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Dermatite atopica (AD)

Definizione: malattia inflammatoria cutanea cronica caratterizzata da
prurito e eruzioni cutanee rosse col tempo infiltrative, che
colpiscono prevalentemente le pieghe

Prevalenza in Europa: 15-20 % nei soggetticon 71 18 anni
Eziologia: geneticaT immunologica© ambientale

Patogenesi: difetti barriera strato corneo i predominanza di TH-2 1
agenti infettivi

Prognosi: 6 0% dei <casi | 6eczema scCcO0mMmg

Obiettivi delle cure: controllo del prurito e normalizzazione della cute



Eziologia multifattoriale della AD

Predisposizione genetica

Sistema immunitario
Mutazioni
(TSLP, IL-4/1L-13 ecc.)

Disturbi al Disturbi
sistema alla
immunitario barriera

L ) S _ cutanea

Non di origine genetica Non di origine genetica

Alterazioni del sistema Disturbi alla barriera

Immunitario cutanea

(Es.: sensibilizzazione (grattamento, infezioni)

___\ allergica) ]
l |
| nf |l ussi del | 6ambi ent e

Adattato secondo Bangert C, Hautnah 2015 und Eyerich & Novak, Allergy 2013



Patogenesi della AD

ATOPIC DERMATITIS: EPIDERMAL BARRIER DYSFUNCTION,
IMMUNE DYSREGULATION, AND ENVIRONMENTAL INFLUENCES

Environmental factors
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@ Bolognia JL et al. Dermatology. Elsevier 2018, 4t edition.
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Istologia della AD

cronica




Manifestazioni e topografia della AD

Infantile atopic dermatitis.

| Childhood and adolescent atopic dermatitis

Head and neck dermatitis: | Ear eczema:
primanity of face and neck arythemna, scaling and fissuring

after puberty; under earlobe andior in
may be Inggered by relroauricular region. +
Maiassezia overgrowth bacteral superntection

common sites seramak:
E 3‘2‘1 rnquenty e Nipple eczema:
ol ies often has prominent exacerbated by rubbing
lichenification of clothing (8.9. in
Dryness (chapping) cf ioggers/athletes)
vermilion lips, £ peeling, =
fissuring, angular cheilitis FUMSUSW Bt
. rmuttiple, small, flat-
Erytherna and scalin :
m%vamiiog topped pink 10 sidn-
lips, ahen cue to imitation mm:: on
from lickin licker's A !
eczema) a (e classically in atopic boys
in spring’‘summer
Dyshidrotic eczema:
favering sices of fingers fiom, dome-shaped
and palms papuloncdules with
cantral scale-crust,
Juvenile plantar favoring extensor
dermatosis: exiremities
glazed erythema, scaling =
and fissuring of plantar Atopic hand eczema*:
toreleel oflen superimposed
irritant contact demmalilis
. Most common sites Pr——————
mmular nsl:
. Chher sites of ptedilacﬁon mm eczemaious
Specific variants plaques, often with

oozing/crusting, favoring

axiremilies

Bolognia JL et al. Dermatology. Elsevier 2018, 4t edition.




Manifestazioni associate alla AD e loro topografia

ASSOCIATED FEATURES OF ATOPIC DERMATITIS
Central facial pallor
Dennie-Morgan folds
(“atopic pleats”): lower lids Pityriasis alba:
ill-defined hypopigmented
Periorbital darkening: ‘ .
(“allergic shiners”): gray to macules # fine scaling
violet-brown + edema N/
Pt 3 Anterior neck folds
Keratosis pilaris: b
keratotic follicular papules T Postinflammatory
with erythematous rim or 8 N ® hypo- or
(on cheeks) background hypprplmntgﬂon:
of patchy erythema at sites of previous
eczematous lesions
Excoriations: 0
linear or punctate ‘ Follicular prominence:
- with “goose bump™like
Lo\ appearance
¢ T\
i /|
) |
Palmar and plantar
v hyperlinearity
Xerosis: | )
dry skin with fine scaling - - -
Ichthyosis vulgaris:
fine whitish to polygonal
brown scaling that favors »
the shins and spares the Whres
flexures &

Bolognia JL et al. Dermatology. Elsevier 2018, 4t edition.



