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Introduction

Diabetes Mellitus is a most common metabolic disease in the world
cause around 15% of diabetic patients suffer from Diabetic Foot Ulcer
(DFU) in which 15-20% will lead to amputation [1,2]. Regardless of
different types of diabetic foot ulcer treatment the incidence of lower
extremities amputation among diabetics is still high [3]. In this regard
ANGIPARS™ as a novel safe herbal formulation has been presented for
diabetic foot ulcer. Results of studies which evaluate the effectiveness
the main substance (Melilotus) of this product revealed not only it is ef-
fective in elimination of skin aging and stimulate microvascularization
but also it has anti-inflammatory effects [4,5].

Clinical Trial Studies

Preclinical, experimental study

In this phase, the acute toxicity, genotoxicity, apoptotic effects,
sub acute toxicity, mutagenic effects, fetal toxicity, and allergic effects
of ANGIPARS™ have been evaluated and there was not any acute or
chronic toxicity so that it was recommended for clinical studies [6,7].

Phase I clinical trial study

In first phase of the clinical trial, both Maximum Tolerated Dose
(MTD) and Dose Limiting Toxicity (DLT) of ANGIPARS™ were studied
in which intravenous injection of 10 cc per day ANGIPARSTM causes
the significant improvement of the foot ulcer. In this phase there was
not any clinical or laboratory adverse effects except the phlebitis in the
site of injection. In other word the only adverse effect seen with dose of
13.5 cc per day. Consequently, the MTD of 10 cc per day and the only
DLT of phlebitis were reported [8].

Phase II clinical trial study

In a second phase of clinical trial, the safety and efficacy of parentral
ANGIPARS™ in healing diabetic foot ulcer was studied by Endocrine
and Metabolic Diseases Research Centre of Tehran University of Medi-
cal Sciences. The results were evidence for an effect drug of at least 50%
in decreasing wound size [9].

Phase III clinical trial study

In a multicentre phase III study, the intravenous ANGIPARS™
study, patients as an intervention group were treated by intravenous
ANGIPARS™ 4cc daily for 4 weeks. The drug diluted in 50-100 cc nor-
mal saline and infused during 30-60 minutes. It showed that foot ulcer
surface area decreased in the intervention compared with control group
with conventional therapy. In other word the wound healing percent
was 64% for ANGIPARS™ [10].

Patients were randomized into one of 2 experimental or a control
group. The first experimental group was patients received 100 mg of
ANGIPARS™ capsules orally twice a day for 6 weeks and the second
experimental group, additionally to the mentioned oral therapy, 3% gel
was administered topically beside of all standard wound treatments in
both group. While the control group was treated with standard wound
care. The wound in 83-100% of patients who received oral-topical form
of ANGIPARS™ completely improved whereas the rate of complete clo-
sure was 22% in control group [11].

Phase IV clinical trial study (Post-marketing)

In Post-Marketing study patients administered 100 mg of AN-
GIPARS™ capsules orally twice a day plus topical 3% gel for 45 days.
Mean ulcer surface area considerably decreased. In addition there was
a significant rise in Ankle Brachial Index (ABI) and Toe Brachial Index
(TBI) after treatment period. It should be noted that there was not any
significant side effects or toxicity during the Post-Marketing study.

Conclusion

ANGIPARS™ as a novel herbal formulation, presented for treatment
of diabetic foot ulcer. Taking into account the efficacy and safety of AN-
GIPARS™ which has evaluated through multicentre double blind pla-
cebo controlled phases of trials and its very few toxic effects, effective-
ness in diabetic foot ulcer healing, decreasing wound size along with
enhancing microvascularization, it could be recommended in diabetic
foot ulcer treatment. On the other word ANGIPARS™ along with other
modality could be helpful in diabetic foot ulcer treatment especially
when other treatments have not been effective. Finally it should be not-
ed that use of ANGIPARS™ along with other treatments and debride-
ment would be more effective.
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