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ABSTRACT

Androgenetic alopecia is an androgen-induced pattern of progressive hair loss, which occurs in genetically pre-
disposed people. This study aimed to determine long-term safety, tolerability and efficacy of dutasteride 0.5 mg,
an inhibitor of 5-a-reductase, in Japanese male patients with androgenetic alopecia. This was a multicenter,
open-label, prospective outpatient study (clinicaltrials.gov NCT01831791, GSK identifier ARI114264) in which
patients took dutasteride 0.5 mg p.o. once daily for 52 weeks. Primary end-points included adverse event assess-
ment, incidence of drug-related adverse event and premature discontinuations. Secondary end-points included
hair growth, hair restoration and global improvement in hair. A total of 120 patients were enrolled, of whom 110
completed 52 weeks of treatment. Nasopharyngitis, erectile dysfunction and decreased libido were the most fre-
quently reported adverse events and most adverse events were mild. Drug-related adverse events were reported
with an incidence of 17%, none of which led to study withdrawal. Hair growth (mean target area hair count at
week 52), hair restoration (mean target area hair width at week 52) and global appearance of hair (mean of the
median score at week 52) improved from baseline during the study. As a potential future treatment option for
male androgenetic alopecia, dutasteride 0.5 mg exhibited long-term safety, tolerability and efficacy within this

study population.
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INTRODUCTION

Androgenetic alopecia is a common androgen-induced pattern
of progressive loss of scalp hair with onset at any age after
puberty in genetically predisposed people.' The characteristics
of androgenetic alopecia in the Asian population, including the
Japanese population, are generally distinct from those of other
populations, with a lower incidence and later onset (predomi-
nantly occurring after the age of 40 years) compared with
European populations.? Nevertheless, a survey of hair loss and
thinning in Japanese adult men revealed that 12.6 million men
were aware of hair thinning, 8 million were concerned about
hair thinning, 6.5 million had taken some actions against it and
5 million were taking some action to improve it at the time of
the survey.3 In a separate sample, it was found that of men
who reported moderate to extensive hair loss, at approximately
60% were concerned about the present and future condition of
their hair, and this percentage was higher in men in their 20s
and 30s, compared with older men.*

5-alpha-reductase inhibitor, dihydrotestosterone, dutasteride, male androgenetic alopecia,

The pathological mechanism underlying androgenetic alope-
cia involves the local and systemic conversion of testosterone
to dihydrotestosterone (DHT), a more potent androgen, by the
enzyme 5-a-reductase (5aR); 5aR exists as two isozymes: type
1 and type 2.5% Type 1 is distributed throughout the body
including hair follicle epithelial cells and dermal papilla cells,
and it predominantly acts in the apocrine sweat glands and
sebaceous glands in the skin;”® type 2 is primarily expressed
in male genitalia, as well as dermal papilla cells of the anterior
and parietal scalp areas.® Both isozymes have been isolated in
scalp skin of patients with alopecia.® A number of pharmaco-
logical treatments for androgenetic alopecia target the underly-
ing hormonal changes associated with this disease. Two
medical treatments approved by the US Food and Drug
Administration for androgenetic alopecia are topical minoxidil
(a potassium channel modulator) and oral finasteride (a selec-
tive type 2 50R inhibitor).!

Dutasteride is an oral inhibitor of both type 1 and type 2
5aR. It was first approved worldwide for the treatment of
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benign prostatic hyperplasia (BPH) and was approved in Korea
in 2009 for the treatment of androgenetic alopecia in men.'
Analysis of data collected during a global phase II/lll study of
dutasteride (NCT01231607; GSK study identifier ARI114263)
showed a significant increase in target area hair count for two
dutasteride groups (0.1 and 0.5 mg) compared with the pla-
cebo arm over 24 weeks of treatment. Both the dutasteride 0.1
and 0.5 mg treatment arms also demonstrated non-inferiority
compared with the finasteride 1 mg arm."" Furthermore, treat-
ment with dutasteride 0.5 mg demonstrated a significant
increase in target area hair count compared with finasteride
1 mg,"" and in patients who did not respond to finasteride
treatment, there is evidence for efficacy of dutasteride in terms
of hair density and hair thickness.'?

