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Topical Therapy for Actinic Keratoses, II:
Diclofenac, Colchicine, and Retinoids
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GOAL

To examine the validity of diclofenac, colchicine, and retinoids in the

topical treatment of actinic keratosis (AK)

OBJECTIVES

Upon completion of this activity, dermatologists and general practitioners should be able to:

1. Describe the mechanisms of action of diclofenac, colchicine, and retinoids.

2. Explain the efficacy and side-effect profiles of diclofenac, colchicine, and retinoids.

3. Examine the studies of diclofenac, colchicine, and retinoids in the treatment of AK.
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Actinic keratoses (AKs) are evolving, malignant
cutaneous neoplasms. AKs can be treated with
physical or destructive methods and by topical
therapies. This article is the second in a 2-part
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series of current topical therapeutic options for
AKs and discusses topical diclofenac, colchicine,
and retinoids. The first part focused on topical
5-fluorouracil and imiquimod.

ctinic keratoses (AKs) are the most common
neoplastic skin lesions detected in individu-
als with Fitzpatrick skin type I or II. AKs
appear as papules in a vast spectrum of sizes, shapes,
colors, and other characteristics. Their size and
shape can range from a well-circumscribed, single
millimeter papule to an irregularly shaped lesion
that can span several centimeters. These neoplasms
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Table 1.
Topical Formulations for AK Treatment*

Available
Product Status Company Brand Name Strengths, %
Diclofenac FDA approved Bioglan Solaraze™ gel 8
Pharmaceuticals
Colchicine Off label N/A Cream 0.5, 1
Tretinoin Off label Bertek Avita® cream 0.025
Pharmaceuticals, Inc.
Ortho Renova® 0.02, 0.05
Dermatological Retin-A® cream 0.025, 0.05, 0.1
Generic tretinoin 0.025, 0.05, 0.1

*FDA indicates US Food and Drug Administration.

can be flesh colored, red, or pigmented and also can
scale or become hyperkeratotic. The most common
sites for these lesions are the face, ears, scalp, neck,
forearms, and hands. Chronic, repetitive UV expo-
sure results in repetitive cycles of DNA damage.
Eventually, these cycles of damage and repair spawn
a significant unrecoverable error.

To combat this very common lesion, a host of
topical preparations has been investigated. Thera-
pies include 5-fluorouracil, imiquimod, diclofenac,
colchicine and retinoids. This second part of a 2-part
review focuses on topical diclofenac, colchicine, and

retinoids (Table 1).

Diclofenac
Diclofenac, a nonsteroidal anti-inflammatory drug,
also has been evaluated for the treatment of AKs
(Table 2).'* Currently, this drug’s mechanism of
action in the treatment of these precancerous
lesions is not clearly understood. However, there are
current research efforts exploring the theory that
diclofenac’s clinical effect occurs through the inhi-
bition of the cyclooxygenase enzymes, which
decrease the downstream by-products of arachidonic
acid metabolism. Some of these by-products control
overall immunosurveillance, the inhibition of apop-
tosis, and up-regulation of the invasive ability of
tumor cells.”!°

Rivers and McLean! conducted a 29-patient, open-
label study using 3% diclofenac in 2.5% hyaluronic
acid gel applied twice daily to 1 or more target
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lesions. The AKs were treated until they resolved
or until they had been treated for 180 days. The
27 patients that completed the study had treatment
times ranging from 33 to 176 days. At the 30-day
posttreatment examination, 22 of the 27 patients
(81%) had complete resolution of the target lesions.
Generally, the preparation was well tolerated,
though in 7 of the original patients (24%), an irritant-
type contact dermatitis confined to the treatment
site developed.!

Wolf et al’> examined the efficacy and safety of
3% diclofenac in 2.5% hyaluronan gel in 120 sub-
jects. During the first 3 months of this study,
patients applied the cream to the target area twice
a day. Follow-up evaluations occurred one month
after the treatment period had been completed.
Then, 50% of treatment patients and 20% of
placebo patients experienced total clearance of tar-
get AKs present at the initiation of the study.
Further, 47% of treatment patients had total clear-
ance, while only 19% of placebo patients experi-
enced total clearance. The difference between the
number of treatment patients and placebo patients
who achieved these response levels was significant
in both instances (P<.001). Both treatments were
well tolerated, with most adverse events related to
the skin.?

