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Tanim

* Yara iyilesmesi;
Doku hasarina hucresel yanit olarak,

« Keratinositlerin, fibroblastlarin, endotel hucrelerinin,

trombositlerin aktivasyonu
» Bu hucrelerin salgiladigi sitokin, buyume faktorleri

Hemostaz saglandiktan sonra,
Enflamasyon

Epitelizasyon

Fibroplazi

Maturasyon

Diegelmann RF, Evans MC.Wound healing: an overview of acute, fibrotic and delayed healing.Front Biosci. 2004,9:283.
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» Kronik yaralar;
- lyilesmeyen yara

 Enflamasyon ve proliferasyon fazinda uzama _

« Granulasyon dokusu
« 30 gun (60 gun)
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The phases of cutaneous wound healing



Tanim

Granulation tissue Epithelial edge

* Kronik yaralar;
* Oli doku
« Kontamine doku
« Rezidu yabanci cisim
* Anjiogenezin azalmasi
* Hiperkerotik doku
« Eksuda
 Biyofilm olusumu (yara yuzeyinde bakteri yuku artisi)

» Seri debridmanlar
* Optimal yara iyilesmesi icin uygun yara yatagi olusturmak

\ Necrotic

tssuc

Smith J. Debridement of diabetic foot ulcers. Cochrane Database Syst Rev 2002; :CD003556



Epidemiyoloji

* Alt ekstremitede kronik bir yara gorulme prevelansi
* Yasli toplumunda * % 10-15

 Turkiye'de 2 milyon hasta

« ABD’de 5.7 milyon hasta/yillik
« 20 milyon $ maliyet

U.S Census Bureau, Economics and Statics Administriation. Statistical brief. http://www.census.gov/population/socdemo/statbriefs/agebrief.html

Frykberg RG, Banks J. Challenges in the treatment of chronic wounds. Adv Wound Care. 2015,(9):560-582



Etiyoloji

- Diabetis Mellitus * Radyasyon Hasari
» Arteryel Yetmezlik * Enfeksiyon

» Vendz Hastaliklar * Malnutrisyon

« Lenfddem * Obesite

» Bobrek Yetmezligi * Kemoterapi

« Bag Dokusu Hastaliklari  Basi Yarasi



Yara lyilesmesinde Biiyiime Faktorleri
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Yara lyilesmesinde Biiyiime Faktorleri ve Sitokinler

Cell Source

Cytokines Platelets Mast Cells PMN m:; ;i./’ Keratinocytes | Endothelium Fibroblasts
TGF-iis .

EGF

TGF-a
VEGF

IGF-I

FGFs
Angiopoietin
FGF-7/KGF
Endothelin
TNF-a
L0

IL-6

)

IL-8

IL-10

SLPI
MCP
MIP-1
MIP-2
IL-18
IFN-a/p




Buyume Faktorleri

TGF-a

TGF$

EGF

VEGF

IGE-1

TNF «

Kaynag
Makrofayler, rombositler, endotel

hnerelen:, keratonostt, kondrositler,
duz kas hucrelen

Makrofn), epidermal hucreler

Trombositler, makvofaylar, niarofiller,

lentositler, birgok doka ve hitere

Trombosit, keratonosit, makrofa),
fibroblast

Keratanoet, fibroblast, makrofy,

endotelyal hiiereler, dttr kas hterelen,

kondrositler

Endotalyal httereler, makrofiy,
hidereden

Fibroblastiar, makrofylar,
hepatoertler

Makrofajlar, T ve B hucreleri,
buyuk granullu lenfositler

Gorevleri

Makrofay ve nitrofil kernoteksisi ve profiferasyonu,
fibroblast proliferasyonu. anjogenez stmilasyonm:,
remodellinge yardmc: olma

Noirofillern aktnoasyomamy, filvoblastann mtogenezin ve
anjogenezin stomlasyomum saglar