The aim of this study, conducted after the global phase I/l
study (ARI114263), was to assess the safety, tolerability and
efficacy of dutasteride 0.5 mg administrated once daily for
52 weeks, over a longer treatment period, in Japanese male
patients with androgenetic alopecia.

METHODS

Study design

This was an open-label, prospective, single-arm outpatient
study conducted at five centers in Japan, registered with clini-
caltrials.gov (NCT01831791; ARI114264). It consisted of a
screening phase (3 weeks prior to baseline) and a treatment
phase (52 weeks), during which there were a total of seven
scheduled clinic visits (weeks 0, 6, 13, 26, 39 and 52) and
three contacts by telephone (weeks 19, 32 and 45). Safety
evaluations were conducted at all visits and contacts; efficacy
evaluations were conducted at weeks 26 and 52.

The study protocol and all amendments were approved by
the institutional review boards of the participating institutions
(Table S1); no amendments were made after enrollment began.
The study was conducted in accordance with the Declaration
of Helsinki (2008) and monitored in accordance with Good
Clinical Practice. Written informed consent was obtained from
each patient prior to study participation.

Patients
Adults were eligible for inclusion if they were: male outpatients
aged 20-50 years; had androgenetic alopecia classified as
type Il vertex, IV or V (excluding type IV anterior and V ante-
rior) utilizing the Norwood-Hamilton classification;'® were fluent
and literate in Japanese; had aspartate aminotransferase and
alanine aminotransferase of less than 2-times the upper limit
of normal (ULN), and alkaline phosphatase and bilirubin of
1.5-times ULN or less; willing to comply with the study require-
ments to retain the same hairstyle and color throughout the
study duration and keep hair in non-balding areas of 2 cm or
more in length; and able to swallow and retain oral medication.
The exclusion criteria are provided in full in the supporting
information (Table S2). The main medical exclusion criteria
were: evidence of hypogonadism; unstable liver disease; his-
tory of malignancy within the past 5 years; history of prostate
cancer before 50 years of age in a first-degree relative; and
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the presence of any unstable, co-existing medical condition (as
detailed in Table S2). The main hair and scalp exclusions were:
global scalp hair thinning; scarring of the scalp; evidence of
other hair loss; and use of other hair-related treatments. There
were also medication exclusions consisting of hypersensitivity
to 50R inhibitors, use of dutasteride within 18 months or of
finasteride within 12 months prior to screening, use of systemic
cytotoxic agents and use of glucocorticoids within 3 months
prior to screening.

Treatment

During the treatment period, all patients were to take one soft
gelatin capsule of dutasteride 0.5 mg p.o. once daily for
52 weeks. Dutasteride was to be taken either with or without
food, at approximately the same time every day.

End-points and assessments

Safety. The primary end-points were safety related and
included the following: the assessment of adverse events (AE),
including sexual dysfunction AE (SDAE) of special interest; the
incidence of drug-related AE, premature discontinuations, seri-
ous AE (SAE) and abnormal laboratory tests; changes from
baseline in vital signs and laboratory values; changes from
baseline in breast examination findings; and suicidality assess-
ment using the Columbia Suicide Severity Rating Scale.'*'®
The investigators at each site were responsible for detecting,
documenting and reporting AE or SAE. The duration, severity
(mild, moderate, severe), causality, actions taken and out-
comes for each AE were recorded.

Adverse events were collected from baseline to the end of
the study, while SAE related to study participation were col-
lected from screening to study end. Breast examinations, suici-
dality and all clinical laboratory analyses were conducted at
the same three time points (screening and weeks 26 and 52).

