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a * High lipid
Microbial o , Pathogen  Skin landscape Low « High salt
metabolism « Free fatty acids invasion \ biomass * Dry

* Structural of microbes * Nutrient-poor
*pHS
components ﬁ
Bacteria ’ Microbe—
. Vl'"s Funghi epithelial crosstalk

e ®© Sebum

Epidermal products
* Ceramides

* AMPs

e Cytokines (IL-1)

* Complement

* Salts
* Bicarbonate

* AMPs

* Immunoglobulins
* Cytokines

A

Chen YE et al, Nature 2018



Contextual pathogenicity

a, Microbes exhibit contextual
pathogenicityalong a spectrum Host
factors such as barrier breachesand
Immunosuppression bias microbes
towards  pathogenic  behaviouy
whereashomeostaticconditions bias
them towards mutualistic behaviour
On the microbial side, virulencegene
expression and microbé& microbe
interactionscan also push microbial
behaviour to be mutualistic or
pathogenic In a mutualistic host

microbe relationship, the host
providesnutrients,while the microbe
promotes epithelial and immune
homeostasisas well as pathogen
resistancehrough microbial products
andoccupatiorof metabolicniches In

a pathogeniaelationshipthe microbe
invades past the epithelium, causing
inflammation, and sometimes also
benefiting from a host inflammatory
response

b, Both S epidermidis and S

aureus are examples of contextual
pathogenicity S. epidermidisis biased
towards  mutualistic  behaviour
whereas S. aureus displays more
pathogenicharacter

a Contextual pathogenicity
Mutualistic Pathogenic

S

Immune education

Nutrients + Pathogen resistance Inflammation Invasion

Antimicrobial defense

Barrier breach

Homeostasis Immunosuppression
e ——,
b S. epidermidis
Commensalism Biofilm formation on medical device
Gene expression Host immunosuppression
| |
@ O
Colonization =~ Wound healing Neonatal sepsis
Resistance Immune education Device infection
S. aureus
Commensalism Virulence
Gene expression Gene expression
| ! I !
& O
Colonization Interaction with Atopic Infection
of nares  corynebacteria dermatitis  (abscess,
flare cellulitis,
and so on)

Chen YE et al, Nature 2018
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[~ _ hFDA 2013

Guidance for Industry

Acute Bacterial Skin and Skin
Structure Infections:

Developing Drugs for
Treatment
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(Russo A, et al. Clin Microbiol Infect 2016, 22: S27)
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Two |
Ruler Technique (RT) and Digital Planimetry (DP)

* RT: the longest head-to-toe length and the greatest perpendicula
width of a lesion; accurate for rectangular or square lesions

« DP: outline the edge of erythema with a surgical marker, then tak
photographic images of the lesions with digital camera.

Ruler Technique* Digital Planimetry®
Surface Area (SA) Measured Surface Area (SA) Calculated

Calculated SA:
187.6cm?

Investigator SA
250.0 cm?

Bien, et al. Surg Infect 2014; 15(2): 105-110.
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(Stevens DL, et al. Clin Infect Dis 2014, 59: e10)
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BuIIous Impetigo

. Staph aureus: produces a toxin that
W cleaves superficial skin layer

Clear, yellow fluid bullae

Clinical

+ Most common in kids

« In adults (consider HIV)

« Caused by Staph aureus i

Management

« Limited: Topical mupirocin or retapamulin

+ Extensive: Systemic ABX (dicloxacillin, cephalexin)

« MRSA: Doxycycline, clindamycin, trimethoprim-sulfamethoxazole




Ecthyma invades the dermis

Ecthyma

Skin section

FADAM.

Ecthymais a skin infection similar
to impetigo, but more deeply
invasive. Usually caused by a ADAM.

,ecthyma
goes through the outer layer
(epidermis)to the deeper layer
(dermis) of skin, possibly causing
scars.