Inflamasyon, anjogenez. reepitalizasyon ve bag doku
rejenerasyom. kollajen santezing uyamma

Eputel hucre ve fibroblast proliferasyonu, anjryogenez ve
kollejenaz aktivitesin uyermak, reepitelizasyonu arttumak

Anjiogenezi uyarmsak, endotel proliferasyonu ve motiliteyl
arttrmak, neovasknlanizasyorm hizlandsrmak

Anjivogenez, sitokin entez ve salinm, diiz kas hilcre
hiperplazizi, pihtilazma mekanizmasmda rol oymar

PDGF ve FGE 1le birlikde fibroblast

uvarma, duz ks hixcrelen, lenfositler ve kondrositler
Uzerinde uyanc ekl vapos

Fibroblast proliferasyonu, thmdrler igm sitotoksik

o102

IL-3

-6

IL-7

IL 8

I.-10

m-12

Sitokinler

Kaynag

Makrofz, ndtrofil bakzerivel firtnler.
imnun kornpleksler, gaera interforon,

prostoglandan

T lenfoszitler, makrofalar
T bealper hucrelen

Thz lenfositler

Ths lenfositler

Kemuk ihig:

Fibeoblastlar, endotel hilcraler,
monositler

Th; huerclernt

B huerelen ve makrofaylar

Gorevleri

Hemostaz. kollsjen serrezi, proliferazvonda ptivevli,
kesnotaktik tizellifiyle epitel biicralen ve tim liikositheri
“kiler

Hematopoezi uyarns
B hucrelern: ve IgE scatezum uvarr

B lenfosit ve cozmeofil stmulasyonu

Inflamasyon

Pre-B wve pre-T hucrelenm vyanr
T hiserelent ve natrofil gim kemotakiik fuktondir

Thi huereleriun mlerferon-y ve diger sitokinlenn
sentezim inhibe exder

Tnterferon-p sentezim wyanr ve TL-2 ke sinegisitr



Buyume Faktorleri ()COch,a,.e

. Librar
Topikal kullanim i

* Hucre proliferasyonunu ve anjiogenezi /

 Topikal buyume hormon kullanimi iceren meta-analiz;
« 28 calismada, 2365 hasta
11 farkli buyume hormonu

 Platelet-derived growth factor, epidermel growth factor, vascular
endothelial growth factor, human basic fibroblast growth factor...

« Calismalarin kalitesi N, bias riski 7
« Calismalarin %50’e * lla¢c endustrisi sponsor

Marti-Carvajal AJ, Gluud C, Nicola S, et al. Growth factors for treating diabetic foot ulcers. Cochrane Database Syst Rev 2015, :CD008548.
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Buyume Faktorleri Omh,a,,e

. Librar
Topikal kullanim e —

* 12 calismanin meta-analizinde;
 Plasebo ile herhangi bir bUyume faktort * %35 & %53 iyilesme orani

« PDWHF (Platelet-derived wound healing formula) ve
* %64 & %26, 2 calisma

* rhPDGF (becaplermin) on planda
* %48 & %33, 5 calisma

« Amputasyon oranlariyla ilgili net ayrim yok
« Sadece 2 calismada mevcut

Marti-Carvajal AJ, Gluud C, Nicola S, et al. Growth factors for treating diabetic foot ulcers. Cochrane Database Syst Rev 2015, :CD008548. 1



Platelet-derived growth factor (PDGF)
(becaplermin)

 Jel formunda

* FDA onayli, Diyabetik ayak ve kronik yarada

« Subkutan dokuya uzanan, enfekte olmayan diyabetik yarada
* Yeterli damar yapisina sahip olunmali

