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LA PSORIASI NELLE SEDI SPECIALI 




•  Le localizzazioni di psoriasi in sedi speciali rappresentate da  unghie, 

scalpo, volto, aree genitali e palmoplantari hanno una prevalenza 
variabile ed elevata di circa:


 
50% per la psoriasi ungueale1,2,3



 
80% per la psoriasi dello scalpo1,2,3



 
60% per la psoriasi del volto (PF/MF)4



 
60 % per la psoriasi genitale1,2,3



 
15% per la psoriasi palmoplantare1,2,3

•  Definite aree “difficult to treat” per le problematiche terapeutiche 

•  Peggiorano in modo significativo la QoL del paziente e possono 

rappresentare un aspetto della malattia poco condiviso con il clinico 


1.  Schmieder	A,	Peitsch	WK.	Hautarzt.	2016		Jun;67(6):454-63.		
2.  Handa	S.	Indian	J	Dermatol	Venereol	Leprol.	2010	Nov-Dec;76(6):634-44.		

3.  Wozel	G.	Clin	Dermatol.	2008	Sep-Oct;26(5):448-59.	
4.  Kim	KH	et	al.	Ann	Dermatol.	2016	Aug;28(4):422-6.	
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nelle SEDI SPECIALI
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In epoca precedente lo sviluppo di nuove molecole biologiche e small 
molecule per la psoriasi l’efficacia delle terapie sulle sedi speciali 
rappresentava interesse minimo ed in letteratura erano presenti descrizioni 
limitate, casi aneddotici e studi RW





…solo recentemente l’analisi dell’effiacia dei farmaci in sedi speciali è stata 
inserita nei RCT aprendo il campo ad un maggiore approfondimento  e 
comprensione




Intra-cellular


NKT, Natural killer T cell; Th1, Th17, T helper cells; IFN, interferon; TNF, tumour necrosis factor; IL, interleukin;  
Nestle FO et al. N Engl J Med 2009; 361:496–509.  

Small-molecule con azione inibente la 
fosfodiesterasi 4-PD4

Agisce a livello intracellulare modulando il 
network di alcuni mediatori pro/
antinfiammatori

Non ha azione immunosoppressiva




APREMILAST


Extracellular	Cytokines	

Cytokine	gene	transcription	



Results for period B (weeks 16-32)
Among patients with nail psoriasis at baseline,

those who were randomized to apremilast 30 mg
BID at baseline continued to show improvement
in NAPSI score at week 32 (ESTEEM 1: !43.6%;

ESTEEM 2:!60.0%) (Fig 2, A and B). Patients initially
randomized to placebo who were switched to
apremilast 30 mg BID at week 16 showed improve-
ments during period B, similar to those seen in
apremilast patients during period A (Fig 2, A and B).
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Fig 1. Study design of Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis
(ESTEEM) 1 and ESTEEM 2 *Doses of apremilast were titrated during the first week of
administration and at week 16, when placebo patients were switched to apremilast. Dosing was
maintained from weeks 16 to 32 (maintenance phase, period B). xTreatment from weeks 32 to
52 (randomized treatment withdrawal phase, period C) was based on the initial treatment
assignment and the Psoriasis Area and Severity Index (PASI) response at week 32 (PASI-75 for
ESTEEM 1 and PASI-50 for ESTEEM 2). zPatients initially randomized to apremilast who
achieved PASI-75 (ESTEEM 1) or PASI-50 (ESTEEM 2) response at week 32 and were
rerandomized to placebo were switched back to apremilast at time of loss of effect, defined
as loss of PASI-75 (ESTEEM 1) or loss of 50% of the PASI improvement obtained at week 32
(ESTEEM 2), but no later than week 52. jjPatients who did not achieve a PASI-75 (ESTEEM 1) or
PASI-50 (ESTEEM 2) response at week 32 were able to add topicals and/or ultraviolet (UV) B
therapy at week 32 at the discretion of the investigator. Blinding was maintained until all
patients discontinued or completed their week 52 visit. BID, Twice daily.

Table I. Demographic and clinical characteristics of patients with nail psoriasis (Nail Psoriasis Severity Index
score $1) at baseline