Associate a
Infezioni

Cutanee

AD ed infezioni

Serious Infections
Eczema herpeticum
Erysipelas

Cellulitis

Herpes simplex
Herpes zoster
Chicken pox

| Any skin infection

Associate a
Infezioni
Tratto respiratorio

Associate a
Infezioni
Extra-cutanee,
Multi-organiche e
Sistemiche

—

—
-

—
—

Necrotizing fasciitis

Acute sinusitis

Acute pharyngitis

Acute tonsillitis

Bronchitis

Pneumonia

Aspergillosis, allergic bronchopulmonary aspergillosis, aspergillosis pneumonia
Tuberculosis

Abscess of lung or mediastinum
Empyema

Meningitis

Encephalitis

Endocarditis

Infectious arthropathy

Infection of the bone
Enterocolitis

Clostridium difficile

Diverticulitis

Peritonitis and intestinal abscess
Urinary tract infection
Pyelonephritis

MSSA

MRSA

Strep infection

Pseudomonas infection
Mycobacterial infection

Fungal infection

Viral infection

Influenza

Septicemia

07

35 7 15 35
Adjusted Odds Ratio (95% Cl)
(log scale)

70



eFigure 1. State-level mean annual prevalence of methicillin-resistant Staphylococcal aureus in adults with atopic dermatitis or eczema (blue, lowest tertile; green, middle
tertile; red, highest tertile).

@ Narla SBA et al. Association between atopic dermatitis and serious cutaneous, multiorgan and systemic infections in US adults. Ann Allergy Asthma Immunol 120 (2018) 661 72.



AD: malattia sistemica

Incidence (% of peak)

100

50

THE ATOPIC MARCH

- AtOpic dermatitis
- Food allergy
— Asthma

— Rhinitis

0 5 10 15
Age (years)
Epidermal Allergic
barrier defect rhinitis
(e.qg. filaggrin
deficiency)
Scratching/ Continued AD
irritants activity leading
Epicutaneous to systemic
sensitization Th2 milieu

Bolognia JL et al. Dermatology. Elsevier 2018, 4" edition.




PERSPECTIVE

Increasing Comorbidities Suggest that Atopic W) con
Dermatitis Is a Systemic Disorder DOpen

Patrick M. Brunner', Jonathan 1. Silverbergz, Emma Guttman—Yasskyg, Amy S. Paller’,
Kenji Kabashima®, Masayuki Amagai‘r’, Thomas A. Luger“, Mette Deleuran’, Thomas Werfel?,
Kilian Eyerichc’ and Georg Stinglm, Councilors of the International Eczema Council

Atopic dermatitis comorbidities extend well beyond the march to allergic conditions (food allergy, asthma,
allergic rhinitis, allergic conjunctivitis, and eosinophilic esophagitis), suggesting both cutaneous and systemic
immune activation. In reviewing atopic dermatitis comorbidities, Councilors of the International Eczema
Council found a strong pattern of immune activation in peripheral blood and the propensity to both skin and
systemic infections. Associations with cardiovascular, neuropsychiatric, and malignant diseases were increas-
ingly reported, but confirmation of their link with atopic dermatitis requires longitudinal studies. Given the
possibility of atopic dermatitis-related systemic immune activation, future investigations of new interventions

should concurrently examine the impact on these comorbidities. S

SCIENTIFIC REPGRTS

ection: Author Co

OPEN' The atopic dermatitis blood
signature is characterized by
increases in inflammatory and

cardiovascular risk proteins

b o4 Sallog Just 2017
Feblished onlinc::18 Auguet 201 Patrick M. Brunner', Mayte Suérez-Farifias®>*, Helen He?, Kunal Malik?, Huei-Chi Wen?,
- JuanaGonzalez TomChlh Chieh Chan?, YeneIEs(rada X|uzhongzheng Saaksthhatm
Annunzia iata Dattola?, James G. Krueger' & Emma Guttman-Yassky*2