» Dusuk ihtimalli malignite riski

« Pazarlama sonra yapilan ¢alismada

« 3 tlp ve Uzeri kullanimda
« Sekonder maligniteye bagl mortalite 2

; MO GOAB-O8s0- Y5 O CG2I0A08  NET WT. 159 :-‘_}
= —_
4 REGRANEX®SEL  movdcmenes -

s ORG n TOr OF NUDe el Mg et 3
: (becaplermin)\ B oo -
:m Becapinern T TN =2

Fang RC, Galiano RD. A review of becaplermin gel in the treatment of diabetic neuropathic foot ulcers. Biologics 2008, 2:1.

http://www.fda.gov/Safety/MedWatch/SafetyInformation/Safety-RelatedDrugLabelingChanges/ucm121631.htm (Accessed on October 10, 2011). 12



Platelet-derived growth factor (PDGF)
(becaplermin)

13



Meta-analysis

Efficacy of topical recombinant human W) <o

platelet-derived growth factor for treatment
of diabetic lower-extremity ulcers:
Systematic review and meta-analysis

Xiao-hong Zhao, Hai-feng Gu, Zhe-rong Xu, Qin Zhang, Xue-ying Lv,
Xiao-jun Zheng, Yun-mei Yang”

« 173 calismadan * 6 randomize, kontrollu, 992 hasta
* hPDGF & Standart yara bakimi & Plasebo

* Digerlerine gore rhPDGEF ile tedavide iyilesme 7
 Diyabetik ayak ulser tedavisinde efkili

 Oldukga pahal

« ABD, Ingiltere, Isveg, Isvicre, Kanada * maliyet-etkin
* Gelismekte olan ulkelerde * maliyeti A, kullanimi

Metabolism.2014 Oct;63(10):1304-13.
14



Granulocyte-macrophage
colony stimulating factor (GM-CSF)

» Intradermal uygulanir
» 60 hastalik randomize calismada

« 200 pg, 400 pg veya plasebo
4 haftalik enjeksiyon sonrasi 13. haftada degerlendirmede

* Yara iyilesmesi acisindan GM-CSF grubu ~
* 200 g | :
. 400 ug  *\%61 | & |

* Plasebo * %19 R

oM. CSs
e Yo
T

i‘

Zhang L, Chen J, Han C. A multicenter clinical trial of recombinant human GM-CSF hydrogel for the treatment of deep second-degree burns.
Wound Repai Rg 2009, 17:685. 15




Granulocyte-colony stimulating factor
(G-CSF)

(% Cochrane

5 randomize calisma, 167 hasta uo? Library

Farkli preparatlar, farkli dozlar, farkli zamanlarda B L
Subkutan, IM, IV uygulamalar

Enfeksiyon rezollUsyonu ve yara iyilesmesi Uzerine @ Etkili degil

Amputasyon dahil, alt ekstremite cerrahisini

Hastanede yatis suresini

Antibiyotik kullanim suresini kisaltmiyor GRANOCYTE 100 [NUHA |
(L e

P oo ——ea

- 100 ug X 10 wialy

resaeaw
A UYL
B o, e

-

Cruciani M, Lipsky BA, Mengoli C, de Lalla F.Granulocyte-colony stimulating factors as adjunctive therapy for diabetic foot infections.

Cochrane Database Syst Rev.2013:17;(8):CD006810. "



Epidermal Growth Faktor (EGF)

- Ik defa Stanley Cohen, 1962'de; “‘gjm %

- Fare sub-maksiller bezlerinden izole edilmis  *™* 5  ® o e
« 53 aminoaside sahip
* Yaygin olarak < tukuruk bezlerinde

* Fibroblastlar, kerotinositler ve
vaskuler endoteliyal hucrelerin;
« BUuyumesini ve ¢gogalmasini uyarir.




