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ABSTRACT 

 

Initial topical monotherapy may increase the risk of recurrence 

in patients with Extramammary Paget’s disease 
 

Sooyie Choi 

 

Department of Medicine  

The Graduate School, Yonsei University  

 

(Directed by Professor Kee Yang Chung) 

 

 

Although topical therapies are used to treat extramammary Paget’s disease 

(EMPD), reliable treatment outcomes and the effects of these therapies on 

subsequent surgical treatments are unclear. In this study, we aimed to assess the 

clinical outcomes of topical treatment of EMPD and establish the treatment 

guidelines. 

Medical records of 166 patients diagnosed with EMPD were retrospectively 

reviewed. The recurrence rate was evaluated according to the previous use of 

topical agents. Thirty-four patients (34/166, 20.5%) were initially treated topical 

agents, like imiquimod, 5-fluorouracil, and ingenol mebutate. Three patients 

(3/34, 8.8%) showed clinical response, while 31 patients required subsequent 

therapy owing to treatment failure. Analysis of the prognostic factors of 

recurrence in 166 patients revealed that initial topical treatment increased the 

hazard ratio (HR) in both univariate and multiple Cox proportional hazards 

models (HR=3.770, 95% confidence interval (CI)=1.768–8.037, p=0.001, and 

adjusted HR=3.144, 95% CI=1.363–7.250, p=0.007). Patients treated with 

topical agents showed significantly poorer 3-year recurrence-free survival than 

the non-treated group (66.3% vs 88.6 %, p<0.001). 

In conclusion, topical treatment can be deleterious for some EMPD patients 

by negatively affecting the risk of recurrence and surgical outcomes.  
 

 

 

                                                            

Key words : extramammary Paget's disease, Mohs micrographic surgery, topical 

treatment, recurrence, recurrence-free survival, prognostic factors  
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I. INTRODUCTION 

 

Extramammary Paget’s Disease (EMPD) is a rare cutaneous malignancy that 

arises in apocrine-rich areas such as genitalia and axilla.1 Similar to other 

cutaneous malignancies, the first-line treatment option for EMPD is complete 

surgical excision. Previously, wide local excision (WLE) was considered 

standard treatment; however, it was recently discovered that Mohs micrographic 

surgery (MMS) has a superior outcome on recurrence-free survival.2-4 Currently, 

MMS is usually performed with the aim of completely removing the tumor cells, 

while simultaneously preserving the anatomical and functional unit.  

Although the most common treatment option for EMPD has long been the 

surgical excision as mentioned above, the complexity of genital anatomy and 

the extensiveness of the associated tumor surface areas has given rise to various 

non-surgical modalities. One such modality for the treatment of EMPD is 

topical ointments such as 5-fluorouracil (5-FU), bleomycin, ingenol mebutate 

0.015% gel, and imiquimod 5% cream. 5-FU and bleomycin are cytotoxic 

chemotherapeutic agents that interfere with DNA and RNA synthesis, resulting 

in cell death. These topical chemotherapies have demonstrated partial clinical 

response, albeit with chemo-toxic side effects.5,6 Ingenol mebutate 0.015% gel 

is a natural extract product derived from the plant Euphorbia peplus, which 
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induces rapid cell necrosis and an inflammatory response.7 Two case reports 

have demonstrated clearance of EMPD with ingenol mebutate.8,9 Meanwhile, 

imiquimod, an immunomodulatory agent, is the most commonly used off-label 

topical treatment of EMPD, with varying response rates ranging from 50% to 

100%.10-12 In addition to these conventional cytotoxic or immunomodulatory 

agents, novel trials using topical agents containing calcipotriene in conjunction 

with retinoic acid in recalcitrant EMPD have been reported recently.13,14 Still, 

long-term analyses of the effectiveness and prognosis of topical therapy in 

EMPD remain scarce, and most of the existing research is in the form of case 

reports. Moreover, it is not known how they affect subsequent surgical 

treatments. 

