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Abstract

To verify and compare the therapeutic efficacy and safety of superficial cryotherapy

using dimethyl ether and propane (DMEP) mixture vs. microneedling in the treatment

of mild scalp alopecia areata (AA). In a prospective randomized single-blinded clinical

trial, 80 patients with clinically evident scalp mild AA were randomly assigned into

two groups of 40 patients each. Group (1) was treated by superficial cryotherapy

using DMEP in three freeze–thaw cycles of 5 s each. Group (2) was treated by micro-

needling. Both groups were treated every 2 weeks for 6 sessions and followed up for

3 months after the last session. Patients were assessed by photographic documenta-

tion, trichoscopic evaluation, severity of alopecia tool (SALT) score, and alopecia

areata symptom impact scale (AASIS). An excellent response was achieved in

15 (37.5%) of group (1) compared with 14 (35%) of group (2) patients, while a good

response was achieved in 23 (57.5%) of group (1) compared with 21 (52.5%) of group

(1) patients, with a statistically insignificant difference. The mean SALT score change

percentage was a statistically significantly higher in group (2) patients. The mean

AASIS change percentage was higher in group (1) patients, but this was a statistically

insignificant. In both groups, the mean numbers of trichoscopic signs of AA signifi-

cantly decreased from baseline to the end of follow-up period. Both therapeutic

modalities were well-tolerated, with no recurrence after the follow-up period. Both

superficial cryotherapy using DMEP mixture, and microneedling are simple, effective,

and safe therapeutic options for mild scalp AA, however, microneedling showed

higher efficacy.
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1 | INTRODUCTION

Alopecia areata (AA) is a common autoimmune skin disease presenting

as non-scarring patchy hair loss on the scalp and other hairy areas,

affecting 2% of the general population, with a lifetime risk of 1.7%.1 It

affects all age groups, sexes, and ethnicities.2

There is neither an accepted cure for AA nor a universally proven

therapy that can induce and maintain remission.3 There is no Food

and Drug Administration approved systemic agent for AA treatment,

and AA has an unpredictable response.4

Available treatment options for AA have success rates of

23%–75%.5
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Available modalities include topical immunotherapy, topical and

intra-lesional corticosteroids, psoralen, and ultraviolet A (PUVA) ther-

apy, and systemic immunosuppressive agents such as systemic corti-

costeroids, methotrexate, cyclosporine A, and azathioprine,2 as well as

biologic agents such as interleukin (IL) IL-12/IL-23p40 blockers6 and

janus kinases inhibitors.7

Several procedures were used for the treatment of AA including

superficial cryotherapy,8 microneedling combined with other agents,

platelet-rich plasma, laser, and stem-cell therapy.3

Superficial cryotherapy using liquid nitrogen has been described

as one of the emerging unconventional therapies for AA.9 It induces

regrowth of hair via vasodilatation around the hair follicles (HFs), and

immune modulation through decreasing langerhans cells' function,10 T

cell and monocyte activation, IL-1β/IL-23 activation of T cells, and

granzyme B production.11

Superficial cryotherapy is speculated to partially damage

keratinocytes, especially the antigenic components of the HFs keratin

16 and trichohyalin which are targeted by antibodies.10

Microneedling is a relatively minimally invasive procedure that

involves superficial and controlled puncturing of the skin by rolling with

miniature fine needles.12 It induces hair regrowth via activation of stem

cells in the hair bulge and release of growth factors,13 enhancing the

blood flow to the HFs and causing changes to the local immune cells.14

Up till now, no previous studies have assessed the efficacy of

superficial cryotherapy using dimethyl ether and propane (DMEP)

mixture or microneedling in the treatment of AA. Therefore, this study

aimed to verify and compare the therapeutic efficacy and safety of

superficial cryotherapy using DMEP mixture vs. microneedling in the

treatment of mild scalp AA.

2 | PATIENTS AND METHODS

2.1 | Study design

This prospective randomized single-blinded clinical trial was con-

ducted at Dermatology, Venereology, and Andrology, Outpatient

Clinics, Sohag University Hospitals, Egypt from September 2017 to

March 2020.

2.2 | Patients

Inclusion criteria: Patients of both sexes, aged ≥4 years with mild

scalp AA (according to severity of alopecia tool [SALT] score) were

included in the study.

