Prescribing Information for a Registered Medical Practitioner

i Recombinant human
Epidermal growth factor gel

REGEN-D 150

1. NAME AND DESCRIPTION OF THE MEDICINAL PRODUCT

REGEN-D*150 contains human epidermal growth factor-based gel produced by recombinant DNA technology and developed by
Bharat Biotech International Limited, Hyderabad, India. The primary structure of recombinant human EGF is a single chain
polypeptide whichis a 53 amino acids chain.

2.QUALITATIVE AND QUANTITATIVE COMPOSITION

Each gram of gel contains.

Purified Bulk of rh - Epidermal Growth Fact

Sodium Methylparaben IP . .
Sodium Prcpy\parahen IP.
Excipients ..

3 PHARMACEUTICAL FORM

4 CLINICALPARTICULARS
REGEN-D*150is i forhealing diabetes mellitu: foot ulcers, bedsores (pressure
ulcers) chronic leg ulcers (venous ulcers).

4.2 Posology, Schedule and Method of Administration
Cleanse the ulcer wound and surrounding surface with water or saline and pat dry with sterile cotton before the gel is applied. Apply
the gel evenly (topical application) on the affected area of the skin using sterile cotton swab twice a day ill the ulcer area heals.
REGEN-D® 150 therapy should be continued up to a period of 2 to 3 weeks after the wound heals. The continuation of the therapy is
atthe discretion of the physician.

a) d fori

b ddirect contact of
Any unwarranted use of the productis not the responsibility of the manufacturer.

4.3 Contraindications

REGEN-D® 150 is generally well tolerated. However, the product should not be applied or repeated to persons known to be

hypersensitive lo any | of the componenls of the product. Also, it shnuld nal be applied to individuals who are receiving
mune- therapy, orinir

4 4 Special Warnings and Precautions
that the medical practitioner ascertain itivity status of the subject.

with Ot

i her Medi
REGEN D*150 must not be used with other growth factor containing gel or cream.

46 Pregnancy and La\:latlon

REGEN-D*1 forusei it
4.7 Effects on Ability to Drive and Use Machi
p pplication i However, no studi the effect of REGEN-D*150 on
the abilit d i rf d.
4.8 Undesirable Effects

REGEN-D"150 has proven low reactogenicity and is well tolerated, however, skin irritation/pain rash at the application site may be
seeninvery few cases.

4.9 Over-dose
Notapplicable.

4.10 Pre-Clinical & Clinical Trial Experience

Pre-clinical toxicological studies done on rats and rabbits concluded that the rh-EGF is safe and well tolerable with no systemic

observations. The study was conducted to evaluate the potential toxicity of repeated doses (75-300 ug/Kg) of recombinant human

Ep\derma\ Growth Factor apphed topically to rats and New Zealand white rabbits. groups. The rh-EGF was not absorbed
nducted in rabbit. There ha: increase in the DNAand

collagen contents in the skm samples treated with rh-| EGF No significant changes were observed control and treated groups with

respectto protein contentsin the skin.

Inanother study with rats ind rabbits (N aland white) t ial toxicity of repeated d (75-300
1g/Kg) of rh-EGF applied topically to rats and rabbits, it was found that there was no observable an(lbody response in the treated
groups with EGF in both rats and rabbits. The DNA content n skin sample of treated group high dosein

both the species on 15" and 31 day. The protein content in the control and treated groups did not differ significantly in both the
species studied. The collagen content was significantly increased in medium and high dose groups in males and females both the
specieson 15" and 31" days.

In a multi-centre, double-blind, parallel, placeb trolled phase 3 study to evaluate the safety and efficacy of
REGEN-D®150 as a treatment for diabetic foot ulcers, there was a reduction of healing time to an average of 9 weeks compared to
the controls within the cut off observation period of 15 weeks. When compared at 15 weeks, 86% healed whereas only 50% healed
inthe placebo group.

Astudy conducted in Wistar NIN rats to study the effect(s) of hEGF on naproxen-induced gastric ulcer, showed that treatment with
100 pgrkg rhEGF significantly resulted in healing of ulcers by 14 days. There was a significant increase in immunoreactivity for Cox-
2

Amulti-cent double-blind phase 3, placebr itrolled study was conducted to evaluate the safety and efficacy of
recombinant human epidermal growth iaclcr (REGEN-D®150) in patients with bed sores (pressure ulcers). Topical application of
REGEN-D"150 gel applied twice daily for 12 weeks was found to be safe and efficacious as it significantly accelerates the rate and
number of healing compared to placebo in subjects with bed sores (pressure ulcer). On an average, it took about 40 days to heal
bed sores, in contrast it took about 78 days to heal with placebo. There was one case of rash in in EGF group and two cases of
irritation in placebo group. Both these conditions resolved within 48 hours and the subjects continued in the study. These adverse
reactions are similar to that reported in previous studles There were no serious adverse reactions reported. None of the enrolled

from study for
Aphasea multicenter double-blind, randomized (1:1), parallel study was conducted at 3 centers to evaluate the efficacy and safety
of REGEN-D° 150 gel applied topically in p: i de lor Il (Wagner' if i ulcers and P
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time required for complete healing of the ulcer in the test group and control group. Healing occurred in about 13 weeks for placebo-
treated ulcers and 9 weeks for the thEGF gel-treated ulcers. The percent of completely healed ulcers in the gel-treated population in
week 5, week 10, and week 15 was roughly 18%, 66%, and 84%, respectively. Studies on EGF in diabetic foot ulcers have
documented similar results. EGF was found to be a pracllca\ Irealmem solution for diabetic foot ulcers. Treatment with REGEN-D”
150 was not ind does notinvoly

