AtaBntiko modL

N. TevtoAoUpng¢

KaBnyntrc Maboloyiog

BAARNIKH AHNMOREALLY A' Npontatdeutiky MaboAoyikr) KAWLKN Ko
ﬁ?;:":;[’;:%f:va’;%?%sm“w ESik) Nooohoyia Mavemiotnpiov ABnvuwv
& AlapfntoAoyiko Kévtpo

[. N. A. Aaiko

laTpikr) ZxoAn EKIA



AlITIA EI20AQY

e Eumupeto

e EAKkOC meApatiaiag emidpavetlac AE akpou odog

latpikf ZxoAn EKTIA



MAPOY2A NO202

e [uvalka 72 sTwV

e OTOPLKO ZA amo 20etioc npoonABe oto |. Atafntikov
nodol Aoyw aAyouc, odnpoatoc Kol EAkouc 1ou-20u
petatapoiov, meApatioiag enidpavelac AE akpou modog
oo 7uRvou

* OPOOLUATNPEC KAl SUCOOUEC EKKPLOELC OO UNVOC, YLOL TO
ortoio eAdapPave dalacin 300mg 1x3 yla 5 pAveg ko
ciproxin 500mg 1x2 yia 2 prvec.



ATOMIKO ANAMNH2TIKO:

2A toTou 2 armo 20etiog uTtO ACTIOPTLKY LWVOOUALVN YAOPYLVLKI) LVOOUALVN
46 s.c., avaloyo GLP-1 (vtouAayAoutidn) /efdouada, petpoppivn 500
mg X2

e Alapntikn apdpipAnotpoedonadsia kot DME (umo inj anti-VEGF)

e [lepldepikn) veupondBeLa

e Mepideplki apTNPLAKA VOOOC UTIO OLKETUAOCAALKUALKO 100 mg x1

e XNN otadiou 3b

e Aptnplakn uméptaon utto kapPedNOAn 6,25mg 1x1

e AvcAuudarpia unto atopPfaoctativn 20mg 1x1

e YnoBupeosldlopocg uno AeBoBupoéivn 50ug 1x1

o KataBAuttiky cuvdpoun uno ottalompapun 20mg 1x1

ANAZKOTMNHXH ZY2THMATQN:

e AKpATELO OUPWV ATIO UNVOC TPOOSEVTIKA ETILOELVOUEVN

laTpikr) ZxoAr EKITA



@YZIKH EZETAZH:

AN: 150/80mmHg HR:90/min RR:20/min Sp02:98% T: 38,2°C

0oyYn/6péPn: maoyovtoc

Avarnveuotiko: AW opotipo apdw xwplc emumpoobeTouc NYoUG

Kapdlayyetako: S1,52 puBuikoi, eUkpLveig, xwpig dpuonuata, mepldeplkég oPpUEELC OpOTIUA
PnAadntec, kapwTtidec xwpic puonuata

KolAla:evteplkol xoL mapovteq, Kolhia padakn, euTtieotn, avwduvn otnv EMUTOAAG Kal €V Tw BABOeL
YnAadnon, nrap/onAnv aPpnAdadpnta

ANE:GCS 15/15, mpooavatoAlopEvn o€ XpOVo, Xwpo, poowrta, avy.duokapudia (-),

Evpripata nepldpEPLKNG CULUUETPLKNAG aloONTLKO-KIVNTIKAG MoAuvevponadeiag (iun avtiAnyn tou
NMOVOU, TWV SOVAOEWV, TNG SEPUATIKAG TIieoN, TG Oeprokpaciog, katnpynpueva AXIAAELa
TEVOVTLO OLVTOLVOLKAQLOTLKAL)

MUOOKEAETLKO: YOOTPOKVNUIEG LOAAKEG,EUTILEOTEG, AVWOUVEC, UNn oldNuaTwdELS, ATiLa EEpUBPEG
€WG LECOTNTO AUTWYV AUdW, AKPWTNPELOOHOG 1°V SaxtUuAou AP ko 2°V daxtuAouv AE dkpou modag,
€AKog neApatiaiag emigpaveiag 1°-2°V petatapoiov AP akpou modog dtapétpou 2x2cm, probe to
bone: (+)



EPTA2THPIAKO2 EAETXOz2:

10,7gr/dl FAYKOZH NHZTEIAZ 242mg/dI
HCT 32,9% Urea 68mg/dl
MCV 86, 1fl Creat 1,41mg/dI
MCH 28pg AST/ALT 12/12 U/L
MCHC 32,5g/dI ALP/yGT 140/52 U/L
WBC 9,97K/ul Tg 55mg/dl
PMP 7,1K/pul Chol 152mg/dl
LYMP 1,81K/ul HDL 51,4mg/dI
PLTs 426K/ul LDL 90mg/dl
HbAlc 9%
CRP 125 mg/L
TKE 130 mm

larpikr) ZxoAr EKTA



OpIoCUOC

e AlOBNTIKO TTOdI €ival TO TTOOI TWV ACOeEVWV JE
O1aBNTN TTOU EXEI
— Aoipwen
— N/Kal eEEEAKWON
— MEM XWPIC KATAOTPOPI TWV £V TW BABEI I0TWV,

e UE OUVUTTAPECN TTEPIPEPIKNG VEUPOTTAOEIOG
n/kal  TToikiAou PaBuou apTnploTTadela TWV
KATW AKPWV.