Characteristics

ESTEEM 1 ESTEEM 2

Placebo
n = 195

Apremilast 30 mg BID
n = 363

Placebo
n = 91

Apremilast 30 mg BID
n = 175

Age, mean (SD), y 46.2 (12.33) 45.9 (11.94) 45.7 (12.82) 46.2 (12.80)
Male, n (%) 148 (75.9) 266 (73.3) 77 (84.6) 124 (70.9)
Duration of plaque psoriasis, mean (SD), y 18.57 (11.662) 20.48 (12.324) 19.35 (11.685) 18.80 (10.810)
History of psoriatic arthritis, n (%) 38 (19.5) 88 (24.2) 7 (7.7) 27 (15.4)
PASI score (0-72), mean (SD) 20.33 (8.026) 19.52 (8.131) 20.63 (7.621) 19.39 (7.373)
PASI score[20, n (%) 72 (36.9) 117 (32.2) 36 (39.6) 56 (32.0)
BSA, mean (SD), % 26.52 (15.300) 25.21 (16.185) 28.07 (15.223) 26.14 (16.592)
BSA[20%, n (%) 108 (55.4) 166 (45.7) 57 (62.6) 92 (52.6)
sPGA score of 3 (moderate), n (%) 128 (65.6) 244 (67.2) 55 (60.4) 123 (70.3)
sPGA score of 4 (severe), n (%) 67 (34.4) 119 (32.8) 36 (39.6) 51 (29.1)
NAPSI score in target nail, mean (SD) 4.3 (2.16) 4.3 (2.00) 4.4 (2.05) 4.2 (2.13)
No. of nails involved, mean (SD) 7.1 (3.25) 6.5 (3.54) 6.7 (3.48) 6.3 (3.47)

The n reflects the number of randomized patients; actual number of patients available for each parameter may vary. Data for patients with
nail psoriasis include patients with target nail NAPSI score $1.
BID, Twice daily; BSA, body surface area; ESTEEM, Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; NAPSI, Nail Psoriasis
Severity Index; PASI, Psoriasis Area and Severity Index; sPGA static Physician Global Assessment.
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Apremilast, an oral phosphodiesterase 4 inhibitor,
in patients with difficult-to-treat nail and scalp
psoriasis: Results of 2 phase III randomized,
controlled trials (ESTEEM 1 and ESTEEM 2)

Phoebe Rich, MD,a Melinda Gooderham, MD,b Herv!e Bachelez, MD, PhD,c Joana Goncalves, MD,d

Robert M. Day, PhD,d Rongdean Chen, PhD,d and Jeffrey Crowley, MDe

Portland, Oregon; Peterborough, Ontario, Canada; Paris, France;
Warren, New Jersey; and Bakersfield, California

Background: In the phase III double-blind Efficacy and Safety Trial Evaluating the Effects of Apremilast in
Psoriasis (ESTEEM) 1 and 2, apremilast, an oral phosphodiesterase 4 inhibitor, demonstrated efficacy in
moderate to severe psoriasis.

Objective: We sought to evaluate efficacy of apremilast in nail/scalp psoriasis in ESTEEM 1 and 2.

Methods: A total of 1255 patients were randomized (2:1) to apremilast 30 mg twice daily or placebo. At
week 16, placebo patients switched to apremilast through week 32, followed by a randomized withdrawal
phase to week 52. A priori efficacy analyses included patients with nail (target nail Nail Psoriasis Severity
Index score $1) and moderate to very severe scalp (Scalp Physician Global Assessment score $3) psoriasis
at baseline.

Results: At baseline, 66.1% and 64.7% of patients had nail psoriasis; 66.7% and 65.5% had moderate to very
severe scalp psoriasis in ESTEEM 1 and 2. At week 16, apremilast produced greater improvements in Nail
Psoriasis Severity Index score versus placebo; mean percent change: !22.5% versus 16.5% (ESTEEM 1;
P \ .0001) and !29.0% versus !7.1% (ESTEEM 2; P = .0052). At week 16, apremilast produced greater
NAPSI-50 response (50% reduction from baseline in target nail Nail Psoriasis Severity Index score) versus
placebo (both studies P\ .0001) and ScPGA response (Scalp Physician Global Assessment score 0 or 1)
versus placebo (both studies P \ .0001). Improvements were generally maintained over 52 weeks in
patients with Psoriasis Area and Severity Index response at week 32.
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Studies of systemic therapies for the treatment of
scalp psoriasis are limited. Currently, topical vitaminD
analogs and corticosteroids are typically used to treat
scalp psoriasis, but the long-term effectiveness of
these agents is often limitedbynonadherencebecause
of the poor cosmetic properties of some topicals and/
or difficulty with application.14 In ESTEEM 1 and 2,
more than 40% of the patients with moderate to very
severe scalp disease at baseline achieved ScPGA score
of 0 or 1 by week 16 with apremilast 30 mg BID, and
this improvement was generally maintained through
week 32. In addition, among patients who achieved a
PASI response at week 32 and continued taking
apremilast 30 mg BID, the majority had ScPGA score
of 0 or 1 after 1 year of treatment.

Apremilast was generally well tolerated in the
ESTEEM studies.20,21,26 Most adverse events were

mild or moderate in severity. The exposure-adjusted
incidence rate of adverse events did not appear to
increase over time, and no new significant
adverse events emerged with continued apremilast
exposure. Changes in laboratory parameters were
transient, with no trends observed.

