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Lentigo Maligna (Melanoma In Situ) 
Treated With Imiquimod Cream 5%:  
12 Case Reports
Michelle L. Spenny, MD; Jaime Walford, MD; Andrew E. Werchniak, MD; Vincent Beltrani, MD;  
Jeoffry B. Brennick, MD; Craig A. Storm, MD; Ann E. Perry, MD; M. Shane Chapman, MD

Lentigo maligna (LM) is an in situ variant of mela-
noma. Although LM has the potential for invasion, 
it often has a greatly protracted radial growth 
phase and may remain indolent for years. The 
current standard of care is surgical excision, but 
this often results in substantial morbidity; thus, 
nonsurgical approaches continue to be investi-
gated. Imiquimod cream 5% is an immunomodu-
latory agent that previously has been reported to 
successfully eradicate LM.

We evaluated the treatment course of topi-
cal imiquimod in 12 patients with LM. Data from 
patients with biopsy-proven LM were collected 
retrospectively, reviewed, and summarized. 
Patients ranged in age from 54 to 83 years. Most 
patients chose imiquimod cream as their initial 
form of treatment; however, other patients had 
a history of LM recurrence after excision or had 
positive histologic margins at the time of exci-
sion. Initial application regimens varied from 2 to 
7 times weekly. The average duration of treatment 
was 15.7 weeks but ranged from 7 to 44 weeks. 

Results of posttreatment biopsies of the most 
clinically suspicious areas in 6 patients showed 
histologic clearance; 2 patients demonstrated 
single atypical melanocytes and 4 patients dem-
onstrated clinical clearance without histologic 
confirmation. These findings suggest that imiqui-
mod cream 5% may be an effective alternative 
treatment for LM.

Cutis. 2007;79:149-152.

Lentigo maligna (LM) is an in situ variant of 
melanoma typically found on the head and neck 
of elderly patients. These tumors tend to be 

indolent for years but retain the potential to metas-
tasize.1 The current standard of care is either surgical 
excision via Mohs micrographic surgery or standard 
surgical excision with 5-mm margins. Because these 
tumors most commonly are found on the head and 
neck of elderly patients, potential surgical morbidity 
must be considered. In addition, histologic evidence 
of disease often extends beyond clinical margins, and 
differentiating the tumor from background actinic 
damage can be challenging.2 Recurrence, even after 
Mohs micrographic surgery, is not uncommon.3-5

Imiquimod cream 5% is an immunomodula-
tory agent that has antiviral and antineoplastic 
effects, and several reports of its successful use in 
the treatment of LM recently have appeared in the 
literature.6-8 This case series highlights the topi-
cal imiquimod treatment course of an additional  
12 patients with LM.

Patients and Methods
Data from 12 patients with biopsy-proven LM  
who were treated with imiquimod cream were col-
lected retrospectively for 4 years (2001–2004) from  
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3 dermatology centers (Table). The patients ranged 
in age from 54 to 83 years. 

Results
Although most patients (7/12) chose imiquimod 
cream as their initial form of treatment after all 
options were considered, 5 patients had a history of 
LM recurrence after excision or had positive histo-
logic margins at the time of excision. Initial applica-
tion regimens varied from 2 to 7 times weekly. The 
frequency of applications fluctuated according to 
symptoms and therapeutic response. Many patients 
experienced excessive irritation, and most patients 
averaged an application course of 3 times weekly. 
The average duration of treatment was 15.7 weeks 
but ranged from 7 to 44 weeks. The average follow-up 
period was 18.3 months.

Results of posttreatment biopsies of the most 
clinically suspicious areas in 6 patients showed his-
tologic clearance. In 2 patients, single atypical mela-
nocytes were seen, but a confirmatory diagnosis of 
LM was not made. Four patients declined undergo-
ing a follow-up biopsy but did demonstrate clinical 
clearance without histologic confirmation. Case 12 
shows a typical clinical course of imiquimod therapy 
for LM (Figure).

