 0.23;
Total % by wt. Compostion [ 10000 | 10000 | 10000 | 10000 1194|1000}

Search Criteria

CAS Number: 85117-50-6
E Nonfood Use Only - Food use is prohibited

CAS Reg. No. Ingredient

85117-50-6 Benzenesulfonic acid, mono-C10-14-alkyl derivs., sodium salts

Pesticide Registration Impro t Extension Act (PRIA 3)
Fee Determination Decision Tree

Selow is the fee for your selecied Fee Category for Fiseal Year 2013

(521 Decision Time
fation Code Description (] {mnths)
o2 TP A PRI PSP S P $ 5.0 1

omalenancs toa Gata

30 you plan to requact aither of the folowing types of v s cd

You pae
s gire -

" 2vpe Pt e 2D ot g T o R e AR TS

Hxtion Code interpretation
40 D00 thot bropusEs 3 charsae in forcd e 3019wl fox ar e Tigradunt e use regures ) amersdme— Lo 3 Lrler e ur the meempRon Fom the regueament 1f 3 tlerarce wndet secbn 404 of the HUCS
Jopl S Rt 1AL 5 DO T3 NPy Sanil] Tl RS u SxmingRons frim e o pessnied S 3 TOGND Tt pH 0 t5ed MMt e ahih 190 108 dpp k2
5 ratmgoey Bix toy Busrsgme 11 food Usa thay ragure 4 thangs (¢ e #astag tober
W0 I 2P G0N X 03 BV HEEC D ST Dm0 st MR 1 2k P £
e R b A et o capaong Ysbes envas fof ity oo shusBEhl Usen Tt seasy whes
ertF g RessTack susth 3% bon oy Benskig Beostack A aed e dtEh B3¢ Ty s it Pandeg w2 S5 AMBSDIE GRMG =
G SEUDMATE 103 FANEHNG GQIOITIEN . PG 1) § AINTILAGA UNBSr i CARIOM . OPF taghly CRIGTIMands tha HDIK K 7aquest 3 MGG wilft the Agancs to B0 33 GBS, AGBEORA AN F43ArBOD
A1 At Al o Raoe 100 11 Mt OFOASCES (A0 T faund 2

he.

Sl QAN RSO 15 FEA0N A W NG DI GIAED 30 AWl FRTNING DTN 1A 30 ia WEHSDECE ADOFOE P ok L YDy, T BEDEAROL FHP AN PRI RO 15 DIAMNAG AT NSRS
HDON WD 05 1FRe APHON A KNG OumbRr 34500l by the AGEnty, 03me ab tha iNet INQrREmre: ) That 1 §onding 30 18 ATt O odant’s apphcant 5 Name. Dus 1o TBLCOMRIAMS, th AJente wil DAL B0 e Atacmaton
15 the 30BIFICe o the Bapendert th.ered SEPRTRIN rEGH I the SItUS o e geriding trrt Dgredent spRred Yo bevand informton e st be mared tp SEUL JeOROR resea Dmes for tne depondon
FOPHIION 35 DROATE] ER0W, 1 RNAT NICMAIER 57 INE LRI OITEAT § ATH05H 3400 MUST Come trom the Misrt Hofedent 30PNt

Tha GOTN raviaw UNG (g HIEE 197 D16 d60andeny (6 s ad IBIRRIN &l 1o SRENId 12 MIDT Ihe SOCHIEN VN LR 0U4 I35 OF NS DINEING NET NIGHOdRTE 20DT0. @ A0 unless the LOOBON 1eview tme e data
fx the dependent tovered spphatvn o firthes 0, in Wb cyse the dependert tovered sppbcaton wit mibafy be 5t 2o 43 oA SeomOn TenEw Lme

1 the gppbeaTon rovers mudtole Pgredients groued by BFA nita one chevmnal thaxy. v nogle regrte ton Terice fee wit e saxensed fty w003l of thase ingradercs
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CAS Number : 85117-50-6

Product Information Structure
?-
O=5=0
Name 1: sodium 4-dodecan-3-ylbenzenesulfonate
Hame 2: sodium 4-(1-ethyldecyl)benzenesulfonate
MOLECULAR FORMULA: CigHzeNalas
MOLECULAR WEIGHT: 348.47383
SMILES: CCCCCCCCCC(CC)C1=CC=C{C=C1)5(=0)(=0)[0-].[Na~]
N, N-bis(2-hydroxyethyljalkyl (C13-C12) amine {CAS Reg. No. [{J5-14-5) For use only

1. As an antistatic agent
at levels not to exceed
0.2 percent by weight in
molded or extruded high-
density pelyethylens
(having a density 20 95
g/cmand polypropylene
containers that contact
food only of the types
identified in § 176.170(c)
of this chapter, Table 1.
under types | VI-B. VII-
B. and VIIl, under the
conditions of use €
through G described in
Table 2 of § 176.170(c)
of this chapter. provded
such foods have a pH
above 5.0

2. As an antistatic agent
at levels not to exceed
0.1 percent by weight in
molded or extruded
polypropylene
homopolymers and
copolymers that contact
food only of the types
identified in § 176.170(c)
of this chapter. Table 1.
under Types I I 1V, V.
Vil-A. and IX. under the
conditions of use C
through G descrbed in
Table 2 af § 176.170(c)
of this chapter
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CAS Reg. No.(s)
FO95%- 145 [LPA Chemical Data acaess fooll

