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to Therapeutic Efficacy and Drug Survival of
Cyclosporine or Methotrexate in Psoriasis Vulgaris
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Dear Editor:

Psoriasis vulgaris is a chronic, multifactorial inflammatory
skin disease. Cyclosporine (CsA) and methotrexate (MTX)
are conventional but still highly effective therapeutic op-
tions for patients with psoriasis vulgaris, as not all patients
are appropriate for biological therapy.

Since the introduction of the tumor necrosis factor (TNF)
inhibitors and other biological agents for the treatment of

psoriasis, CsA and MTX have become less frequently dis-
cussed'. In particular, no studies have focused on the clin-
ical and laboratory factors to predict therapeutic response
to CsA or MTX. This study aimed to compare clinical and
laboratory characteristics according to therapeutic response
to either CsA or MTX. Furthermore, we aimed to demon-
strate the predictive factors of therapeutic response to ei-
ther CsA or MTX.
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The study was approved by the institutional review board
of Ajou University Hospital (IRB no. AJIRB-BMR-MDB-15-
341).

Patients with psoriasis vulgaris who had been treated with
either CsA or MTX at the dermatology department of Ajou
University Hospital between January 2012 and December
2016 were enrolled. The patients were divided into four
subgroups, namely CsA responders, MTX responders, CsA
non-responders, and MTX non-responders. CsA or MTX
responders were defined as patients treated with a single
systemic agent, either CsA or MTX, during the study per-
iod. CsA or MTX non-responders were defined as patients
whose single-agent treatment was switched to another
agent such as acitretin, which is rarely prescribed for treat-
ing psoriasis in our dermatology department. Their elec-
tronic medical records were retrospectively reviewed by
single dermatologist, including age, sex, disease duration,
duration of each medication course, body mass index
(BMI), initial erythrocyte sedimentation rate (ESR), and ini-
tial C-reactive protein (CRP) level. These clinical and labo-
ratory variables were statistically compared among the
four groups.

Additional study was conducted to determine whether
drug survival of either CsA or MTX was associated with
the clinical and laboratory factors. Drug survival is defined
as the time from initiation to discontinuation of treatment.
Drug survival of CsA was investigated in the combined
CsA responder and non-responder group. In addition,
MTX responders and non-responders were combined to
investigate the drug survival of MTX.

Statistical analysis was performed using R software pack-
ages (R version 3.4.1). Generalized linear model and Tukey
contrasts were used to compare the variables among the
four groups. The Bonferroni correction method was used
to avoid a type | error and adjust the p-value. Significance
was assumed at p<0.05. The Kaplan-Meier curve, log-
rank tests, and Cox and logistic regression analysis were
used for drug survival analysis. To stratify the Kaplan—

Table 1. Characteristics of the patients

Meier drug survival curve, each continuous variable was
converted into a binary variable. The cutoff values were as
follows: disease duration, 36 months; BMI, 23 kg/m?; ESR,
20 mm/h; and CRP level, 0.05 mg/dI.

For this study, 488 patients with psoriasis vulgaris were
enrolled. The mean patient age was 42.6 years, and the to-
tal sex ratio (male-to-female) was 1.8:1. The patients con-
sisted of 199 CsA responders, 199 MTX responders, 53 CsA
non-responders, and 37 MTX non-responders (Table 1).
The mean ages in each group were 43.6, 42.5, 38.6, and
44.0 vyears, respectively. The CsA responders had the
shortest disease duration among all the groups (45.1 vs.
80.8, 65.6, and 115.1 months, respectively). The disease
duration of the CsA responders was significantly shorter
than that of the MTX responders and MTX non-responders
(Fig. TA). The non-responders to either CsA or MTX had a
longer disease duration than the responders, although the
difference was not statistically significant. BMI did not
show significant differences among the groups. The CsA
responders showed the lowest initial serum ESR level
(10.1 vs. 11.3, 13.2, and 17.7 mm/h, respectively). The
difference was statistically significant between the CsA res-
ponders and MTX non-responders (Fig. 1B). The non-res-
ponders to either CsA or MTX tended to have a higher ini-
tial serum ESR level than the responders. The initial serum
CRP level did not differ significantly among the groups.
The drug survival of CsA was significantly longer in the
patients with disease durations of >36 months (p<0.05).
Otherwise, no significant differences in clinical factors
were observed. Moreover, the results demonstrated that all
the clinical factors had no influence on the drug survival
of MTX.