Epidermal Growth Faktor

* Anjiogenez A
» Ekstraselluler matrikste 2

« Miyofibroblast aktivasyonu ile
* Yara kontraksiyonunu

* Epitelyal hucrelerin gocu, cogalmasi, gelismesi
 Yara alaninin yuzeyinin yeniden kaplanmasi

(EGF)
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EGF Endikasyonlari

-

e Diabetis Mellitus

* Dolasim
* Makroanjiopati
* Mikroanjiopati

« Kemik, tendon ekspozisyonu

» Kontralateral ekstremite kaybi

* Amputasyon karari

» Rekonstruksiyonda sikintili hastalar




Epidermal growth factor (EGF)
Topikal kullanim

* Yuzeyel EGF uygulamasinda;

* Yara yuzeyindeki biyofilm EGEv
F‘ | yikar
* Yara eksudasindaki proteazlar yry

« Cevre dokulara gecemez

* Granulasyon dokusu yaranin derin dokularinda olusmakta...

20



Human recombinant epidermal growth
factor (hr-EGF)

Topikal kullanim

* Kronik venoz ulserde
» Plasebo ile karsilastirmada
- Ulser capinda azalma

* %7 & %3 , |

» Ulser iyilesme oraninda ~ H

cosawtt -

« |statistiksel anlamli degil iman, Recors
 Epitelizasyon etkilenmiyor ="

Falanga V, Eaglstein WH, Bucalo B, et al. Topical use of human recombinant epidermal growth factor (h-EGF) in venous ulcers.

J Dermatol Surg Oncol 1992;18:604. =



hr-EGF Topikal kullanim

« Topikal hr-EGF uygulamasi, hayvan calismasi
* 90 pg, 10 ug, 2 ug

« 50 ug * etkinlik gosterilmis (re-epitelizasyon)
* Diger dozlarda * etkinlik yok

» Yara eksudasinda * proteolitik aktivite 7
» Topikal uygulamada yara iyilestirici ozelligi
« Proteazlar tarafindan

Berlanga J et al. Biotecnologia Aplicada 1998;15:83-87. 29



EGF Intralezyonel Kullanimi

* Pozoloji

« 75 ug ( 5 mL enjeksiyonluk su icinde seyretilmis halde)

* Uygulama sikligi
- Haftada 3 kez, perilezyonal ve
intralezyonal enjeksiyon seklinde

* Uygulama suresi

omL

omL

i&ne 236x1%"

igne 23Gx1%"

igne 26Gx1%"

igne 24Gx1%"

« Tam lezyon granulasyonu elde edilinceye kadar

» Graft ile lezyon kapanana kadar
* Lezyon tamamen kapanincaya

« Lezyonel alan 1 cm?nin altina inene kadar

« Maksimum 8 haftalik tedavi

23




hr-EGF Faz lll Calismasi

 Cift kor, randomize, cok merkezli, plasebo kontrollu, 149 hasta
*Grup| <« 75 pug EGF (53 hasta)

e Grup Il * 25 ug EGF (48 hasta)

* Grup Ill * Plasebo (48 hasta)

* Wagner grade 3,4

« Haftada 3 kez intralezyonel uygulama
« 25 ug, 75 ug EGF veya plasebo

Montequin JI et al , Intra-lesional injections of recombinant human epidermal growth factor promote granulation and healing in advanced
diabetic foot ulcers: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009;6:432-443. 24



hr-EGF Faz lll Calismasi

« Lezyon alani * ortalama 20 cm? 7
« Yaridan fazlasi * Iskemik

* Yanit degerlendirilmesi, 2 hafta sonunda;
« Tam yanit %75-100 granulasyon
 Kismi yanit %50-75
* Minimal yanit %25-50
* Yetersiz yanit <%25

Montequin JI et al , Intra-lesional injections of recombinant human epidermal growth factor promote granulation and healing in advanced
diabetic foot ulcers: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009,;6:432-443. 25



hr-EGF Faz lll Calismasi

Tedavinin 2. Haftasi Sonunda Granilasyon Yanit

Grup | (75g) Grupll (25ug)  Grup Il (placebo)

(N=53) (N=48) (N=4§)
Tedavinin 2.haftasi sonunda
Tam + Kismi yanit
(2 %350 grandiasyon) 44 (%83.1)  34(%70.8) 19(%39.6)