Exclusion criteria: Alopecia totalis (AT) or universalis, active infec-

tion or inflammation at the patches of AA, cold intolerance, associated

systemic diseases (thyroid diseases, pernicious anemia, diabetes

mellitus, or autoimmune connective tissue disease), patients on anti-

coagulant therapy, skin diseases with keloidal tendency or koebner's

phenomenon, and previous treatment of AA over the last 3 months.

Prospective sample size assessment: According to G*Power

3 software,15 a calculated minimum sample of 80 patients in 1:1

design [(40 group (1) and 40 group (2)] was needed to detect an effect

size of 0.3 in the percentage of improvement between groups, with

an error probability of 0.05 and 80% power on a two-tailed test.

3 | METHODS

All patients were subjected to:

1. Detailed medical history taking including personal history, AA his-

tory (onset, course, duration, and previous treatment), history of

associated medical diseases, family, and past history of AA.

2. Cutaneous examination of the scalp for evaluation of the number,

site, and size of AA patches and signs of inflammation, scaling, ery-

thema, or scarring.

3. Laboratory investigations included complete blood picture, eryth-

rocyte sedimentation rate (ESR), thyroid profile, and fasting blood

glucose level.

Patients were randomly designed to follow cryotherapy or micro-

needling by using closed envelopes, opened immediately before the

first session, and subsequently assigned into two groups of

40 patients each.

In both groups, each lesion was treated every 2 weeks for 6 ses-

sions. Lidocaine10% local anesthetic cream was applied for 1 h before

each procedure, patients were observed for 10 min after each session

and throughout the duration of treatment to detect any adverse

events. Topical antibiotics were used for 5 days after each session.

Group (1) was treated by superficial cryotherapy using DMEP, in

three freeze–thaw cycles each of 5 s each.

The foam applicator of the cryogenic device was put on the stick

of the applicator holder. Then both of them were put into the opening

on top of the aerosol can, which was set in up-wright position and

were pressed firmly for 3 s.

The applicator holder with the foam applicator was soaked with

DMEP then removed, after waiting for 20 s for the applicator to reach

optimum freezing temperature; it was applied over AA skin for 5 s till

the appearance of mild frost, then left to thaw for 5 s.16 The develop-

ment of erythema over AA patches was considered an endpoint.

Group (2) was treated by microneedling using the dermapen,

which under complete aseptic precautions, was moved on AA patches

diagonally, vertically, and horizontally for 4–5 times in each direction.

The needle length ranged from 1 to 2 mm; the highest speed level

was used. The pinpoint bleeding was considered an endpoint.

3.1 | Patient assessment

At baseline, then monthly till the third month after the last session

through:
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1. Photographic documentation using iPhone 7 Plus camera (Apple

Inc, Cupertino, 12 megapixels, USA).

2. Trichoscopic examination using epiluminescense digital tri-

choscope (MicroViewer 1.3MP version 2.2).

3. SALT score assessed and graded the severity of AA.17

4. Patient self-assessment using alopecia areata symptom impact

scale (AASIS).18

5. The clinical response was evaluated by two dermatologists blinded

to the study protocol, and according to terminal hair regrowth per-

centage, the response was categorized into five groups19: S4:

excellent response (≥75% terminal hair), S3: satisfactory response

(51%–75%), S2: fair response (26%–50%), S1: poor response (11%–

25%) and S0: no response (<10%). Patients showing >50% terminal

hair regrowth were considered responders.

6. Patients were followed up for 3 months after the last session to

assess the maintained response or recurrence of AA (loss of ≥50%

of hairs or increase of ≥50% in the size of patches after terminal

hair regrowth).20

3.2 | Ethical consideration

The study design was verified and approved by the Institutional Ethi-

cal and Research Committee at the Faculty of Medicine, Sohag Uni-

versity. It was registered under a number of (NCT 4680234). All

patients signed informed consent before the start of the study.

3.3 | Statistical analysis

Data were analyzed utilizing IBM-SPSS 21.0. Data were reported as

means ± standard deviation (SD), medians, ranges, and percentages.

Tests used were Chi-square test to compare qualitative variables, Mc-

Nemar test for repeated measures, paired t-test to compare the

means of repeated measures, Mann–Whitney U test to test median

differences of non-normally distributed data.

