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ABSTRACT

Introduction: Actinic keratosis (AK) consists of
skin lesions with a milder degree of ker-
atinocytic atypia. It can be also referred to as
‘‘field of cancerization,’’ which can potentially
evolve to cutaneous squamous cell carcinoma
(SCC). Several therapeutic options are currently
available, but not all are indicated on hyperk-
eratotic lesions. This study aimed to test the
efficacy and tolerability of a medical device
containing 2,4,6-octatrienoic acid and urea for
the treatment of hyperkeratotic AK lesions.
Methods: Seventy male and female subjects
with grade III AK were enrolled in this ran-
domized double-blind parallel-group study. The
product was applied once daily for three con-
secutive months. The primary efficacy endpoint
was the reduction in the mean number of AK
lesions per subject from baseline (T0) to the end
of the trial (T1) and 3 months after the end of
the treatment period (T2). Therefore, clearance
of target AK lesions at the end of the treatment
period and local skin reaction score (LSR) versus
baseline were evaluated.

Results: There was a decrease of mean values
from baseline to visit T2 in both treatment
groups, but the decrease (versus baseline values)
was more evident in the Kerà K2 group than in
the placebo group (-42.78, SD 26.53, versus
-6.20, SD 31.57), and the difference was statis-
tically significant (p\ 0.001). For 70 subjects
(56.7%) in the Kerà K2 group and 3 (11.54%) in
the placebo group, a significant (p\ 0.005)
partial clearance was evidenced. The product
was well tolerated, and no serious adverse
events were reported during the duration of the
trial. Subject self-assessment of acceptability,
local tolerability, and the cosmetic result was
good at both T1 and T2 for both groups.
Conclusions: The medical device has demon-
strated good efficacy in the reduction of visible
AKs, encouraging its use.
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Key Summary Points

Why carry out this study?

Several therapeutic options are currently
available, but not all are indicated on
hyperkeratotic lesions.

Current guidelines recommend treating
Actinic keratosis (AK), even if
spontaneous lesion regression is possible
to minimize the risk of progression to
squamous cell carcinoma (SCC).

What was learned from the study?

Few clinical studies have addressed
hyperkeratotic AKs. 2,4,6-Octatrienoic
acid is reported to be effective on
photodamaged skin and mild-to-
moderate AKs.

In the present randomized double-blind
parallel-group study, subjects with grade
III AK were treated once daily for
3 months with the medical device under
study showing a significant reduction in
the number of AK lesions compared with
placebo.

The total local skin reaction (LSR) scores
were statistically reduced in subjects
treated with the medical device after
3 months of treatment and follow-up
(further 3 months). Complete clearance of
lesions was observed during the first
3 months after the treatment period (i.e.,
the follow-up period) in 56.7% of the
subjects treated with the medical device,
and complete clearance was achieved in
27.5% of subjects during the first
3 months after the treatment period (i.e.,
the follow-up period).

INTRODUCTION

Actinic keratoses (AKs) are skin lesions with a
milder degree of keratinocytic atypia confined

to the lower epidermis part [1–5]. Actinic ker-
atosis (AK) is reported by some authors as a
precancerous lesion [2]; some others consider
AK as an incipient form of squamous cell car-
cinoma (SCC) [6]. If referring to the histologi-
cally abnormal epithelium adjacent to tumor
tissue, AKs can be also referred to as ‘‘field of
cancerization,’’ and this underlies the transfor-
mation of photodamaged skin into AKs and
potentially cutaneous SCC [7, 8].

From a clinical point of view, AKs can be
classified based on the degree of hyperkeratosis.
The classification includes (1) grade I—flat, pink
maculae without signs of hyperkeratosis and
erythema often easier felt than seen, flat ery-
thematous macules with or without scale and
possible pigmentation; (2) grade II—moderately
thick hyperkeratosis on a background of ery-
thema that is easily felt and seen; (3) grade III—
very thick hyperkeratosis, or obvious AK, dif-
ferential diagnosis cutaneous horn [9].

AKs are common in elderly and middle-aged
fair-skin people, appearing as rough, dry, scaly
lesions occurring primarily on sun-exposed
skin.