Rivers et al® conducted a second study, in which
195 patients were evaluated in both 30- and 60-day
application periods of 3% diclofenac in 2.5% hyal-
uronan gel and placebo. It was concluded that



Table 2.

Summary of Topical Diclofenac and Colchicine Studies*

Diclofenac No. of Most Common
Study Patients Treatment Results Adverse Events
Rivers 29 3% diclofenac 22 of 27 evaluable 21 of 29 patients
and MclLean, BID for patients (81%) had experienced
1997 maximum of complete resolution one mild to moderate
180 days month posttreatment skin irritation
Wolf et al, 20012 120 3% diclofenac 50% of treatment 96% experienced mild
BID for patients had total to moderate pruritus,
3 months clearance application site reactions,
dry skin, erythema
Rivers et al, 20023 195 3% diclofenac 33% of treatment Mild to moderate
BID for 30 or patients in the pruritus, rash,
60 days 60-day regimen had dry skin, application
total clearance site reaction
McEwan and Smith, 130 3% diclofenac No benefit was shown Local reactions
19974 BID for 180 days
Colchicine Study
Grimaitre et al, 20 1% colchicine 7 of 10 treatment patients ~ No systemic side
2000° BID for 10 days had complete clearance effects reported
by the 60-day follow-up
Akar et al, 16 0.5% or 1% Total clearance occurred No systemic side
20018 colchicine BID in 7/8 of patients treated effects reported

for up to two
10-day cycles

with 0.5% colchicine and
in 6/8 of patients treated
with 1% colchicine

*BID indicates twice a day.

significant improvement was reported only in the
60-day regimen group. A comparative examination
of that group and the matched control group
showed that 33% of treatment patients experi-
enced clearance of their initial lesions, while only
10% of the matched control patients achieved
clearance (P<.05). Further, 31% of treatment
patients were devoid of any AKs in the treated area
compared with only 8% in the matched control
group (P<<.05). Comparative analysis of the 30-day
treatment group and the matched control group
showed no significant therapeutic benefit to treat-
ing AKs with such a short course of diclofenac.
Both treatments were generally well tolerated, and

the incidence of the most common adverse events
was similar between groups.’

In contrast to the other studies, McEwan and
Smith* reported on a 130-patient study that evalu-
ated 3% diclofenac applied twice daily for 180 days.
Data analysis showed no significant benefit using
diclofenac for the treatment of AKs. Further, data
showed that local reactions occurred at a signifi-
cantly higher rate in the treatment group
(P=.0002).4

Among all the studies, the most commonly
reported side effects using diclofenac included
pruritus, application site reactions, dry skin, rash,
and erythema. However, most of these events were
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classified as mild to moderate and most resolved on
their own. All results of hematologic studies conducted
on these patients were within reference range.'*

Colchicine

Colchicine, an alkaloid plant extract, is most widely
known for the treatment of gout. The chemical was
described in the first century and was first used as a
treatment of gout in 1793. It was not until 1968 that
Marshall!! described its usefulness in the treatment
of AKs. Reported here are the 2 most current stud-
ies examining colchicine’s therapeutic efficacy on
these precancerous lesions (Table 2).

Colchicine is a yellow, UV-sensitive, water-
soluble powder!? that when instilled into living
systems, disrupts the polymerization of tubulin and
subsequently arrests microtubule formation.” This
results in various effects, including the arrest of
mitosis and a decrease in the chemotactic and
phagocytic ability of leukocytes. Other leukocyte
studies revealed that colchicine suppressed white
cell function by increasing cyclic adenosine
monophosphate and prostaglandin E production, as
well as stabilizing the cell’s lysosomal bodies. All
these effects result in a functional down-regulation
of the affected leukocytes.!*!® In addition, col-
chicine enhances collagenase production and
decreases the production, release, and/or expres-
sion of collagen, IL-1, immunoglobulin, histamine,
and surface antigens.!*??