Friedman test was utilized to compare the median differences

between the groups, for continuous variables with >2 categories that

did not follow normal distribution. The correlation was done via Spe-

arman's correlation test between variables.

The clinical and demographic factors with proven statistical signif-

icance from the univariate analyses were further included in the multi-

variable linear regression model to investigate the independent

predictors of improvements. p-Value less than 0.05 was considered

significant.

4 | RESULTS

The studied patients with mild scalp AA (50 males and 30 females)

had mean ± SD age of 22.08 ± 1.5 years. The mean duration of AA

was 11.07 ± 2.4 months. The total number of patches was 237 [130

in group (1) and 107 in group (2)]. The mean size of patches was

17.17 ± 3.1 cm.2 The mean baseline SALT score was 7.39 ± 6.2

(Table 1).

In both groups, the mean numbers of baseline trichoscopic signs

of AA significantly decreased from to the end of the follow-up period

(Table 2, Figures 1 and 2).

The total number of responding patches was 59/130 (45.4%) in

group (1) and 52/107 (48.6%) in group (2). In both groups, the mean

SALT score statistically significantly decreased from baseline to the

end of follow-up period. The mean SALT score change percentage of

55.42 ± 46.3 in group (2), was a statistically significantly higher than

that of 54.49 ± 43.1 in group (1) patients.

In both groups, the mean hair density of patches statistically sig-

nificantly increased from baseline to the end of follow-up period. The

mean hair density change percentage of 223.3 ± 184.6 in group 2 was

higher than that of 199.6 ± 190.3 in group (1), but this was a statisti-

cally insignificant (Figures 1 and 2).

An excellent response was achieved in 15 (37.5%) of group

(1) compared with 14 (35%) in group (2) patients. Terminal hair

regrowth >50% (S3 + S4) was achieved in 23 (57.5%) of group

(2) compared with 21 (52.5%) of group (1) patients. The mean

AASIS change percentage of 62.44 ± 44.2 in group (1), was

higher than that of 59.66 ± 47.3 in group (2) patients (Figures 1

and 2).

TABLE 1 Clinical characteristics of
AA among the studied groups

Group (1) (n = 40) Group (2) (n = 40) Total p-Value

Age (year) 21.05 ± 2.1 23.10 ± 2.2 22.08 ± 1.5 0.501a

Female 16 (40%) 14 (35%) 30 (37.5%) 0.409b

Male 24 (60%) 26 (65%) 50 (62.5%)

Duration of AA (month) 9.49 ± 2.8 12.66 ± 3.9 11.07 ± 2.4 0.370a

Number of total patches 130 107 237 0.312c

Mean patches' size/cm2 16.74 ± 2.8 17.60 ± 3.4 17.17 ± 3.1 0.854a

Mean baseline SALT score 8.06 ± 6.7 6.73 ± 5.5 7.39 ± 6.2 0.462d

Abbreviations: AA, alopecia areata; SALT, severity of alopecia tool.
aIndependent t-test.
bChi-square test.
cZ-score test.
dT-test.
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Adverse events were experienced by 6 (15%) of group (1) patients

only. In both groups, none of the responders experienced recurrence

of AA (Table 3). In group (1), there was a statistically significant nega-

tive correlation between AA duration and both SALT score change

percentage (r = �0.478, P = 0.001) and hair density change percent-

age (r = �0.333, p = 0.018). In group (2), there was a statistically sig-

nificant negative correlation between the size of AA patches and both

SALT score change percentage (r = �0.421, p = 0.003), and hair den-

sity change percentage (r = �0.272, p = 0.045) (Figure 3).

According to multivariate analysis, in both groups, the mean SALT

score change percentage statistically significantly decreased in

patients with ≥1 of these factors; positive family history of AA, pro-

gressive AA, and the increase in the number and size of AA patches

(Table 4).

Also, in both groups, the mean hair density change percentage

was a statistically significantly decreased in patients with ≥1 of these

factors; positive family history of AA, the increase in duration of AA,

progressive AA, and the increase in size of AA patches (Table 5).

