RELEVANT EXTRACTS FROM PROJECT LICENCE MINUTE SHEET
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Revised application received ~ all of the comments discussed g have been addressed.
D] Abstract and assessment completed and placed on file. (Docker 430,

Rec

1, Grant heence for five years,

1
5 Add standard condition [PPL 8] allowing continued use from PPL

05,0406

Ny experience of the work of this group using pigs has shown high standards of care
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RELEVANT INFORMATION FROM THE ASPL VISIT (INSPECTION])
REPORTS

-

23 hune 2005

; | This pig had been treated with busulphan
per os for 2 whs, and would continue and have a second biopsy in 24 weeks. 1 of a group
of 3, one already done was recovermg well. Surgery was competently performed. Licence
authorities checked

Testicular biopsy of a pig camied out by

5 ;I'{ﬁ}; 005

“Pig operated on 2 weeks ago fsee VI 73/6/08) appeared to be doing very well, 5o
acverse effects of surgery observed.”

30 June 2006

Tnspected pigs on Busulfan treatment

& Tuly 2006

production of Tg pigs with a view o

fet with... and the tearn working ot
modifying organs for transplant research,

Advised that T am concered that they appear to be planning 1o continue the current
(licensed) pilot study to investigare the new method of producing Te pigs into a breeding
programme (not licensed). Advised that this would not be considered as an amendment to
the eurrent PPL but would have w be a new PPL application, but, T would consiger an
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amend 1 the current PPL @ extend the survival tmes of the f{:i"?.lg_‘_,-' usec pIgs wa
v o o vvess e Evp b e e weae intenden wrrhi o3 RN T SRR S

i Appheation 1o UsE TR0 108 t}{t’-{f{_!iﬂ{é; was miender withm the sabe Tatare. 108

would avoid having 1o repeat the current proceduze.
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Also advised that any new application should give specilic scientitic benefits of doing dhis
% in pigs: future use in xenotransplantation alone might not be an acceptable beneln

28 Tuly 2006

o

sies undergoing gene transfection and having been biopsied | week ago were domg

wel
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pPL ABSTRACT PROFORMA
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Tobacco

Microsurge
Wild-caught primates
Hominoidea

Substantial procedures in primates
Other

Internal/second Op inion
External assessor
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In view of the tremendous shortfall in the supply of organs for transplantation it is appropriate to examine the
potential use of pigs as donors; this project will address the hurdles that must be overcome before this can be

achieved — notably hyperacute rejection. The crisis in organ supply for transplantation 18 SO acute that
xenotransplantation offers the best chance of an early radical solution to the problem.
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PPL ASSESSMENT PROFORMA (&

is an experienced personal and project
licence holder.

The work will be funded by a grant

¢ surgeon for all of the procedures under the current

RS

ities are satisfactory for this type of work.

In view of the tremendous shortfall in the supply of organs for
transplantation it is ‘appropriate t0 examine the potential use of
pigs as donors. This project will address the hurdles that must be
overcome before this can be achieved — notably hyperacute
rejection.



PPL ASSESSMENT PROFORMA

Specific
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For permissible purpose
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VOu uts of rogramme weli—ﬂéfinéd
Use of outputs of programme
explained

Significance of outputs of
programme credible

ST

| To testa sﬁategy for the prevention of hyperacute rejection by the

inhibition of coagulation mechanisms using novel genetic
constructs introduced into allograft endothelial cells;

To develop and appraise a non-invasive method for visualising
endothelial cell activation and renal blood flow;

To assess the contribution in vivo of phagocyte recognition of
xenogeneic tissue to graft rejection;

To determine, in principle, the possibility of rendering porcine
spermatozoa transgenic by introducing DNA into the testis.

T
5 b o s

“The crisis in organ supply for transplantation is so acute that
of an early radical

xenotransplantation offers the best chance
solution to the problem.

