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discontinued at the 12-week assessment due to limited efficacy
or adverse events, associated with the OC patches.

The main limitation of this study is the small number of
patients. However, the efficacy results are similar to the previ-
ously published OC gel 10% case series with an even better safety
profile. This suggests that the optimal dose could be the 50 mg
OC applied twice daily and the cream or gel is the most promis-
ing formulations.
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Efficacy and safety of
tildrakizumab 100 mg for plaque
psoriasis in patients randomized
to treatment continuation vs
treatment withdrawal with
retreatment upon relapse in
reSURFACE 1

Editor

Chronic moderate-to-severe plaque psoriasis frequently requires
long-term biologic treatment, but treatment gaps resulting in
relapse are not uncommon.'™ Biologic efficacy can be recap-
tured during subsequent retreatment but typically at a lower
rate, or to a lesser extent, than the response achieved during ini-
tial treatment.”>”’

Tildrakizumab is a high-affinity, humanized, immunoglobu-
lin Glx, anti—interleukin-23p19 monoclonal antibody approved
to treat plaque psoriasis.® '° The 64-week phase 3 reSURFACE 1
(NCT01722331) study in adult patients with moderate-to-severe
plaque psoriasis required tildrakizumab-treated patients who
achieved >75% improvement from baseline Psoriasis Area and
Severity Index score (PASI 75; responders) at Week 28 to be
rerandomized to either continued tildrakizumab treatment or
withdrawal (placebo) with retreatment with their initial dose of
tildrakizumab upon relapse (loss of 50% of maximum PASI ben-
efit from baseline).® This post hoc analysis evaluated residual dis-
ease in tildrakizumab 100 mg responders in reSURFACE 1 who
were continuously treated and those rerandomized to treatment
interruption and retreatment upon relapse. Time to response
and extent of response after retreatment were also evaluated.
Data were summarized using descriptive statistics. Missing data
were imputed by last observation carried forward.

Disease activity (as median absolute PASI score) assessed at
baseline, Week 28, Week 52 and Week 64 is shown in Table 1.
Of 116 patients continuously treated with tildrakizumab 100 mg
after Week 28, 92.6%, 81.5% and 49.6% achieved PASI 50, PASI
75 and PASI 90, respectively, at Week 64 (Fig. 1). Complete
clearance was achieved by 27.4% of patients at Week 64. At
Week 64, the median [interquartile range (IQR)] percentage
improvement (decrease) from baseline PASI score was 92.4%
(84.4%, 100.0%).

Of 113 patients rerandomized to placebo at Week 28 (last til-
drakizumab dose at week 16), 52 (46%) did not relapse for
48 weeks following their last dose of tildrakizumab. Of these, the
proportions achieving PASI 50, PASI 75 and PASI 90 at Week 64
were 80.8%, 48.1% and 21.2%, respectively (Fig. 1). Complete
clearance was achieved by 3.9% of these patients at Week 64.
Their median (IQR) percentage improvement from baseline
PASI score at Week 64 was 75.7% (57.8%, 88.8%).
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Table 1 Median absolute PASI scores by treatment condition and time point
Baseline Week 28 Week 52 Week 64
Continuous TIL 100 mg (n = 108) 19.7 (14.2, 23.0) 1.0 (0.0, 2.2) 1.0 (0.0, 2.4) 1.2 (0.0, 3.0)
TIL - PBO, no relapse (n = 52) 18.6 (14.4, 21.6) 0.8(0.0,3.2) 2.6(0.8,5.2) 4.0 (2.0,7.4)
Baseline Week 28 At time of relapse Week 12 after retreatment
TIL - PBO, relapse (n = 61) 20.3 (14.3, 22.9) 0.8(0.0,2.2) 11.0 (8.6, 16.2) 2.7 (0.8, 4.6)

Numbers are median (IQR). IQR, interquartile range; PASI, Psoriasis Area and Severity Index; PBO, placebo; TIL, tildrakizumab.