Although the exact mechanism of AK
pathogenesis development remains unknown,
ultraviolet (UV)-induced DNA damage is con-
sidered as the main factor responsible for the
initiation of the precancerous process [10]. UV
induces the formation of major dimer configu-
rations by covalent bonds between two adjacent
pyrimidines that interfere with biological pro-
cesses (e.g., transcription and replication) criti-
cal for cell viability [11]. If left unrepaired, these
lesions can induce mutations and progress into
squamous cell carcinoma and, occasionally,
metastatic tumor type. It is also believed that
prolonged ultraviolet exposure changes the
immune surveillance mechanism of the skin,
contributing to the tolerance of tumor cells.
Recent studies demonstrated that approxi-
mately 20–27% of cutaneous SCC arise in an AK
[12] and approximately 10% of all AKs could
progress to invasive SCCs in 2 years [13].

It is very difficult to predict which lesions
could progress to SCC. Consequently, treatment
of the cancerization field is recommended as a
preventive measure to reduce actinic damage
and the risk for neoplasm progression [14].
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Several therapeutic options are currently
available, both administered by qualified
physicians and applied directly by patients.
Standard treatments can be physical (cryother-
apy, curettage, surgical excision, photodynamic
therapy, and laser therapy) and topical (e.g.,
5-fluorouracil, diclofenac, ingenol mebutate,
imiquimod) [15]. Unfortunately, these treat-
ments are often associated with scarring, pain,
or inflammation, may not address subclinical
lesions, and are not always satisfactory [16].

The medical device under study is a cream
with keratolytic activity containing 15% urea
and 0.3% 2,4,6-octatrienoic acid. Urea is widely
used in dermatology to promote rehydration of
the skin because of its keratolytic activity [17].

2,4,6-Octatrienoic acid possesses antioxi-
dant, antiinflammatory activity [18, 19]. It was
demonstrated to have the ability to increase the
biological antioxidant potential and the
expression and activity of catalase [17]. Most
interestingly, the activation of peroxisome
proliferator-activated receptor gamma (PPARc)
by 2,4,6-octatrienoic acid protects human ker-
atinocytes from ultraviolet radiation (UVR)-in-
duced damage [19].

In the present study, we evaluated the
effectiveness of a new class II medical device
(Kerà K2) for the treatment of grade III AK.

We carried out a double-blind, controlled,
parallel study to evaluate the efficacy of Kerà K2
cream versus a placebo cream containing 15%
urea (henceforth called placebo) in patients
applying once a day Kerà K2 to assess the effi-
cacy and tolerability of this medical device in
subjects with grade III AK.

METHODS

Participants

The study was performed in two dermatology
clinics in Italy and was approved by the ethical
committee of the University of Campania,
Naples, Italy; written informed consent was
requested and received from all subjects in the
study. The study was carried out between
September 2017 and January 2020.

Inclusion criteria were the following:

• grade 3 AKs, with C 3 lesions located in the
same anatomical region (within a contigu-
ous 50 cm2 area on the face, bold scalp,
forehead, arms; the 50 cm2 area could be of
any dimension, e.g., 7 9 7 cm, 6 9 8.3 cm,
4 9 12.5 cm);

• female or male[18 years of age;
• skin type I to III according to Fitzpatrick;
• patient has confirmed his/her willingness to

participate in this study.
• Exclusion criteria were the following:
• subjects suitable for surgical, photodynamic,

or any other topical treatment in the next
6 months or with an early stage of skin
cancer;

• other skin disease treated with other medi-
cations in the treatment zone or distance of
3 cm;

• immunosuppression or treatments for
cancer;

• clinically unstable medical state;
• high-risk group for infectious diseases [hu-

man immunodeficiency virus (HIV), hepati-
tis A, B, or C, tuberculosis, etc.];

• contact allergies or allergies to compounds
of the test substances;

• psychiatric comorbidities that may interfere
with follow-up of study procedures;

• prior treatment with study medication in the
area to be treated.

A total of 70 subjects were enrolled.

Treatment/Intervention

The study consisted of a baseline visit (T0), one
evaluation visit after 3 months of treatment (T1,
day 90), and a final visit of follow-up after
3 months by the end of treatment (T2; day 180).

All subjects were instructed to self-apply the
product, once daily, preferably in the evening,
on the target AK lesions on a 50 cm2 contiguous
treatment area (the area could be of any
dimensions, e.g. 7 9 7 cm, 6 9 8.3 cm,
4 9 12.5 cm); subjects were also advised to
avoid sun exposure or to apply sunscreen.

