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THE STIMULATION OF EPIDERMAL KERATINIZATION BY A
PROTEIN ISOLATED FROM THE SUBMAXILLARY
GLAND OF THE MOUSE*

StanLeEY Conen, Pu.D.** anp GEOrRGE A. Erriorr, D.V.M.
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EGF ile gesitli laboratuar hayvanlarinda, uzun
sireli bir dizi klinik disi givenilirlik calismasi
yapilmis, Grinin genotoksik olmadigi
gosterilmistir.

EGF, tekrarlayan ve ekzojen uygulamalar dahil
olmak Uzere test edilen kosullarda normal
hicrelerde malign donisimi tetiklememistir.
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CONSIDERATIONS ON THE TRANSFORMING POTENTIAL
OF THE EPIDERMAL GROWTH FACTOR
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Review Article Open Access

Type 2 Diabetes Mellitus (TZ2DM): Biological Overview from Pathways to
Organelles and its Translation toward a Torpid Wound Healing Process

Jorge Berlanga-Acosta'™,
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Pedro Léopez-Saura?, Isabel Guillen-Pérex® Gerardo Guillen-Nieto'

. Boris Acevedo-Castro* and Luis Herrera-
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Figure 1: Heberprot-P mechanisms of action
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Medical Practice Confirms Clinical Trial Results of the Use of Intralesional
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EGF (HEBERPROT — P®) ve Diyabetik Ayak Tedavisi

international wound journal &®

Intra-lesional injections

of recombinant human
epidermal growth factor
promote granulation and
healing in advanced diabetic
foot ulcers: multicenter, ran-
domised, placebo-controlled,
double-blind study

José | Femandez-Montequan, Camen M Valenzuela-Silvz, Odalys Gonzale:
Diaz, Will am Savigne, Natasha Sancho-Soutelo, Ficsi R vero-Fernindez,
Pablo Sanchez-Penton, Lourdes Maore[6n-Vega, Herberto Aaza-San:
Austides Garoz-Herrera, Cecio Gonzélez-Benavides, Carlos M
Hemendez-Cafiete, Alberto Vazquea-Proenza, Jorge Berdanga-Acesta,
Fedro A Lopez-Saura, or the Cuban Diabetit Foot Study Group®
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| DIYABETIK AYAK OLSERINDE WAGNER SINIFLANDIRMAS| |

Ciltte yizeyel lozyon vardir, Ulsere, cilt ve/veya clit alti dokusu katilmigtir
(lser zemini temiz veya enfekte olabllir,

“*Wagner Siniflandirmasi Grade 3/4

Ciltte total fezyon vardir, Ulser; tendon kemk ve eklem kapsiiine uzanmigtir
Ulser zemini temiz veya enfektedic,

Derin Ulser berabarinde osteomiyelit veya abse bulunur,

“*Yetersiz yanit < %25

Ayagin 6n kisrinda gangren

**Minimal yanit % 25-50
“*Kismi yanit % 50-75
“*Tam yanit % 75-100

Tum ayakta gangren

fazladir ve yarisindan fazlasi iskemik
*»Haftada 3 kez, 25ug veya 75ug Heberprot-P veya plasebo, intralezyonal uygulandi.

Montequin JI et al ,Intralesional injections of recombinant human epidermal growth factor promote granulationand healing in advanced diabetic foot
ulcer: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009;6:432-443



EGF (HEBERPROT - P®) ve Diyabetik Ayak
Tedavisi

Table 2 Granulation response to treatment with intra-lesional rhEGF

Group | (N=53)  Group !l (N =48) Grouplll (N =48) P (x* test

After 2 weeks of treatment

Complete 4 partial response (>50% granulation 44 (83-1%) 34(70-8%) 19(39-6%) | 0-000015

Difference versus control group (95% Cl) 13.81/8-3:026] 31:2(10:3;52:2)
Odds ratio (95% Cl) 7:5(2.9,189)  3.7(16;87)
After the end of treatment
Difference versus control group (95% CI) 285(9.847-1)  12.5(-86;33.6)
Odds ratio (95% Cl) 47(1.8125  1.7(0-7;4.0)
Weeks to complete response (median; 3(2:6-3-4) 3(2:3-37) 5(3-2-6-8)

95% Cl) P versus group Ill (log rank test) P=0.006 P=0.031
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Yera-Alos et al. BMC Pharmacology and Toxicology 2013, 14:44 _
http//www.biomedcentral.com/2050-6511/14/44
BMC

Pharmacology & Toxicology

RESEARCH ARTICLE Open Access

Active post-marketing surveillance of the
intralesional administration of human recombinant
epidermal growth factor in diabetic foot ulcers

sis B Yera-Alos", Liuba Alonso-Carbonell’, Carmen M Valenzuela-Silva?, Angela D Tuero-Iglesias?,
Martha Moreira-Martinez’, Ivonne Marrero-Rodriguez”, Ernesto Lopez-Mola” and Pedro A Lopez-Saura®




Yera-Alos et al. BAMC Pharmacology and Toxicology 2013, 14a::aa
htrp v/ vwwww biomedcocentral.comi/2050-65 11 /14,944