Journal of Investigative Dermatology (2017) 137, 18—25; doi:10.1016/}.jid.2016.08.022




Raccomandazioni terapeutiche n

SEVERE: Hospitalization; systemic immunosuppression:
SCORAD >50/ or cyclosporine A2, short course of oral
persistent eczema glucocorticosteroids?, dupilumab '?, methotrexate?,

azathioprin 2, mycophenolate mofetil 3; PUVA ;
alitretinoin 13

MODERATE: Proactive therapy with topical tacrolimus 2 or class
SCORAD 25-50/ or Il or class lll topical glucocorticosteroids 2, wet wrap
recurrent eczema therapy, UV therapy (UVB 311 nm, medium dose UVA1),

psychosomatic counseling, climate therapy

MILD: Reactive therapy with topical glucocorticosteroids class
SCORAD <25/ or II2 or depending on local cofactors: topical calcineurin
transient eczema inhibitors 2, antiseptics incl. silver?, silver coated textiles '
BASELINE: Educational programmes, emollients, bath oils,
Basic therapy avoidance of clinically relevant allergens (encasings, if

diagnosed by allergy tests)

@ Wollenberger A et al. Consensus-based European guidelines for treatment of atopic eczema (atopic dermatitis) in adults and children: part 1l. J Eur Acad Dermatol Venereol 2018;32:850-878.



Raccomandazioni terapeutiche nella AD in eta pediatrica

SEVERE: Hospitalization, systemic immunosuppression:
SCORAD >50/ or cyclosporine A3, methotrexate 8, azathioprin?3,
persistent eczema mycophenolate mofetil '3
MODERATE: Proactive therapy with topical tacrolimus? or class Il or
SCORAD 25-50/ or Il topical glucocorticosteroids 2, wet wrap therapy, UV
recurrent eczema therapy (UVB 311 nm) !, psychosomatic counseling,

climate therapy

MILD: Reactive therapy with topical glucocorticosteroids class

SCORAD <25/ or II2 or depending on local cofactors: topical calcineurin

transient eczema inhibitors 2, antiseptics incl. silver, silver coated textiles
BASELINE: Educational programmes, emollients, bath oils, avoi-
Basic therapy dance of clinically relevant allergens (encasings, if dia-

gnosed by allergy tests)

@ Wollenberger A et al. Consensus-based European guidelines for treatment of atopic eczema (atopic dermatitis) in adults and children: part 1l. J Eur Acad Dermatol Venereol 2018;32:850-878.



Proposta di algoritmo terapeutico per AD

has intensive topical therapy
andfor UV light treatment
been given an adequate try?
- structured education programs
- daycare/clinical programs
- corticophobia addressed

start oral immunosuppressive drug
> - adequate maintenance dose

- at least 16 weeks

¥ Y Y

oral immunosuppressive drug

CsA 2-3 mg/kg/day g : MMF 2000 mg/day eva)sate traaiment efect
(preferable start 5 mgkg 3-6wks) | MTX15-225mgwk  |.-ooooe AZA2-3 molkgiday  |.----o- EC -MPS 1440 mg/day g _’g:&iﬂ%ﬁ;g%%ﬁ%
i E Consider second choice

Consider second choice _1 ____ qraatment faillure*

oral immunosuppressive drug

*Discontinuation of drug due fo side effects
andfor inefficacy (using an adequate dose and e
treatment duratian)

Gooderham MJ et al. J Am Acad Dermatol 2018;78:528-36.