Although providing clinically useful information,
the analyses reported here from the ESTEEM studies
were limited by the fact that initial randomization
was not stratified by subgroups of patients with nail
and scalp psoriasis to ensure balance between
treatment groups. However, baseline characteristics
among patients with nail psoriasis and scalp psori-
asis appeared similar between treatment groups
in both ESTEEM 1 and ESTEEM 2, such that this
was unlikely to have substantially impacted the
results.
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Fig 5. Mean percent change from baseline in Nail Psoriasis Severity Index (NAPSI ) score over
52 weeks in patients with nail psoriasis (NAPSI score $1) at baseline and Psoriasis Area and
Severity Index response at week 32 in Efficacy and Safety Trial Evaluating the Effects of
Apremilast in Psoriasis (ESTEEM) 1 (A) and ESTEEM 2 (B). BID, Twice daily.
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of this difficult-to-treat form in patients withmoderate
to severe psoriasis. The analyses of the ESTEEM
studies demonstrate that apremilast 30 mg BID
significantly improves nail and scalp psoriasis.
Improvement in nail psoriasis achieved during the
placebo-controlled phase continued through week
32 with apremilast 30 mg BID. These improvements
were sustained in patientswho had a PASI response at
week 32 and continued taking apremilast 30 mg BID
through week 52.

Nail psoriasis is particularly difficult to treat and
may be triggered by an inflammatory response as
part of the Koebner phenomenon in patients with
moderate to severe chronic plaque psoriasis.24,25

Clinical practice recommendations for the treatment

of nail psoriasis, published by the Medical Board
of the National Psoriasis Foundation, recommend
systemic therapies, including apremilast, for patients
with significant skin and nail disease or skin, nail,
and joint disease.8 Improvements in nail psoriasis
tend to lag behind improvements in skin and joint
symptoms, given the time it takes for fingernails to
grow out (ie, 3-4 mm/mo, or 5-7 months for growth
from the nail matrix to the distal fingertip), such that
longer clinical trials are needed to demonstrate
effects on nail psoriasis.8 In ESTEEM, improvements
in both nail bed and nail matrix disease were noted
with apremilast treatment versus placebo at week 16;
improvements continued through week 32 and were
maintained through week 52.
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Fig 2. For patients with nail psoriasis at baseline, mean percent change from baseline in target
Nail Psoriasis Severity Index (NAPSI ) score at week 16 (placebo-controlled phase, period A)
and week 32 (maintenance phase, period B) in Efficacy and Safety Trial Evaluating the Effects
of Apremilast in Psoriasis (ESTEEM ) 1 (A) and ESTEEM 2 (B), and mean percent change in
target nail NAPSI score by Psoriasis Area and Severity Index (PASI ) response at week 16 (period
A) in patients treated with apremilast 30 mg twice daily (BID) in ESTEEM 1 and ESTEEM 2 (C).
Missing values at week 16 were imputed using the last observation carried forward (LOCF )
methodology. Patients without an observation at week 32 were considered nonresponders.
*P\.0001 versus placebo in ESTEEM 1 and *P = .0052 vs placebo in ESTEEM 2, both based on
the x2 test. PASI-50, $ 50% reduction from baseline in PASI score; PASI-75, $ 75% reduction
from baseline in PASI score; PASI-90, $ 90% reduction from baseline in PASI score.
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§Patients who were initially randomized to apremilast 30 mg BID at Week 0, were PASI-50 responders at 
Week 32, and were �
re-randomized to continued apremilast 30 mg BID in Period C.

‡Patients who were  initially randomized to placebo at Week 0, were PASI-50 responders at Week 32, and 
entered Period C.
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Placebo	

Placebo/Apremilast 30 mg BID	

Apremilast 30 mg BID	

Period A	 Period B	 Period C	



Table III. Improvements in nail bed and nail matrix (full analysis set)

Patients with target nail NAPSI score $1 at baseline

ESTEEM 1 ESTEEM 2

Placebo
Apremilast
30 mg BID Placebo

Apremilast
30 mg BID

n = 195 n = 363 n = 91 n = 175

Wk 16

n (nail bed) 142 254 66 132
Mean (SD) change from baseline in nail bed score !0.3 (1.06) !0.8 (1.09) !0.3 (1.08) !0.9 (1.16)
[95% CI] [!0.3 to 0.0] [!0.7 to !0.5] [!0.5 to 0.0] [!0.9 to !0.5]

n (nail matrix) 142 266 68 128
Mean (SD) change from baseline in nail matrix score !0.3 (1.12) !0.9 (1.31) !0.5 (1.18) !1.1 (1.48)
[95% CI] [!0.3 to 0.1] [!0.8 to !0.5] [!0.7 to !0.1] [!1.0 to !0.5]