Efficacy. The efficacy end-points were secondary to the
safety end-points and included hair growth, hair restoration,
global improvement in hair and change in androgenetic alope-
cia stage.

Hair growth was assessed by change from baseline in target
area hair count at weeks 26 and 52. Hair restoration was
assessed by change from baseline in target area hair width
and in terminal hair count at weeks 26 and 52. These two effi-
cacy end-points were assessed using macrophotographic
techniques to determine the number and width of hairs within
a 2.54-cm diameter circle at the vertex.

A panel assessed the global improvement from baseline to
the same time points, assessed separately for the vertex and
frontal views using global photographic images. The panel
comprised three dermatologists who independently assessed
the change in hair growth from baseline to weeks 26 and 52,
according to a 7-point scale ranging from “greatly decreased”
(score —3) to “greatly increased” (score 3).

The study-site investigators assessed the change in stage
of androgenetic alopecia according to the Norwood-Hamilton
scale at weeks 26 and 52 by direct visual examination of the
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patient. Every effort was made to keep the same investigator
for each patient.

Other end-points. Serum concentrations of DHT were mea-
sured at screening and weeks 26 and 52.

Health outcomes end-points included change from baseline
in sexual problems including sex drive, erections and ejacula-
tion, as assessed at weeks 13, 26, 39 and 52 using the Prob-
lem Assessment Scale of Sexual Function Inventory (PAS
SFI)."® The questions posed in the PAS SFI asked patients to
grade on a 5-point scale the extent of the problem caused by
a lack of sex drive, ability to get and keep erections, and
issues with ejaculation during the preceding 30 days. Change
from baseline in quality of life (QoL) was also assessed at the
same time points using the Dermatology Life Quality Index
(oLal."”

Sample size determination

A sample size of 100 patients was determined to provide 95%
power to detect more than one AE with an incidence rate of
approximately 3%. Assuming a post-enrollment dropout rate of
approximately 15%, 120 patients were enrolled to receive
study treatment. A further 14% initial screen failure rate was
assumed based on a previous study,'® therefore, 140 patients
were to be screened to obtain 100 patients who would com-
plete the study.

Statistical analysis and populations analyzed

No statistical hypotheses were tested in this study. Data were
summarized using descriptive statistics with the SAS System
version 9.3 software (SAS Institute, Cary, NC, USA). The pri-
mary analysis approach used was last observation carried for-
ward (LOCF), wherein the last non-missing post-baseline
assessment for patients was brought (carried) forward for any
patients with missing visit data and/or who had discontinued
from the study.

The safety population (SP) consisted of all patients who
were enrolled and received at least one dose of dutasteride.
The intention-to-treat (ITT) population consisted of all those
who were enrolled, regardless of whether or not treatment was
administrated. The per protocol (PP) population was comprised
of all ITT patients who complied closely with the study proto-
col; PP population analysis was scheduled only if it comprised
less than 80% of the ITT population.

RESULTS

Patients and treatment exposure

Of a total of 144 patients screened, 120 patients from five cen-
ters in Japan were enrolled in this study, 10 of whom withdrew
prematurely from the study due to withdrawal of consent. One
patient was excluded from the PP population because he used
a medication prohibited according to the study protocol. As all
enrolled patients received at least one dose of the study medi-
cation, the SP and ITT populations were identical and also the
PP population comprised more than 99% of the ITT population
(Fig. 1). For all reported analyses, therefore, the ITT population
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was used. The majority of patients were older than 41 years of
age and were experiencing hair loss at the time of enrollment;
demographics and baseline characteristics are shown in
Table 1.

A total of 112 (94%) patients received dutasteride 0.5 mg
for more than 273 days (range, 44-378), with a mean exposure
of 350.9 days (standard deviation [SD], 52.90). Overall subject
exposure was 114 years. The mean compliance with the study
treatment regimen was 97.9% (SD, 2.92%).