The following procedures were carried out at
the baseline visit (T0; day 0):

informed consent signed;

Dermatol Ther (Heidelb)



• inclusion/exclusion criteria;
• demographic data and medical history;
• physical examination (phototype, history of

sunburns, freckles);
• AK diagnosis: no. of areas affected by AK,

localization of AK area, number and grade of
AK present at baseline;

• Baseline Severity Index (BSI);
• photographic documentation;
• reflectance confocal microscopy (RCM) eval-

uation in the target area and the canceriza-
tion field.

Following medical history and verification of
AK, the subjects were randomized to one of the
two treatment groups.

During follow-up visit T1, 3 months
(90 days) after the first application of the cream,
the following procedures were performed:

• local skin reaction score (LSR);
• photographic documentation;
• RCM evaluation in the target area and in the

cancerization field;
• collection and monitoring of adverse events;
• subject self-assessment of acceptability, local

tolerability, and cosmetic result.

During follow-up visit T2, 3 months after the
end of the treatment (180 days after the first
application of the cream), the following proce-
dures were performed:

• AK diagnosis: localization of AK area, num-
ber, and grade of AKs;

• local skin reaction score (LSR);
• collection and monitoring of adverse events;
• subject self-assessment of acceptability, local

tolerability, and cosmetic result.

Primary Outcomes

The primary efficacy endpoint was the per-
centage change, at the end of the treatment
period, in the number of AK lesions that were
originally defined in the selected AK target area
at baseline.

The percentage change in the number of AK
lesions was calculated as the number of lesions
present at the end of the treatment period in
the target area minus the number of AK lesions

present in the target area at baseline visit divi-
ded by the number of lesions present in the
target area at baseline.

Secondary Outcomes

The secondary efficacy analyses were the fol-
lowing: (1) percentage of subjects with partial
clearance of AK lesions at the end of the treat-
ment period (partial clearance being defined as
a 50% reduction in the number of target AK
lesions; (2) percentage of subjects with total
clearance of target AK lesions at the end of the
treatment period; (3) percentage of subjects
with no AK lesion (cumulative number of
lesions) at the end of the treatment period; (4)
change from baseline in the Baseline Severity
Index (BSI); (5) change from baseline in the
target area clinical assessment; (6) clinical
Investigator Global Improvement Indices (IGII)
score; (7) subject’s assessment of satisfaction to
the product at the end of the treatment period;
and (8) change from baseline in reflectance
confocal microscopy (RCM) score of the target
area and RCM score of cancerization field at the
end of the treatment period. All patients per-
formed a baseline RCM examination of the skin
at the level of cancerization field, which inclu-
ded a typical AK lesion selected to define the
target area and the perilesional area. RCM ima-
ges of the areas selected at baseline were
acquired using a laser scanning device (VivaS-
cope 1500; Caliber I.D., Ronchester, NY, USA)
that scans the skin horizontally from the epi-
dermis up to the papillary dermis (diode laser,
830-nm laser beam with a maximum power of
35 mW). A 4 9 4 mm Vivacube composed of
four mosaics at 25-lm steps was collected at
baseline and during the follow-up visit. Each
RCM criteria was scored 0 (absent), 1 (\ 25%), 2
(25–50%), 3 (50–75%), or 4([ 75%). Moreover,
the extent of the criteria was evaluated by
dividing the mosaic area into quarters (\25% of
the area; 25–50%; 75%;[75%).

Ethics

This study was conducted in compliance with
the ethical principles originating in or derived
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from the Declaration of Helsinki and in com-
pliance with Good Clinical Practice Guidelines
and was approved by the ethical committee of
the University of Campania, Naples, Italy. All
subjects provided signed informed consent.

Statistical Analysis and Sample Size

Statistical analysis was performed using Graph-
Pad statistical software version 13.0 (La Jolla,
CA, USA). Continuous variables were expresses
as mean ± standard deviation (SD). The pri-
mary efficacy endpoint was the percentage
change, at the end of the follow-up period (visit
T2, day 180), in the number of AK lesions that
were originally defined in the selected AK target
area at baseline. This variable was analyzed
using a non-parametric test (Wilcoxon rank-
sum test). The secondary endpoints concerning
AK lesions were analyzed using Fisher’s exact
test; 95% confidence interval for the between-
group difference in percentages is provided.
Change from baseline in the BSI, change from
baseline in the target area clinical assessment,
and change from baseline in RCM score of the
target area and RCM score of cancerization field
at the end of the treatment period were com-
pared between the groups using a t test; 95%
confidence interval for the between-group dif-
ference is provided.