5 | DISCUSSION

Alopecia areata is the most prevalent autoimmune disorder. It is the

second most common cause of hair loss after androgenetic alopecia.
21 None of the traditional immune-suppressive agents and immuno-

logically targeted newer therapies could establish long-lasting

remission.22

Superficial cryotherapy causes initial vasoconstriction followed by

local vasodilatation during the thaw period; enhancing HFs blood flow

leading to hair regrowth. Additionally, it damages one or more of the

cellular components of the HFs (epithelial cells, melanocytes, T cells,

and langerhans cells) as an immunomodulatory mechanism of hair

regrowth.10 DMEP-based cryotherapy has not been used before in

the treatment of AA.

Microneedling was combined with topical triamcinolone

acetonide by Chandrashekar et al.,13 and with 5-aminolaevulinic acid

photodynamic therapy by Giorgio et al.23 for the treatment of AA. It

has not been used alone to treat AA.

Following superficial cryotherapy using DMEP in group (1), the

mean SALT score change percentage of 54.49 ± 43.1%, was higher

than the mean SALT score change percentage of 40.7% obtained by

Jun and Lee 24 who combined superficial cryotherapy using liquid

nitrogen, and prednicarbate 0.25% solution.

In group (1), 15/40 (37.5%) patients achieved an excellent

response, which was higher than a 23% obtained by Gita and

Mohammadreza,20 25% by Abdel-Majid et al.,25 33.3% by Sayed

et al.,26 and Amirnia et al.27 reported a complete response of 90%–

100% terminal hair regrowth in 23.3% of 120 patients after 4 sessions

of liquid nitrogen each of 2 cycles of 3–5 s each.

On the other hand, Zawar and Karad28 reported an excellent

response in 5/10 (50%) patients with recalcitrant AA, using liquid

nitrogen in dual freeze and thaw cycles of 15 s each, every 2 weeks

for 5 sessions. This difference could be due to longer freeze time and

smaller sample size.

TABLE 2 Comparison between the
two studied groups according to the
trichoscopic findings before and after
treatment

Trichoscopic findings
Group (1) Group (2)

p-Value(n = 40) (n = 40)

Pre-treatment exclamation mark hair 9 (22.5%) 10 (25%) 0.793a

Post-treatment exclamation mark hair 4 (10%) 3 (7.5%) 0.691a

p-Valueb 0.005 <0.001

Pre-treatment black dots 29 (72.5%) 22 (55%) 0.081a

Post-treatment black dots 9 (22.5%) 5 (12.5%) 0.189a

p-Valueb 0.001 <0.001

Pre-treatment yellow dots 6 (15%) 5 (12.5%) 0.081a

Post-treatment yellow dots 0 (0%) 1 (2.5%) 0.189a

p-Valueb <0.001 0.031

Pre-treatment broken hair 20 (50%) 18 (45%) 0.654a

Post-treatment broken hair 8 (20%) 3 (7.5%) 0.105

p-Valueb 0.012 0.001

Pre-treatment tapered/vellus hair 21 (52.5%) 27 (67.5%) 0.171a

Post-treatment tapered/vellus hair 13 (32.5%) 16 (40%) 0.485a

p-Valueb 0.021 0.033

Pre-treatment empty follicles 28 (70%) 27 (67.5%) 0.809a

Post-treatment empty follicles 10 (25%) 15 (37.5%) 0.228a

p-Valueb 0.009 0.011

aChi-square test.
bMc-Nemar test.
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In group (1), 21/40 (52.5%) patients achieved a good response,

which was quite similar to55%, reported by Abdel-Majid et al.,25 but

was higher than those of Jun et al.,29 where 79/353 (22.4%) of the

patients achieved (≥60%) terminal hair regrowth, after using liquid

nitrogen in 3–4 dual freeze–thaw cycles, of 2-3 s each, and those of

Amirnia et al.,27 who reported moderate response of 60%–90% termi-

nal hair regrowth in 40/120 (33.3%) of AA patients.

Radmanesh and Azar-Beig10 reported a good response in 38.64%

of 44 patients with AA or AT, using a closed contact CO2 system

applied for 10 s freeze for 8 weeks. In spite of the closed contact

technique and higher number of sessions, their lower results could be

due to different cryotherapy technique and including patients with

resistant AA and AT.

On the other hand, Lei et al.,30 reported more than 60% hair

regrowth in 70/72 (97.2%) of the patients. Zawar and Karad,28

reported a good response in 8/10 (80%) of the patients, which could

be due to longer freeze time, and Sayed et al.,26 reported a good

response in 62.9% of 27 patients using liquid nitrogen spray in 3–4

freeze–thaw cycles of 2–3 s each; which could be due to smaller size

of AA patches.