World Health Organization, International Working Group on the Diabetic Foot, 1999



Figure 2.1 Typical neuropathic ulcer with «
g I I

lus formation on the first metatarsal head before
debridement




2. uxvoTnTa

Reference Population- or Prevalence (%) Incidence
clinic-based

Footulcers  Amputation Footulcers  Amputation

Neil et al. 1989 UK Population 7 4 -
Borssen et al. 1990 Sweden Population 0.75 . .
McLeod et al. 1991 UK Clinic 2.6 2.1 -
Moss et al. 1992 USA Population - 3.6

Bouter et al. 1993 The Netherlands Population - -

Siitonen et al. 1993 Finland Population .
Pendsey et al. 1994 India Clinic 3.6 -
Kumar et al. 1994 UK Population 14 -
Humphreyetal. 1996  Nauru Population -
Abbott et al. 2002 UK Population 1.7 . 2.2 .
Mueller et al. 2002 The Netherlands Population - 2.1 0.6
Lavery et al. 2003 USA Population - 6.8 0.6
Manes et al. 2004 Balkan region Clinic 76 - .

0.76

*Include annual incidence of foot ulcers in patients hospitalized for this problem.
**Incidence over 4 years. Includes the countries Greece, Romania, Bulgaria, Serbia, Albania, and The former rebublic of Macedonia.

Diabetic foot. In: Vascular Surgery. Lianis Ch (Eds), Sringer-Verlag, Berlin, 2005




2uxvoTnTa:

1) E¢€EAkwong 7,5% (SE=1,4)
EAANGOa: 4,8%

2) KivnTika eAgippara (MS=1) 35,7%
(SE=1,24)

3) AioONTIKA eAcipypata (NS=2) 43,2%
(SE=1,2)

Manes et al., Wounds 2008

IaTpikn ZxoAn EKMA



...H onpaacia Tou dianTikou
TTOOI0U

e 270 80% TWV TTEPITTTWOEWV
QKPWTNPIOOMOU o€ atoua Pe d1aBnNTn n
aITia €ival Eva €AKOC

e HIMA:~80.000 akpwTtnpIaouoi KABE XpOVOo
o€ aroua Pe dlapNTN

e Ta €AKN Kal Ol aKPWTNPIACUOI KOOTICOUV
aKpIBG

Reiber et al. National Institute of Health, 1995



Cost of foot ulcers

Table 1.2 Direct and indirect costs per patient with foot ulcers of various severities

Mo infection With infection, Mo infection, With both Mot classified
or PAD no PAD with PAD infection
and PAD

A. Direct costs
Hospitalization (hotel cost) 808 (18) 3,703 (40) 4,333 (45) 6,787 (40) 4,599 (40) 3,892 (39)
Amputations 198 (4) 499 (5) 594 (6) 2,411 (14) 687 (B) 889 (9)
Revascularization 44 (1) 62 (1) 685 (7) 1,309 (8) 1,213 (11) 554 (5)

Other interventions/ 550 (12) 992 (11) 8297 (9 1,553 (9) 937 (8) 986 (10)
surgery

Diagnostic procedures T4 (2) 111 (1) 190 (2) 260 (2) 225 (2) 160 (2)
Antibiotics 847 (19) 1.146 (12) 1.147 (12) 1.846 (11) 764 (7) 1,197 (12)

Off-loading and 435 (10) 448 (5) 447 (5) 503 (5) 445 (4) 457 (5)
orthopedic appliances

Topical treatment 268 (8) 446 (5) 679 (7) 1,057 (6) 1,029 (9) 658 (7)
Consultations and 448 (10) 707 (8) 549 (6) 687 (74) 1,221 (11) 653 (6)

Outpatient visits

| Total direct costs 3,771 8,113 9,622 16,414 11,120 9,446 |

B. Indirect costs 743 (16) 1,160 (13) 229 (2) 421 (3) 335 (3) 645 (6)

C. Total direct and 4,514 (100) 9,273 (100) 9,851 (100) 16,853 (100) 11,455 (100) 10,091 (100)
indirect costs

The direct and indirect costs per patient are shown in Euros (% of total) according to 2005 prices and have been weighted by purchasing
power standards. Indirect costs refer to the costs for patients who were employed and had been on sickness leave because of the foot
ulcer. Indirect costs were calculated by multiplying the number of weeks a patient had been on sickness leave by the average income per
week of the general population in the country of residence.