The sample size was determined as a mini-
mum of 30 evaluable subjects by treatment arm
based on the hypothesis that the percentage
reduction in the number of AK lesions in the
Kerà K2 group would be at least 30% larger than
in the placebo arm at the end of the treatment
period. Thirty subjects per group enable the
detection of the above effect with power of
[90% and a significance level of 5%. Therefore,
the sample size calculation assumes that a
maximum of 25% of enrolled subjects will drop
out for various reasons during the study period.

RESULTS

Fifty-six of the enrolled subjects (86%) com-
pleted the study (29 in the Kerà K2 group and 27
in the placebo group). Nine subjects were
withdrawn before visit T1 and five between visit

T1 and T2. Subjects’ characteristics are pre-
sented in Table 1.

The studied pathology (AK) was reported by
the subjects to be present in the last 20 years
(data not shown). The most frequent treatments
were cryotherapy and photodynamic therapy
(PDT) in both treatment groups.

Table 1 Subject’s characteristics at baseline, and medical
history

Kerà K2�

(N = 36)
Placebo
(N = 34)

Age (years)

No. pts. 36 34

Mean 73.00 75.21

SD 6.96 6.14

Sex

Male 20 (56.00%) 21 (59.6%)

Female 16 (44.00%) 13 (40.4%)

Family history of skin

cancer

No 27 (75.0%) 25 (73.5%)

Yes 2 (5.5%) 7 (20.6%)

Not specified 7 (19.4%) 2 (5.9%)

Previous skin cancer

No 17 (47.2%) 20 (58.8%)

Yes 19 (52.8%) 14 (41.2%)

Previous treatment for

AK

No 14 (38.8%) 12 (35.3%)

Yes 22 (61.2%) 22 (64.7%)

Other dermatologic

disease

Rosacea 1 (2.8%) 1 (2.9%)

Psoriasis 1 (2.8%) 1 (2.9%)

None 9 (25.0%) 11 (32.4%)

Not specified 25 (69.4%) 21 (61.8%)
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The results concerning the physical exami-
nation at baseline are reported in Table 2.

The mean values of the number of AK lesions
reported at baseline and visit T2, and the
changes of T2 versus baseline, are summarized
in Table 3 for the two treatment groups.

Table 2 Physical examination at baseline

Kerà K2�

(N = 36)
Placebo
(N = 34)

Phototype

I 6 (16.6%) 5 (14.7%)

II 22 (61.2%) 23 (67.6%)

III 8 (22.2%) 6 (17.7%)

History of sunburns

No 30 (83.3%) 15 (44.1%)

Yes 6 (16.7%) 19 (55.9%)

Freckles

No 28 (77.7%) 28 (82.3%)

Yes 5 (13.8%) 4 (11.8%)

Not specified 3 (8.4%) 2 (5.9%)

Number of areas

affected by AK

1 7 (19.4%) 6 (17.6%)

2 7 (19.4%) 10 (29.4%)

3 7 (20.6%)

Not specified 22 (61.2%) 11 (32.4%)

Location of AK

Check 2 (5.8%)

Face 6 (16.6%) 2 (5.8%)

Front 6 (16.6%) 6 (17.6%)

Hand–forearm 2 (5.8%)

Scalp 22 (61.2%) 20 (58.8%)

Number of AKs

Mean 6.61 6.61

SD 3.18 2.87

Grade of AK

I 4 (11.1%)

I–II 11 (30.5%) 13 (38.2%)

II 12 (30.3%) 9 (26.5%)

II–III 1 (8.3%) 7 (20.6%)

III 6 (19.8%) 5 (14.7%)

Table 2 continued

Kerà K2�

(N = 36)
Placebo
(N = 34)

BSI score

Mild 8 (22.2%) 8 (23.5%)

Moderate 13 (36.1%) 16 (47.1%)

Severe 15 (41.6%) 10 (29.4%)

Table 3 Number of AK lesions—percentage change at T2
versus baseline

Kerà
K2�

(N = 30)

Placebo
(N = 26)

Comparison
between
treatments
Wilcoxon rank-
sum test (p value)

Baseline

Mean 5.53 4.96

SD 2.40 2.75

Visit T2 (day

180)

Mean 3.17 4.65

SD 1.49 2.67

Visit T2—

percentage

change

versus

baseline

Mean -42.78 -6.20 \ 0.001

SD 26.53 31.57
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As shown, there was a decrease of mean
values from baseline to visit T2 in both treat-
ment groups, but the decrease (versus baseline
values) was more evident in the Kerà K2 group
with respect to the placebo group, -42.78 (SD
26.53) versus -6.20 (SD 31.57) and was statis-
tically significant (Wilcoxon rank-sum test:
p\0.001).