Outcomes

Safety. The incidence of any on-treatment AE was 53%. Most
AE were mild and no severe events were reported.
Nasopharyngitis was the most frequently reported AE (Table 2).
The incidence of most AE was higher during the first 6-month
study period compared with the second 6-month period.

The overall incidence of drug-related AE was 17%. SDAE
were the most common drug-related AE, specifically erectile
dysfunction and decreased libido (Table 2). At week 52, three
patients reported events that were considered to be possible
suicidality-related AE: suicidal ideation in one patient and
depressed mood in two patients. No AE resulted in study with-
drawal.

Sexual dysfunction AE of special interest were reported in
19 (15.8%) patients (Table 3); there were no reports of breast
disorders. All of the reported SDAE of special interest were
drug-related except one case of impotence, and none led to
withdrawal from the study or was considered severe. The
onset of SDAE and time until recovery are presented in
Table 4. SDAE reported in six patients had resolved during the
52-week treatment period; the 13 patients with SDAE that per-
sisted at the end of the treatment period were all resolved
within the 6-month follow-up period of treatment cessation.
There were no reports of cardiovascular AE other than

All patients enrolled
N=120
Y
ITT population PP population
N=120 N=119

\

Completed 52 weeks
of treatment
N=110

Figure 1. Patient flow diagram. ITT, intention-to-treat (all
patients who enrolled, whether or not they received any study
treatment); PP, per protocol (all patients in the ITT population
who complied with the study protocol).
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Table 1. Patient characteristics and baseline demographics
(ITT population)

Table 2. Number of patients with common on-treatment AE
(>3% in incidence) and all drug-related AE (ITT population)

Dutasteride 0.5 mg (n = 120)

Age, years
Mean (SD) 42.2 (5.66)
Range 26-50
Age category, n (%)
<41 years 49 (41)
>41 years 71 (59)
Race category, n (%)
Asian-Japanese heritage 120 (100)

Body mass index, kg/m?

Mean (SD) 23.64 (3.070)

Range 18.0-33.8
Tobacco use, n (%)

Never 42 (35)

Former 38 (32)

Current 40 (33)
Alcohol use, n (%)

Yes 84 (70)

No 36 (30)
Age at which patient noticed hair loss (years)

Mean (SD) 33.1 (7.14)

Range 14-48
Currently experiencing hair loss, n (%)

Yes 97 (81)

No 23 (19)
Norwood-Hamilton stage, n (%)

Stage Il vertex 55 (46)

Stage IV 46 (38)

Stage V 19 (16)

ITT, intention-to-treat; SD, standard deviation.

hypertension, which occurred in one patient and was consid-
ered by the investigator to be related to study treatment.

There were no deaths in this study, and neither of the two
reported SAE (stress fracture and post-traumatic neck syn-
drome) were considered related to the study treatment.

A total of 51 out of 118 (43%) patients experienced a
change in clinical laboratory values from normal at baseline to
abnormal at any time post-baseline. The most frequently
reported abnormalities (shift from normal at baseline to abnor-
mal at any time post-baseline) were low red blood cell count,
low hemoglobin, low creatinine, high glucose, high total biliru-
bin and high alanine aminotransferase. Throughout the study,
2% or less of patients experienced changes to their vital signs.
Breast examinations found nipple tenderness in one patient at
week 52, but no other abnormal findings were reported.

Efficacy. Hair growth increased during the study period as
shown by the increase in mean target area hair count (number
of hairs of >30-um diameter) from baseline to week 26 LOCF
(87.3; SD, 81.14; 95% confidence interval [Cl], 72.0-102.6) and
to week 52 LOCF (68.1; SD, 82.14; 95% CI, 52.5-83.6; Fig. 2),
reflecting improvement from baseline at both 26 and
52 weeks.