AR gla e i e S
Overview of Clear Y | The in vivo p1g allograft model will be used. Control and
strategy Valid Y | genetically modified tissues (arteries and whole kidneys) will be
| Special Clear Y | transplanted to assess the development of hyperacute rejection. In
justifications Valid Y | addition, non-invasive methods of assessing renal blood flow will
Design of plan | Clear v | be investigated using contrast agent ultrasound techniques.
Valid y | The possibility of rendering porcine spermatozoa transgenic by
Design of Clear v | theinj ection fDNA into the testis will also be investigated.
protocols Valid Y
Additional Designated -
availability establishment
PODE -
By species Cat -
Dog -
i'_Eq'uidae -
Primate -
Endangered species -
Worigin Schedule 2 -
Cat -
Dog -
Primate -
wild -
By history Continued use -
Re-use -
By procedure Use of NMBA -
Release to the wild -
OW primate in -
toxicology
N N “’w 3 “},s’ &% i?? L"’ : ’:" 2 ;,lwf'im’ ;“’ ‘:'"x ( 4@% ( ey “M} """‘fﬂ” 5o " 7 “_;v’ ~ o ‘:-:M'“ \"‘_‘-«‘,N Wé@ \"‘?}'@
System Replication Y | Group sizes and repetitions have been determined by statistical
mechapics or | Randomisation V| evaluation. Between five and fifteen pigs will be necessary for
operation Local control Y | each experimental group in order to achieve statistically
Group number | Factors Y | significant results, depending on the experimental end-point.
’ Levels Y ‘
Group size Power analysis Y
Other Y
TEmTRS e e %
siEvs e R A Mg e et e o s o
Description of | Process -
biologicals Efficiency -
production Final product -

Group size set by efficiency

CBPMG trial




PPL ASSESSMENT PROFORMA
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“OECD, ICH guideline or similar 5
T Group size set from guideline 1 -

“Other (state -
Satisfactory method for group size -

describe . N
T g RN B { § ot D e gs ‘
No reasonably practicable alternative to use of living animal viviviY|YlY Y|YlY
Most likely to produce satisfactory results viviv Ylylyly Y|Y
Minimum number of animals- Yy vl Y|Y|Y|YIYY
Lowest degree of neurophysiological sensitivity vyl Y Y Y Y{YIYY
TLeast pain, suffering distress ot lasting harm vivivlylylYjY|Y|Y
Schedule 2A compliant Y Y Y Y YiY|Y|Y
Short title suitable vivivly|lyjy,yY!v, vy
Severity limit suitable vivivyly|Y| Y| YIY Y
Species, stage of development and number/year adequately specified vivly|ly|lylyjyY/ vy Y
PPL details for animals bred or used under licence adequately specified vivl Yyl Y|Y{YIYY
Regulated procedures adequately specified viviylyivly|y1v| Y
Adverse effects and likely incidence adequately specified Yy Yl Y Y| YIY VY
Methods of prevention or control of adverse effects adequately specified vivlvyly|YlY|Y YY
Fate adequately specified Schedule 1 kill vivlyly|Y|Yjy | yiy
Non-schedule 1 kill vIiY{Y|[Y|YIYIY YN
For continued use, re-use NI NI NI N|N|{N|N|NIN
For release from control of the Act | N| N} N| N N|N|N|N|N
Birds, fish, reptiles, rabbits, rodents
Farm animals 6 211
Cats, dogs, equidae
Primates
CITES species

Other

The crisis in organ supply for transplantation is so acute that xenotransplantation offers the best chance of an

early radical solution to the problem.

rPotex(ltia;l'l(Jeneﬁts
Likelihood of production of satisfactory results
Suitability of a licant

o lavtias
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It is essential to use the pig as a model as this is the species being considered for clinical use. To minimise the
number of animals required and the invasiveness of the procedure, before attempting renal transplantation
experiments, the question of rejection will be studied in the carotid artery. By attempting to develop a technique
for the production of transgenic animals by testicular injection, the number of animals and invasiveness of the
rocedure will also be reduced.

@

SIS % & §
Neurophysiological sensitivity
Proportion of animals by severity

Severity of protocols Y
Y

Duration of exposure to severity Y
Y

Weighting of protocol by number of animals
e T T R R

%Unclassiﬁed T T 9 T A _ V T A‘“—
Mild -
Moderate Y
Substantial _ -
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nefits outweigh the cost to the animals and this
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In my opinion, the potential be

Positive

Balance of likely benefit and likely severity (tick)

Negative

[
Internal 1

29 availabili
Changes made to application
Grant licence
Duration

Overall
severity
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