Figure 1 shows the partial clearance (defined
as a 50% reduction in the number of target AK
baseline lesions) at visit T2. For 70 subjects
(56.7%) in the Kerà K2 group and 3 (11.54%) in
the placebo group, a partial clearance was evi-
denced. Statistically significant difference
between treatments (v2 test: p\0.005).

Table 4 summarizes the mean values of total
LSR scores at visits T1 and T2. At T1 (90 days),
the total score was higher in the placebo group
than in the Kerà K2 group (3.39 ± 2.05 versus
10.50 ± 5.81), and the difference between
treatments was statistically significant (Wil-
coxon rank-sum test: p\0.001). This trend was
confirmed at T2 (180 days) (9.50 ± 5.76 versus
3.70 ± 2.32).

To detect morphological changes following
treatment, RCM evaluations of AK were per-
formed at baseline and at day 90 (T1) and day
180 (T2). Abnormal features and parakeratosis
were observed in almost all at T0. The presence
of scaling, hyperkeratosis, polygonal nucleated
cells, atypical honeycomb, inflammatory cells,
curled fibers, increased vascularity, and dermal
inflammation significantly (p\0.05) decreased
since 90 days of treatment with Kerà K2 and
these results increased after 180 days of treat-
ment. RCM findings are summarized in Table 5,
and an example of comparative RCM imaging is
shown in Fig. 2.

Figure 3 shows one patient with an evident
AK reduction, as representative of the entire
Kerà K2 group.

The product was well tolerated. No serious
adverse events were reported during the dura-
tion of the trial.

Subject self-assessment of acceptability, local
tolerability, and the cosmetic result were good
at both T1 and T2 for both groups.

DISCUSSION

Current guidelines recommend treating AK,
even if spontaneous lesion regression is possible
to minimize the risk of progression to SCC [20].
Several treatment options are available, and
they are categorized into lesion and field-

Fig. 1 Partial clearance at T2

Table 4 Local skin reaction score (LSR)—total score

Kerà
K2�

(N = 30)

Placebo
(N = 26)

Comparison
between
treatments
Wilcoxon rank-
sum test (p value)

Visit T1 (day

90)

Mean 3.39 10.50 \ 0.001

SD 2.05 5.81

Visit T2 (day

180)

Mean 3.70 9.50

SD 2.32 5.76

Visit T2—

percentage

change

versus

baseline

Mean -42.78 -6.20 \ 0.001

SD 26.53 31.57
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directed therapies. The choice of the best treat-
ment must be made based on the number of AK
lesions, their localization, the period after the
first onset, subject age, treatment compliance,
and comorbidities. Treatments will depend also
on the forms of AK such as hyperkeratotic,
atrophic, pigmented lichenoid, cutaneous horn,
and actinic cheilitis [21].

All the available therapies are reported as
effective, even if not all of the approved treat-
ments (i.e., ingenol mebutate, imiquimod, and
diclofenac) are indicated on hyperkeratotic
lesions.

A study by Tan and collaborators [22]
reported that up to 25% of AK lesions are
hyperkeratotic, depending on the body area
considered. Curettage and electrocoagulation
are indicated as physical therapies for isolated
or small numbers of hyperkeratotic, well-de-
limited, and nonsuspicious AKs [23]. Therefore,
most AKs, including ones that are hyperkera-
totic, can be well managed with topical treat-
ments such as dermocosmetics, e.g., emollients,
which can improve subject comfort by reducing
skin dryness and roughness. For hyperkeratotic
AKs, also the use of topical keratolytics con-
taining urea or salicylic acid (SA) is suggested
[23] for their ability to exfoliate the superficial
layers of the epidermis cleavage of the cor-
neodesmosomes. A more intense approach is
suggested in immunosuppressed subjects and
when AK lesions are present in particular body
areas (nose, eyelids, ears, lips) [24]. Therefore,
low-dose 0.5% 5-fluorouracil/SA [25] and topi-
cal imiquimod (5% cream) [26] have been
reported as effective and well-tolerated

Table 5 Evolution of RCM scores in patients receiving
treatment with Kerà K2 and placebo