PAD, peripheral arterial disease.

Maodified from Prompers et al. (2008), with permission.

Atlas of the Diabetic Foot, 2" Ecin, 2010, Wiley-Blackwell




[MapayovTeg KIvOUVOU YIa ENPAavion
EAKWYV

e MepirpepIkN VEUPOTTADEIT
o [MepipepIKN apTNPIOTTABEIO

+
e TPAUMATIOMNOG

— €CWVYEVNC
— evOOYEVNC (AVATOMIKEC TTAPAUOPPWOEIC,
UTTEPKEPATWOEIQ)



NeupotraBeia: H kupioTepn aitTia EAKwWV

King’s College, London:
62% VEUPOTPOPIKA
25% veupoloXaluIKa
13% 10xaIPIKA

Manchester:
40% veupOTPOPIKA
45% veupolioXaluIKA
15% 1oxaIpIka
NQiko:

44% veUPOTPOPIKA
28% veupoIoXaIUIKA
28% 10XAIPIKA

Neupotrddeia: Koivog TTapavouaoTiiG 0To 70-80% Twv eAkwv



Kamviopa 2. aKxapwonc AianATng
QuoAimmidaiyia
\ v
_ Nepigepikn - & GonmikokivTIK NeupotaBeia
APTNPIOTIABEIT /e nomr6BEIa N Autovopou NI
l KIVNTIKOTNTA apOpwoeEwy ; | |
Aﬂ(b)\ézl(] EAattwpévn  MeTaBoAég
AN £QPidpwWON  AIPAT. PORG
puci)v | l
Y =npo dépua .
Noapapopewosig — Augnuéveg —— | Aigtaon
oo . [MEoelig «— KdAog PAEBwV
EAatT aicBnon movou _, 570 TT65! N Oepuo
v || &1008ekTIkA aioBnon yele]
Neupoioxalgiko . Neupotrafnrikd |
[16d1 o€ Kivduvo " 1631 o€ Kivouvo
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"EAKOC
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il \ [MpoBARuATA CUUTTEPIPOPAC \

Neupoioxaipikd
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Somatic motor neuropathy: muscle wasting & foot
deformities

Diabetes

¥ ]

somatic sensory somatic motor
neuropathy neuropathy

A4

¥

| perception of pain, [ small muscle wasting ]
temperature and

proprioception

Y

foot at risk

A 2
| foot ulcer |

Bus SA, et al. Intrinsic muscle atrophy and toe deformity in the diabetic neuropathic foot. A magnetic resonance imaging study. Diabetes Care 2002; 25:1444-1450.




High plantar pressures

High plantar pressure:

' +
‘ somatic sensory ’ { somatic motor w ° Foot defOFmItIeS
neuropathy neuropathy .
* Previous ulcer

: » Callus
omemmaan, | [t | - Minor amputations
proprioception , « Altered foot biomechanics due to neuropathy
* Limited joint mobility (LIM)

foot deformities

T plantar pressures callus formation

A
foot ulcer

latpwkn Zyoin EKITA



High plantar pressures

- 100
70 Niem” -2 - %0 A cut-off value of 700 kPa (70 N/cm?)
AN | ! 80 on barefoot has a sensitivity of 70%
\\. — 19 e 0 and a specificity of 65% in prediction of DFU
_ 60 ©
- : 50 E Peak in-shoe plantar pressure >200 kPa
il 40
n 30 =
_u 20
m _ 35Nem’ Armstrong et al, J Foot Ankle Surg 1998; 37: 303-307.
“ 0" Owings TM, et al. Diabet Med. 2009 Nov;26(11):1141-6
; " 0 Frykberg RG, et al. Diabetes Care. 1998 Oct;21(10):1714-9
100 80 60 40 20 0 Lavery LA, et al. Diabetes Care. 2003 Apr;26(4):1069-73
% Sensitivity

Elevated foot pressure is an important risk factor for foot complications. However, foot pressure is a poor tool by itself to
predict foot ulcers.

latpwkn Zyoin EKITA



Sudomotor dysfunction

| Diabetes
somatic sensory somatic motor .
autonomic neuropathy
neuropathy neuropathy

y

| perception of pain,

temperature and
proprioception

Y

[ small muscle wasting ] 1 sweating

Y

foot deformities dry skin

| foot ulcer

latpwkn Zyoin EKITA

* Dry skin
e Callus formation

e Fissures, contamination, infection




[TaBo@ualoAoyia eTToUAWONC

laTpik ZxoAr EKIA



Although peripheral neuropathy, peripheral arterial disease
and trauma are the main factors that lead to the
development of foot ulceration, impaired wound healing Is
the main complication that results in the development of
chronic wound, which often lead to amputation.