Meccani S mi ddoazione nell a AD: f al

2° Signal
CD28

B7

CsA
Tacrolimus

=

Calcineurin

MHCII TCR

Arch Immunol Ther Exp (Warsz) 2018 Aug 22. doi: 10.1007/s00005-018-0521-y.
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Presente e futuro della terapia della AD

TABLE I. Recent controlled trials in patients with AD

Agent Trade name Target Drug Phase Manufacturer ClinicalTrials.gov
—> Dupilumab IL-4R« Anti-IL-4Ra mAb Phase IIT published Regeneron, Tarrytown, NY NCT02277743
NCT02277769
—_ Crisaborole PDE4 Topical PDE4 Inhibitor Phase III published Pfizer, New York, NY NCTO2118766
NCT02118792
—> Ustekinumab Stelara IL-12/23p40  Anti-p40 mAb Phase II published  Janssen, Titusville, NJ NCTO1806662
Tralokinumab IL-13 Anti-IL-13 mAb Phase II completed Medlmmune, Gaithersburg, Md NCT02347176
—> Tofacitinib JAKI/3 Topical JAK1/3 Inhibitor Phase 1I published  Innovaderm, Montreal, NCTO02001181
Quebec, Canada
Lebrikizumab IL-13 Anti—1L-13 mAb Phase 1I completed Hoffmann-La Roche, Basel, NCT02340234
Switzerland
CIM331/ IL-31R Anti-IL-31R mAb Phase II completed Chugai, Tokyo, Japan NCTO1986933
Nemolizumab
QGEO31 IgE Anti-IgE mAb Phase II completed Novartis, Basel, Switzerland NCTO01552629
Apremilast Otezla PDE4 PDE4 inhibitor: Phase 1I completed Celgene, Summit, NJ NCTO02087943
oral small molecule
QAWO039/ CRTH2 CRTH2 inhibitor: Phase II completed Novartis NCTO01785602
Fevipiprant oral small molecule
ILV-094 1L-22 Anti-1L-22 mAb In Phase 11 Pfizer NCTO01941537
GBRS&30 0OX40 Anti-OX40 mAb In Phase 11 Glenmark, Mumbai, India NCT02683928
Secukinumab Cosentyx IL-17 Anti-IL-17 mAb In phase 11 Novartis NCT02594098
0OC000459 CRTH2 CRTH2 Inhibitor: In phase 11 Atopix, Chiesi, Parma, Italy NCT02002208
oral small molecule
Baricitinib JAKI1/2 Jak1/2 inhibitor: In phase 11 Eli Lilly, Indianapolis, Ind NCTO025769338
oral small molecule
PF-04965842 JAK1/2 Jak1/2 inhibitor: In phase 11 Pfizer NCT02780167
oral small molecule
ZPL38Y H4R Histamine H4 Phase II completed Ziarco Pharma, Canterbury, NCT02424253
receptor inhibitor: United Kingdom
oral small molecule
BMS-981164 IL-31 Anti-IL-31 mAb Phase I completed  Bristol-Myers Squibb, New York, NY NCTO01614756
AMGI157/ TSLP Anti-TSLP mAb Phase 1 completed  Amgen, Thousand Oaks, Calif NCTOO757042
Tezepelumab
MK-8226 TSLPR Anti-TSLPR mAb In phase 1 Merck, Kenilworth, NI NCTO01732510

CRTH?2, Prostaglandin D, receptor 2; H4R, histamine H4 receptor; IL-4R, IL-4 receptor; TSLPR, thymic stromal lymphopoietin receptor.



mAbs currently assessed in clinical trials

Allergens
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Small molecules currently assessed in clinical trials
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Dermatite atopica: EBM

Ruolo degli emollienti?

| corticosteroidi topici aiutano?

Gli anti-istamici orali aiutano?

Ruolo degli inibitori della calcineurina topici
Quando utilizzare un antibiotico o antimicotico?