Inastudy conducted by Rajesh Kesavan et al, REGEN-D® 150 was compared with placebo in patients with uninfected diabetic foot

ulcers. The study showed that REGEN-D® 150 increased collagen content of the wound by 3.6-fold, whereas it was 2.6-fold

increase in the placebo group. Collagen type 1 expression was more in REGEN-D® 150 than in placebo group. The MMP-9

expression was more in the REGEN;DW 50 on the 15" day, where it was on the 30" day in the placebo group. The study established
yand DFU

y of REGEN-D'

4.1 Post-marketing Experience

Post-marketing surveillance (PMS) study of REGEN-D® 150 in 135 patients with diabetic foot ulcer in India was compared with
phase 3 clinical trial data of REGEN-D* 150 in India. Statistical analysis of study data determined that the empirical survival
probability distribution, in terms of non-healing of ulcers, was lowest in the case of PMS study, better than that for phase 3; more
DFU patients were healed in PMS study. Percentage of patients cured in any given week (.g., in week 10) is above 90% in PMS
study, as compared to 69% in phase 3 clinical Inal this percentage was around 18% for the placebo- control group in the phase 3

trial. The ge healing time lowerin PMS study, 4.8 weeks, while it Phase Il clinical trials
wh\letheaveragewoundhea\mgwwlh REGEN-| D‘150was(ound(cbe86% in this study. REGEN-D® 150 has been found to resultin
healthy I Ihus \eadmg tof inal ! . The PMS study has established the efficacy of
REGEN- D"150|nfas(ernuauug of ulcers.

Aphase 4, post-marketing surveillance study of REGEN-D” 150 was undertaken to study the efficacy of hEGF in diabetic foot
ulcers. Parameters evaluated included ulcer outcome; percentage of healing; duration of healing; and quality of healing and
epithelization. All patients (n = 54) whn were enm\led lnrthe study resulted in good clinical outcome, i.e., ulcers had significantly
improved in terms of lity of healing (Table 6). The average time reqmred forthe healing of
an ulcer in this cohort was around 5.5 weeks An average of 83% wound closure in the cohort was documented. Moreover, the
quality and epithelization were excellent.

5.PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic Properties

EGF is part of a complex network of growth factors and receptors that together help dulate th cells. EGF is released
by cells, and then is picked up either by the cell itself, stimulating its own growth, or by neighboring cells, stimulating their ability to
divide. Receptors on the surface of the cell bind to EGF and relay the signal inside. When the receptor binds to EGF, itis activated by
forming a dimerwith otherreceptors.

EGF is essential for mediating the de-differentiation of keratinocytes to an epithelial linage and to reestablish the epithelial barrier.
EGF binds to the EGFR, a protein tyrosine kinase receptor, expressed on the majority of cells in the skin. Activation of EGFR leads
to a number of biological responses, including migration, cellular and apoptosis. In
wound healing EGFR plays an important role in re-epithelialization and dermal maturation. Topical use of recombinant human EGF
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5.2 Pharmacokinetic Properties

Subjects were followed up for various periods of time to evaluate the systemic absorption of REGEN-D®150 in blood. Sera was
analyzed for anti-EGF titers by Indirect ELISAmethod. The test serum less than the cut-off value,
hence these samples were negative for anti r-human EGF antibody.

Patients with wounds were tested for the presence of hEGF by collecting the samples from the site of application, the result clearly
shows that thEGF is available at the site of application. Protease enzyme present in the body degrades rhEGF at the site of
applications, however when REGEN-D 150 was applied, there was sufficient high concentration of thEGF locally.

6.PHARMACEUTICAL PARTICULARS
Category: Growth factor.

6.1 List of Excipients
Sodium Methylparaben IP
Sodium Propylparaben IP

6.2 Incompatibilities

Recombinant human EGF is combined along with silver su\fad\azme and ch\omex\dme marketed as SLVRGEN"is manufactured
by BharatBiotech and is for atmemcfﬁrst incisions, minor cuts and
wounds. No other tolook fori i i DW1 50.

6.3 ShelfLife

The expiry date of the productis indicated on the carton.

6.4 Storage

Store ina cool and dry place. Do not freeze. Do not use after expiry date.
7.PRESENTATION

REGEN-D150 i .
The pack sizes are: 7.5gm, 15gm, 30gm, 509mand1509m

Lastrevision date: September 2019

Manufactured by:
>cC
BHARAT
BIOTECH £8
Lead Jnneradions B3

Bharat Biotech International Ltd.
Genome Valley, Shameerpet Mandal,
Medchal-Malkajgiri District-500078, Telangana, India.

For complaints and suggestions about the product, and any adverse event,
Please email feedback@bharatbiotech.com or call on Toll free number 1800 102 2245

Back page




	Page 1