In this study, we aimed to investigate the clinical outcomes and prognosis 

based on our experience of EMPD treated with or without initial topical 

therapies, and to analyze the prognostic factors of EMPD recurrence. It is 

our belief that this study will help to further the collective understanding of 

treatment modalities for EMPD, and to establish individualized treatment 

guidelines. 

 

II. MATERIALS AND METHODS 

 

1. Patient selection   

  A. Baseline characteristics 

 This study is a retrospective review of the patients who were pathologically 

proven for EMPD to Severance Hospital between December of 2005 and 

December of 2019. The study was approved by the institutional review board 

of Yonsei University Severance Hospital (approval number 4-2020-0074). 

Patients’ medical records and information were de-identified prior to analysis, 

and this study was conducted in accordance with the principles of the 

Declaration of Helsinki. Electronic medical records and pre-operative digital 

photographs were reviewed. Age, sex, and previous medical history were 
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obtained in addition to information regarding the anatomical location, initial 

stage, and dermal invasion of the tumor. 

 

 B. Treatment options 

Regarding the treatment modalities, information about the type of surgery, 

scout biopsy history, number of stages of MMS, lymph node dissection history, 

adjuvant therapies, and type of topical therapy is included. The prognostic 

factors affecting recurrence and survival were then analyzed. 

 

2. Statistics 

The Fisher’s exact or chi-square test was used to assess associations between 

the topical treatment and the baseline clinical features. Then, to identify the 

prognostic factors of recurrence, a univariate Cox proportional analysis was 

performed. Factors with statistical significance of p-value ≤ 0.05 in the 

univariate model and possible confounding factors discovored in the Fisher's 

exact or Chi-square test were then analyzed with a multiple cox proportional 

model. Also, recurrence-free survival rate and overall survival rate were 

estimated using the Kaplan-Meier graph. Lastly, an independent student’s t-test 

was used to compare the influence of the treatment on the number of stages of 

the MMS. All statistical analyses were performed using IBM SPSS ver. 25.    

 

III. RESULTS 

 

1. Demographics and clinical presentation 

 Demographics and clinical characteristics of the 166 patients are 

summarized in Table 1. Of the 166 patients, 122 (73.5%) patients were male, 

and 44 (26.5%) patients were female. The median age was 65.4 years (range 

37–84). At initial presentation, 155 (93.4%) patients had localized tumors, while 

6 (3.6%) patients and 5 (3.0%) patients initially had nodal and distant metastasis, 

respectively. The average follow-up duration was 43.39 ± 46.27 months.  
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The anatomical distribution of the primary tumor was as follows: scrotum 

100 (60.2%), penile shaft 55 (33.1%), vulva 32 (21.1%), perianal 19 (11.4%), 

and others 35 (24.1%). Locations such as axilla, chest, flank, abdomen, pubis, 

and thigh were included in this final category.  

 

2. Treatment of extramammary Paget's disease 

The number of patients who underwent surgical resection at initial 

presentation was 128 (77.1%). Of these, 98 (76.6%, 98/128) patients underwent 

MMS, while 30 (23.4%, 30/128) patients underwent WLE, including the 

vulvectomy, penectomy, and abdominoperineal resection performed by the 

Departments of Gynecology, Urology, and Colorectal Surgery.  

Thirty-four patients were initially treated with topical agents. Topical treated 

group had more female (p=0.009), subsequently with higher incidence of vulva 

lesions (p=0.023). Otherwise, there were no clinically significant differences in 

the baseline characteristics, including the dermal invasion and initial 

presentation. (Table 2.) Regarding the topical agents, 20 (58.8%) were treated 

with imiquimod, 8 (23.5 %) with ingenol mebutate, and 1 (2.9%) with 5-FU. 

Also, 4 patients used both imiquimod and ingenol mebutate, and 1 patient used 

both imiquimod and 5-FU after imiquimod monotherapy proved insufficient 

(Table 3.) Of the 34 patients, only 3 patients did not perform any subsequent 

therapy following topical treatment. One of these patients achieved complete 

remission (CR) of the tumor following the concomitant application of 

imiquimod and ingenol mebutate, while two other patients achieved stable 

disease (SD). The clinical characteristics of the three patients are listed in table 

4.  