Pathogenesis and treatment of impaired wound healing in diabetes mellitus: new
insights. Advances in Therapy 2014; 31: 817-836

laTpik ZxoAr} EKTTA



2. OKXapwong d1aBnNTng Kal EAKN KATW AKPWYV

o Ta dlaBNTIKA €AKN €ival ouvABWCS XPOovia EAKN

o XpoOvia £AKN: Ta EAKN TTOU OEV ETTOUAWVOVTAI UETA ATTO 3
UNVEC KATAAANANG BeparTreiag

e 60% TWYV dIABNTIKWY EAKWYV €XOUV JECO XPOVO
ETTOUAWONC TTEPITTOU 6 PAVEC

laTpik ZxoAr} EKTTA
Advances in Therapy 2014; 31: 817-836



AITieg TTaBoA0yIKAG ETTOUAWONG aTO dIaBNTN

o YTrepyAuKalyia
o Xpovia gpAcyuovn

o BAGPecC TNC HAKPOKUKAOPOPIAC — TTEPIPEPIKN
ayyeloTTabela

o BAAQBeC TNC MIKPOKUKAOPOPIAG — TTEPIPEPIKN
VEUPOTTAOBEIO

o AIQTAPAXEC TWV VEUPOTTETTTIOIWV

« ECaoBivnon Tou avoooAoyIKOU CUOTAMOTOC —
ETTIPPETTEIQ OE AOILNWCEEIS

laTpik ZxoAr} EKTTA _
Advances in Therapy 2014; 31: 817-836



Alatapaxec TpwTtedAUONC

, . extracelldlarmatrix
 H ICOPPOTTIA UETG‘;’U GUVGEGWQ synthesis and deposition

Kal d1A0TTa0NG TNG ECWKUTTAPIOC ¢
guolag 5I(’]Tr'|p£ITGI aTro TN I GRANULATION

PACTNPIOTNTA TWV
METAAAOTTPWTEIVOOWYV (Matrix
metalloproteinases, MMPs) kai
TWV AVACTOAEWV TWV

METAAAOTTPWTEIVOOWV (tissue =
inhibitors of MMPs, TIMPS) PROVISIONAL |gAHEIVRN COLLAGEN
MATRIX MATRIX

laTpik ZxoAr} EKTTA
Advances in Therapy 2014; 31: 817-836

"y




POAOC Twv yakpopAywyv TNV €TOUAWON

Amount of Macrophages

0 3 6 9 12 15
Time (days)

laTpik ZxoAn EKTA
Advances in Therapy 2014; 31: 817-836



YTrepYAUKaIPia — Xpovia pAsyuovn

[TaBoAoyIKA XapaKTNPIOTIKA TWV IVOBAQCTWV:

e MEIWMEVN OUVATOTNTA METAVAOTEUONG

* MEIWMEVOC TTOANATTAQCIACUOC

* AUENUEVN ATTOTITWON

[TaBoAOYIKA XOPAKTAPIOTIKA TWV KEPATIVOKUTTAPWV:

e MEIWMEVN OUVATOTNTA METAVAOTEUONG

* AUENUEVOC TTOANATTAQCIQONOGC OAAG PEIWUEVN
dlagpopoTroinon

laTpik ZxoAr} EKTTA
Advances in Therapy 2014; 31: 817-836



BAGBEC HIKPOKUKAOPOPIAC — TTEPIPEPIKN
VEUPOTTABEIO

* H 1Tepipepikn veupottaBela oxeTiCeTal Pe BAABES TNG
UIKPOKUKAOPOPIag

e O Kopeapog O, (pE TN PEBODO TNG UTTEPPACUATIKAG
ATTEIKOVIONC) Kal n O1adEPUIKA TAON 0EUYOVOU Egival
LMEIWMEVA OTA KATW AKPA TWV A0BEVWV PE TTEPIPEPIKN
VEUPOTTABEIO O€ OUYKPION JE TOUC AOBEVEIC XWPIC
VEUPOTTABEIQ

latpikn 2x0AN BdlAances in Therapy 2014; 31: 817-836



ETippetTeia oTIC AOINWCEIC

 H mmapouadia xpoviou EAKOUG DIEUKOAUVEI TNV ETTIMOAUVON
TOU, N OTTOIa CUUPBAAEI OTNV TTELAITEPW PAEYHOVWON
QATTAVTNON KAl KATAOTPOPN TWV I0TWV

o Ta PakTrpla TTapaATEiVOUV TN PAEYUOVWON PAcn Kal
TTapeUBaivouv otn ouvBeon KoAAayovou, oTnv
ETMIONAIOTTOINON KOl TN CUCTOAN TOU TPAUUATOC

I 1 2X0An EKTA
ATPIN =XOAN Aﬁvances in Therapy 2014; 31: 817-836



Diabetic Foot Ulcers and Their Recurrence

Incidence Rate (%)