Wk 32
Placebo/Apremilast

30 mg BID
Apremilast
30 mg BID

Placebo/Apremilast
30 mg BID

Apremilast
30 mg BID

n (nail bed) 121 216 59 111
Mean (SD) change from baseline in nail bed score !1.0 (1.16) !1.1 (1.28) !1.1 (1.20) !1.3 (1.17)
[95% CI] [!0.9 to !0.5] [!1.0 to !0.6] [!1.2 to !0.6] [!1.2 to !0.8]

n (nail matrix) 120 230 62 108
Mean (SD) change from baseline in nail matrix score !1.1 (1.42) !1.5 (1.47) !1.3 (1.34) !1.9 (1.30)
[95% CI] [!1.1 to !0.6] [!1.4 to !1.0] [!1.5 to !0.8] [!1.7 to !1.2]

Wk 52
Placebo/Apremilast

30 mg BID
Apremilast
30 mg BID

Placebo/Apremilast
30 mg BID

Apremilast
30 mg BID

n (nail bed) 88 163 49 84
Mean (SD) change from baseline in nail bed score !1.0 (1.28) !0.9 (1.31) !1.1 (1.05) !1.2 (1.12)
[95% CI] [!1.0 to !0.4] [!0.8 to !0.5] [!1.3 to !0.7] [!1.1 to !0.6]

n (nail matrix) 87 173 49 82
Mean (SD) change from baseline in nail matrix score !1.6 (1.48) !1.4 (1.44) !1.4 (1.46) !1.5 (1.47)
[95% CI] [!1.5 to !1.0] [!1.3 to !0.9] [!1.6 to !0.8] [!1.4 to !0.8]

Patients with baseline nail psoriasis involvement (NAPSI score $1) and at least 1 postbaseline value are included.
BID, Twice daily; CI, confidence interval; ESTEEM, Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; NAPSI, Nail Psoriasis
Severity Index.
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*
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Fig 3. Percentage of patients with moderate to very severe
scalp psoriasis at baseline (Scalp Physician Global Assess-
ment [ScPGA] score$3) achieving ScPGA score of 0 or 1 at
week 16 in Efficacy and Safety Trial Evaluating the Effects
of Apremilast in Psoriasis (ESTEEM ) 1 and ESTEEM 2.
Missing values at week 16 were imputed using the last
observation carried forward methodology. *P \ .0001
versus placebo, based on the x2 test. BID, Twice daily.

Fig 4. Effect of apremilast 30 mg twice daily in a patient
with scalp psoriasis at baseline (Scalp Physician Global
Assessment [ScPGA] score = 5) (A) and week 16 (ScPGA
score = 0) (B).
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Apremilast, an oral phosphodiesterase 4 inhibitor,
in patients with difficult-to-treat nail and scalp
psoriasis: Results of 2 phase III randomized,
controlled trials (ESTEEM 1 and ESTEEM 2)

Phoebe Rich, MD,a Melinda Gooderham, MD,b Herv!e Bachelez, MD, PhD,c Joana Goncalves, MD,d

Robert M. Day, PhD,d Rongdean Chen, PhD,d and Jeffrey Crowley, MDe

Portland, Oregon; Peterborough, Ontario, Canada; Paris, France;
Warren, New Jersey; and Bakersfield, California

Background: In the phase III double-blind Efficacy and Safety Trial Evaluating the Effects of Apremilast in
Psoriasis (ESTEEM) 1 and 2, apremilast, an oral phosphodiesterase 4 inhibitor, demonstrated efficacy in
moderate to severe psoriasis.

Objective: We sought to evaluate efficacy of apremilast in nail/scalp psoriasis in ESTEEM 1 and 2.

Methods: A total of 1255 patients were randomized (2:1) to apremilast 30 mg twice daily or placebo. At
week 16, placebo patients switched to apremilast through week 32, followed by a randomized withdrawal
phase to week 52. A priori efficacy analyses included patients with nail (target nail Nail Psoriasis Severity
Index score $1) and moderate to very severe scalp (Scalp Physician Global Assessment score $3) psoriasis
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P \ .0001) and !29.0% versus !7.1% (ESTEEM 2; P = .0052). At week 16, apremilast produced greater
NAPSI-50 response (50% reduction from baseline in target nail Nail Psoriasis Severity Index score) versus
placebo (both studies P\ .0001) and ScPGA response (Scalp Physician Global Assessment score 0 or 1)
versus placebo (both studies P \ .0001). Improvements were generally maintained over 52 weeks in
patients with Psoriasis Area and Severity Index response at week 32.