When the overall clinical response was considered to be more

than 25% terminal hair regrowth according to Abdel-Majid et al.,25

group (1) patients had an overall clinical response of 72.5%, which

was quite similar to that of 74% reported by Sayed et al.,26 and 73.3%

reported by Jun and Lee.24

Our overall clinical response was higher than that of 65%

reported by Abdel-Majid et al.25; 60.9% reported by Jun et al.29;

68.6% reported by Hong et al.,8 who used liquid nitrogen for 3–4

freeze–thaw cycles of 2–3 s each, and 66.7% reported by Kim et al.,31

after utilizing liquid nitrogen, in 2 freeze–thaw cycles of 2 s each.

However, a higher response of 89.5% was reported by Lee

et al.,32 who used liquid nitrogen for 1–2 s. Also, Gita and

Mohammadreza,20 reported a response of 80% in 38 patches of AA,

using liquid nitrogen once weekly for 12 weeks, this could be because

of higher number of the treatment sessions.

In group (1), the duration of AA had a statistically significant nega-

tive correlation with both the SALT score and hair density change per-

centages, and this was in agreement with Sayed et al.,26 and Lei

et al.30

The reported dermatologic side effects in group (1), were similar

to those reported by Zawar and Karad28 and Radmanesh and Azar-

Beig10 (vesiculation, crust formation, and transient pigmentary alter-

ation), and they were transient and disappeared during the follow-up

period.

F IGURE 1 Thirty-year-old
male patient presented with a
scalp patch of AA (4 � 4 cm2 and
2 � 4 cm2), on the left occipital
region. (A) Clinical photo at
baseline. (B) Trichoscopic image
(�30 folds) at baseline, showing
broken hair and yellow dots.
(C) Clinical photo 3 months after

treatment, showing complete
terminal hair regrowth.
(D) Trichoscopic image (�30
folds) 3 months after treatment,
showing complete terminal hair
regrowth

ABOELDAHAB ET AL. 5 of 9
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F IGURE 2 Twenty-four-years
old patient presented with a scalp
patch of AA (2 � 3 cm2).
(A) Clinical photo at baseline.
(B) Trichoscopic image (�30 folds)
at baseline, showing black dots,
yellow dots, and vellus hairs.
(C) Clinical photo 3 months after
treatment, showing complete

terminal hair regrowth.
(D) Trichoscopic image (�30
folds) 3 months after treatment,
showing complete terminal hair
regrowth

TABLE 3 The overall comparison
between the two studied groups
according to the parameters of treatment
response and safety

Group (1) (n = 40) Group (2) (n = 40) p-Value

Number of responding patches 59/130 (45.4%) 52/107 (48.6%) 0.312a

SALT change percentage

• Mean ± SD

• Median (range)

54.49 ± 43.1

50 (0–100)
55.42 ± 46.3

75 (0–100)
0 .041b

Hair density change percentage

• Mean ± SD

• Median (range)

199.6 ± 190.3

118 (�35–889)
223.3 ± 184.6

158 (�27–900)
0.576b

Excellent response (S4) 15 (37.5%) 14 (35%) 0.29c

Therapeutic response (S3, S4) 21 (52.5%) 23 (57.5%)

AASIS change percentage

• Mean ± SD

• Median (range)

62.44 ± 44.2

100 (0–100)
59.66 ± 47.3

95 (0–100)
0.78b

Adverse events

1. Crusts
2. Bullae and hypopigmentation

3. Crusts and hypopigmentation

6 (15%)

4 (10%)

1 (2.5%)

1 (2.5%)

0 (0%)

0 (0%)

0 (0%)

0 (0%)

Recurrence of AA 0 (0%) 0 (0%)

Abbreviations: AA, alopeciaareata; AASIS, alopecia areatasymptom impact scale; SALT, severityof

alopecia tool; SD, standarddeviation.
aZ-score test.
bMann Whitney U-test.
cChi-square test.
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None of group (1) responders encountered recurrence of AA, in

contrast to recurrence rates of 6.7%, 15%, and 41% reported by Jun

and Lee,24 Sayed et al.,26 and Gita and Mohammadreza20; respectively.