100~
90
80
70
60|
50|
40
30
20
10

¢ Any foot ulcer
recurrence

*» ¢

*
“»
»

o,
25

*e

# Plantar foot ulcer
recurrence

*be

# Reference for
trend line

== Trend line
(logyo)

+

Posthealing Follow-up (yr)

Vibration perception threshold >25V

Presence of a preulcerative lesion

Presence of peripheral artery disease

Presence of a preulcerative lesion

Presence of ulcer on the plantar foot

Presence of previous ulcer at plantar hallux

Presence of osteomyelitis

Geriatric Depression Scale score =10

C-reactive protein >15 mg/liter

Glycated hemoglobin >7.5

Loss of protective sensation

No in-shoe peak pressure <200 kPa and footwear adherence >80%
Barefoot dynamic peak plantar pressure (per 100 kPa)
Day-to-day variation in step activity (per 100 strides)
Day-to-day variation in step activity (per 100 strides)

Cumulative duration of previous foot ulcers (per mo)

111
110
1.08
1.03

233

3.68

Armstrong et al. N Engl J Med 2017;376:2367-75.

latpwkn Zyoin EKITA

4 6 $ 10 12 14

Odds Ratio



AlIQyvwon-avTIMETWTTION

YTTapXel VEUPOTTABEIQ;

Eival N TepIQEPIKN KUKAOQPOpPIQ ETTAPKNG;
YTTapxel Aoipwien;

Alapopikn dlayvwaon

KaBapiouog

ATTOQOPTION

AVTIHETWTTION TNG AOiPWENC
ToTrkn gpovTida

laTpik ZxoAr} EKTTA



AIGdyvwaon TNS TTEPIPEPIKAC
VEUPOTTAOEIOC

latpikr ZxoAn EKTA



Semmes-Weinstein monofilaments

larpikr) ZxoAn EKTA

Insensation of 5.07
monofilament and risk of foot
ulceration over 1-4 yrs

HR: 2.5-7.9
(95% CI 2.0-14.3)

J Vasc Surg. 2010 Aug 7 (meta-analysis)



AIGdyvwaon TNS TTEPIPEPIKAC
apTnploTTadelag

latpikr ZxoAn EKTA



EmimmoAaocpuog tng MAN

2TV TTPWTORABMIO TTEPIBOAYN
O£ OUYKEKPINEVES NAIKIOKEG
NHANES 1 4.3% OpadEG
SO £ HE TTAPAYOVTEC KIVOUVOU
SanDiego® o emimmoAaopdég Tng MAN
Méon nAikia 66 eTwv Eival 'ITEpI"ITOU
NHANES * £VaC OTOUC TPEIC AOOEVEIC.

HAikix 70 etov

Rotterdam 3
HAikio >55 e10v

Diehm # (GetABI)

HAIKiot 65 eT@V

PARTNERS °
HAIKIoe >70 nhikioe i 50-69 eTwv pPE 1I0TOPIKO XA M KOMVIONOTOC

29%

0% 5% 10% 15% 20% 25% 30% 35%

NHANES: National Health and Nutrition Examination Study
PARTNERS: PAD Awareness, Risk, and Treatment: New Resources for Survival [program]

1. Selvin E, Erlinger TP. Circulation. 2004;110:738-743.

2. Criqui MH, et al. Circulation. 1985;71:510-515.

3. Diehm C, et al. Atherosclerosis. 2004;172:95-105.

4. Meijer WT, et al. Arterioscler Thromb Vasc Biol. 1998;18:185-192.
5. Hirsch AT, et al. JAMA. 2001:286:1317-1324.




Measurement of the ABI

Ultrasound
device

Blood
pressure cuff

Brachial
artery

Dorsalis
pedis artery

Posterior
tibial artery

Figure 2. Measuring the Arterial-Brachial Index.

To measure the arterial-brachial index, a Doppler ultrasound device is used
to amplify the sound of arterial blood flow in the arm and to locate the sound
of arterial blood flow in the ankle. A blood-pressure cuff is used to record
the pressure in the brachial artery of the arm and in the arteries of the ankle

after each arterial flow is located.
Iatpikn ZxoAn EKMA



H onpacia Tng eTapkoug aigaTwong oTnv
EKBaonN TWV EAKWV

o VG0 Brothaong (2]

Ol——l —{ii

W [igom A Tligon © TcPo2
oTa opupd ot dAKTUAQ

Mn enepBatikn ekTinom kat UNoAOYLoUOC Tw MBavOTATWY EMOUAWOTNC

International Working Group on ihe Diabetic Foot, 1999




TA=ZINOMHZH THX BAPYTHTAZ TOY

GRADE

0

-

AIABHTIKOY EAKOYX

Wagner Ulcer Classification System

LESION

No open lesions: may have deformity or cellulitis

Superficial diabetic ulcer (partial or full thickness)

