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1 . Introduction and ai s of ee-L11,19 FVV 15 ins

2. For ulation

- anufacturing issues

- i pact of for ulation issues on safety

- way forward

- essages for SAP

JLC 30 in

3. Progress of Survey

- descriptive study results

- Gra oxone v Inteon cases

- projection for co pletion of data for descriptive study

- issues for discussion with SAP

J T/DJ no/
W

90 in

4. Confir ation of essages and issues for SAP All 15 in
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BUT

Consider impact of formulation issues on the survey

On the basis of current knowledge, should we continue
and/or extend the survey

Review and discuss results from descriptive study

Does the analysed data from the comparative study
indicate we have the right parameters to analyse and
interpret the descriptive study?

Should we change/modify any parameters?

Has the prolonged phase in of Inteon had any impact on
the survey?

Messages for the SAP

Consider publication strategy implications
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'I

Mean Range

Released 180.7 170.9 - 188.4

Returned 162.7 - 189.01' x.7

'ejected 158.9 -161,1

13
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. i k

1 Formulation will separate in all packs with time

Fastest separating batches have not been supplied

Have not been able to control separation in

manufactured batches by service testing

Formulation ingested from small packs (250 and 500ml)

without agitation will be closer to homogenous

formulation. (Which is the most frequently used pack?)

Three to five inversions will remix the formulation

The likelihood of ingesting formulation without agitation

is considered low.
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a ack Size - a acks Litres sold

200 m I 547000 107800

400 ml 1707000 687000

1 litre 847500 847500

Total 1627500
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3e separaticri *f /j*,1438
ew at# 41

0

U es

lh
Area Under Curve (µg/ml.h)

4h 24h
A14380A (126g/L) 5.05mg/kg 0.57 ± 0.09 2.16 ± 0.86 2.70 ± 1.05

A3879BU 8mg/kg 0.99 ± 0.11 5.34 ± 0.58 6.94 ± 0.91
Gramoxone (June 2004) 8mg/kg 0.89 ± 0.44 5.63 ± 1.27 7.98 ± 1.74
Gramoxone (1988-1991) 8mg/kg 2.21 ± 0.22 10.06 ± 0.49 15.98 ± 0.89

4 8 12

Time (hours)

16 20

A14380A  (1268/L) A3 879BU (May 2003)

Gramoxone (June 2004) e e A e e Gramoxone (1988-1991)

19
Times to emesis: A14380A (126g/L) 36.3min, A3879BU = 51.3min

24
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.I i

The aim of these experiments was to demonstrate that
separated formulation is not more toxic than Gramoxone in the
dog.

The separated formulation (126g/1) which showed the greatest
absorption of paraquat per dose volume in the rabbit has been
assessed in the dog

On an equi-volume basis it showed earlier emesis resulting in
less absorption of paraquat than Gramoxone

These dogs will be given the next dose on 19th April

Preliminary conclusion "At a sub lethal dose of -44mg
formulation/kg in the dog, ingestion of a separated formulation
(126g paraquat/1) showed less paraquat absorption than the
equivalent dose of Gramoxone."
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.I

In the short term no change - continue to supply material and

monitor separation in drums and pour off in pack at 10days.

A3879BU (bikini) could be considered for introduction late 2005,

but no efficacy data and predicted poorer efficacy. Registration

based on current product.

Work ongoing to develop replacement 2008/1 formulation (Phoenix)

and expect to evaluate lead 4Q'05/1 Q'06, if no clear lead back up will

be ̀stripped 100g/I' (9g/I alginate, 1.5g/I emetic, lower levels alerting

agent). Submission 2Q'06.

If formulation changed then inclusion of alternative biomarker

needs to be considered - recommend DEP.
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ubjects a 3/4/05)

Andrad

Mav 02 — Dec

04

Polo

June 02 — Oct

04

K & P

Feb 04 — Nov

04

Galle pilot

June 03 — Sep

03

Galle &

Haniban

Nov 04

Rat Col Gam

Dec 03

onwards

Total

Original databases 137 75 23 25 73 173 506

Excluded — insufficient data 4 13 J 0 0 8 30

Exehrded — exposure before

1 1203

69 40 0 25 7 0 141

Exchrded — duplicated record for

patient ref no 87390

- - - 1 - 1

Non-oral exposure 1 1 0 4 8 14

Exehrded -exposed after 1 9 04 &

not confirmed —ve to Dq

18 0 5 3 4 30

Exchrded - Lunibini saes did not

take Pq

- 3 - 5 8

Included in analysis 45 18 13 0 56 150 282

Vital status at 3 months

Dead 29 12 9 0 40 116 204

Alive 14 3 - 8 10 37 1

Unknown status 2 3 4 8 24 41

Includes two subjects who were alive at 3 months, but died later (one subject ingested 5-10 mis and the other ingested 15-30mis).