Ruolo degli UV, immunosoppressori e farmaci biologici



AD: Ruolo degli emollienti (RCTs)

A Evidenza: uso degli emollienti
Y risparmio utilizzo corticosteroidi topici
Y prevenzione recidiva di eczema

A PermancanzadibuoniRCTs, non possi amo
del ruolo terapeutico degli emollienti nella AD

quant



AD: | corticosteroidi (CS) topici aiutano? (RCTs)

Evidenza: CS topici vs placebo mostrano un ampio effetto
terapeutico

Non e possibile paragonare i vari CS topici tra di loro e stabilire quale
sia il migliore

Evidenza: Efficacia utilizzo: 2 x giornoa  1giomo

Evidenza: Utilizzo CS topico potente 2 x settimana puo ridurre il
numero dell e recidive sia nel bam

Nessuna evidenza:l 6 us o cdeirC6 ®pict non porta ad una
diminuzione dello spessore della pelle (ma gli studi erano di corta
durata)



AD: Gli anti-istamici orali aiutano? (RCTS)

A Evidenza: Anti-H1 non portano nessun beneficio

A Nei bambini possono essere usati occasionalmente per le loro proprieta
sedative



AD: Ruolo degli inibitori della calcineurina topici (RCTS)

A Tacrolimus 0.1% o 0.03% unguento / Pimecrolimus 1% crema

A Inibitori della calcineurina topici sono meno efficaci di un CS topico
potente: Il pimecrolimus e probabilmente meno efficace del tacrolimus

A Evidenza: Efficacia superiore all/|

A Effetti secondari: Bruciore transitorio in quasi la meta dei pazienti



AD: Nuovo trattamento topico (RCTs)

A Crisaborol e
centro

A Inibitori della PDE4 sopprimono la produzione di citochine ed inibiscono

un

le reactive oxygen species

composto
d el | Ofestodiestenasi-4P DE4Nni( bendo |

di

benz

Pal

0

Crisaborole efficacy
compared to vehicle
control

Crisaborole safety

Significant improvement
in investigator global
assessment

Significant improvement
in pruritus

Well-tolerated in
intertriginous skin and
facial skin

Most common adverse
event is application-site
pain/burning, mild-
to-moderate intensity

Low systemic absorption

No black box warning
regarding malignancy




AD: Quando utilizzare un antibiotico o antimicotico? (RCTs)

AD infetta necessita di una cur a
migliore trattamento

Farmaci anti-stafiloccocco sono efficaci riducendo la colonizzazione di
stafil ococco dor at o, ma non c¢cb6 e
infette

Farmaci antifungini: pochi piccoli studi: nessuna evidenza di beneficio

Effetti secondari ai farmaci antimicrobici sono relativamente bassi: ma
rimane il rischio di sviluppare microorganismi con resistenze, quando le
terapie sono prolungate



AD: Ruolo degli UV, immunosoppressori e farmaci biologici (RCTS)

A Evidenza: Ciclosporina utile per la AD severa

Y Limite: a lungo termine diversi ES (danno renale)
Y Utilizzo: stabilizzare AD e ripassare alle cure locali

A Evidenza: AZA, MTX, efficacia a corto termine nelle AD severe,
mancano studi a lungo termine. MMF efficace per AD severa, ma
mancano RCTs

A Evidenza Fototerapia:
Y UVA1: eczema acuto

Y UVB TL-01: eczema cronico

A Evidenza: Dupilumab e Ustekinumab



AD: Novit?" 2018 e ée°?

A Dupilumab sotto cute
A Crisaborole unguento 2% (Eucrisa): inibitore della fosfodiesterasi-4
A AD: malattia sistemica?

A Nuovi farmaci sistemici fra poco a disposizione con indicazione AD:
Ustekinumab, e



Sommario

Dermatite atopica
Psoriasi

Acne e Rosacea
Orticaria cronica
Novita particolari

6 tipi di risposte immunologiche nelle dermatosi inflammatorie



Psoriasi (PSO)

Definizione: malattia inflammatoria cutanea caratterizzata da un
turnover epidermico accelerato con iperproliferazione e
maturazione difettosa dei cheratinociti

Prevalenza in Europa: 1-3 % della popolazione
Eziologia: geneticaT immunologica© ambientale T abitudini

Patogenesi: «Effetto KGbner» T Alterazione sistema immunitario innato
e adattivo

Prognosi: remissioni intermittenti; PSO severa associata a rischio
significativo di morbidita cardio-vascolare

Obiettivi delle cure: controllo della malattia e diminuire rischio cardio-
vascolare
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Bolognia JL et al. Dermatology. Elsevier 2018, 4" edition.