From the Oregon Health and Science Universitya; SKiN Centre for
Dermatology and Probity Medical Research, Peterboroughb;
Sorbonne Paris Cit!e Universit!e Paris Diderot, Assistance
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Real-world data on the efficacy and safety of apremilast in
patients with moderate-to-severe plaque psoriasis
E. Papadavid,*,† N. Rompoti,† K. Theodoropoulos, G. Kokkalis, D. Rigopoulos

2nd Dermatology Department, ‘ATTIKON’ University hospital, Athens, Greece
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Abstract
Background Psoriasis is a chronic inflammatory skin disease, which requires long-term, safe and effective treatment.
Apremilast, a small-molecule PDE4 inhibitor, has been introduced as psoriasis (and psoriatic arthritis) treatment in Eur-
ope in 2015.
Objective We analysed and report the efficacy and safety of apremilast in the first 51 patients with psoriasis that have
undergone treatment with this novel small molecule in our outpatient clinic.
Method Our primary endpoint was the evaluation of clinical response to apremilast according to the percentage of
Psoriasis Area Severity Index (PASI) reduction (DPASI) at 16 weeks after treatment initiation. Secondary endpoints were
the evaluation at week 16 of (i) PASI; (ii) Dermatology Life Quality Index (DLQI); (iii) Physician Global Assessment (PGA);
(iv) Psoriasis Scalp Severity Index (PSSI); and (v) the percentage of patients who achieved DPASI50, DPASI75, DPASI90
and DPASI100; (vi) adverse events (AE); (vii) reasons for drug discontinuation; and (viii) drug survival.
Results About 59.3% of the patients who remained on apremilast achieved at least DPASI75 at week 16, while 11.1%
achieved combined 50% ≤ PASI < 75% and DLQI ≤ 5 (satisfactory response) adequate enough to maintain treatment.
Five patients (18.5%) also achieved DPASI100. Patients discontinued apremilast (28%), mostly during the first 4 weeks
due to adverse events (12%) with gastrointestinal symptoms being the most common, and later due to lack of efficacy
(16%). A statistically significant improvement of PASI, DLQI, PGA and PSSI scores was observed after 4 and 16 weeks
of treatment relative to pretreatment measurements.
Conclusion Apremilast is a safe and efficacious treatment for psoriasis patients as it produces DPASI75 and DPASI50
responses combined with DLQI ≤ 5 in 16 weeks in 70.4% of the patients. These results, from a real-world setting, con-
firm the efficacy and safety of apremilast which has been demonstrated in large phase III clinical trials.
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Introduction
Psoriasis is a chronic inflammatory disease that requires long-

term use of safe and efficacious therapeutic agents. Several bio-

logic agents and the novel, small-molecule PDE4 inhibitor

apremilast, introduced in Europe in 2015 and in Greece in 2016,

have been used in the treatment of psoriasis. Randomized con-

trolled trials (RCTs) have shown the superiority of apremilast

over placebo with an excellent safety profile, comparable to pla-

cebo during the placebo-controlled phase of the trials1,2 and

long-term maintenance of efficacy.3,4†The first two authors have equally contributed to this article.
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≤1. We observed a rapid PASI response on week 4, and further

improvement by week 16, with PASI of 4.9 (P < 0.001) and of

4.3 (P < 0.001), respectively. Scalp psoriasis improvement was

also observed within the first month of treatment, with a mean

PSSI value of 7.4 at baseline, 3.4 in 4 weeks (P < 0.001) and 2.8

in 16 weeks (P < 0.001) of treatment. Furthermore, DLQI was

optimized, with an average score of 3.9 after 4 months of treat-

ment, compared with baseline 11.1 (P < 0.001) (Table 3).

A total of 14 of 50 patients discontinued treatment, eight due

to lack of efficacy and six due to AEs. In detail, six patients expe-

rienced no satisfactory improvement of PASI (DPASI < 75%)

after 16 weeks of treatment, in one more case the co-existing

psoriatic arthritis clinically worsened during treatment despite

skin improvement and in another case, worsening of skin psoria-

sis was observed after initial improvement. In six cases, treat-

ment stopped due to AEs (Table 4) with the most common

being gastrointestinal disorders. After drug discontinuation, four

patients were lost to follow-up, one patient received photother-

apy as overlap treatment, another wished no further systemic

therapy, two patients were switched to their previous systemic

treatments (acitretin and methotrexate) and the rest to a bio-

logic agent (four secukinumab, two ustekinumab).

Regarding time to drug discontinuation, the median drug sur-

vival has not been reached (Fig. 1). The mean treatment dura-

tion for the minority of patients who eventually discontinued

treatment was 98.7 days, while for the responders who remained

on treatment the duration is 224.7 days.

Figure 1 demonstrates the Kaplan–Meier drug survival

curve in this patient cohort. Drug survival at week 24 was

67.6%. Interestingly, all discontinuation occurred up to week

33 and then the curve plateaued without reaching a median

score.