(a) PASI 50
100
N
s 80
[}
2
S 60
&
Q
o 40
3 95.6% 92.6%
@ 20-94.2% 80.8%
=z 95.1% 86.9%

R
Weeks

—e— Continuous TIL 100 mg (n = 135)

-u- TIL to PBO, no relapse (n = 52)

—+ TIL to PBO, relapse (n = 61)

PASI 90

—
(2)
~

1
00758 59

61.5%
52.5%

49.6%
21.2%

80 31.2%

60

40

20

PASI 90 Responders, %

0 T T T T T T
32 36 40 44 48 52

Weeks
—e— Continuous TIL 100 mg (n = 135)
-=- TIL to PBO, no relapse (n = 52)
—+ TIL to PBO, relapse (n = 61)

T T T
56 60 64

(b) PASI 75
100
=
s 80
[}
2
S 60
(=9
173
O
< 40
Q2 85.2% 81.5%
@ 20-90.4% 48.1%
X 83.6% 72.1%
0 T T T T T T T T T
32 36 40 44 48 52 56 60 64

Weeks
—e— Continuous TIL 100 mg (n = 135)
-=- TIL to PBO, no relapse (n = 52)
—+ TIL to PBO, relapse (n = 61)

(d) PASI 100

1007126.7%
30.8%
80118.0%

27.4%
3.9%
13.1%
60

40

20

PASI 100 Responders, %

o

48 52 56
Weeks
—e— Continuous TIL 100 mg (n = 135)
-=- TIL to PBO, no relapse (n = 52)
—+— TIL to PBO, relapse (n =61)

T T
32 36 40 44

Figure 1 Rates of (a) PASI 50; (b) PASI 75; (c) PASI 90; and (d) PASI 100 responders over time in patients who received continuous til-
drakizumab 100 mg in part 3 of reSURFACE 1, patients who were rerandomized to placebo and did not relapse, or patients who were
rerandomized to placebo and relapsed. PASI, Psoriasis Area and Severity Index; PBO, placebo; TIL, tildrakizumab.

There were 61 (54.0%) patients rerandomized to placebo at
Week 28 who relapsed by Week 64 and were retreated with til-
drakizumab 100 mg. Median (IQR) time to relapse was 238 (167,
294) days. Among 51 patients with >12 weeks of retreatment
data, median (IQR) time to regain PASI 75 response was 28 (28,
48) days; response was regained by 49 (96.1%) in <12 weeks of
retreatment. Of patients who relapsed and were retreated, the
proportion of PASI 50, PASI 75 and PASI 90 responders was,
respectively, 86.9%, 72.1% and 31.2% at Week 64 (Fig. 1). Com-
plete clearance was achieved by 13.1% at Week 64 (Fig. 1). Med-
ian PASI at time of loss of response was 11.0 (8.6, 16.2).

Of Week 28 responders, 112/116 (96.6%) who continued to
receive tildrakizumab 100 mg and 104/113 (91.2%) rerandom-
ized to placebo completed Week 64. No patient experienced dis-
ease rebound (>125% worsening from baseline PASI score).
Prespecified adverse events of special interest® occurred in <3%
of patients, with no adverse events in patients receiving

JEADV 2021, 35, e474-538

either placebo or tildrakizumab 100 mg who relapsed after
rerandomization.

From Weeks 28-64 of reSURFACE 1, tildrakizumab 100 mg
was well tolerated and efficacious in patients receiving continuous
treatment; patients withdrawn to placebo recovered response
within a median of 28 days. The durability of tildrakizumab
responses and rapid regain of efficacy after relapse and retreat-
ment support long-term clinical use of tildrakizumab for the
treatment of moderate-to-severe psoriasis.

Acknowledgements

The authors would like to thank patients for their participation.
Studies were funded by Merck Sharp & Dohme Corp., a sub-
sidiary of Merck & Co., Inc., Kenilworth, NJ, USA. Analyses
were funded by Sun Pharmaceutical Industries, Inc., Princeton,
NJ, USA. Statistical support was provided by Jeff Parno, PhD.
Medical writing support was provided by Atreju Lackey, PhD, of

© 2021 The Authors. Journal of the European Academy of Dermatology and Venereology published by John Wiley & Sons Ltd

on behalf of European Academy of Dermatology and Venereology.



e528

Letters to the Editor

AlphaBioCom, LLC, and funded by Sun Pharmaceutical Indus-
tries, Inc.

Conflicts of interest

WC has no disclosures on file. PL has served as an investigator
for Merck. AMM is an employee of Sun Pharmaceutical Indus-
tries, Inc.; and has individual shares in Johnson and Johnson,
and as part of retirement account/mutual funds. SJR is an
employee of Sun Pharmaceutical Industries, Inc. WL has con-
ducted research funded by AbbVie, Amgen, Janssen, Leo, Novar-
tis, Pfizer, Regeneron/Sanofi and TRex Bio.

Funding sources

These studies were funded by Merck Sharp & Dohme Corp., a
subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA. Analyses
were funded by Sun Pharmaceutical Industries, Inc., Princeton,
NJ, USA. Medical writing support was provided by Atreju
Lackey, PhD, of AlphaBioCom, LLC, and funded by Sun Phar-
maceutical Industries, Inc.