Consensus Guidelines

Dermatology

Dermatology 2016:232:385-406
DOI: 10.1159/00044568 1

Swiss S1 Guidelines on the Systemic
Treatment of Psoriasis Vulgaris
Antonios G.A. Kolios®?  Nikhil Yawalkar® Mark Anliker? Wolf-Henning Boehncke®

Luca Borradori¢ Curdin Conrad’ Michel Gilliet' Peter Hiusermann¢ Peter ltin¢
Emmanuel Laffitte® Carlo Mainetti” Lars E. French?® Alexander A. Navarini®

Received: March 20, 2016
Accepted: March 20, 2015

Published online: June 21, 2016
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Basel, and "Department of Dermatology, Regianal Hospital of Bellinzona, Bellinzona, Switzerland

Basel University Hospital,

Traguardi da raggiungere con la cura

sistemica

APrecisePASI
or PASI <50

Modify
treatment
regimen

APrecisePASI
or PASI >50 <75

APrecisePASI
or PASI >75

[ |

DLQI >5

DLQI <5

Continue
treatment
regimen




PASI SCORE

The neck is included as part w
of the head

Head and Neck =
10% (10 palms)

Total BSA = 100% {100 paims)

Upper extremities
=20% (20 palms)

Total BSA = 100% (100 palms)

The axillae and genitals are
included with the trunk

Trunk (axillae and groin) ——
=30% (20 palms)

tents pa
Total BSA = 100% (100 palms)

The inguinal canal separates
the trunk and legs anteriorly

Lower extremities
(buttocks included)
=40% (40 palms)

Total BSA = 100% (100 paims)
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Appendix 1: Dermatology Life Quality Index
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Hospital No.: Date:
MName: Diagnosis:
Address:

DLQI

Score:

The aim of this questionnaire is to measure how much your skin problem has affected your life

OVER THE LAST WEEK. Please tick & one box for each question.

1. Over the last week, how itchy, sore,
painful or stinging has your skin
been?

2, QOver the last week, how embarrassed

or self-conscious have you been because
of your skin?

3. QOver the last week, how much has your
skin interfered with you going
shopping or looking after your home or

garden?

4, Over the last week, how much has your
skin influenced the clothes
you wear?

5. Qver the last week, how much has your

skin affected any social or
leisure activities?

6. Over the last week, how much has your
skin made it difficult for
you to do any sport?

7. Over the last week, has your skin prevented
you from working or studying?

If 'No’, over the last week how much has
your skin been a problem at
work or studying?

8. Over the last week, how much has your
skin created problems with your
partner or any of your close friends
or relatives?

9. Over the last week, how much has your
skin caused any sexual
difficulties?

10. Over the last week, how much of a

problem has the treatment for your

skin been, for example by making
your home messy, or by taking up time?

Please check you have answered EVERY question. Thank you.

Very much
Alot
Alittle
Not at all

Very much
Aot

A little
Mot at all

Very much
Alot
Alittle
Not at all

Very much
Alot
Alittle
Not at all

Very much
Alot

A little
Not at all

Very much
Alot
Alittle
Not at all

Yes
MNo

Alot
A little
Not at all

Very much
Alot
Alittle
Not at all

Very much
Alot

A little
Mot at all

Very much
Alot
Alittle
Not at all

oogo 0obb oood 0ot 0o Obdb oogb good gooo booo oood

Not relevant []

Not relevant  []

Not relevant [}

Not relevant []

Not relevant  [J

Mot relevant []

Not relevant [

Mot relevant []

DAY, Finlay, G.K. Khan, April 1992, www.dermatology.org.uk. This must not be copied without the permission of the authors.