Ecthyma gangrenosum is a bacterial
skin infection (caused by

) that usually occurs in
people with a compromised immune
system.
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Ecthyma gangrenosum

more developed

RpSBlatid and © > h
Psaubononasaeruginnsea

yahypatvdEc EkBupial B







rrlvrBlar s 1 CEl

Aq)ls'h‘:_m’,fh”s" gC, M /<’ CABL . @h 4 "B
=T BEAT VST T < LT h)Y <t A

Ave more imRIBYSHTALT RO C
"B h = h > 7Y <’ A

As vh' > h h vh,/\'<5@ﬁ\'vc*c;(3-430h* |

-h > v " <<’ A K “qmgx23 <h At ¢ )

_h/\_“_h,‘<"(.“’¢¢‘¢" ‘B/\.‘]_@‘OO(4<<’,

B, h <« > > Y7 > A BQJB/\BF\

- <t AL h > 600my X3 0NN
-¢ T T >D8XRY o<

S AV C "§S§ & AAKS 02’ A Sanford Guide 2019
N ‘10 Stevens DL , IDSA Guidelines, CII3 20

EspositiS, Italian & ISC Guidelines, J Chemotherapy 2(



NrrE14re® nd{BrfniB vErniséonf B
E [finmmu1E B4 & ¢nfBfnsB {my [BIr RO
o e < MOAYZMATIKO KHPIO

~ ~ 14 ~ ~

>, < 1 _ | B8 ObTn >, < 1 _ | B8
j-h sy < e 78T U CSdufelds(. TV AT awW Y
V>hthIABI-§ d johe v ha T Y¥>h 1 h
S.aureugMSSA CAMRSA)
r " ¢ <B - B v _ ~ ‘Cl‘+‘>_h"_‘1"“§""'1 A‘r].,h“’ h>‘|5_1|5hl<|5l - Y >,
A DS 1" > 1B ~h [, "'w B ¢y s Ch* " ShA , R
- "C‘Ih , B Y |5<'|5r|5_’w” B )‘B<I
@ "B >"’>WKY‘_’5"“’"’M (.‘h‘h"‘>'l > B y 8%
Tho Y ooAT Y 4t ESA" AN LT A
rlC_I:S_h>W/\I5I j<hj|sIY <",'_M]-|C‘K'+>/\W’ZBI|5>‘|5‘ ‘
hn * 7 h | i <‘<|5"/\¢“’<.‘¢:€<B<."bv/\l<|5"|‘ BQ’ i A BB h.

h >~ v ¢/f <kj” A" £000mg X2'po,
¢C B, v . 'SOWQXZ'DO,q K , h _ JC By, TN Y <!
1 ¥ . "CAMRSAL “ v ¢ 900mgw%2po,

> AT 900mg\x2 po,

¢ <" AL P BQ0Mg X8 po,

¢ T _ 7" >7960my X 280’




401 MINA

E 'TPO' H ENAONOZOKOMEIAKQON

MAYZIMO XEPIQN POYTINAZ (TEXNIKH)
1 Bpéﬁrg: Ya xt‘:pla;auq oo 2 Napre uypé oopobvn Kai xdycrc
TpEXOUHEVO VEPO, OE OTAON carmouvada o' 6Aeg TIG EMPAVEIES

mpog Ta KATW TWV XEPIOV

3TDNJT€ maAdun pe maAapn Tpiyre avapeoa ora SAKTUAG e
tnv 8e€1a maAdun mavw ortn paxn
TOU apioTEPOU XepIoU Kal avriBera

TonoGant Ta XEpia MaAGun pe Tpiyre TIg paxeq TV SaKTUAWY
naAdpn, mAEETE Ta SAKTUAG Kal TOU apIoTEPIOU XEPIOU OTN MAAGUN
TpiYPTE KOAG Tou 3e&lo0 xepiol kal avriBera