Kontrol grubuna kargi farklik ~ %43.8 %31.2
(%% Cl) (243,626)  (10.3;52.2)

Montequin JI et al , Intra-lesional injections of recombinant human epidermal growth factor promote granulation and healing in advanced
diabetic foot ulcers: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009;6:432-443. 26



hr-EGF Faz lll Calismasi

Tedavinin Sonunda Granilasyon Yanit (8. Hafta)

Grup|(75ug)  Grupl(25ug)  Grup Ill (placebo)

(N=53) (N=48) (N=4§)
Tedavi Bitiminden Sonra
Tam yanit
(>%75 granulasyon) 46 (%86.8) 34 (%70.8) 26(%58.3)
Kontrol grubuna kars! farkliik %285 %125
(%95 Cl) 9.6,47.1) (8.6; 33.6)

Montequin JI et al , Intra-lesional injections of recombinant human epidermal growth factor promote granulation and healing in advanced
diabetic foot ulcers: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009;6:432-443. 27



hr-EGF Faz lll Calismasi

Yan Etkiler 75ug 25pg Plasebo
N=116 N=181 N=48
N % N % N %
Mulama yerinde a'gn 21 18.1 52 28.7 20 41.7
Uygulama yeringe yanma hiss! 26 224 25 13.8 14 29.2
Tilleme 34 293 18 9.9 2 4.2
Lokal Infeksiyon 20 17.2 14 9.9 8 16.7
Usime 30 259 15 8.3 1 24
Ates “ 7.8 18 9.9 5 12.5
Anemi 4.3 9 2.8 5 10.4
Kusma 7 6.0 : 22 1 24
Lezyonda yanma & 7.8 2 1.1 0
Bulant 5 4.3 3 1.7 2 4.2
Gogus Agnsi 2.6 - 2.2 0

Montequin JI et al , Intra-lesional injections of recombinant human epidermal growth factor promote granulation and healing in advanced
diabetic foot ulcers: multicenter, randomised, placebo-controlled, double-blind study. Int Wound J 2009;6:432-443. 28
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(Z] = ORIGINAL ARTICLE
’« s Acta Orchop Traumarol Ture 2016;50(3):277—-283

doi: 10.3944/A0T 1.2015.14.0434

Iintralesional application of epidermal growth factor
in limb-threatening ischemic diabetic foot ulcers

Samil AKTAS', Selcuk BAKTIROGLUZ?, Levent DEMIR?, Onder KILICOGLU", Murat TOPALANS®,
Erdem GOVENS®, Bengiisu MIRASOGLU', Fatih YANAR?

* 11 hastada, 12 diyabetik ayak yarasi
» 8 erkek, 3 kadin
* Yas ortalamasi 62.2
 Lokal enfeksiyon yok
« Revaskularizasyona uygun degil
« Amputasyon oncesi son segenek

» Intralezyonel rekombinant EGF 75 ug * 12 doz (6-25 doz)
* Degerlendirme * 14.6 ay sonra

29



ORIGINAL ARTICLE

Acta Orchop Traumarol Turc 2016;50(3):277—-283
doi: 10.3944/A0T 1.2015.14.0434

Intralesional application of epidermal growth factor
in limb-threatening ischemic diabetic foot ulcers

Samil AKTAS', Selcuk BAKTIROGLUZ?, Levent DEMIR?, Onder KILICOGLUY, Murat TOPALANS,
Erdem GOVENS, Bengiisu MIRASOGLU', Fatih YANAR?