In 2000, Grimaitre et al’> conducted a 20-patient
study examining the topical application of 1% col-
chicine to forehead AKs twice a day for 10 days. By
the tenth day, a significant, localized inflammatory
response appeared on the treated lesions. Patients
described the reaction as a sunburnlike feeling that
occurred 1 to 3 days after the treatment began,
followed by the development of a pustular reaction
that subsequently intensified until treatment was
discontinued. At the 30-day follow-up, the AK
crusts on 6 of the treatment patients had resolved.
In addition, 2 of these patients experienced com-
plete clearance. Subsequently, 5 additional treat-
ment patients were cleared of their AKs by the
60-day follow-up, resulting in complete clearance in
7 of the 10 treatment patients.’

Akar et al® examined the efficacy and safety of
the 0.5% and 1% colchicine cream applied twice
daily in a 16-patient study. Subjects were separated
randomly into either the 0.5% treatment group or
the 1% treatment group. Most patients were
treated with a single 10-day course of the medica-
tion, while a few received a second course of col-
chicine. The overall lesion reduction seen in the

2 groups was 77.7% and 73.9% for the 0.5% and
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1% concentrations, respectively. Further, total tar-
get AK clearing occurred in 7 of the 8 patients in
the 0.5% group and in 6 of the 8 patients in the
1% group, showing that both concentrations are
equally efficacious.®

Regular blood examinations showed that none of
the patients in these 2 studies had any systemic
absorption. Further, there were no observed or
reported systemic side effects in these patients.>®

Retinoids

Retinoids demonstrate potent antiproliferative and
differentiation-inducing effects and thus improve
the manifestations of skin photodamage. Recently,
epidemiologic and biochemical studies have indi-
cated that cancers originating from the epithelium
may be associated with a relative deficiency of
retinal.?>?* This reasoning was extended to AKs as
early as 1962. At that time, von Stuttgen®’ was the
first to use vitamin-A acid alone for the treatment
of AKs in 3 cases. Subsequently, Bollag and Ott?®
examined 4 to 6 patients treated with 0.1% treti-
noin for 3 to 6 weeks. The patients experienced
greater than a 50% reduction in AKs of the fore-
arms and hands. Further, 3 patients treated with
0.3% tretinoin experienced similar levels of AK
reduction.?® Modest progress has been made since
these earlier reports (Table 3).

Kligman and Thorne?? performed a multicenter,
double-blind study on 1265 patients who were
treated twice daily for histologically confirmed AK
with 0.05% tretinoin, 0.1% tretinoin, or vehicle
only, for up to 15 months. They found that the most
effective treatment for reducing AKs was 0.1% tret-
inoin applied twice daily (P<<.001). An excellent
response was observed in 73% of tretinoin-treated
patients compared with only 40% of vehicle
patients.?’ In a similar large study, topical 0.05% tret-
inoin cream applied once or twice daily significantly
decreased the number and size of facial AKs—by
approximately 50% after 6 to 15 months.*

Alirezai et al®® conducted a 100-patient, random-
ized, double-blind, placebo-controlled, parallel-group
study examining the efficacy of twice-daily applica-
tions of the topical 0.1% isotretinoin cream com-
pared with vehicle. Patients applied these creams for
24 weeks to their face, scalp, and upper extremities
and were assessed every 4 weeks. The reduction in
the number of facial AKs at the end of treatment
was greater for patients who applied isotretinoin
(3.9%0.6, ie, 66% of patients with a reduction
>30%) compared with placebo (1.7%0.5, ie, 45% of
patients with a reduction >30%)(P=.001). No
significant treatment benefit was seen for lesions on
the scalp or upper extremities.?



Table 3.