Ulcer extension to ligament, tendon, joint capsule, or deep fascia without

abscess or osteomyelitis

Deep ulcer with abscess, osteomyelitis, or joint sepsis

Gangrene localized to portion of forefoot or heel

Extensive gangrenous involvement of the entire foot

Table 2 - UNIVERSITY OF TEXAS CLASSIFICATION OF DIABETIC FOOT

GRADE-0

GRADE-1

GRADE-2

Infection

WIfl- Wound, Ischemia, foot

ISCHEMIA DOMINANT

TISSUE LOSS DOMINANT
. Toe pressure (TP)

0: No ulcer and no gangrene
0:260 mmHg

1:40-59 mmHg
2:30-39 mmHg
3:<30 mmHg

1:Small ulcerand no gangrene
2: Deep ulcer or gangrene limited to toes
3: Extensive ulcer or extensive gangrene

INFECTION DOMINANT

Foot infection
0: No symptoms or signs of infection
1: Mild (£2 itis)
2: Moderate (>2cm

purulence)

3:Severe [systemic response/sepsis)

Preulcerative or postul- Superficial wound, not Wound penetrating to Wound penetrating to
cerative lesion completely | involving tendon, capsule tendon or capsule bone or joint
epithelialized or bone
Infaction Infection Infection Infection
Ischemia Ischemia Ischemia Ischemia

Infection and lschemia

Infection and Ischemia
g

Infection and Ischemia

1K 2 Yo EK|

[1A

Infection and Ischemia




Ala@opikn d1ayvwaon
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ABCDE SKIN EXAM

iﬂﬂ'lefﬂl
]

One half is unlike the An irregular, scalloped, Color varies from one Melanomas usually are

ather half ar poarly defined border. areq to another; has greater than 6mm (the

shades of tan, brown, size of u pencil eraser)
or black; is sometimes when diagnosed, but
white, red, or blue. they can be smaller.

+0-0-0-0

A mole or skin lesion looks different from the rest or is changing in size, shape, or color.

ol h}-@

Reproduced with permission from the American Acodemy of Dermatology, Copyright © 2010, All rights reserved.
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Alayvwaon Kal QVTIJETWTTION TNG
Aoipwgng

laTpik ZxoAr EKIA



PEDIS

IDSA

Katnyopic Ileprypoopn AvoroTLd oTOLYEIO XopouKTnpropoc
wota IDSA
1 Amoucia AoTumENS ATOUGI CUUTTOUETOV Amoucin AoIUmENS
OTLLEl®mY AOTUMENC
2 Aolumén ou apopd Po- Tovidyiotov 2 oxod: Hmie (mild)

vo S&pua Ko vrodoplo
16TO

-0l U 1 oKrANPIG
-gpUBNUE <2 cm
-£VAICHN IO 1] TOVOG
-OspudTNTY

-8KpON TLOV

3 Extetousvn kottopitida -gpLONua > 2 cm + 1 Metplag Bopotnrog
N AOILMEN EXECTEWVOLEVT | QIO TOL TRPOITEAVD (moderate)
PabiTepa amo To SEpua N onuein AoiuméEne Tmv
K0l TOV DIOSOPIO 16TO doudv KdTmOey ToLv 8Ep-

UATOC KA TOU DTOBOPIOL
16700 (AIOGTNLL, OCTEO-
HUEMTIS, ONETIKNA apdpitic,
QLITOVEVPOTITIS K.TA.)
4 Aolumén cuvodsuodusvn OmotdnmoTse AOmEN 2opapn (severe)

0O GUVEPOLLO GUGTT-
HOTIKNG PASYHOVOEOUS
aravinong (SIRS)

e TOVAAYIGTOV 2 amd:
-TUPETOS / VITOB P

~TO VKPS

~TOGDTVOX

-VTOKOTTVIC,
-ASVUKOKUTTAP®OT) / ASVKO-
TEVILE,

-GOPES HOPOE
otV atsptqu’;r 2K

R0 E

KIMA

Tagivounon
-PEDIS
-IDSA

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

Clinical Infectious Diseases
2012;54(12):132-173
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algoduvauiki acTadela,diatTunon
€AKOUCQ), KPIOIUN 10XaIdia OKEAOUG,
ETTEKTAON AOipWENG o€ ev Tw PBAOEI
10TOUG
pedis 4,3 pe ouvuTtapxovTa
TTpoBAuaTa, aduvauia
OUMNOPYWONG/atroTuyia aywyng
KOT OiKOoV

)

NAI

4 A

EIZAMQIMH.
AVTIMIKpOBIOKN aywyn,KaBapiouog
€AKOUG,TOTTIKN TTEPITTOINON, AQWN
KAAAIEPYEIQG, ATTOPOPTION
OKEAOUG,ETTAVAINATWON

OXI

4 N

E-QTEPIKOZ AZOENHZ.
AVTIMIKPOBIOKN aywyn,Ka8apiouog
€AKOUG,TOTTIKN TTEPITTOINCN, AQWN
KAAAIEPYEIQG, ATTOQOPTION
OKEANOUG, ETTAVAINATWON ETTI EVOEICEWV

\ ETTi BeATiwong TTapakoAouBnon. /

\ ETTi BeATiwong TTapakoAouBbnon,. /

2012 Infectious Diseases Society of America. Clinical Practice Guideline

IGTQHFQh@ﬁ%ﬂo@'@&‘Treatment of Diabetic Foot Infection.
Clinical Infectious Diseases 2012;54(12):132-173
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= MRI dgixvel NAvVTOTE, AKOUN KAl OTd
apxika otadia OoTIKN GUMPETOXN.