* 9 hastada, 10 diyabetik ayak yarasi * tam iyilesme
2 hastada amputasyon

Fig. 1.  (Case 4) (@) Before Injectons of EGE-IL, (b) after debridement and 13 doses of EGH-IL injections, () after skin grafting [Color figures can
be viewed in the online isswe, whch (s available at waww aott org 12

30
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= £ ORIGINAL ARTICLE

L= | -

‘:”, _:3 Acta Orchop Traumarol Ture 2016;50(3):277—-283
D ven>”

doi: 10.394944/A0T 1.2015.14.0434

Iintralesional application of epidermal growth factor
in limb-threatening ischemic diabetic foot ulcers

Samil AKTAS', Selcuk BAKTIROGLUZ, Levent DEMIR?, Onder KILICOGLU*, Murat TOPALANS,
Erdem GOVEN?®, Bengiisu MIRASOGLU’, Fatih YANAR?

Iskemik diyabetik ayak yaralarinda < amputasyonu \
Literaturde destekleyici veri

Yuksek maliyet !!!

Secilmis vakalarda uygulanmali

Single application (TL) Course (TL)

Poroutanoons Transiuminal angopiasty 500
Stenl guphcation 1200 -
Bypass (Fem-pop with veln) a12 -

{Fean- 1) 3316 -
Neqgative pressure wound tharapy 135 (small and medium) 2400

210 (canssier) (approximately 10 appdications and S canisters)
Hyperbaric oxygen therapy 55 3300
max. 6 Ses51005)

ntralesional epidermnal growih facton 3235 38.820

(12 applications)

11 Turksh lnas. For exchange rate, rmutiply by O 34 foe LS Dodlars and € 30 for bures 31



Diyabetik Ayak Yaralarinda Intralezyonel Epidermal Biiyiime Faktorii
Uygulamasi: 15 Olgunun Degerlendirilmesi

Meltem Isikgoz Tagbakan?, Sinan Mermer?, Ilgin Yildinm Simsir?, Serhat Uysal?, Murat Oztiirk®,
Sevki Cetinalp?

* Ege uni. Hastanesi

* 15 hasta

« EGF * Haftada 3 kez 75 ug (Intralezyonel)
« 2 hafta — 12 hafta

* Yanit acisidan takip
« Tam yanit (Granulasyon dokusu >%75) = 10(%66,06)
« Kismi yanit (Granulasyon dokusu %51-75) < 3(%20)
* Yanitsiz - 2(%13,3)

Sozlii sunu 34, 6. EKMUD Kongresi, 11 Mayis 2016.
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Hasta IA 20
Tedavi 6ncesi

Hasta EC 05
Tedavi 6ncest

Son degerlendirme sonucu

Son degerlendirme sonucu

33









Focus on 'Wound Care

Epidermal Growth Factor in the
Treatment of Diabetic Foot Ulcers: An

Update

PRor s 1n Visoubsr Surgery
ard Tndowesalir Theepy

1] 304t

DT drhoels) 2012
Rogeres and parm sdoe:

e s mr arvubs Pusordason v e
COU 10 1177153 100351 244209)
hepen cagepe it roen

SSAGE

Elisavet K. Tiaka, MD', Nikolaos Papanas, MD', Anastassios C. Manolakis, MD?,
and George S. Georgladis, MD'

Meta-analiz

Study Design EGF Patients Method
Tsang et al,” China RCDB Cream,0.02% and 0.04% GI: 19 Gl:Actovegin cream
FU | year concentration G2:21 G2:0.02% EGF plus Actovegin
G3:21 cream
G3:0.04% EGF plus Actovegin
cream
Acosta et al,”” Cuba NR UC Intralesional injection, 29 Infiltrations %3/wk until 8 weeks
hospitalization 25 mglvial or complete granulation
Hong et al,?® Korea Prospective, open- Spray, 0.005% 21 C: dressing
label crossover concentration I:68 I: EGF + dressing
x2/d
Viswanathan and Pendsey,” C R DB, multicenter  Gel, 150 mg/g C:30 C: placebo
India I:30 I: EGF
x2/d until |15 weeks or healing
Fernindez-Montequin et al,”® R UC DB, multicenter Intralesional injection, Gl:23 G1:75 mg EGF
Cuba FU | year 75 or 25 mglvial G2: 18 G2: 25 mg EGF
x3/wk
Tuyet et al,” Vietnam uc Spray, 0.005% 28 x2/d + Hydrocolloid dressing
FU 8w concentration
Fernandez-Montequin et al,” R C DB 8 weeks, Intralesional injection, GI:53 GI1:75 mg EGF
Cuba multicenter, 75 or 25 mglvial G2:48 G2:25 mg EGF
crossover G3:48 G3: placebo
FU | year x3/wk