Kerà K2�

(N = 30)
Placebo
(N = 26)

Visit T0 (day 0)

Scales 23 (76%) 23 (88%)

Hyperkeratosis 28 (93%) 20 (77%)

Polygonal KC 23 (77%) 14 (54%)

Atypical

honeycomb

27 (90%) 25 (96%)

Inflammatory cells 25 (83%) 19 (73%)

Curled fibers 25 (83%) 23 (88%)

Increased

vascularity

21 (70%) 16 (62%)

Dermal

inflammation

24 (80%) 18 (69%)

Visit T1 (day 90)

Scales 18 (60%) 21 (81%)

Hyperkeratosis 17 (57%) 22 (87%)

Polygonal KC 12 (40%) 24 (92%)

Atypical

honeycomb

13 (43%) 23 (88%)

Inflammatory cells 11 (37%) 19 (84%)

Curled fibers 9 (30%) 20 (79%)

Increased

vascularity

7 (23%) 16 (62%)

Dermal

inflammation

17 (56%) 22 (85%)

Visit T2 (day 180)

Scales 6 (20%) 21 (81%)

Hyperkeratosis 7 (26%) 22 (87%)

Polygonal KC 5 (17%) 24 (92%)

Atypical

honeycomb

8 (27%) 23 (88%)

Inflammatory cells 6 (20%) 19 (84%)

Curled fibers 9 (30%) 20 (79%)

Table 5 continued

Kerà K2�

(N = 30)
Placebo
(N = 26)

Increased

vascularity

4 (13%) 16 (62%)

Dermal

inflammation

9 (30%) 22 (85%)
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treatment of mild-to-moderate hyperkeratotic
AK lesions.

Previous studies reported the efficacy of a
product containing 2,4,6-octatrienoic acid for
both the prevention and treatment of non-hy-
perkeratotic [27] and hyperkeratotic AKs [28].

Few clinical studies have addressed hyperk-
eratotic AKs. A study by De Padova and collab-
orators [26] reported that the combination of
the parrodiene derivative 2,4,6-octatrienoic acid
with urea is a safe and effective treatment for
hyperkeratotic AKs.

2,4,6-Octatrienoic acid is reported to be
effective on photodamaged skin and mild-to-
moderate AKs [18, 19]. As a parrodiene deriva-
tive, 2,4,6-octatrienoic acid possesses antioxi-
dant and antiinflammatory activity and inhibits
cell membrane lipoperoxidation [29, 30]. It acts
by PPAR-c activation, and this leads to the
reduction of oxidative damage and inflamma-
tion and the induction of DNA repair
mechanisms.

In the present randomized double-blind
parallel-group study, subjects with grade III AK
were treated once daily for 3 months with the
medical device under study, showing a signifi-
cant reduction in the number of AK lesions
compared with placebo. Also, the total LSR
scores were statistically reduced in subjects
treated with the medical device after 3 months
of treatment and follow-up (further 3 months).
Complete clearance of lesions was observed
during the first 3 months after the treatment
period (i.e., the follow-up period) in 56.7% of
the subjects treated with the medical device,
and complete clearance achieved in 27.5% of
subjects during the first 3 months after the
treatment period (i.e., the follow-up period).

The medical device evaluated in this study,
containing urea and 2,4,6-octatrienoic acid,
could have the advantage of improving subject
adherence, as also reported by the self-assess-
ment questionnaire. Therefore, in our study, no
serious adverse events were reported by all
treated subjects.

Fig. 2 RCM imaging at baseline (A) and after treatment
(B). A Image of stratum corneum showing atypical
honeycomb pattern (squares) with irregular keratinocytes
in size and shape and lots of inflammatory cells (yellow

arrows). B Detail after treatment with complete recovering
of honeycomb pattern and decrease in inflammatory cells
(yellow arrows)
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Some study limitations should be taken into
account in evaluating the study results. First,
the diagnoses of AK were not confirmed
histopathologically, but it has been reported
that the clinical recognition by dermatologists
has high diagnostic accuracy. Secondly, the
study was not in the form of a comparative trial
with other medications.

CONCLUSION

In conclusion, the studied medical device con-
taining 2,4,6-octatrienoic acid and urea applied
once daily for 90 consecutive days was found to
be a safe and effective alternative treatment for
grade III AK.

Its efficacy was evident till 3 months after
the end of treatment.
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Fig. 3 Clinical images showing the treated area, at baseline
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