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! Acceptable as an antidotal study. There is no
Specific guideline data requirement for antidotal studies.
However, the findings of this study are Part of the toxicological
data base for brodifacoum and bay be taken into consideration_in.
any regulatory decision the Agency may make regarding this active
ingredient. ’

1. Each dog in a group of 4 male beagles received a single oral
ose of § i

Iuscular route whenever their prothrombin times were elevated

to levels Consistent with a life-threatening effect on
- Coagulation.w Individual "dogs required 12-15 vitamin K

treatments in the period from days 2 to 29 post-dosing.




- Agency (several studies in Acc, No. 251781, reviewed in document

003568; also a study - MRIp and/or Acc. No. unavailable -
conducted by Bio/Dynamicsv and reviewed by s. Biscardi, document
003742,'dated July 7, 1981). 1t is noted that the statement is

of more than 3 kg over the observation beriod, and the weight
losses were continuing to worsen at the end of the study. These

] : 'Brodifacoum, identified ag an off-white
povwder, with a batch no. RS/143/¢C, and a CTL Reference Number

of Y00052/029. The purity is reported as 96.8% w/w. The

test subatance was stored at room temperature.

: From p. 11: "Vitamin K (KONAKION,,, Roche Products

Limited, Dunstable » Bedfordshire, UK) was obtained as a

10mg/ml solution, for use as an antidote._"
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3. Igs:;animglg: From p. 11: Four male beagle dogs, 11-13 years
°ld, ~from the colony maintajneq at ‘ICI jPharmaceuticals,
Alderley Park, Macclesfield, Cheshire, UK. Fronm information
on p. 28 two of the dogs hag been born on 29 June, 1984, ang
the other two on 23 July, 1984 (p. 10: "The in~ljife Phase of

the study was conducted between 24 June 1985 ang 12 August

1985.m),
B. STUDY DESIGN:
1. s s ‘ ¢! From p. 10: "The dosage of brodifacoum used

2. Expg;imgg;gl_gggign: From p. 12: "The study comprised a group
of four males, each diven a Single oral dose of brodifacounm

- at 5 mg/kg bodyweight "before feeding. The dose was
administered ip gelatin capsules of 9 ml capacity...and-was
calculategd ‘based on the most' recent bodyweight (to the

Coagulant effect by reqular determination of Prothrombin tinme
and'kaolin-cephalin,time. "Whean coagulation times were found
to be elevated to bpotentially 1ife threatening values,
vitamin (2 mg/kqg) was given by  intramuscular injection to

. maintain aemostagig, " :

3. 8§ ICS: There is no indication that any statistical
- methods or analyses were used. : : -

4. There is a signed and dated'"statement of GLP Compliance” on
P. 3 of the report. -
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1. : From p. 13: "The dogs wete observed at least
twice daily for grosg clinical and behavioural abnormalities.

Daily records of faecal congistency were made."

"In addition, dogs were given a fui clinical,exam%natioﬁ by
a veterinarian in week -1 and prior to termination. The
examination included cardiac and Pulmonary auscultation,.n




_
Regylts:
:

e

From p. 14: wrpere were no unscheduleq deaths during the
study.» ' ,

noted at the‘pre-termination vaterinary-examination. There
were no other.signlflcanp clinjcal Observationg. v

"Administratibn of brodifacoum had no effect on faecal
Consistency in this study.» :

wWeidhts: From P. 13: wa13y dogs were weighed weekly,
before.feeding, throughout the pte-experimental period, on .
the day of dosing ang thereafter at Weekly intervals during
the observation period,n ' :

8¢ From p. 14: "Two dogs...showed 2 progressive loss
in bodyweight during the 5-week~observation.period of between
1.2-1-4'kg. The body weight of the two remajining dogs wag
generally-unaffected." Refer also to- appendeq p. 1. .

Food consumption:

From p. 12: "The dogs received 359 g of LABORATORY DIET a...
an expanded dry diet, at approximately 1o:oo.am daily... n»

From p. 15; "Pood consumption was unéffected in this study.”»

' However, no quantitative data are provided in the report.

From p. 13: "Jugular vein blood samples were taken from all
animals before dosing, 24 hours after dosing and at regular
inturvals'during the observation period." = :
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Results: Frop p. 15: w1y animals showed prolonged prothrop-
bin times within 2 days of dosing with brodifacoum; andg
vitamin“& therapy was Necessary in ajj animals by the thirq
day of the observation period. The increases in prothrombin

although thig was necessary for 3~4 weeks before normal
haemostasig was restored.n

From p. 14: "On_completion of the observation period, all
dogs were killed with an overdose of sodjiuym pPentobarbitone. . .
given intravenously, but not éxsanguinated, The thoracic and
abdominal cavities were opened and their contents examined.
The liver of each anima} was removed, weighed (without the
gall bladder) ang frozen whole for analysis'of‘tissue residue
©f brodifacoun,, . - . e

Terminal Rrodifacoum 7potay amount

Liver - regidue ©of Brodifacoum

. e 1 : . L4 v "
#1 416 . 1.29 0.537
#2 , 340 - 1.32 : 0.449.
#3 339 ' 1.23 : 0.417

#4 o 491 - 1.37 ' 0.673

- - ' Brodifacoum in
Initial body Total dosage l;vgr.as % of

#1 14.2 S ) 0.76
#2 - 13.0 . 65 : - '0.69
- #3 10.8 : 54 0.77
- #4 15.9 - 79.5 o 0.85

If the oral L, for brodifacoum ip dogs -is 1 mg/kg (the
information that the Agency has received indicates that it



consistent. with a life-threatening effect on cdagulation."
Individua} dogs required 12-315 vitamin K treatmentsg in the

From previous information received by the Agency, the acute oraj
LDy, in dogs for brodifacoun is between 0.25 and 1.9 ng/kg. ajl

four dogs Survived to the end of thig study (5 weeks after the
test haterial wag administered), although there were weight

It is conciudeq that the vitamin K treatments yere effective
~in preventing mortality which would have: resulted fropm
Spontaneous hemorrhaging\in these animals, and that the findings
of thisg Study are in agreement with Previous material receiveq

c

Statement ig made in a memorandum (document no, 003568) dateq

February 1, 1984 that: wgphe pharmacological effect of warfarin

by inhibiting vitamin K epoxide reductase appears similar for
‘ Brodifacoum, acenocoumarol ang difenacoum, "

‘However, while vitamin K has béen'shown to be antid'otal, there
remains the possibility of "incidents involving pets or small

after- dosage. Purther, two of the four dogs had weight losses
Oof .more than 1 kg over the«observation period, and the weight
losses were continuing to worsen at the end of the study.
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