Abbreviations: EGF, epidermal growth factor; R, randomized; C, controlled; DB, double-blinded; FU, follow-up; G, group; NR, nonrandomized; UC,

uncontrolled.
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Focus on 'Waound Care

PRorspocrws 1o Vsl Surgery
Epidermal Growth Factor in the e

DT s 2012
Treatment of Diabetic Foot Ulcers: An B P i

DO4 10 1177/157 16351 144209)
U pd ate by g cxaepe it roem

§SAGE

Elisavet K. Tiaka, MD', Nikolaos Papanas, MD', Anastassios C. Manolakis, MD',
and George S. Georgladis, MD'

« EGF * Fibroblast ve epitel hucreleri * Epitelyal hasar onarimi
* Kronik diyabetik ayak yaralarinda < Biyoyararlanim

« Standart tedaviye eklendiginde;
« Kismi veya tam iyilesme
« Amputasyon oranini

» Intralezyonel uygulama daha basarili & Topikal
* Agri * en yaygin yan etki

* Bircok konu netlestirilmeli ??7?
« Optimal doz, sure, hangi yaralara, maliyet-etkinligi...



EGF ve SUT

EK-4/G
(Degisik: RG- 05/08/2015-29436/ 11 md. Yiiriirlik: 13/08/2015)

SADECE YATARAK TEDAVILERDE KULLANIMI HALINDE
BEDELLERI ODENECEK ILACLAR LISTESI

59. Epidermal biiyiime faktérii; Konvansiyonel yara tedavi prensiplerinin uygulanmasina ragmen yarada

1z11e§menm 1zlenmedxg£] (Tedavi siiresi ve uygulanan tedavinin raporda belirtilmesi gerekmektedir.),
gangrensiz. osteomiyeliti ve enfeksiyonu tedavi olmus (osteomyelite baglh iilserlerde gsteomyelitin
olmadiginin/tedavi edildiginin radyoloji ve ortopedi uzman hekimleri tarafindan, yumusak doku
enfeksiyonuna baglh tilserlerde yumusak doku enfeksiyonunun kontrol altina alindiginin enfeksiyon
hastaliklar1 uzman hekimi tarafindan raporda belirtilmesi gerekmektedir.) acik diyabetik ayak iilserleri
olan hastalarda, 3 tincii basamak saglik kurumlarinda genel cerrahi veya plastik cerrahi uzman hekimleri
tarafindan diizenlenen 4(dért) hafta siireli uzman hekim raporuna istinaden yine bu uzman hekimler
tarafindan regete edilebilir. 4 (dort) haftalik tedavi sonrasinda tedavinin devamu gerekiyorsa, ilaca
baslangic kriterlerinin yer aldigi, en az bir genel cerrahi veya plastik cerrahi uzmaninin bulundugu
saglik kurulu raporuna istinaden yine bu uzmanlar tarafindan recete edilir. Toplam tedavi siiresi 12(on
iki) haftayr gecemez.(Ek:RG- 26/11/2016- 29900/ 34 md. Yiiriirlik: 29/11/2016)
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AIMS
Topical growth factors accelerate wound healing in paticnts with diabetic foot ulcers (DFU). Duc to the absence of head-to-head
comparisons, we camed out Bayesian network meta-analysis Lo compare the efficacy and safety of growth factors,

METHODS

Using an appropriate scarch strategy, randomized controlled trials on topical growth factors compared with standard of care in

patients with DFU, were included. Proportion of patients with complete healing was the primary outcome. Odds ratio {(95% e rh EGF rhP DGF ve oto | og PRP @ |y| | esmeyi /]
confidence interval) was used as the effect estimate and random effects model was used for both direct and indirect comparisons. ,

Markov Chain Monte Carlo simulation was used to obtan pooled estimates. Rankogram was generated based on surface under

the cumulative ranking curve (SUCRA}.