Dutasteride 0.5 mg

(n=120)

Total Drug-related
AE by preferred term, n (%) (n=120) AE (n=120)
Any AE 64 (53) 20 (17)
Nasopharyngitis 18 (15) -
Erectile dysfunction 14 (12) 13 (11)
Libido decreased 10 (8) 10 (8)
Influenza 54) -
Ejaculation disorder 5 (4) 5 (4)
Sexual dysfunction 4 (3) 4 (3)
Gingivitis 3 @) -
Upper respiratory tract infection 3(3) -
Headache 3(3) -
Prostatic-specific antigen increased 3(3) -
Retrograde ejaculation NA 1(<1)
Depressed mood NA 1(<1)
Suicidal ideation NA 1(<1)
Headache NA 1(<1)
Sensory disturbance NA 1(<1)
Fatigue NA 1(<1)
Rash NA 1(<1)
Hypertension NA 1(<1)

Events coded using Medical Dictionary for Regulatory Activities (version
17.0). AE, adverse event; ITT, intention-to-treat; NA, not applicable
(event was reported in <3% patients).

Table 3. Number of patients with on-treatment SDAE of
special interest (ITT population)

Dutasteride 0.5 mg

No. of patients, n (%) (n =120)
Any sexual AE of special interest 9 (15.8)
Altered (decreased) libido 4 (11.7)
Libido decreased 0 (8.3)
Sexual dysfunction 4 (3.3)
Impotence 14 (11.7)
Erectile dysfunction 14 (11.7)
Ejaculation disorders 6 (5.0)
Ejaculation disorder 5(4.2)
Retrograde ejaculation 1(0.8)

AE, adverse event; ITT, intention-to-treat; SDAE, sexual dysfunction AE.

Hair restoration also increased during the study period, with
increases from baseline in the target area hair width of non-vel-
lus hairs (>30-pm diameter) (week 26, 6.7 um x 1e-3 [SD, 4.8;
95% Cl, 5.8-7.6]; week 52, 6.5 um x 1e-3 [SD, 5.29; 95% ClI,
5.5-7.5]; Fig. 3a) and in terminal hair count (number of hairs of
>60-um diameter) (week 26, 60.8 [SD, 70.22; 95% ClI, 47.5—
74.1]; week 52, 76.9 [SD, 86.19; 95% ClI, 60.7-93.2]; Fig. 3b).

Improvements in hair growth were independently quantified
by a central panel of three dermatologists. The assessments of
this panel measured the change from baseline in hair growth at
the vertex to be 1.34 (mean of the median score on a scale
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Table 4. Incidence status of on-treatment SDAE at week 52 (ITT population)

Dutasteride 0.5 mg (n = 120)

No. of Days until incidence, Days until recovery, Proportion not

patients (%) mean (SD) mean (SD) resolved’ (%)
Libido decreased 14 (12) 71.5 (91.7 221.5 (146.2) 7/14 (50)
Impotence 14 (12) 81.0 (59.4 193.2 (111.6) 8/14 (57)
Ejaculation disorders 6 (5) 76.3 (43.4 255.0 (21.2) 4/6 (67)

AE, adverse event; ITT, intention-to-treat; SD, standard deviation; SDAE, sexual dysfunction AE. Number of patients for whom the AE has not resolved
at study drug withdrawal or by week 52, divided by the total number of patients who experienced the AE.

200 ~

150 -

100 A

50 A

0 A

Mean change from baseline
in target area hair count

-50 - Week 26 Week 52

Figure 2. Hair growth as assessed by target area hair count in
a 2.54-cm diameter circle (ITT population). Error bars represent
the standard deviation. ITT, intention-to-treat.

from —3 [greatly decreased] to 3 [greatly increased]; see also
Fig. S1) at week 26 LOCF and 1.50 at week 52 LOCF (Fig. 4).
The results at the frontal view were similar (Fig. 4). The propor-
tion of patients with any improvement at both views and at
both time points ranged 76-85% (Fig. 5).