= Oidnua pueou otnv akoAoubBia STIR
(short Tl inversion recovery) np otnv T2
akoAouBia kal XaunAo onua otnv
akoAouBia T1.

IaTpikn ZxoAn EKMA






[TpOANWN d1afNTIKOU TTOOI0U

EKTTaidcuon yIaTpwV KAl VOONAEUTWYV
Extraideuon acBevwy
Anuioupyia larpeiwv AlanTikou [odiou

[Tapoxn atro To cuoTNUa aoPaAAiong
UTTOONMATWYV Kal TTEAUATWY € OO0UC TA
xpelacovTal



Number of amputations

Major amputations

Foot
clinic

l B Neuropathic amputations

B Ischaemic amputations

80 81 82 83 84

Year



Incidence of diabetes-related amputations in

the total population in Lund/Orup, Sweden 1982-2001
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Major amputations

Diabetes prevalence increase
—— by 87%0 1982-2001
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KoiTa&e npooekTika Ta nodia oou kabe
(popad nou Byadeic Ta nanouTaola Kai TIC
KAATOEC yia unapén pubpoTnTac n
depuaTikwv BAapwv.

Av O€IC KATI avnOUXNTIKO, EMNIKOIVWVNOE
IE TO YIATPO TGOU.



H onuacia Tou KaBapiouou
(debridement)
- 08V €AK0G: KOOUPLoNOS-0TUPULTTOS VL0, TV ETOVAMGT)

-XpOovio €AK0G: KOOuPLoNOS KoL 1) HETOTPOTTN] EVOG
YPOVIOV 6€ 050 EAKOG
1. Xeipoupyikog KaBapIouOG BE VUOTEPI (AMECOG, NN OUVEXNG)

2. AUTOAUTIKOG: UBpOYEAES (Ypryopogs, ouveXAC)

3. EviupaTiKOG HE TTPWTEOAUTIKA EVCUMA: KOAAQyEvaAon

(aoTaONG, OXI TTAVTOTE ATTOTEAECHATIKOG).

4. Mnxavikog: yAageg (€TTWOUVOG, PN GUVEXNG)

[atpikn ZyoAr EKITA



R Ty R R ~ Figure 13.3 /
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Figure 13.1 A neuropathic ulcer under the hallux
debridement.
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ToTrikn gpovTioa

TAKTIKOC KABAPIOPOC
[[ala, emBepara aIAikovng
Ala@paveic HEpPPAVEC
YOPOYEAEC

Y OPOKOAAOEION

Appwdn emOepara £ Ag
AAYIVIKQ

Yopolvidla

Me UEAI
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EDX110

EDX110 (Edixomed, London, UK) is a two-layer
system designed to generate NO in-situ

EDX110 provides a moist wound environment,
absorbs exudate, triggers autolytic debridement
and, when the two layers are placed in contact
and applied to the wound, NO is generated as
an ancillary function

A sterile wound treatment as two

components:

1. A primary non-adherent mesh

2. A protective layer which
generates nitric oxide when
placed on the primary layer

« Secondary layer

e

Wound

Edmonds ME et al. Wound Repair Regen. 2018 Mar;26(2):228-237.



(53% vs 36%; p=0.03)

Results

(97% vs. 55%; p=0.04)
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Edmonds ME et al. Wound Repair Regen. 2018 Mar;26(2):228-237.




EXPLORER Study

Diabetic foot ulcers have a prolonged inflammatory phase with fibroblast
dysfunction, impaired neovascularisation, and increased concentrations of matrix
metalloproteinases (MMP)

MMP impede wound healing through degradation of growth factors and
destruction of the extracellular matrix

In neuroischaemic ulcers, this protease imbalance has been associated with poor
outcomes

The potassium salt of sucrose octasulfate acts at the tissue level and has been
shown to inhibit excess MMP

Additionally, the potassium salt of sucrose octasulfate has a unique structure that
interacts with growth factors and thus restores their biological functions
contributing to tissue formation