ﬂ Approved for Food Use

s ke o Thie R MNormmbes Deoelow for seguired ase Timmitasions an the QIR

Search for the rollowing in the e CFR...
NN -Bis-Alpha-ethyl-Omega-hydroxypoly(oxy- 1,2 ~ethanediyl) C8-Cl8saturated and unsatucated alkylamines, the poly(oxy- 1.2 -ethanediyh
content is 2-60 males (CAS Reg. Nos., 102123-78-2, 29307-17-9, 26635-92~-7, 26635-93 -8, 288259529, 58253499, 61 790-82~ 7,

61791 -14~-8, 61791240, 61791 ~26-2, 61791319, 61791 ~44-4, 6B155~-33-9, 68155~ 395, 6BI155-40-8,70955~ 145, 7324696~ 5)

Food Use tolerance information (40 CFR Part 1 80)

CER Tisie R _Nuombes Lirmizs EEEYES Al
Inert mgredients used pre-harvest I 80.9320 Not to excend 25% 1 berbiocde formulations and Susrfectants, refated
exemmptions fram the requirement of a 10% in insecticide and fungicide farmulanons adjuvants of surfactants

toierance

Inert maredients apolied to aornals 18O. IO Not to exceed 25% in ber biodde formulatiaons and Surfactants, related
exemprions fram the requirerment of o 10% in insecticide and fungioide formulations wrijuvants of surfactants

tolerance

* A value of "IDo” is the CFR representation of ditto, which refers to uses listed immediately preceding that entry in the CHFR, See the - CHFR or
cantact AR for more details.

m Approved for Nonfood Use

Data Submitter
i there 1s a gray checkmark in the data subrmatter box, do not use the inert ingredient unless you own the data or have discussed data

compensation requirements with EPA, Chick the Contact Us icon in the upper right of the screen to send an emarl to EPA’s Inert ingredent
Assessyient Branch,
Date Compenasation Notes

e Company B4940.CST 4
St Dodvcylhenzenesuttanate {(haod Typre ) {romiore)
CAS Numsbier 2515 30 O
Structure Sarongn LB, T 2enE R0l 00 DD Buny T Mad

NETY Lo S0 B Sait

SR T Y]

Saron.am

srem

o

st

General Information

Avoilable Stock
Chennai Japan *
Ties y :
g S B l
T Quotation

Bonty AN

ratr

Srorage
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GHS

Pictogram : ‘a

Qnal word RS TRATIaTv]
Hazard 3O 2Z plarmialf swaliowed
Statements H3L%  Coans

WL tay cause an allergr shan reaction

5 BRIOFPitation

3R 0 avs
BT MAY s P SpIratory st

HEEONIS Gy e IrnERtIon

HAGL CToww fo aqustic ife
HA L1 loxe €0 acquiatic hfe wirh long lasting offects,

Pracautionaty  piol Avord breathung

Srataments

P2EA Wl haodu thioroudhily after baandhng
270 Do not ear, donk or amoke when gonag s prodoct.
P22 Une only outdoors o wr a well ventilateed an o,
P72 Contanatad work cdothing phiould 1ot e allowed out of thixe wrbplae

P27 Averd pelaane Lo Ui e ot el

Sy i DCOTECHION TR Protiction
AL CWWE D <l o POISON CENTER o dactur spbiyucnss of

P2R0 . Wedr protactive glov
PXOR P31 200330 15 HwW
you teel unwesll Rimss mouth

P302 9350 (1F ON GRING Gantly wash with plenty of ami and watie

PUSOA S ©IIA0 1P INFAL LD Remous victum to freah s maned Bssp At caRt 1y 2 position

camfortabic for broattonag,
B0 35S T ¢ P EEE IF TN EYERD R cRunmialy aafh water for seversl mmates

emove contunt fensen, f proesent and ey to dol C ontine s,

PRl all a POINON CENTER ur dottorsobivacian if you Foeal unwell,
PE3ZLPILT I b rotetion o tant neur s Gt ineddinal sdvites sttentiorn o
B335 O31 Tt wya irnitation Pt etets Get msdieal @y wttention

P63 cWash contuaated dothimna before reuse,

P91 Calisa vpillage
PAO3 s P233 Storm i w well venlUlated placs. heep cottanies Gabtly dosed
PADSG Gtore lockad

PHOL Deposs of ContEnts/cont et through 3 wasts MaRnagemeant company
AUEPIOHZEd Dy ther (0C@] Government

Transoort Information

¥ Jor} [Approved for Food and Nonfood Use — see below for use limitations.]
CAS Req. No.(s)

25155-30-0 [LP4 Chenucal Data access Tool]

ﬂ Approved for Food Use

Click on the CFR Number below for required use limitations in the CFR

Search tor the todlowing i the ¢ CFR..

Benzenesulfonic acid, dodecyl-, sodium salt

Alkyl (C8-C24) benzenesulfonic acid and its ammaonium, calcum, magnesium, potassium, sodum, and zinc salts

Food Use tolerance information (40 CFR Part 180)

CIR Title CER Number Limits
Inest ingrechents used pre- and post-harvest 180.910 - Surfacrants retared adjuvants
fram the of a wlerance of susfactants
Inertingrechents apphed to anmals exempuons 180.930 - Surfacrants. emuisiher
from the requrement of a tolerance adjuvants of surfactants
- 180.940¢ When ready for use the end-use

concentration is not to exceed 430 ppm

* A value of "Do° 15 the CFR representation of ditto, which refers to uses listed immediately preceding that entry in the CFR. See the e~CFR or

contact HAB for more details,

m Approved for Nonfood Use
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