When the study-site investigators assessed the androgenetic
alopecia Norwood-Hamilton stage by direct visual inspection,
the results varied according to patients’ stage at baseline. At
week 26 LOCF, improvement was observed in six of 53 (11%)
patients who were at stage lll vertex at baseline, 16 of 46 (35%)
patients who were at stage IV at baseline and 14 of 19 (74%)
patients who were at stage V at baseline. At week 52 LOCF, the
improvements were 21 of 53 (40%) patients, 20 of 46 (43%)
patients and 16 of 19 (84%) patients, respectively.

Other end-points. The mean serum level of DHT was
1.55 nmol/L (SD, 0.714) at baseline. This decreased with treat-
ment and the mean percent change from baseline was
—84.9% (SD, 33.26) at week 26 LOCF and —85.4% (SD, 31.57)
at week 52 LOCF.

There was a mean change from baseline in total PAS SFI
score of —0.7 (SD, 2.36) at week 26 LOCF and —0.3 (SD, 1.90)
at week 52 LOCF, indicating a minor increase in problems with
sexual function.
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Figure 3. Hair restoration as assessed by (a) hair width and (b)
terminal hair count in a 2.54-cm diameter circle (ITT popula-
tion). Error bars represent the standard deviation. ITT, inten-
tion-to-treat.

The mean change from baseline in DLQI total score was
—-0.25 (SD, 1.367) at week 26 LOCF and -0.23
(SD, 1.393) at week 52 LOCF, which indicated an increase
in QoL.
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Vertex Frontal Vertex Frontal
Week 26 Week 52

Mean of the median score for panel
global assessment of improvement
(&)}

Figure 4. Hair improvement as assessed by an independent
panel using global photographs (ITT population). Error bars
represent the standard deviation. ITT, intention-to-treat.

(@)

Week 26 | 10 | 33 <1

Week 52 | 13 | 39 0
0 20 40 60 80 100

Patients (%)

(b)

Week 26 | 8 | 32 <1

Week 52 | 14 | 34 0
0 20 40 60 80 100

Patients (%)

O Greatly increased Moderately increased m Slightly increased

M No change W Slightly decreased

Figure 5. Distribution of the categories assessed by the inde-
pendent panel for change in hair growth (ITT population). (a)
Vertex view. (b) Frontal view. ITT, intention-to-treat.

DISCUSSION

This was a long-term study of the safety of dutasteride in Japa-
nese male patients with androgenetic alopecia, which was con-
ducted following the completion of a global phase II/Ill study of
dutasteride (study ARI114263)."" The tolerability of dutasteride
0.5 mg taken once daily for 52 weeks was generally good
throughout the study population, with the most frequently
reported AE being nasopharyngitis, erectile dysfunction,
decreased libido, influenza and ejaculation disorder. A total of
19 (15.8%) patients reported any SDAE of special interest, all
of which had resolved within 6 months of treatment cessation.

No new safety concerns were identified; the safety profile was
similar to that in the preceding phase I/l study (ARI114263),
where at approximately 10% of patients receiving dutasteride
0.5 mg reported any SDAE of special interest."’ Furthermore,
the safety findings also reflect those of a meta-analysis of stud-
ies evaluating dutasteride in the treatment of BPH, where SDAE
were reported more frequently with dutasteride, compared with
placebo, but that there was no significant increase in study
withdrawals due to AE.'®