Regarding the other secondary endpoints of this study at week

16, 25 of 27 (92.6%) of the patients achieved DPASI ≥ 50 (at

least 50% improvement of baseline PASI), 16 of 27 (59.3%)

DPASI ≥ 75, 7 of 27 (25.9%) DPASI ≥ 90 and 5 of 27 (18.5%)

achieved DPASI100. Sixteen of 23 (69.6%) patients scored

DLQI ≤ 5.

Safety assessments
In 30% (15 of 50) of the cases, a probably treatment-related

adverse event occurred. Most common side-effects were

loose stools, diarrhoea, nausea and vomiting. Most of these

gastrointestinal adverse events were temporary and resolved

Table 1 Baseline patient characteristics among those who took at least 1 dose of apremilast (n = 50 patients)

Characteristics No. of patients with available
data/Total no. of patients

No. %

Total patients with >1 dose 50/50 50

Age (year), mean (min–max) 37/50 55.0 (25–82)
Age (year) at disease first diagnosis, mean (min–max) 33/50 32.8 (5–65)

Males 35/35 35 70.0
Females 15/15 15 30.0

BMI, mean (min–max) 31/50 28.4 (17.6–49.6)
Waist circumference (cm) 31/50 96.7 (52–131)

Dose

30 mg PO BID 46 92.0
Changed dosage 4 8.0

30 mg BID to 30 mg OD 2 4.0

30 mg OD to 30 mg BID 1 2.0

30 mg OD 1 2.0

Treatment combinations 2 4.0

Apremilast with CyA 1 2.0

Apremilast with MTX 1 2.0
Prior systemic therapy 33/50 28

Biologic therapy 7 21.2
Conventional therapy 26 78.8

Type of psoriasis

Chronic plaque psoriasis and palmoplantar plaque psoriasis 50/50 4 8.0

Chronic plaque psoriasis 46 92.0
PASI score mean (median, range) 10.8 (9, 0–49)

Special location

Psoriasis with scalp involvement 36/50 30 83.3

Psoriasis with nail involvement 32/50 16 50.0
PsA 34/50 4 11.8
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over time and only in two cases diarrhoea and vomiting led

to drug discontinuation. Drug discontinuation due to AE

occurred in another four cases: in one case, mood distur-

bance was reported under apremilast treatment and the drug

was discontinued after psychiatric assessment, in one male

patient a prostate carcinoma was diagnosed 3 months after

treatment start, which was not considered as drug related,

in one case arterial hypertension was first diagnosed in a

patient, who wished to discontinue the drug and finally a

transient episode of ischaemic attack with neurologic dys-

function was also documented in a patient with haemophil-

ia. This latter episode does not seem to be associated with

apremilast treatment, as the medical history of the patient

revealed a suboptimal anticoagulation treatment. Overall,

most of the reported adverse events were mild-to-moderate

in severity and well manageable (Table 4).

Discussion
Current knowledge of the efficacy and safety of apremilast is

limited to data from RCTs. Despite the acceptable safety

profile and promising efficacy results, there remains to be a

lack of understanding of treatment outcomes in real-world

clinical practice.

Table 2 Patient comorbidities (n = 38 patients)

No./No. of
patients with
available data

%

Number of comorbidities

0 6/38 15.8
1–2 17/38 44.7

>3 15/38 39.5
Type of comorbidities

Hypertension 10/38 26.3
Hyperlipidemia 11/38 28.9

Coronary disease 4/38 10.5
Other cardiovascular disease 6/38 15.8

Diabetes mellitus 5/38 13.2
Obesity (BMI30) 11/31 35.5

Metabolic syndrome† 6/38 15.8
Anxiety/Stress 1/38 2.6

Sleep disturbances 3/38 7.9
Pulmonary disease 6/38 15.8

Kidney disease 3/38 7.9
Liver disease‡ 3/38 7.9

GI ulcer 2/38 5.3
Thyroid disease 3/38 7.9

Alcohol abuse 3/38 7.9
Smoking 8/38 21.1

Ulcerative Colitis 1/38 2.6
Latent TBC 1/38 2.6

Cancer in personal history 1/38 2.6
Other 7/38 18.4

†Metabolic syndrome as defined by the National Cholesterol Education Pro-
gram (NCEP).
‡One case with chronic latent hepatitis B.
Adult Treatment Panel III (ATP III).7

Table 4 Adverse events (AE) under apremilast treatment

AE No. of patients %

Total No. of patients with AE 15 30

Number of AE per patient

1 AE 11 22

>1 AEs 4 8
AE leading to drug discontinuation 6 12

Treatment-related serious AE 0 0
Type of AE

Loose stools/diarrhoea/other
gastrointestinal (GI) AEs

10 20

Headache 1 2

Weight lost 2 4

Infections 3 6

Mood disturbances 1 2

Sleep disturbance 1 2

Fatigue 2 4

Total No. of patients who discontinued 14 28
Reason

Primary failure 7 14

Secondary failure 1 2

AE 6 12

Table 3 Clinical response to apremilast

Primary
endpoints

No. of patients %

APASI > 75 16/27 59.3

APASI 50 and
DLQI < 5

3/27 11.1

Total 19/27 70.4

Secondary endpoints
APASI 50 9/27† 33.3

APASI 75 9/27 33.3
APASI 90 2/27 7.4

APASI 100 5/27 18.5
APASI 75
cumulative

16/27 59.3

Scores, mean
(median/range)