Summary of Retinoid Studies*

No. of Most Common
Study Patients Treatment Results Adverse Events
Bollag and 6 0.1% tretinoin BID >50% reduction in AKs N/A
Ott, 1975% for 3—6 weeks of the forearms and hands
Kligman and 1265 0.05% or 0.1% tretinoin ~ Greatest reduction of lesions  N/A
Thorne, or vehicle BID seen posttreatment with
199127 for up to 15 months 0.1% tretinoin BID (P<.001)
Alirezai et al, 100 0.1% isotretinoin 66% of patients achieved Signs of local
199428 or vehicle BID a reduction of lesions irritation were
for 24 weeks >30% posttreatment with common in both
to face, scalp, and isotretinoin compared treatment groups
upper extremities with 45% of patients but more frequent
treated with vehicle with isotretinoin
Moglia et al, 18 Retinoid fenretinide Complete regression of No local
1996%° BID for 3 months lesions in 10 patients (56%)  or distant
and partial regression adverse
in 8 patients (44%) effects

Misiewicz et al, 26
199130

Ro 14-9706 and
0.05% tretinoin
BID for 16 weeks
to opposite
sides of the face

Mean percentage
decrease in

the number of
AKs was 37.8%
for areas treated
with Ro 14-9706
and 30.3% for
areas treated with
tretinoin (P<<.01)

Local inflammation
was slight or
absent in most
patients treated with
Ro 14-9706, where-
as tretinoin caused
severe erythema

in 13 patients (50%)
and severe scaling
in 6 patients (23%)

Moriarty et al, 50 Oral etretinate 37/44 (84%) of patients in Dryness of

19823 for 4 months etretinate group versus mouth and lips,
only 2/42 (5%) in placebo desquamation,
group had complete rash/pruritus
or partial response

Bercovitch, 19 5% fluorouracil Tretinoin-treated arms 12 patients

198732 BID on each had 3.4+2.6 AKs after experienced

arm, followed by
nightly application
of 0.05% tretinoin
to one arm and
control cream

to the other arm

treatment compared
with 4.2+2.5 lesions
in the control
arm (P<.04)

more irritation on
the side treated
with tretinoin than
the control, while

2 patients reported
severe irritation

at distant sites

*BID indicates twice a day.
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Similarly, Moglia et al?® treated 18 patients with
facial AKs with topical retinoid fenretinide, 4-HPR
(N-[4-hydroxyphenyl]retinamide), twice daily for
3 months. Following this treatment period, com-
plete regression of the lesions was observed in 56%
(10) of patients. Further, partial regression was
observed in an additional 44% (8) of patients. Eight
patients (44%) relapsed within 3 months after treat-
ment. In addition, only 2 patients (11%) showed
complete regression 6 months later. No adverse
effects were observed. Also, it was found that base-
line plasma retinol levels were lower than in healthy
subjects, which suggest that reduced retinol levels
might be involved in the pathology of AKs.?

In a double-blind, randomized, within-patient
comparative study, the efficacy and tolerability of
Ro 14-9706 (an arotinoid methyl sulfone) for the
treatment of AKs were compared with those of tret-
inoin.’® Twenty-six patients with more than
3 lesions on each side of the face were included in
the study. Patients applied each agent twice daily
for 16 weeks as a 0.05% cream to opposite sides of
their face. The mean percentage decrease in the
number of AKs was assessed before treatment and
at weekly intervals during the treatment period.
The mean percentage decrease in the number of
AKs was 37.8% for areas treated with Ro 14-9706
and 30.3% for areas treated with tretinoin. These
decreases were significantly different from baseline
(P<.01) but not from each other. There was an
associated severe erythema in 50% (13) of patients
treated with tretinoin and severe scaling in 23%
(6), whereas Ro 14-9706 was better tolerated, with
only a slight or absent inflammation.*

Studies also have examined the efficacy of high-
dose systemic etretinate for the treatment of AKs.
Moriarty et al’' conducted a double-blind crossover
study of 50 patients with AKs who were treated
with a 4-month course of oral etretinate. They
concluded that 37 of the 44 patients (84%) who
completed treatment with etretinate versus only
2 out of 42 patients (5%) in the placebo group had
a complete or partial response. Unfortunately, the
systemic toxicity of retinoids discourages their use
for long-term treatment at high doses.’!