Table 16. Small molecules

Fumaric acid esters

Cyclosporine A

Apremilast

Anti-inflaimmatory and
cytoprotective via e.g. Nri2
induction, NF-xB inhibition,
action on immune/glial and
endothelial cells and

keratinocytes

Methotrexate Acitretin

Mode of action  Folate analog acts as Antiproliferative effect on
immunosuppressive by keratinocytes by binding to
inhibiting the dihydrofolate nuclear RAR and RXR
reductase and leading to receptor
inhibition of DNA
synthesis

Registration Severe psoriasis Severe pustular and plaque

in dermatology
[30]

unresponsive to
phototherapy or acitretin

psoriasis

Immunosuppressive via
inhibition of calcineurin/
NFAT pathway and INK
signaling, esp. in T cells

Phosphodiesterase-4 inhibition
results in cAMP increase in
immune and nonimmune cells,
leading to decreased expression
of inducible NOS, TNF-q, IL-23
and increased IL-10

Moderate-to-severe plaque
psoriasis unresponsive to
topicals [71] (Germany only)

Severe psoriasis unresponsive
to other therapies

Moderate-to-severe plaque
psoriasis which failed MTX,
CsA, acitretin or PUVA

Prior treatment  Full blood count, Blood count, transaminases,  Blood count, transaminases, Blood count, transaminases, Screening for HBs-Ag, HBs-Ab,
initiation [5,72] transaminases, creatinine, creatinine, fasting blood creatinine, f-HCG, urine creatinine, electrolytes incl. HBc-Ab, HCV and HIV;
urine analysis, B-HCG, lipids, fasting glucose, analysis Mg, K. urine analysis, lipids, creatinine, p-HCG
CRP, HBs-Ag, HBs-Ab, B-HCG (once monthly up to uric acid, HBs- Ag, HBs-Ab, Optional: blood count,
HBc-Ab, HCV screening, 2-3 years after stop of HBc-Ab, HCV screening, HIV,  transaminases, CRP, IFN-y
HIV, chest X-ray therapy) blood pressure at two different  release test (tuberculosis)
time points, f-HCG
Laboratory Differential blood count, Blood count every 8 weeks, Blood count, liver/kidney Blood count, transaminases, Optional: blood count, CRP,
values, control  creatinine, liver values, liver values after 4, 8, then values, urine analysis monthly  electrolytes (Mg, K), creatinine, AST/ALT, creatinine
intervals [5] CRP after 1, 2, 3, 4, 5, and every 8 weeks, pregnancy test  until month 4, then every urine at weeks 2, 4, then every

12 weeks, then every

3 months; fibroscan every
1.5 g of cumulative dose of
MTX [64]

1 » monthly, lipids after 4,
then every 12 weeks

8 weeks

4 weeks; uric acid every

4 weeks, lipids every 4 weeks;
blood pressure after 2, 4, 6, 8,
10, and 12 weeks, then every
month

Administration

p.o. and s.c.

p.o.

p.o.

p.o.

po.