This was a pilot study to investigate the predictive factors
of clinical responses to either CsA or MTX. The results re-
vealed that the CsA responders had the shortest disease
duration among the four groups. CsA was suggested to be
more effective in the patients with a shorter history of
psoriasis.

Characteristic CsA responders MTX responders

CsA non-responders MTX non-responders

Age (yr) 43.6+1.2 42.5+1.1
Sex ratio (male-to-female) 1.8:1 1.9:1

Treatment duration (mo) 6.4+0.7 7.0+0.7
Disease duration (mo) 45.1+5.8 80.8+7.4
BMI (kg/m?) 23.9+0.4 24.7+0.4
Initial ESR (mm/h) 10.1+1.1 11.3+0.9
Initial CRP (mg/dl) 0.3+0.1 0.3+0.1

38.6+2.0 44.0+2.8
1.7:1 1.5:1
9.94+1.5%/9.1+1.3" 26.0+5.51/7.541.8*
65.6+13.7 115.1422.8
23.040.7 24.3+0.7
13.243.1 17.743.0
0.7+0.6 0.8+0.5

Values are presented as mean+standard deviation or number only. CsA: cyclosporine, MTX: methotrexate, BMI: body mass index,
ESR: erythrocyte sedimentation rate, CRP: C-reactive protein. *CsA, TMTX.
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Fig. 1. (A) Cyclosporine (CsA) responders had the shortest disease duration among the methotrexate (MTX) responders, CsA
non-responders, and MTX non-responders (45.1 vs. 80.8, 65.6, and 115.1 months, respectively). The disease duration of the CsA
responders was significantly shorter than that of the MTX responders and non-responders (marked with asterisk). (B) The CsA responders
showed the lowest initial serum erythrocyte sedimentation rate (ESR) level (10.1 vs. 11.3, 13.2, and 17.7 mm/h, respectively). The
difference was statistically significant between the CsA responders and MTX non-responders (marked with asterisk).

Among the patients who were receiving CsA, those with
longer disease duration (> 36 months) maintained CsA for
a longer time. Generally, longer treatment duration means
good response to the treatment. However we assumed
that the patients with longer disease duration tended to be
less responsive to CsA, so the treatment duration became
longer.

Various serological markers of inflammation have been
used to assess disease activity and response to treatment.
ESR is known to be good for long-term monitoring, where-
as CRP levels reflect day-to-day variations of disease activ-
ity’. In our study, the CsA responders showed the lowest
initial serum ESR level, suggesting the lowest inflam-
matory level.

The baseline patient characteristics associated with the ef-
fectiveness of biologics that were identified in previous
studies were baseline BMI, baseline psoriasis activity and
severity index (PASI), disease duration, and biological na-
ivety’”. However, baseline BMI did not show significance
in our study.

One of the limitations of our study is its retrospective de-
sign based on reviewing medical charts. Second, PASI da-
ta were not included. Therefore, the exact severity of psor-
iasis could not be defined and therapeutic responsiveness
was not objectified. Third, in defining non-responders, the
fact that non-responders might have changed their first
drug due to side effects was ignored. However, it is still
meaningful to include a large number of subjects.

In conclusion, shorter disease duration and low initial se-
rum ESR level might predict good responsiveness to CsA
in psoriasis. This pilot study is the first study to evaluate

the clinical and laboratory factors that might influence the
therapeutic responsiveness and drug survival of CsA and
MTX.
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Dear Editor:

Senile or actinic purpura commonly presents as purpuric
macules and patches on the sun-exposed skin in elderly
individuals. The prevalence of senile purpura is approx-
imately 10% in elderly individuals'. Senile purpura is con-
sidered a consequence of skin aging primarily attributable
to photodamage and is often called dermatoporosis®. Al-
though it is a common and clinically important condition,
only a few studies have described in detail the clinical fea-
tures or factors related to senile purpura’.

We performed a cross-sectional study using questionnaires
to assess the clinical features and other factors related to

Received October 18, 2018, Accepted for publication November 1, 2018

senile purpura at Seoul National University Hospital
(SNUH) and 20 local senior welfare centers between
October and December 2017. The study protocol was ap-
proved by the Institutional Review Board of SNUH (IRB
no. 1708-137-879), and written informed consent was ob-
tained from all participants.

Patients enrolled in the study were asked whether they
have/had senile purpura. Using a digital thickness micro-
meter (Mitutoyo Corporation, Kanagawa, Japan), double
fold of skin thickness was measured at the level of the ex-
tensor area of the right lower arm 15 cm away from the
elbow.
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