Comment
LM rarely metastasizes but may become locally inva-
sive if neglected or incompletely eradicated. Because 
many of these lesions occur on the face and require 
multiple therapeutic procedures, surgical removal 
not only poses oncologic concerns but also raises 
functional and cosmetic issues. Additionally, the 
sun-damaged skin of patients with LM often contains 
atypical melanocytes, making accurate determination 
of histologic margins difficult. Because of these short-
comings, nonsurgical treatment approaches continue 
to be evaluated.

In 2000, Ahmed and Berth-Jones6 reported the 
first case of LM successfully treated with imiquimod 
therapy. Other single case reports have followed.7,8 
Imiquimod also appears to have an effect on inva-
sive melanoma and metastatic disease.9,10

The first prospective study of imiquimod for the 
treatment of LM was reported by Naylor et al.11 In 
their study, 26 of 28 subjects (93%) had LM tumors 
that cleared after 12 weeks of daily imiquimod appli-
cation. A smaller study and case report series fol-
lowed. Some subjects failed to respond to therapy and 
were offered standard surgical excision.12 To date, the 
5-year recurrence rate is unknown. There is a single 
case in which treatment with imiquimod cleared a 
large LM; the clearing was followed by the discov-
ery of a nodular melanoma within the LM patch.  

Fisher and Lang13 believed that imiquimod stimulated 
the growth of this nodular component.

In 2 case studies,8,12 imiquimod was used in 
elderly or infirm patients who were poor surgical 
candidates or who had had a recurrence of LM after 
surgical excision. Other patients preferred an initial 
trial of imiquimod to minimize scarring and disfig-
urement.6,7,12 The clearance rates in these studies are 
impressive, but because the sample sizes are small, 
the data must be interpreted cautiously.

Imiquimod is a topical imidazoquinoline, which 
acts as an immune response modifier through the 
toll-like receptor 7.14 As a result, TH1 cytokines 
involved in cellular immune responses, including 
interleukin 12, interferon a, and tumor necrosis 
factor a, are preferentially induced. Imiquimod has 
been shown to be effective for the treatment of  
verruca vulgaris15 and other viral infections,16,17 as 

A

B

A 77-year-old man before (A) and after 12 weeks of treat-
ment with imiquimod cream 5% applied 3 to 4 times  
weekly (B). At 6 months posttreatment, there is no  
evidence of lentigo maligna (C).

C
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well as for actinic keratoses,18,19 Bowen disease,20 and 
superficial basal cell carcinoma.21,22 As our under-
standing of the mechanism of action of imiquimod 
and other immune response modifiers expands, it 
is reasonable to expect that these agents may be  
routinely used for other conditions.

Conclusion
This case report series provides continuity to sup-
port medical or nonsurgical treatment of melanoma 
in situ and stimulates further study on this matter. 
This case series, along with other recent reports in 
the literature, suggests that nonsurgical treatment of 
LM may provide a realistic option in the appropriate 
clinical setting and that further study is warranted.

Acknowledgments—The authors wish to thank  
Steven Spencer, MD; Daniel Collison, MD; and 
Robert Willer, MD, for their contribution of cases.

References
  1.	� Cohen LM. Lentigo maligna and lentigo maligna mela-

noma. J Am Acad Dermatol. 1995;33:923-936.
  2. 	� Agarwal-Antal N, Bowen GM, Gerwels JW. Histologic 

evaluation of lentigo maligna with permanent sections: 
implications regarding current guidelines. J Am Acad  
Dermatol. 2002;47:743-748.

  3. 	� Grande DJ, Koranda FC, Whitaker DC. Surgery of subclini-
cal lentigo maligna. J Dermatol Surg Oncol. 1982;8:493-496.

  4. 	� Barlow RJ, White CR, Swanson NA. Mohs micrographic 
surgery using frozen sections alone may be unsuitable for 
detecting single atypical melanocytes at the margins of 
melanoma in situ. Br J Dermatol. 2002;146:290-294.