RESULTS e Simdilik en iyisi * rhEGF

A total of 26 studies with 2088 participants and 1018 events were included. The pooled estimates for recombinant epidermal

growth factor (rhEGF), autclogous platclet rich plasma (PRP), recombinant human platelet-derived growth factor {thPDGF) were

5.72[3.24,10.37), 2.65 [1.60, 4.54] and 1.97 [1.54, 2.55] respectively. SUCRA for rhEGF was 0.95. Sensitivity analyses did not v TR TR
reveal significant changes from the pooled estimates and rankogram. No differences were observed in the overall risk of adverse ° COgU ka nitin 8 ucu D u § u k
events between the growth factors. However, the growth factors were observed to lower the risk of lower imb amputation

compared to standard of care.

CONCLUSION * Enfeksiyon ve osteomyelit varliginda uygulanmiyor
To conclude, thEGE_thPDGE and autolegous PRI significantly improved the healing rate when used as adjuvants to standard of

care, of which rhEGF may perform better than other growth factors. The strength of most of the outcomes assessed was low and
the findings may not be applicable for DFU with infection or osteomyelitis. The findings of this study needs to be considered with
caution as the results might change with findings from head-to-head studies.

Standart tedaviye ek olarak
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IDSA GUIDELINES

2012 Infectious Diseases Society of America
Clinical Practice Guideline for the Diagnosis
and Treatment of Diabetic Foot Infections®

Benjamin A. Lipsky,' Anthony R. Berendt,”? Paul B. Cornia,? James C. Pile,* Edgar J. G. Peters,® David G. Armstrong.®
H. Gunner Deery,” John M. Embil,®* Warren S. Joseph,’ Adolf W. Karchmer,'® Michael S. Pinzur,” and Eric Senneville'

Wounds without evidence of soft tissue or bone infection do not require antibiotic therapy. For infected
wounds, obtain a post-debridement specimen (preferably of tissue) for aerobic and anaerobic culture. Empiric
antibiotic therapy can be narrowly targeted at GPC in many acutely infected patients, but those at risk for
infection with antibiotic-resistant organisms or with chronic, previously treated, or severe infections usually
require broader spectrum regimens. Imaging is helpful in most DFIs; plain radiographs may be sufficient, but
magnetic resonance imaging is far more sensitive and specific. Osteomyelitis occurs in many diabetic patients
with a foot wound and can be difficult to diagnose (optimally defined by bone culture and histology) and treat
(often requiring surgical debridement or resection, and/or prolonged antibiotic therapy). Most DFIs require
some surgical intervention, ranging from minor (debridement) to major (resection, amputation). Wounds
must also be properly dressed and off-loaded of pressure, and patients need regular follow-up. An ischemic
foot may require revascularization, and some nonresponding patients benefit from selected adjunctive
measures. Employing multidisciplinary foot teams improves outcomes. Clinicians and healthcare organiz-
ations should attempt to monitor, and thereby improve, their outcomes and processes in caring for DFIs.

No adjunctive therapy has been proven to improve resolution of infection, but for selected diabetic foot wounds that are slow to heal,
clinicians might consider using bioengineered skin equivalents (weak, moderate), growth factors (weak, moderate), granulocyte colony-

stimulating factors (weak, moderate), hyperbaric oxygen therapy (strong, moderate), or negative pressure wound therapy (weak, low).
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Sabriniz icin tesekkurler...
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