EXPLORER Study-Results

Control dressinggroup  Sucrose octasulfate dressing  Adjusted odds ratio
group (95% CI; p value) or p value
Primary efficacy outcome (ITT cohort)
Wound dosure, confirmed by the investigator 341114 (30%) 60126 (48%) 2-60(1-43-473; p-0-002)
Secondary efficacy outcomes (ITT cohort)
Kaplan-Meier-estimated time to closure {days); mean (95% Cl) 180 (163-198) 120(110-129) p-0029
Extrapolated instantaneous Gilman parameter atweek 20 (mm per
week)
Mean (5D} 0-3(11) 05 {0-8) NA
Median (IQR) 0-2 (0-0-0-5) 0-4 (0-0-0-8) p-0-021 for median
COMParison
Absolute wound area reduction from day 0 to week 20 (cm”) MNA
Mean (5D) 2-3(55) 32(52) MA
Median (IQR) 1.2 (0-6-2-4) 1.8 (0-9-3-8) p-0-022 for median
comparison
Relative wound area reduction from day 0 to week 20 (%) -
Mean (5D) 42 (115) 72(47) MNA
Median (IQR) 90 (29-100) 98 (58-100) p-0:024 for median
Comparison

Lancet Diabetes Endocrinol 2018 Mar;6(3):186-196.



RGTA is a structural analogue of HS

Heparan Sulfate

OH

o1 Ho

J :"'-.. I{_J.‘ - I'-* _l[J.L- LH:JI- _.I[jl = \ L i" i:.’-f L” SD :
i i o L RGTA OTR4120

Chondroitin Sulfate B RGTA: substitutions established through
screening for CP protection, binding, Receptor
presentation, transduction.

REPLACES degraded HS and participates in
ECM scaffold;

PROTECTS ECM proteins from degradation by
steric hindrance:

Hyaluronic Acid RESISTS degradation by mammal glycanases
and is not metabolized.




Diabetic Patient with right 300? sole ulcer
None healing for 6 years
(From Slim et al Int Wound J,2012)

size: 10x5 mm
depth: 0,5 mm

Healing almost completed at 11weeks despite bad compliance to off loading




Effect of a Novel Macrophage-Regulating Drug on
Wound Healing in Patients With Diabetic Foot
Ulcers: A Randomized Clinical Trial

ON101 is composed of 2 active pharmaceutical ingredients:

PA-F4 from an extract of Plectranthus amboinicus and S1 from an
extract of Centella asiatica, 2 medicinal plants reported to have
significant pharmacological activities in wound healing

These 2 ingredients, contribute to a synergistic effect on regulation
of the M1:M2 macrophage ratio, have been defined and formulated
in a cream base.

One of these ingredients, PA-F4, significantly attenuates M1
macrophages by suppressing the NLRP3-mediated inflammasome
pathway and the production of downstream inflammatory cytokines
such as interleukin 1B and interleukin 6 which arrest the
inflammation phase.

On the other hand, the extract S1 has been reported to activate M2
macrophages by increasing collagen synthesis and by stimulating
fibroblast proliferation and the migration of keratinocytes

JAMA Network Open. 2021;4(9):e2122607.



Effect of a Novel Macrophage-Regulating Drug on
Wound Healing in Patients With Diabetic Foot

Ulcers: A Randomized Clinical Trial

Table 2. Primary and Secondary Outcomes?®

Patient group
Absorbent
ON101 dressin _
ﬂ]utmme (n=122) (n=114) OR (95% CI) P value \
Complete healing, No. (%)
FAS 74 (60.7) 40 (35.1) 2.84 (1.66-4.84) <,001°
miTT 73(61.9) 38 (33.9) 3,15(1.82-5.43) <.001"
Secondary
Change in WSA from baseline to visit 10, -78.0(42.6) -78.0(34.9) NA .89
mean (50), %
Incidence of patients with 50% reduction 101 (82.8) 98 (86.0) 0.80(0.39-1.62) .53b
in WSA on visit 10, No. (%)
Incidence of wound infection 6(4.9) 7(6.1) NA g8
Ulcer recurrence, No. (%)° 15 (20.3) 7(17.5) NA 81

JAMA Network Open. 2021;4(9):e2122607.
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2UdnepacuaTa

>Ta aroua pe diapnTn Ta npoBARuaTa Twv rnodiwv dev
gival onavia

H veupotrdOeia kai n apTnpIotTadeia atroteAOUV TN
Bdaon yia Tnv TTaBoyEvela TwV EAKWYV

H didyvwaon Kal Twv U0 AUTWV KATAOTACEWYV UTTOPEI va
Yivel hE TNV a1TAR KAIVIKN €E€TAO

H avixveuon Twv d1aBNTIKWYV ATOUWYV ME TTO0I O€
KivOUVO VyIa £CEAKWON, N EKTTAIOEUCN TOUG KAl N
KATAAANAN QVTIMETWTTION UTTOPEI va TTPOAGREI TNV
EUPAVION TWV EAKWV

laTpik ZxoAr} EKTTA
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