Retinoids also enhance the effectiveness of
5-fluorouracil. In a randomized, double-blind con-
trolled study by Bercovitch,’? 19 patients applied
5% fluorouracil cream to AKs on each arm twice
daily, followed by nightly application of 0.05% treti-
noin cream to one arm and a control cream to the
other arm, until discomfort precluded further
applications. Three months after treatment, the
tretinoin-treated arms had 3.4%2.6 AKs versus
15.7+6.1 AKs before treatment. In contrast, the
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control arm had 4.2%2.5 lesions after treatment
compared with 15.3+6.9 AKs before treatment
(P<<.04).’? Similar results were found by Sander
et al** as to a synergistic effect in the treatment of
disseminated AKs on photodamaged skin when
low-dose isotretinoin and topical 5-fluorouracil are
combined. As with etretinate, such combination
treatment regimens have limited usage secondary
to such side effects as pain, irritation, and bleeding.
These symptoms were the extent of adverse effects
seen in treatment with retinoids for AK in the
majority of cases reviewed.*

Conclusion

While countless individuals are diagnosed with
AKs, research efforts have revealed an encouraging
array of topical and semi-invasive treatment options
that allow the dermatologist and patient to select a
therapy that specifically suits the patient’s needs by
balancing both therapeutic and aesthetic outcomes
in accordance with the patient’s lifestyle. Topical
treatments currently available to treat AKs offer the
benefits of relative ease of administration and mini-
mal incidence of severe adverse effects. More impor-
tant, these novel and standard treatments allow
dermatologists to alleviate the apprehension and
inconvenience experienced by patients affected by
these lesions.

REFERENCES

1. Rivers JK, McLean DI. An open study to assess the
efficacy and safety of topical 3% diclofenac in a 2.5% hyal-
uronic acid gel for the treatment of actinic keratoses. Arch
Dermatol. 1997;133:1239-1242.

2. Wolf JE Jr, Taylor JR, Tschen E, et al. Topical 3.0%
diclofenac in 2.5% hyaluronan gel in the treatment of
actinic keratoses. Int ] Dermatol. 2001;40:709-713.

3. Rivers JK, Arlette ], Shear N, et al. Topical treatment of
actinic keratoses with 3.0% diclofenac in 2.5% hyaluronan
gel. Br J Dermatol. 2002;146:94-100.

4. McEwan LE, Smith ]JG. Topical diclofenac/hyaluronic acid
gel in the treatment of solar keratoses. Australas ] Dermatol.
1997;38:187-189.

5. Grimaitre M, Etienne A, Fathi M, et al. Topical
colchicine therapy for actinic keratoses. Dermatology.
2000;200:346-348.

6. Akar A, Bulent Tastan H, Erbil H, et al. Efficacy and safety
assessment of 0.5% and 1% colchicine cream in the treat-
ment of actinic keratoses. ] Dermatol Treat. 2001;12:199-203.

7. Marnett L]. Generation of mutagens during arachidonic
acid metabolism. Cancer Metastasis Rev. 1994;13:303-308.

8. Subbaramaiah K, Zakim D, Weksler BB, et al. Inhibition of
cyclooxygenase: a novel approach to cancer prevention.
Proc Soc Exp Biol Med. 1997;216:201-210.



Topical T for Actinic K

9. Masferrer JL, Leahy KM, Koki AT, et al. Antiangiogenic ~ 23. Sporn MB, Dunlop NM, Newton DL, et al. Prevention of
and antitumor activities of cyclooxygenase-2 inhibitors. chemical carcinogenesis by vitamin A and its synthetic
Cancer Res. 2000;60:1306-1311. analogs (retinoids). Fed Proc. 1976;35:1332-1338.

10. Isaacs JT. Role of programmed cell death in carcinogenesis. ~ 24. Loton R. Effects of vitamin A and its analogs (retinoids)
Environ Health Perspect. 1993;101:27-33. on normal and neoplastic cells. Biochim Biophys Acta.

11. Marshall ]. Treatment of solar keratoses with topically 1980;6:33-91.
applied cytostatic agents. Br ] Dermatol. 1968;80:540-542. 25. von Stuttgen G. Zur lokalbehandllung von keratosen mit

12. Physicians’ Desk Reference. 54th ed. Montvale, NJ: vitamin-A saute. Dermatologica. 1962;124:65.

Medical Economics; 2000:1759. 26. Bollag W, Ott E Vitamin A acid in benign and malig-

13. Ben-Chetrit E, Levy M. Colchicine: 1998 update. Semin nant epithelial tumours of the skin. Acta Derm Venereol
Arthritis Rheum. 1998;28:48-59. Suppl (Stockh). 1975;74:163-166.