T0 T4 weeks‡ T16 weeks‡

PASI 10.8 (9, 0–49) 4.9 (4.2, 0–13.6) 4.3 (1.8, 0–16.8)

PSSI 7.4 (3.0, 0–60) 3.4 (3.0, 0–14) 2.8 (0, 0–12)
DLQI 11.1 (12, 0–24) 6.0 (6, 0–17) 3.9 (2, 0–14)

PGA 2.7 (3, 0–5) 1.7 (2, 0–3) 1.3 (1, 0–3)

†In another four patients, DPASI50 was achieved, but DPASI75/PASI90/
PASI100 could not be evaluated due to drug discontinuation within the first
16 weeks (these patients were excluded from DPASI50 evaluation).
‡Where applicable.
PASI, Psoriasis Area Severity Index; PSSI, Psoriasis Scalp Severity Index;
DLQI, Dermatology Life Quality Index; PGA, Physician Global Assessment
score (5 point ranked scale; 0 = clear, 1 = almost clear, 2 = mild, 3 = mod-
erate, 4 = severe).
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Efficacy

Primary endpoints This is a real-life study with a large num-

ber of moderate-to-severe psoriasis patients treated with

apremilast who also experience impaired quality of life and

several comorbidities. Our efficacy results are better than those

of the ESTEEM clinical trials programme1,2 as our patients

demonstrated a much higher degree of skin improvement

which could be attributed to the fact that the majority of our

patients had moderate psoriasis disease (mean baseline PGA

score of 2.7 and PASI 10.8 compared to around 3.3 static

Physician Global Assessment (sPGA) and 19 PASI in trials

ESTEEM 1&2). Additionally, we chose to assess our results

not only based on skin disease improvement (by PASI75

response) but also by the second primary efficacy endpoint,

which combines skin and quality of life (QoL) improvements

(DPASI ≥ 50 and DLQI ≤ 5). This outcome is better suited to

our expectations from treatment response and justifies drug

maintenance. More than two-thirds of the patients (70.4%)

achieved this primary endpoint at week 16, which is very satis-

factory in comparison with previous clinical trials as well as

other treatment modalities (Fig. 2).

Secondary endpoints Besides the PASI response levels, other

indexes such as percentage of patients achieving PGA scores of 0

or 1 and PSSI scores of 0 or 1 are favourably comparable to

ESTEEM trials.

Regarding further secondary endpoints at week 16, 92.6%

of the patients achieved at least DPASI50 vs. 58.7% in

ESTEEM 1 and 55.5% in ESTEEM 2, 58.6% of the patients

achieved DPASI75 vs. 33.1% in ESTEEM 1 and 28.8% in

ESTEEM 2, 28.6% of patients achieved DPASI90 vs. 9.8%

ESTEEM 1 and 8.8% in ESTEEM 2, and even 17.9% of

patients reached DPASI100 (not reported in the ESTEEM tri-

als). The moderate psoriasis population in our real-life cohort

explains the differences in response rates compared with the

ESTEEM trials, where the population had more severe psoria-

sis. Furthermore, 69.6% of the patients had DLQI ≤ 5 after

16 weeks of treatment and 63.6% had their DLQI improved

by more than 5 points, compared to 70.2% and 70.8% in

ESTEEM 1&2, respectively.

Moreover, our patients demonstrated rapid responses in both

PASI and DLQI assessments, followed by further improvements

at week 16 (Fig. 3a,b). Starting from a baseline of 11.1, DLQI

∆PASI after 16 weeks of treatment 
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Primary endpoints This is a real-life study with a large num-

ber of moderate-to-severe psoriasis patients treated with

apremilast who also experience impaired quality of life and

several comorbidities. Our efficacy results are better than those

of the ESTEEM clinical trials programme1,2 as our patients

demonstrated a much higher degree of skin improvement

which could be attributed to the fact that the majority of our

patients had moderate psoriasis disease (mean baseline PGA

score of 2.7 and PASI 10.8 compared to around 3.3 static

Physician Global Assessment (sPGA) and 19 PASI in trials

ESTEEM 1&2). Additionally, we chose to assess our results

not only based on skin disease improvement (by PASI75

response) but also by the second primary efficacy endpoint,

which combines skin and quality of life (QoL) improvements

(DPASI ≥ 50 and DLQI ≤ 5). This outcome is better suited to

our expectations from treatment response and justifies drug

maintenance. More than two-thirds of the patients (70.4%)

achieved this primary endpoint at week 16, which is very satis-

factory in comparison with previous clinical trials as well as

other treatment modalities (Fig. 2).