  5. 	� Florell SR, Boucher KM, Leachman SA, et al. Histopath-
ologic recognition of involved margins of lentigo maligna 
excised by staged excision: an interobserver comparison 
study. Arch Dermatol. 2003;139:595-604.

  6. 	� Ahmed I, Berth-Jones J. Imiquimod: a novel treatment for 
lentigo maligna. Br J Dermatol. 2000;143:843-845.

  7. 	� Chapman MS, Spencer SK, Brennick JB. Histologic reso-
lution of lentigo maligna with imiquimod 5% cream. Arch 
Dermatol. 2003;139:943-944.

  8. 	� Epstein E. Extensive lentigo maligna clearing with topical 
imiquimod. Arch Dermatol. 2003;139:944-945.

  9. 	� Steinmann A, Funk JO, Schuler G, et al. Topical imiqui-
mod treatment of a cutaneous melanoma metastasis. J Am 
Acad Dermatol. 2000;43:555-556.

10. 	�Ugurel S, Wagner A, Pfohler C, et al. Topical 
imiquimod eradicates skin metastases of malignant 
melanoma but fails to prevent rapid lymphog-
enous metastatic spread. Br J Dermatol. 2002;147: 
621-624.

11. 	� Naylor MF, Crowson N, Kuwahara R, et al. Treat-
ment of lentigo maligna with topical imiquimod. Br J  
Dermatol. 2003;149:66-70.

12. 	� Powell AM, Russell-Jones R, Barlow RJ. Topical imiqui-
mod immunotherapy in the management of lentigo 
maligna. Clin Dermatol. 2004;29:15-21.

13. 	� Fisher GH, Lang PG. Treatment of melanoma in-situ 
on sun-damaged skin with topical 5% imiquimod cream 
complicated by the development of invasive disease. 
Arch Dermatol. 2003;139:945-947. 

14. 	� Hurwitz DJ, Pincus L, Kupper TS. Imiquimod: a topically 
applied link between innate and acquired immunity. Arch 
Dermatol. 2003;139:1347-1350.

15. 	� Edwards L, Ferenczy A, Eron L, et al. Self-administered 
topical 5% imiquimod cream for external anogenital 
warts. Arch Dermatol. 1998;134:25-30.

16. 	� Skinner RB. Treatment of molluscum contagiosum  
with imiquimod 5% cream. J Am Acad Dermatol. 
2002;47(suppl 4):S221-S224.

17. 	� Christensen B, Hengge UR. Recurrent urogenital herpes 
simplex—successful treatment with imiquimod. Sex Trans 
Infect. 1999;75:132-133.

18. 	� Salashe SJ, Levine N, Morrison L. Cycle therapy of actinic 
keratoses of the face and scalp with 5% topical imiqui-
mod cream: an open-label trial. J Am Acad Dermatol. 
2002;47:571-577.

19. 	� Stockfleth E, Meyer T, Benninghoff B, et al. A ran-
domized, double-blind, vehicle-controlled study 
to assess 5% imiquimod cream for the treatment of 
multiple actinic keratoses. Arch Dermatol. 2002;138: 
1498-1502.

20. 	� Mackenzie-Wood A, Kossard S, de Launey J, et al. 
Imiquimod 5% cream in the treatment of Bowen’s dis-
ease. J Am Acad Dermatol. 2001;44:462-470.

21. 	� Beutner KR, Geisse JK, Helman D, et al. Therapeutic 
response of basal cell carcinoma to the immune response 
modifier imiquimod 5% cream. J Am Acad Dermatol. 
1999;41:1002-1007.

22. 	� Marks R, Gebauer K, Shumack S, et al. Imiquimod 5% 
cream in the treatment of superficial basal cell carcinoma: 
results of a multicenter 6 week dose-response trial. J Am Acad 
Dermatol. 2001;44:807-813.


