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Use of pulse-pen to measure pulse wave velocity 3t termination
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Temoral il be measured. PW will bt clcuated as thé distance becwasn the two recording %A
sites divided by the time delay between the two arterial waveforms at each site (6).
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- Additionalrats required
s per the origina application, arthrits will be induced with Bovine Collagen and Incomplete
Freund's Adjuvent and compared to a control group. In addition we would like to add two
‘roups where the groups willalso have collagen induced arthrts but they are given treatment

%0 reduce inflammation. A flow diagram of the groups is presented below|
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Control group n=20
(10 male 10 female)

Collagen induced arthiritis (CIA)
(10 male, 10 ferale)

Picture Tools.

80 Sprague Dawley
Rats (40 male, 40
female)
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ClA + TNF-alpha blocker treatment
(10 male, 10 female)
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- Addition of drug treatment regimen to reduce inflammation

- Use of pulse-pen to measure pulse wave velocity at termination.
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‘Additiona rats require

“The origina project was largely a piot study in order to determine whether the inflammatory
model will be successful. All the rats were used for this first part of the study and we have
successfully established that the collagen induced inflammatory model is indeed successful.
None of the animals died during the experiment due to adverse effects. In the first part o this
study we have shown substantil differences in those rats that Were exposed to inflammation.
We would like to request an additional 80 ats for further study. The 50 (40 male and 40 female)
ats wil be divided nto 4 groups (control group, inflammation group, inflammation + TNFa.
inhibitor group, and inflammation + IL6 inhibitor group) as indicated in the flow diagram. In
essence the intervention to the animals and measures obtained will not change as per the
original application, hence the rationale for applying for a modification to the original
application. The additon of extra groups wil not change the intervention to the animals, except
for the addition of drugs to reduced inflammation and therefore t will not be hamful t0 the
animal, but rather beneficia.

‘Addition of drug treatment regimen to reduce inflammtion:

I order to reduce inflammation i persons with rheumatoid arthiits drugs that have shown
£00d outcomes in these patients ar biologica disease modifying agents (DMARDS) (1). Two of
these biological DMARDS that have shown to be effectve for reducing inflammeation 25 well 25
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