Secondary endpoints Besides the PASI response levels, other

indexes such as percentage of patients achieving PGA scores of 0

or 1 and PSSI scores of 0 or 1 are favourably comparable to

ESTEEM trials.

Regarding further secondary endpoints at week 16, 92.6%

of the patients achieved at least DPASI50 vs. 58.7% in

ESTEEM 1 and 55.5% in ESTEEM 2, 58.6% of the patients

achieved DPASI75 vs. 33.1% in ESTEEM 1 and 28.8% in

ESTEEM 2, 28.6% of patients achieved DPASI90 vs. 9.8%

ESTEEM 1 and 8.8% in ESTEEM 2, and even 17.9% of

patients reached DPASI100 (not reported in the ESTEEM tri-

als). The moderate psoriasis population in our real-life cohort

explains the differences in response rates compared with the

ESTEEM trials, where the population had more severe psoria-

sis. Furthermore, 69.6% of the patients had DLQI ≤ 5 after

16 weeks of treatment and 63.6% had their DLQI improved

by more than 5 points, compared to 70.2% and 70.8% in

ESTEEM 1&2, respectively.

Moreover, our patients demonstrated rapid responses in both

PASI and DLQI assessments, followed by further improvements

at week 16 (Fig. 3a,b). Starting from a baseline of 11.1, DLQI
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Figure 3 (a) Mean scores from baseline to week 16. (b) Mean per-
centage improvement from baseline to week 16 (‘as observed’
analysis).
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Figure 1 Drug survival curve among patients who received
apremilast treatment.
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Real-world data on efficacy and safety of apremilast 5



APREMILAST in Real Life


The Apremilast Clinical Treatment Experience in Psoriasis (APPRECIATE) study (NCT02740218), a multinational, 
retrospective, cross-sectional, observational study of psoriasis patients (tot 126) treated with apremilast, in real-
world clinical practice, aims to describe patient needs, treatment patterns, and outcomes among patients treated 
with apremilast. 






Treatment Satisfaction 

by Baseline DLQI Category


Domains and needs question




CLINICIAN RATINGS �
OF APREMILAST EFFECTIVENESS


APPRECIATE interim analysis


N	(%) 
Overall	plaque	psoriasis 104	(100) 

Scalp	psoriasis 71	(68) 

Pruritus 67	(64) 

Nail	psoriasis 42	(40) 

Non-genital	inverse	psoriasis 28	(27)	 

Palmoplantar	psoriasis 26	(25) 

Genital	inverse	psoriasis 23	(22) 

4	

2	

1	
3	

4	
4	

4	

1	
4	
2	

26	
23	

21	
38	

21	
24	

13	

26	
12	

32	
7	

18	
8	

17	

17	
19	

25	
26	

21	
17	
22	

26	
38	

14	
24	

34	
41	
34	

0%	 50%	 100%	

Much	worse	
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No	change	
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Much	beler	

N	=	104;	clinician	ques_onnaire	completed	at	6±1	months	for	each	pa_ent	with	sign(s)	present	at	
treatment	ini_a_on.	Numbers	in	bar	graph	may	be	less	than	or	greater	than	100	because	of	rounding.	
Kleyn	CE,	et	al.	Psoriasis:	from	Gene	to	Clinic.	London,	UK;	1	December	2017.	FC21.	

Presence at treatment 
initiation


Clinician satisfaction assessment 
at 6±1 months




①  Esame	clinico	
②  Valutazione	rela_va	al	quadro	generale	(isolata/	associata)		
③  Gravità	rela_va	rispelo	al	PASI	generale	
④  DLQI	
⑤  Risposta	a	preceden_	terapie	per	psoriasi	(mirate/generali)	
⑥  Localizzazione	residua	(PASI/DLQI)	

In pratica clinica…




LOCALIZZAZIONE PSORIASI IN SEDI SPECIALI



   


ESPERIENZA PERSONALE 




CONCLUSIONI 


APREMILAST negli studi RCT, nelle evidenze della real life e nella nostra 
esperienza ha dimostrato particolare e specifica efficacia nelle sedi speciali



In particolare a livello di:



Psoriasi ungueale


Psoriasi del cuoio capelluto


Psoriasi palmoplantare


Con risultati soddisfacenti anche su:


Psoriasi del volto


Psoriasi genitale




Partcolare Utilità nel paziente lieve moderato con localizzazioni speciali



Indicazione anche nel paziente severo con localizzazioni speciali/localizzazioni 
residue in monoterapia o anche in terapia combinata
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