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*** Therapies not yet approved may be discussed in this presentation ***
*** Photos used are for illustration purpose only ***
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Prevalence (%)

Psoriasis Vulgaris (Plague psoriasis) 58-97
Intertriginous psoriasis (inverse psoriasis) 12-26
Guttate psoriasis 0.6-20
Pustular psoriasis 1.1-12

Erythrodermic psoriasis 0.4-7

World Health Organization Afee orauds; AnzndyAans PanIaluvnInends (4]



Psoriasis vulgaris

*Images used are for illustration purposes only Afen oraulf; Anzndmans Puiansaluninelde [5]



Psoriasis vulgaris

*Images used are for illustration purposes only Afen raulf; Anzndmans Puiansalunine sy [6]
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Intertriginous psoriasis

*Images used are for illustration purposes only Afer oraulf; Anzndmans Puiansalunineldy (8]



Guttate psoriasis

*Images used are for illustration purposes only Afer oraulf; Anzndmans Puiansaluninelde [9]



Pustular psoriasis

*Images used are for illustration purposes only Afer oraulf; Anzndmans Puiainsaluninelde [10]



Erythrodermic psoriasis

*Images used are for illustration purposes only Afer oraulf; Anzndmans Puiansaluninende [11]
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Late event in psoriasis

ladaptive immune re sponse)

CCL20, chemokine ligand 20; CCR6, chemokine receptor 6; CLA, cutaneous lymphocyte antigen; CXCL, chemokine (C-X-C motif) ligand; IFN-y, interferon-
gamma; IL, interleukin; ILC, innate lymphoid cells; PRRs, pattern recognition receptors; RORyt, retinoid-related orphan receptor yt; TH, T helper cell; TNF-q,
tumour necrosis factor-alpha.
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BSA: body surface area (Rule of 9’s)
DLQI: dermatology life quality index
PASI: Psoriasis Area and Severity Index

AU UL U AN FULSIUIUNANSDINN:

< 10% BSA > 10% BSA
DLQI < 10 DLQI > 10
PASI < 10 PASI > 10

1598 1SAUSIUDIYVZINA LUNLN 1B 17N

Thai dermatological guidelines on psoriasis 2011. ARud vAauTR; AngndvAEnS @anqﬂiajmwﬁwaﬁa [16]



BSA: body surface area (Rule of 9's)
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Estimating the burned surface area in the adult
http://helid.digicollection.org/en/d/Js2882e/13.3.html
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DLQI: dermatology life quality index
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PASI: Psoriasis Area and Severity Index
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PASI: Psoriasis Area and Severity Index

https://dermnetnz.org/topics/pasi-score/

Intensity Absent Mild Moderate Severe Very severe
Score O Score 1 Score 2 Score 3 Score 4

Induration (thickness)

Score O Score 1 Score 2 Score 3

Score 0 Score 1 Score 2 Score 3 Score 4

Desquamation (scaling)

https.//dermnetnz.org/topics/pasi-score/ oA srauds; Anzndvaans Pansaluninends [20]
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Supportive
therapy

potatory therapy

Combination therapy

Patient education/ psychotherapy

Thai dermatological guidelines on psoriasis 2011. ARud vAauTR; AngndvAEnS @anmia}uwﬁwmﬁa [21]
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Fig. 3. Extensive scratch lesions due to severe pruritus in
a patient with psoriasis.
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o Topical therapy
AITUIULINUY

Targeted phototherapy

Phototherapy + topical therapy

AIUFULTIUY

Systemic therapy + topical therapy

ﬂaqqﬁqu]ﬂ Phototherapy + systemic therapy

Biologic therapy

Thai dermatological guidelines on psoriasis 2011. ARud vAauTR; AngndvAEnS anqmaﬁmwﬁwmé’a [24]



Topical therapies for psoriasis

#YNIINE Level of evidence Strength of recommendation
Topical Therapies

Class Il topical corticosteroid 2 B

Class IIL/1V topical corticosteroid A

Class V/VIVII topical corticosteroid A

Coal tar 2 B

Anthralin (Dithranol) 3 C

Topical tacrolimus and pimecrolimus 2 B

Topical corticosteroid + salicylic acid 2 B

Topical tacrolimus + salicyhc acid 2 B

Thai dermatological guidelines on psoriasis 2011. ARud vAauTR; AngndvAEnS @anqﬂiajmwﬁwmﬁa [25]