Erectile dysfunction (12%) and decreased libido (8%) were
observed in this study. In the preceding double-blind ARI114263
study, the reported frequencies of these events were somewhat
lower (erectile dysfunction of 3.9% in the placebo group and
5.4% in the dutasteride 0.5 mg group; decreased libido of 1.1%
in the placebo group and 3.3% in the dutasteride 0.5 mg
group)." The frequency of reported SDAE may be in part due to
the open-label study design as the patients were fully aware of
the active drug they were taking and as such this psychological
factor might have affected the reporting of AE related to sexual
function. In addition, the reporting of these SDAE might have
been influenced by their subjective nature and the fact that, after
reading and hearing about the possibility of sexual dysfunction
in the informed consent process, the patients were frequently
questioned directly about sexual dysfunction during the study. A
similar effect was reported by Mondaini et al., who demon-
strated that the information supplied by physicians when admin-
istrating finasteride under clinical trial conditions has an impact
on the frequency of SDAE reported.'® The most reassuring find-
ing from this study is that all sexual dysfunction resolved within
6 months; there was a previous concern that some patients
would experience long-term persistence of this endocrine
effect.?® Apart from one case of hypertension, there were no
reports of cardiovascular side-effects in this study, which is in
line with the findings of a systematic review reporting meta-ana-
lyses where no significant increases in the risk of heart failure,
stroke or myocardial infarction in patients receiving dutasteride
for BPH were reported.?’

In male patients with androgenetic alopecia, assessment of
the overall appearance may have a considerable influence on
patients’ self-satisfaction.'?? It is, therefore, important that the
overall effect of treatment be evaluated in addition to specific
numerical measurements, such as hair count. In the efficacy
end-points used in this study, both the numerical assessment
of hair number and global assessment by the independent
reviewers were included and improvements from baseline were
observed at week 52 using both assessments. This supports
the findings of the previous study that investigated 24 weeks
of dutasteride treatment’ but extends the results to 52 weeks.
Here, it was shown that the improvement in target area hair
count from baseline persisted at both 26 and 52 weeks. Simi-
larly, improvement from baseline persisted after 26 weeks and
at 52 weeks in both total width and terminal hair count. These
efficacy results suggest that dutasteride may be appropriate
for the treatment of male androgenetic alopecia during a 1-year
treatment period in this patient population. This is supported
by a recent meta-analysis that examined randomized
controlled trials of dutasteride in the treatment of androgenetic
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alopecia. Based on pairwise meta-analyses of four studies,
including study ARI114263, treatment with dutasteride 0.5 mg
conferred a mean increase in hair count of 10.12 (95% ClI,
4.54-15.69) versus placebo, as a proportion of baseline hair
count. A significant improvement in global photographic
assessment versus placebo was also noted.?® The efficacy of
finasteride has been shown to persist for up to 5 years, with
99.4% of patients showing a high level of improvement in glo-
bal photographic assessment scores.?* Between weeks 26 and
52 of the present study, the proportion of patients who experi-
enced improvement from baseline in photographic assessment
by the external expert panel increased. This implies that the
treatment effect may have not yet reached a plateau, therefore,
it may be necessary to examine the efficacy of dutasteride
over a longer term.

The limitations of this study included the number of patients
and the study duration. The study was also limited by its sin-
gle-arm, open-label design, which cannot distinguish fully
between drug-related AE and the perceived side-effects.

In summary, this study revealed a similar safety profile to that
of the earlier global phase IlI/Ill study (ARI114263) of dutas-
teride.” No new safety signals were identified, the tolerability of
1 years’ treatment with dutasteride 0.5 mg once daily was con-
firmed and there does not appear to be an issue with long-term
sexual dysfunction in this patient population. However, sexual
dysfunction side-effects did occur during the study and the risk
should be communicated appropriately to patients. In terms of
efficacy, improvements were evident in hair growth, hair restora-
tion, panel global assessment of hair growth improvement and
change in the stage of androgenetic alopecia.
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SUPPORTING INFORMATION

Additional Supporting Information may be found in the online
version of this article:

Figure S1. Global photograph examples of median panel
score. None assessed “slightly decreased” (-1 points),

“moderately decreased” (-2 points) or “greatly decreased” (-
3 points) at week 52.

Table S1. List of investigators who participated in the study
Table S2. List of exclusion criteria
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