- TpiYTe PE MEPIOTPOPIKEG KIVAOEIG TpiYTe HE MEPIOTPOPIKEG KIVAOEIQ
TOUG QVTIXEIPEG HECQ OTIG MAAGUES KQl KIVAOEIG Prpog-Tmiow Ti§ AKpeg
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y TWV. SaKTUAWV PECQ OTIQ MOAGES
o 9 Ecmt‘mc Ta X€pIa 0ag OE OTACN MPOG Ta KATW
,4 1 o ZTEYVWOTE Ta XEPIA 0AG PE XEIPOMETOETA
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Types of Uncomplicated SSTIs

* Cellulitis X
» Simple Abscess | Bl ne ol &) B
» Furuncle "
« Carbuncle
* Impetigo
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Streptococuus pyogenes (group A)
Streptococcus group C e G

Z SSA

MRSA 3 6 9 3 fj (CA-MRISA) (
Arysipelothrix rhusiopathie
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a  US total vascularity of all lesions b US total depth of all lesions c >20% decrease of total US depth week 12
OWeek 0 wWeok 12 OWeek 0 WWeek 12 QPlacebo @MABp1
14 10 - 9
12 . p=0.028 ";_’:“]
1 9 0027
@ p=0.337 @ p=0.969 g 6qp
+8 1 ¥ 6 T 1 % pm
£ (66.7%)
§s I I E . 1 - L 5 100%
E - e 29 204
A E (22.2%) 50%)
3
2 o5
2 0 ol (©%)
) Placebo (n=9) MABp1 (n=9) i Placebo (n=9) MABp1 (n=9) All patients. Anti-TNF failure  Anti-TNF naive

Patient 6 on MABp1

Week 0

Week 12
Left buttock, week 0

Left buttock, week 12

Depth: 1.65cm
e Patient 12 on placebo

( ‘q- " "r

Week 0 Week 12
Right femoral fold, week 0 Right femoral fold, week 12

%

Depth:1.75cm
Depth:2.42cm

ranni¢ z &Gid@marellosBourboulisk. J Invest Dermatol 2018
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Table 2. Risk factors for skin and soft tissue infections and particular pnihogens

[S8TIsB me 1 { n1

mi B

Risk factors
for S5TI

Risk factors for
CA-MRSA

Risk factors for S5TI
by MRSA

Risk factors for SSTI
by gram negatives

Trauma (laceration, abrasion,
crush, burn and so on)

Intravenous drug use
Human and animal bites

Conditions that predispose to
infection
Diabetes mellitus

Previous cellulitis

Radical mastectomy with
lymph node resection

Saphenous vein harvesting

MNeufropenia

Hypogammaglobulinemia

Chronic renal disease
Cirrhosis

Alcoholism

Previous colonization Confact sports

Contact with colonized
persons

Antibiofic treatment in the
previous 12 months

Military service
Incarceration

Hospitalization in the previous Overcrowded housing
12 months

Previous infection by MRSA

Residence of longterm care
facility

Recent travel in Latin America,
South East Asia and Africa

Previous ICU admission

Poor hygienic conditions

Intravenous drug use

Young children with
daycare exposure

Cardiovascular disease
Diabetes mellitus

Peripheral vascular disease

Chronic wounds

Immunosuppression

Chronic renal disease

Dialysis

Cenfral venous cathefers and
implantable devices

Infravenous drug use

PoulakouG, CurrOpininfect Dis 2017

Surgical site infecfions
Axillary cavity
Gastrointestinal tract

Female genital tract

Inguinal area and perineum

Penefrafing injury (Pseudomonas
aeruginosal

Injury sustained in fresh water (Vibrio
vulnificus)

Injury sustained in salt water
(Aeromonas hydrophila)

Human bite (Eikenella corodens)

Animal bite (Capnocytophaga sp,
Pasteurella multocidal

Diabetes mellitus

Cirrhosis

Intravenous drug use

Subcutaneous drug use
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Fournier's gangrene in a patient with
diabetes MNecrotizing fasciitis of the
perineum (Fournier's gangrene) can involve
the scrotum. The infection can begin abruptly
with severe pain and may spread rapidly.

nspositoS et al, J Chemotherapy 2017 Reproduced with permission from Lawrence B
Stack, MD.