29
"~
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tI rve L)y

1.2

M zl ~I.t h

Survival Functions

1.0 -

.8

.6

.4

.2

0.0 -

-20 0 20 40 60 80

Time from exposure to death in days

100

unknown-censored

13 > 150 mIs

IV°°°~ > 150 mis-censored

E3 30 - 150 mIs

+ 30 - 150 mIs - cens

13 15 - 30 mIs

15 - 30 mIs - cens

10 - 15 mIs

10 - 15 mIs - cens

E3 5 - 10 mIs

+ 5 - 10 mis-censored

r 2 < 5 mIs

+ < 5 mis-censored
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unt in

Crosstab

~Jil -

OUTCOME2 Outcome 3 months after
i ngestion

Total
1 Died < 3
months

2 Alive at
3 months

3 Unknown
status at 3
months

AMOUNT3 1 < 5 mis Count 9 8 18 35
Amount % within AMOUNT3
ingested Amount ingested

25.7% 22.9% 51.4% 100.0%

2 5 - 10 mis Count 12 7 5 24

% within AMOUNT3
Amount ingested

50.0% 29.2% 20.8% 100.0%

3 10 - 15 mis Count 17 4 3 24

% within AMOUNT3
Amount ingested

70.8% 16.7% 12.5% 100.0%

4 15 - 30 mis Count 23 3 5 31

% within AMOUNT3
Amount ingested

74.2% 9.7% 16.1% 100.0%

5 30 - 150 mis Count 68 1 4 73

% within AMOUNT3
Amount ingested

93.2% 1.4% 5.5% 100.0%

6 > 150 mis Count 34 0 0 34

% within AMOUNT3
Amount ingested

100.0% 0% 0% 100.0%

7 unknown Count 41 14 6 61

% within AMOUNT3
Amount ingested

67.2% 23.0% 9.8% 100.0%

Total Count 204 37 41 282

% within AMOUNT3
Amount ingested

72.3% 13.1% 14.5% 100.0%

~~
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5. ResuRs of Cox PH regression analyses to find pre6ctors of suMvai.
Hazard Rafio == Exp(b)

Variables in the Equation

B SE Wald df Sig. Exp(B)

95.0% Cl for Exp(B)

Lower Upper
AG E M .018 .005 10.947 1 .001 1.018 1.007 1.029

SEXM .097 .201 .234 1 .629 1.102 .744 1.633

W E I G HTM .023 .012 4.028 1 .045 1.024 1.001 1.047

AMOUNTG 51.026 3 .000

AMOUNTG(1) 1.206 .205 34.736 1 .000 3.340 2.236 4.987

AMOUNTG(2) 1.658 .261 40.237 1 .000 5.248 3.144 8.758

AMOUNTG(3) .995 .248 16.044 1 .000 2.705 1.662 4.403

VOMIT15B .437 .169 6.732 1 .009 1.549 1.113 2.155

RX4HRS .324 .202 2.568 1 .109 1.382 .930 2.054

FULLERS .576 .280 4.234 1 .040 1.779 1.028 3.078

CHARCOAL 1.467 .553 7.038 1 .008 4.337 1.467 12.819

ANTI EMY -.096 .222 .189 1 .664 .908 .588 1.402

CYCOPHY .614 .322 3.635 1 .057 1.849 .983 3.477

IVFLU I DY -.302 .383 .620 1 .431 .739 .349 1.568

D I U RETY .037 .280 .017 1 .895 1.038 .599 1.797

PREDN ISY -.439 .211 4.321 1 .038 .645 .426 .975

LAVAGEY .329 .217 2.291 1 .130 1.390 .908 2.129

AMOUNTG(1) = amount ingested 30 - 150 mis (73 patients) AMOUNTG(2) = amount ingested > 150 mis (34 patients)
AMOUNTG(3) = amount ingested unknown (61 patients) Reference category for amount ingested is 0-30 mis (114 patients)
Vomit15b = Vomited within 15 mins of ingestion (106 patients)
Rx4hrs = Treated in hospital within 4 hours of ingestion (180 patients).

32
~,
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Distribution of Biomarker cases by date (123 cases)

Dq +ve 41
♦ ♦ ♦♦ ♦♦N ♦ ♦♦ ♦ ♦** M► ♦NN M N ♦ ♦ ♦N

N ♦ ♦ ♦ N N M ♦ ** N 00"o N♦ 4006► ♦ ♦ NN ♦M *00 ♦ ♦ ♦N

Dq -ve 82

01-Aug-04 19-Aug-04 06-Sep-04 24-Sep-04 12-Oct-04 30-Oct-04 17-Nov-04 05-Dec-04 23-Dec-04 10-Jan-05 28-Jan-05 15-Feb-05 05-Mar-05
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t

Phasing is more significant in large pack size (1 L and 4L); there is better

mixing during pour off in srn,,-A~I packs. 200ml and 400ml packs account for

approx 75% of small-holder packs (200ml — 1 L)

The SL trial with the existing product should continue, but is unlikely to

show the optimal benefits of Inteon technology

The current Inteon product will not be the final product marketed in SL or

ROW — work continues to optimise the safening qualities

The intention is to register and market the optimised formulation as soon

as it has been developed

Proposal is to continue the trial in SL with optimised product (with different

biomarker)

(ii,i~
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Consider impact of formulation issues on the survey

On the basis of current knowledge, should we continue
and/or extend the survey

Review and discuss results from descriptive study

Does the analysed data from the comparative study
indicate we have the right parameters to analyse and
interpret the descriptive study?

Should we modify any parameters?

Has the prolonged phase in of Inteon had any impact on
the survey?

Messages for the SAP

Consider publication strategy implications
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l atabase:

•AII Galle cases from June 03 —> 1 Sep 04

•AII cases from Nov 03 from other hospitals —> 1 Sep 04

• pecifically excludes pre Nov 03 data from Polonnaruwa and Anuradhapura (M,,r
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