W. Cantrell,”” P. Lee,? A.M. Mendelsohn,® S.J. Rozzo,?

W. Liao*

"Village Dermatology, Birmingham, AL, USA, 2Center for Clinical Studies,
Webster, TX, USA, 3Sun Pharmaceutical Industries, Inc., Princeton, NJ,
USA, “Department of Dermatology, University of California San Francisco,
San Francisco, CA, USA

*Correspondence: W. Cantrell. E-mail: wcantrelldnp@gmail.com

References

1 Ramirez-Fort M, Levin A, Au S, Gottlieb A. Continuous versus intermit-
tent therapy for moderate-to-severe psoriasis. Clin Exp Rheumatol 2013;
31: S63-S70.

2 Doshi JA, Takeshita J, Pinto L et al. Biologic therapy adherence, dis-
continuation, switching, and restarting among patients with psoriasis
in the US Medicare population. ] Am Acad Dermatol 2016; 74:
1057-1065.¢4.

3 Huang Y-W, Tsai T-F. Remission duration and long-term outcomes in
patients with moderate-to-severe psoriasis treated by biologics or tofaci-
tinib in controlled clinical trials: a 15-year single-center experience. Der-
matol Ther 2019; 9: 553-569.

4 Reich K, Armstrong AW, Foley P et al. Efficacy and safety of guselkumab,
an anti-interleukin-23 monoclonal antibody, compared with adalimumab

Table 1 The details of the participants

for the treatment of patients with moderate to severe psoriasis with ran-
domized withdrawal and retreatment: results from the phase III, double-
blind, placebo- and active comparator-controlled VOYAGE 2 trial. ] Am
Acad Dermatol 2017; 76: 418-431.

5 Brezinski EA, Armstrong AW. Off-label biologic regimens in psoriasis: a
systematic review of efficacy and safety of dose escalation, reduction, and
interrupted biologic therapy. PLoS One 2012; 7: 33486.

6 Blauvelt A, Reich K, Warren R et al. Secukinumab re-initiation achieves
regain of high response levels in patients who interrupt treatment for
moderate to severe plaque psoriasis. Br ] Dermatol 2017; 177: 879-881.

7 Gordon KB, Armstrong AW, Foley P et al. Guselkumab efficacy after
withdrawal is associated with suppression of serum IL-23-regulated IL-17
and IL-22 in psoriasis: VOYAGE 2 study. J Invest Dermatol 2019; 139:
2437-2446.el.

8 Reich K, Papp KA, Blauvelt A et al. Tildrakizumab versus placebo or etan-
ercept for chronic plaque psoriasis (reSURFACE 1 and reSURFACE 2):
results from two randomised controlled, phase 3 trials. Lancet 2017; 390:
276-288.

9 Blauvelt A, Reich K, Papp KA et al. Safety of tildrakizumab for moderate-
to-severe plaque psoriasis: pooled analysis of three randomized controlled
trials. Br ] Dermatol 2018; 179: 615-622.

10 Reich K, Warren RB, Iversen L et al. Long-term efficacy and safety of til-
drakizumab for moderate-to-severe psoriasis: pooled analyses of two ran-
domized phase III clinical trials (reSURFACE 1 and reSURFACE 2)
through 148 weeks. Br ] Dermatol 2019; 182: 605-617.

DOI: 10.1111/jdv.17124

Intravenous allogeneic
multilineage-differentiating
stress-enduring cells in adults
with dystrophic epidermolysis
bullosa: a phase 1/2 open-label
study

To the Editor,

Epidermolysis bullosa (EB) is a group of genodermatoses charac-
terized by generalized blisters from mutations in the genes
encoding the basement membrane zone (BMZ) proteins. The

Patient 1 2 3 4 5

Age, sex 26, F 22,F 20, F 17, M 49, F

Diagnosis Intermediate RDEB  Intermediate RDEB  Intermediate DDEB  Localized DDEB (pretibial)  Intermediate DDEB
Bodyweight (kg) 423 46.2 52.4 75.9 46.0

Number of selected ulcers 2 4 3 2 2

Average ulcer size 1.50 16.00 1.93 8.10 2.20

(cm?, min-max) (0.7-2.3) (1.6-49.2) (0.9-3.8) (2.7-13.5) (1.2-3.2)

Dose of CL2020 (x10° cells/kg) 3.55 3.25 2.86 1.98 3.26

Average reduction rate at Wk04 (%) 100 59.5 37.9 43.2 -9.1

DDEB, dominant dystrophic epidermolysis bullosa; RDEB, recessive dystrophic epidermolysis bullosa.
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