This could be explained by conducting 3 freeze–thaw cycles of DMEP

compared with 2 cycles by Gita and Mohammadreza, 29 and longer

freeze time of 5 s compared with 2–3 s in the study of Sayed et al. 26

F IGURE 3 (A) Correlation between SALT change percentage and duration of AA, group (1). (B) Correlation between hair density change
percentage and duration of AA, group (1). (C) Correlation between SALT score change percentage and patches' size (cm2) (group 2), group (2).
(D) Correlation between hair density change percentage and patches' size (cm2) (group 2), group (2)

TABLE 4 Independent correlates of
treatment response, SALT score change
percentage

Variable β (95% CI) T-statistics p-value

Constant 73.82 (24.20–123.44) 2.967 0.004

• Positive family history �11.75 (�35.38: �0.87) �2.264 0.031

• Number of patches �5.48 (�8.92: �2.04) �3.168 0.002

• Patch size/cm2 �0.75 (�1.23: �0.26) �3.048 0.003

• AA course (progressive) �19.05 (�38.11: �1.09) �3.094 0.034

Abbreviations: AA, alopeciaareata; CI, confidenceinterval; SALT, severity of alopecia tool.

TABLE 5 Independent correlates of
treatment response (hair density change
percentage)

Variable β (95% CI) T-statistics p-Value

Constant 166.7 (78.2–258.5) 3.68 <0.001

Positive family history �100.1 (�211.3: –11.1) �2.794 0.017

Duration of AA �2.1 (�4.2: �16.8) �2.846 0.046

Patch size/cm2 �3.3 (�5.4: �0.3) �2.21 0.030

AA course (progressive) �46.4 (�151.3: �5.1) �2.396 0.019

Abbreviations: AA, alopeciaareata; CI, confidence interval.
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In group (2) patients treated by microneedling, the mean baseline

SALT score of 6.73 ± 1.1 reduced to 4.00 ± 1.1 at the end of follow-

up period and this was a statistically significant, indicating persistent

and maintained hair regrowth even after termination of therapy; and

the mean SALT score change percentage was 55.42 ± 46.3.

Excellent and good responses were achieved by 14/40 (35%) and

23/40 (57.5%) of group (2) patients; respectively. This was higher than

the results of Giorgio et al.,23 who in spite of combining microneedling

and 5-ALA photodynamic therapy, reported ≥50% hair regrowth in

7/17 (41.18%) of the patients. Group (2) patients had an overall clini-

cal response of 62.5%.

In group (2), both the SALT score and hair density change per-

centages had a statistically significant negative correlation to the size

of AA patches. Microneedling was well-tolerated by group (2) patients,

as none of them reported any considerable dermatologic side effects

after or in between the sessions. None of the responders encountered

AA recurrence.

Regarding the efficacy of both treatment modalities, in both

groups, the mean number of trichoscopic signs of AA statistically sig-

nificantly decreased from baseline to the end of follow-up period.

Group (2) patients had a statistically significant higher mean SALT

score change percentage. Also, the mean hair density change percent-

age was higher in group (2) patients, but this was a statistically

insignificant.

An excellent response was achieved in 15 (37.5%) of group

(1) compared with 14 (35%) in group (2) patients. However, a good

therapeutic response was achieved in 23 (57.5%) of group (2) com-

pared with 21 (52.5%) in group (1) patients. The number of responding

patches of 59/130 (45.4%) in group (1), was higher than that of

52/107 (48.6%) in group (2), but this was a statistically insignificant.

Group (1) patients had a higher AASIS change percentage than

group (2) patients, but this was a statistically insignificant.

As regards the safety and tolerability of both modalities, none of

group (2) patients reported any considerable side effects, and those

reported by group (1) patients were transient and disappeared later on.

According to the multivariate analysis, in both groups, positive

family history of AA, progressive AA, and the increase in the duration

of AA, number, and size of AA patches were independent poor prog-

nostic factors that reduced the response to treatment.

There were several limitations in this study that included the rela-

tively small sample size, the small surface area of DMEP foam applica-

tor, the inclusion of patients with only mild AA, and the lack of control

group.

This study concluded that both the superficial cryotherapy using

DMEP mixture and microneedling were simple, effective, and

well-tolerated treatment options for mild scalp AA, with micro-

needling being a little more effective. Both modalities are rec-

ommended to be widely used in the treatment of AA.
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