Dosage [5] Induction with 7.5-15 mg/  Induction with 0.3-05mg/  Induction with 1 tablet Induction with 2.5-3 mg/kg/ Induction over 5 days
week, maintenance up to kg/day for 4 weeks, then Fumaderm® initial (30 mg) day, in case of inefficiency Day 1: 10-0-0 mg
25 mg/week as needed; 0.5-0.8 mg/kg/day daily and increase weekly with  increase dosage with 0.5- Day 2: 10-0-10 mg
2448 h after application 5 1 tablet until 1-1-1 for 1 mg/kg/day up to a maximum  Day 3: 10-0-20 mg
mg folic acid orally, in case 1 week, switch to 1 tablet of 5 mg/kg/day; interval Day 4: 20-0-20 mg
of ongoing gastrointestinal Fumaderm™ (120 mg) daily therapy (8- 16 weeks) with a Day 5: 20-0-30 mg
complaints also 24 h before and increase weekly with dosage reduction at theend of ~ Day 6 and ongoing/
MTX 1 tablet up to 2-2-2 (see induction therapy (e.g. 0.5 mg/  maintenance: 30 mg twice daily
table 7) kg body weight every 14 days)
or continuous long-term
therapy with dosage reduction,
e.g. 50 mg every 4 weeks after
week 12
Median onset  4-6 weeks 4-8weeks 6 weeks 4 weeks 10 weeks
of effect [5]
PASITS [5] Week 16: 35-75% [73-75]  Week 12: 25-41% Week 16: 50-70% [31] Weeks B_ 16: 50_70%, dose- Week 16: 32_41% [81]
(monotherapy) [76, 77], 94% dependent, 3 mg/kg [79, 80]
(re-PUVA) [78]
PASI90 Week 10: 19% Up to 40% [83] (time point Week 16: 9% [84] Week 4: at least 40% [85, 86] Week 16: 9.8% [81]
Week 22: 39% [82] unclear)
Contra- Absolute: severe infections,  Absolute: severe renal or Severe general disease, chronic  Absolute: kidney dysfunction,  Absolute: rare hereditary

indications [5]

severe liver disease, renal
failure, conception (men
and women)/breast-
feeding, alcohol abuse,
bone marrow dysfunction/
hematological changes,
immunodeficiency, acute
peptic ulcer, significantly
reduced lung function,
hypersensitivity to MTX
Relative: kidney or liver
disorders, ulcerative colitis,
history of hepatitis, lack of
compliance, active desire to
have a child for women of
childbearing age and men,
gastritis, diabetes mellitus,
previous malignancies,
congestive heart failure
Caution in case of: lung
diseases, live vaccination,
multiple drug consumption

hepatic dysfunction,
hepatitis, women of
childbearing age (see chapter
acitretin), excessive alcohol
consumption, incompatible
comedication, unwillingness
to cease blood donation
during and until 1 year after
treatment, hypersensitivity
to acitretin

Relative: alcohol abuse,
diabetes mellitus, contact
lenses, childhood, history of
pancreatitis, hyperlipidemia
(particularly
hypertriglyceridemia) and
drug-controlled
hyperlipidemia,
atherosclerosis

Caution in case of:
tetracyclines because of the
risk of pseudotumor cerebri;
relative contraindication for
MTX

gastrointestinal diseases,
severe liver and kidney
diseases, chronic diseases
accompanied by disturbances
in leukocyte counts and
functions, malignancies,
pregnant or lactating women,
hypersensitivity to FAEs
Caution in case of:
concomitant use of MTX,
retinoids, CsA, psoralen,
nephrotoxic medication

uncontrolled arterial
hypertension, uncontrolled
infection, current or past
malignancy (exception
nonmelanoma skin cancer),
hypersensitivity to CsA;
relative: liver dysfunction,
pregnancy and lactation,
concomitant use of substances
that interact with CsA,
simultaneous phototherapy or
PUVA pretherapy with a
cumulative dose >1,000 J/cm?,
concomitant use of other
immunosuppressants,
retinoids, or long-term
pretherapy with MTX,
uncontrolled chronic hepatitis
B (positive HbsAg)

problems of galactose
intolerance, lapp lactase
deficiency or glucose-galactose
malabsorption, pregnancy/
breast-feeding, hypersensitivity
to apremilast, live vaccines
Relative: severe renal
impairment (creatinine
clearance <30 ml/min estimated
by the Cockcroft-Gault
equation), dose should be
reduced to 30 mg once daily,
caution in case of depression,
underweight at the start of
treatment




PSO: terapia sistemica con piccole molecole

A MTX

A Acitretina

AEsteri dell 6acido fumarico
A Ciclosporina A

A Apremilast