Topical therapies for psoriasis

#YNIINE Level of evidence Strength of recommendation

Topical Therapies
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Anthralin (Dithranol)

Topical tacrolimus and pimecrolimus

Yaadnin Auwiliu

Topical corticosteroid + salicylic acid

livasnfyszezen)

Topical tacrolimus + salicylic acid IATEN

Thai dermatological guidelines on psoriasis 2011. ARud vAauTR; AngndvAEnS @anmia}uwﬁwmﬁa [26]
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calcipotriol

HO™ ergocalciferol

Afee oraudd; AnndyAans PNaINTlIINe sy (28]



Calcipotriol: Vitamin D analogue

*Calcipotriol 1Juayiusvesinniiu D3 Faauisaduiudisuvesiandiu D Tu
LWAARNY ¢ SIUDY epidermal keratinocytes wag lymphocytes.

*qusmandving1vas calcipotriol
*AIUANNTEUIUNITHUALARA I
*NILAUNAIUINITVBIRAAR T sz au
*anN13n5AU dendritic cells wag T-cells
'guédﬂﬂﬂﬁiﬁéb\‘i interleukin (IL)-1, IL-2, IL-6, kag interferon-Y 310 T-cells

J Dermatol Treat 2006; 17: 327-337 Afee oraudd; AnzndyAEns PNaINTlIINe dy [29]



Calcipotriol: Vitamin D analogue

*A15ANBINIAGTHNTDY calcipotriol
*n154% calcipotriol ointment Wuaan 6-8 §Ua13t anaguuu PASI laseway
55-72
nsl4 calcipotriol Suaz 2 ass fluszavsammioninnislefuay 1 A%t ogg
ffuddmeads Weussiiuainazuuy PAS (anasannisudunssnuniosas
48.3% e 40.6%, p = 0.006)

*n5l% calcipotriol Tuag 2 A AUsEanSawlnalAssiy
*A15l9 betamethasone valerate Tugag 2 A3
*nslY calcipotriol Juay 1 ATInewd corticosteroid Juay 1 ASImouULdY

J Dermatol Treat 2006; 17: 327-337 Afee oraudd; AnzndyAans PNaINTalIIne sy [30]



Proportion of psoriasis vulgaris patients (n = 5202) with severe, moderate, or mild

disease or disease requiring no treatment at baseline and after treatment for 52
weeks with twice-daily calcipotriol according to investigator and patient assessments

100
80+
£ 60+
% M Severe
B 404 B Moderate
0. =2 Mild
” [J No treatment required
0 I\

, Baseline Week 52 | Baseline Week 52 |
Investigator assessment Patient assessment

J Dermatol Treat 2006; 17: 327-337 Afea srauds; Anznduaans Pansaluninends [31]
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Tngldeniinalnniseangusuand1siuuinnad 1 siiagauiu 1y calcipotriol

717U steroid FINUINIAUSLENTAINAISSAIRVY LazUaanNau1nau

Infiltrating immune cells
and inflammation

Angiogenesis

Active
Vitamin
D ; Aberrant keratinocyte

v differentiation

Keratinocyte

Vitamin D has mainly : . Steroid has mainly
antiproliferative hyperprollferatlon anti-inflammatory
(epidermal) effects (dermal) effects

Vitamin D and steroid are perfectly complementary

Excellent rationale for combination

J Drugs Dermatol 2013;12(8):e129-137., JEADV 2011;25 (Suppl. 4):15-20. oA sraud®; Anznduaans Pansaluninends [32]



A29819UUININI5 L8N calcipotriol $2UNU steroid WUU sequential therapy

PHASE CLEARANCE PHASE TRANSITION PHASE MAINTENANCE PHASE

Clinical Criteria Continue um‘l‘l plaques Conhpue until plaques Continue until achieve
are flat but still red are pink complete clearance

Duration 2 weeks-1month 1-6 months (or longer) Prevention of recurrence

Topical Therapy

. Daivonex®

. Topical steroid
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Class | corticosteroid
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clobetasol) q.d. or b.i.d.

Corticosteroid b.i.d.,
weekends only

Discontinued topical
corticosteroid

Daivonex®b.i.d.

Daivonex® b.i.d,,

Daivonex®b.i.d.
weekdays only
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The calcipotriol molecule is relatively unstable and is inactivated by an acidic pH.
Although combined therapy is known to be superior to monotherapy, calcipotriol and

topical steroids are difficult to mix in the same single formulation because they
inactivate each other.