14. Phelps P. Polymorphonuclear leukocyte mobility in vitro, ~ 27. Kligman AL, Thorne EG. Topical therapy of actinic
IV. Arthritis Rheum. 1970;13:1-9. keratoses with tretinoin. In: Marks R, ed. Retinoids in

15. Ehrenfeld M, Levy M, Bar Eli M, et al. Effect of colchicine Cutaneous Malignancy. Oxford, UK: Blackwell Scientific
on polymorphonuclear leukocyte chemotaxis in human Publications; 1991:66-73.
volunteers. Br J Clin Pharmacol. 1980;10:297-300. 28. Alirezai M, Dupuy P, Amblard P, et al. Clinical evaluation

16. Dallaverde E, Fan PT, Chang YH. Mechanism of action of topical isotretinoin in the treatment of actinic keratoses.
of colchicine, V: neutrophil adherence and phagocytosis J Am Acad Dermatol. 1994;30:447-451.
in patients with acute gout treated with colchicine.  29. Moglia D, Formelli E Baliva G, et al. Effects of topical
J Pharmacol Exp Ther. 1982;223:197-202. treatment with fenretinide (4-HPR) and plasma vitamin A

17. Phelps P. Polymorphonuclear leukocyte mobility in vitro, levels in patients with actinic keratoses. Cancer Lett.
I11. Arthritis Rheum. 1969;12:197-204. 1996;110:87-91.

18. Harris ED Jr, Krane SM. Collagenase. N Engl ] Med.  30. Misiewicz ], Sendagorta E, Golebiowska A, et al. Topical
1974;291:652-661. treatment of multiple actinic keratoses of the face with

19. Bauer EA, Valle KJ. Colchicine induced modulation of col- arotinoid methyl sulfone (Ro 14-9706) cream versus treti-
lagenase in human skin fibroblast cultures, I: stimulation of noin cream: a double-blind, comparative study. ] Am Acad
enzyme synthesis in normal cells. ] Invest Dermatol. Dermatol. 1991;24:448-451.
1982;79:398-402. 31. Moriarty M, Dunn ], Darragh A, et al. Etretinate in the

20. Fitzgerald PH, Brehaut LA. Depression of DNA synthesis treatment of actinic keratosis: a double-blind crossover
and mitotic index by colchicine in cultured human lym- study. Lancet. 1982;1:364-365.
phocytes. Exp Cell Res. 1970;59:27-31. 32. Bercovitch L. Topical chemotherapy of actinic keratoses of the

21. Epstein B, Epstein JH, Fukuyama K. Autoradiographic upper extremity with tretinoin and 5-fluorouracil: a double-
study of colchicine inhibition of DNA synthesis and blind controlled study. Br J Dermatol. 1987;116:549-552.
cell migration in hairless mouse. Cell Tissue Kinet.  33. Thorne EG. Long-term clinical experience with a topical
1983;16:313-319. retinoid. Br J Dermatol. 1993;127(suppl):31-36.

22. Hell E, Cox DG. Effects of colchicine and colchemid on ~ 34. Sander CA, Pfeiffer C, Kligman AM, et al. Chemotherapy
synthesis of deoxyribonucleic acid in the skin of a guinea for disseminated actinic keratoses with 5-fluorouracil and
pig’s ear in vitro. Nature. 1963;197:287-288. isotretinoin. ] Am Acad Dermatol. 1997;36:236-238.

DISCLAIMER

The opinions expressed herein are those of the authors and do not necessarily represent the views of the sponsor or its publisher. Please review complete prescrib-
ing information of specific drugs or combination of drugs, including indications, contraindications, warnings, and adverse effects before administering pharmacologic

therapy to patients.

FACULTY DISCLOSURE

The Faculty Disclosure Policy of the Albert Einstein College of Medicine requires that faculty participating in a CME activity disclose to the audience any relationship with
a pharmaceutical or equipment company that might pose a potential, apparent, or real conflict of interest with regard to their contribution to the activity. Any discussions
of unlabeled or investigational use of any commercial product or device not yet approved by the US Food and Drug Administration must be disclosed.

VOLUME 71, MAY 2003 379