BN C
Pharmacology & Toxicology

RESEARCH ARTICLE Oppen Access

Active post—-marketing surveillance of thhe
iNntralesionmnal admiinistration of hurman recombinmnant
epidermal growth factor im diabetic foot ulcers
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Martha Moreira-Martine=", Ivonne Marrero-Rodrigue=", Ermnesto Lopez-Mola® and Pedro A Lopez—Saura—

Ischemic Non-ischemic Total
Complete granulation 486/790 905/1044 1392/1835
% 615 86.7 759
(95% ) (S81. 840 (B85 (239 77.8)
Weeks to complete granulation median (95% Cl) < 6 (5.6; 6.3) 4(38;4.2) 5(4.58; 5.2)>
Healing 371/742 o417910 1012/1659
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ULCER RECURRENCE
AND REMISSION

Figure 1. Common Pathway of Diabetic Foot Ulcer Occurrence and Recurrence.

Diabetic foot ulcers and their recurrences are caused by a number of factors
that ultimately lead to skin breakdown. These factors include sequelae related
to sensory, autonomic, and motor neuropathies.

Unfortunately, even after the resolution of a foot
ulcer, recurrence is common. By reviewing 19
compatible studies on incidence rates for ulcer
recurrence,”* we estimate that roughly 40% of
patients have a recurrence within 1 year after
ulcer healing, almost 60% within 3 years, and
65% within 5 years (Fig. 2). Thus, it may be more
useful to think of patients who have achieved
wound closure as being in remission rather than
being healed. The concept of remission may also
provide a better framework for allocating re-
sources, organizing care, and communicating

opyright € 2017 Massachusetts Meical Society.
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The Javrnal of Foat & Ankle Surgery 000 (2018) 1 -6

Contonts lists available at ScionceDimor

The Journal of Foot & Ankle Surgery
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Original Research

The Long-Term Outcomes Following the Application of Intralesional
Epidermal Growth Factor in Patients With Diabetic Foot Ulcers

Murat Kahraman, MD', Abdulhamit Misir, MDD, Turan Bilge Kizkapan, MD ',
Mustafa Ozcamdalli, MDD, Erdal Uzun, MD ', Mahmut Mutlu, MDY

https://doi.org/10.1053/7.3fas.2018.08.041
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Haziran 2012 ve Subat 2013 arasinda 34 hastadaki (28 erkek ve 6 kadin) 36 lezyon standart tedaviye ek olarak intralezyonel EGF ile tedavi
edilmistir.

3 hastada yara infeksiyonu yinelemistir ve bu hastalarda EGF tedavisi sonlandirilmistir.

33/36 lezyonda (%91.7) yara kapanmasi gerceklesmistir.

Advers etkiler 11 hastada {islime-titreme, 5 hastada esneme, 21 hastada yanma ve 17 hastada bulant1 seklinde ortaya ¢ikmustir.
Bu advers etkiler nedeniyle tedavinin kesilmesi gerekmemistir. Tedavi ilerledikg¢e advers etkilerin ortaya ¢ikisi artmistir.

29 (%87.9) lezyonda tam yanit (>%75 graniilasyon dokusu veya yara kapanmasi) gézlenmistir.

Coo0D o

5 yillik takipte, 4 hasta (%11.8) diyabetik, kardiyak ve serebrovaskiiler komplikasyonlar nedeniyle gergeklesen 6liime bagli olarak takipte
kaybedilmistir.

Geriye kalan 27 (%79.4) hastada (27 lezyon, %93.1) iilserler ortadan kalkmistir 2 (%6.7) hastada (2 lezyon, %6.9 ) ayak parmaklarinda iilser
yinelenmis ve ayak parmaklari ampiite edilmistir.

()
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Advers Etki Hasta (No. (%))
Soguma ve Titreme 66 (37.9
Bulanti 40 (22.9
Uygulama bolgesinde agri
Kusma Gie
Hipotansiyon 3 (4.6
Tedavi bolgesindeki enfeksiyon 3 (4.6
Yanma hissi 6 (3.4
Ates d
Hipertansiyon 4
Eritema /
Gogiis agrisi
Carpinti
Bayilma
Respiratuvar distres 0.6
Bas donmesi 0.6

Kangren 0.6
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Heberprot-P

Q ileri derecede kalp yetmezligi olanlarda ve kontrol altina alinamayan
aritmilerde

Bilinen kanser hastaligi olanlarda

Son 2 ayda tromboembolik hadise gecirenlerde
> Ml
» SVH
> PE

O Transplantasyon hastalarinda

O Gebelerde

O imminsipresan tedavi alanlarda

OO

Kontrendikedir.



"¢ Crecimiento EM

WMmang rccombi
20 "'-:on,blnanlw Uzm.Dr.MESUt ZORLU
gl HASBIOTECH iLAG SAN. VE TiC. A.S.
' .
mzorlu@hasbiotech.com

GSM: 0(549)807 30 90



mailto:mzorlu@hasbiotech.com