Drug substances Mw Log P* Water solubility (Maximum )
(g/mol) (mg/L) 25°C stability at
Calcipotriol HsC 412.6 543 1.3+0.7 at pH 10° pH>8

504.6 4.23 1.2 atpH 74 pH 4-6

Betamethasone dipropionate

*Octanol/water partition coefficient.
®Data obtained from Ref. [11].

Drug Development and Indlustrial Pharmacy 2004; 30(10):1095-1102. Afea srauds; Anznduaans PasnsalunInende [35]



26 —O— Hydrocortisone-17-valerate, 25° C
—0O— Hydrocortisone-17-valerate, 5° C .
24 —e— 6% salicylic acid, pH > 8.5, 25°C This study demonstrates that

calcipotriol can be unstable when
mixed with other topical preparations.
Specifically, hydrocortisone-17-valerate
0.2% ointment, 12% ammonium lactate
lotion, and 6% salicylic acid can result
in its degradation.

Refrigeration may slow the degradation
of calcipotriene but does not prevent it
completely.

Calcipotriene Concentration {microgram/g)

0 S5 10 15 20 25 30 35 40 45 50
Hours

JAm Acad Dermatol 1998:38:1010-1. oA sraud®; Anznduaans PansalunInends [36]



Fixed-dose Calcipotriol/Betamethasone dipropionate combination

Development of a New Formulation Combining

Calcipotriol and Betamethasone Dipropionate in
an Ointment Vehicle

Dr. Lene Simonsen, Gert Hay, Erik Didriksen, Jette Persson, Nina Melchior &
Jens Hansen

By using PSE* as solvent, it was possible to combine
calcipotriol and betamethasone dipropionate in a single
formulation while optimal skin permeability was attained.
Recently, the efficiency of this formulation (Daivobet®) has

been verified in clinical studies showing an improved efficacy

in the treatment of psoriatic patients.
*PSE= Polyoxypropylene-15 stearyl ether
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*Images used are for illustration purposes only

Daivobet
15 g ointment

Each g contains:
Calcipotriol ..... S
(as h‘:drate 52.2 mca)

50 mcg

tch No./Mfd./EXP g7 A

Drug Development and Industrial Pharmacy 2004; 30(10):1095-1102.

Afee orauds; AnzndyAEns PNaINTalvIng sy [37]



Once-daily fixed-dose Cal/BD combination is

more effective and faster onset in reducing PASI score
than BD or Cal alone

Mean percentage change i n PASI

Changein PASI
9 from baseline
T -22.7%*
304
T -46.1%*
50 », .
\ ]
504 ..., -57.2%*
=« ] = = Czl/BD combination -""--.__'-
=70 == " - . :
BD 71.3%
80+ s (3|
-0 vehicle *p«<0.001, relative to Cal/BD combination
=100 : ! ; :
¢ 1 2 3 4

Week

Dermatology 2002;205(4):389-393.

Afee orauds; Anznd¥AEns PNaINTAIINg sy [38]



Before

One week after
Once-daily
fixed-dose
Cal/BD
combination

J Eur Acad Dermatol Venereol 2011;25(1):27-32. fiflr orEulR; Auzndvrans quiansaluing dy [39]



Once-daily fixed-dose Cal/BD combination has
greater treatment success rate

than BD or Cal alone
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Treatment Success (%)

[EN
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CAL/BD BD CAL VEHICLE
COMBINATION

M Investigators' Evaluation M Patients' Evaluation

Dermatology 2002;205(4):389-393. Afea srauds; Anznduaans PasnsalunInends [40]



Lower adverse events (AEs) rate with once-daily fixed-dose Cal/BD

combination.

No
U

[EN
(Oa)

[
o

Percentage of patients (%)
N
(@)

Ul

o

TOTAL AES LESIONAL/PERILESIONAL AES

W Cal/BD combination W BD mCal Vehicle

Dermatology 2002:205(4):389-393. Afem srauds; Anznduaans PansalunInends [41]



A comparative study to evaluate epidermal barrier integrity of psoriasis patients treated
with calcipotriene/betamethasone topical suspension versus betamethasone

dipropionate 0.05% lotion. Significantly less atrophy with Cal/BD combination gel vs BD
alone (p < 0.0001) was confirmed.

Pre-treatment Post-treatment

BD lotion therapy

Cal/BD combination gel

J Drugs Dermatol 2017; 16(8): 747-752. Ader oraulR; Angndymans Pansalunine dy [42]
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