2019 2023

Establishments and evaluations of clitical limb ischemia animal models
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i i i We established a new animal model of critical limb ischemia. In the future,
this new animal will reveal the mechanisms of critical limb ischemia.
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Clitical Limb ischemia (CLI) and chronic pain
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® Peripheral arterial disease (PAD), which causes a variety of severe systematic diseases such
as cardiovascular disease, is gradually increasing as societies age. Especially, if thdood
flow to the peripheral tissues becomes severely restricted in PAD, critical limb ischemia (CLI)
can develop. The mortality rate of CLI is the same as that of some types of cancer

® The treatment of CLI is a serious challenge. Resting pain of intractable wounds and ulcers
are highly debilitating. The only options available are palliative care and amputation, and
survival in the year following surgery is <50%. The development of more effective limb-
conservation treatment and pain relief is thus needed to improve the quality of life of CLI
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Mono nuclear cells Quality and Quantity Culture; MNC-QQc

@D MNC-QQ culture is ex vivo serum free suspension culture
for one week with five different cytokines
(SCF, TPO, IL6, VEGF, FIt3) (Masuda et al.(2012))

@ MNC-QQc can expanded the number of CD34 positive

(marker for EPC)and CD206 positive cells (marker for M2

angiogenic and anti -inflammatory macrophage) (Masuda et al.(2013)).
® MNC-QQc cells has 30 times higher vasculogenic

potential than MNC .
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We are performing Phase 1 clinical study to investigate the safety of
MNC-QQc therapy for non-healing wounds for.more practical simple,
mlnlmal invasive and effective vascular and tissue regenerative




Experiment® the pain relief effect of MNCQQ cells
Result® Development of appropriate CLI model mice
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L — Development of the appropriate CLI mouse model is one of
7 N the most important thing for understanding
- N of CLI patients-pathology !

/J Limb ischemia Foot necrosis

Tried 10 variations of ligation and excision of mouse limb blood vessels
* 1 week after operation

16weeks old 12weeks old 9weeks old Sweeks old

Excision of Femoral artery Excision of root of Lateral ligation of root of Lateral Excision of root of Lateral
and vein circumflex artery circumflex artery circumflex artery

And lipectomy

Limb ischemia and Pain
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