The other 31 patients required subsequent treatments due to insufficient 

response to initial topical monotherapy, and 24 patients ended up having 

surgical resection eventually (Fig. 1). For those who underwent MMS, the 

average stage of MMS was 3.20 for the topically treated group, compared with 
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2.37 in the control group; however, this value was not statistically significant 

(p=0.18) (Fig. 2). Apart from surgery, 4 patients were treated with additional 

radiotherapy (RT), and 3 patients underwent concurrent chemo-radiotherapy 

(CCRT) due to disease progression.  
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Table 1. Baseline characteristics of the 166 patients.  

 Total 

n=166 

Age   

Mean, y (range) 65.4 (37–84) 

Sex (%)  

Male 122 (73.5) 

Female 44 (26.5) 

Fitzpatrick skin type  

 II 7 (4.2) 

 III 90 (54.2) 

 IV 46 (27.7) 

 V 23 (13.9) 

Anatomical location (%)  

Scrotum 100 (60.2) 

Penile shaft 55 (33.1) 

Perianal 19 (11.4) 

Vulva 35 (21.1) 

Other 40 (24.1) 

Dermal invasion (%) 24 (14.5) 

Initial status  

 Local 155 (93.4) 

 Nodal metastasis 6 (3.6) 

 Distant metastasis 5 (3.0) 

Type of surgery (%)  

MMS 114 (68.7) 

WLE 38 (22.9) 

Scout biopsy (%) 76 (45.8) 

Lymph node dissection (%) 10 (6.0) 

Topical treatment (%) 34 (20.5) 

Other initial treatment   

 RT 2 (1.2) 

 CCRT 1 (0.6) 

Postoperative adjuvant therapy  

 RT 5 (3.0) 

 CR 1 (0.6) 

 CCRT 5 (3.0) 

Associated solid tumor (%) 16 (9.6) 

Abbreviations: MMS, Mohs micrographic surgery, WLE, Wide local excision; RT, 

Radiotherapy; CCRT, Concurrent chemo-radiotherapy;  
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Table 2. Demographics of the patients who were treated by topical agents.  

 Initial topical 

treatment 

n=34  

Initial other 

treatment 

n=132 

p value 

Age     

37 ~ 49 2 (5.9) 9 (6.8) 

0.192 

50 ~ 59 7 (20.6) 27 (20.5) 

60 ~ 69 8 (23.5) 54 (40.9) 

70 ~ 84 17 (50.0) 42 (31.8) 

37 ~ 49 2 (5.9) 9 (6.8) 

Sex (%)    

Male 19 (55.9) 103 (78.0) 
0.009* 

Female 15 (44.1) 29 (22.0) 

Fitzpatrick skin type    

 II 3 (8.8) 4 (3.0) 

0.346 
 III 17 (50.0) 73 (55.3) 

 IV 8 (23.5) 38 (28.8) 

 V 6 (17.6) 17 (12.9) 

Anatomical location (%)    

Scrotum 16 (47.1) 84 (63.6) 0.078 

Penile shaft 8 (23.5) 47 (35.6) 0.182 

Perianal 6 (17.6) 13 (9.8) 0.228 

Vulva 12 (35.3) 23 (17.4) 0.023* 

Other 6 (17.6) 34 (25.8) 0.324 

Dermal invasion (%) 3 (8.8) 21 (15.9) 0.415 

Lymph node metastasis (%)    

 Local  32 (94.1) 123 (93.2) 

1.000  Nodal metastasis 1 (2.9) 5 (3.8) 

 Distant metastasis  1 (2.9) 4 (3.0) 

Associated solid tumor (%) 3 (8.8) 13 (9.8) 1.000 

*p<0.05  
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Table 3. Topical treatment and associated failures and recurrences following subsequent surgery 

Type of topical 

agent 

Num

ber of 

patie

nts 

Application 

method 

Failure of 

initial topical 

treatment, n 

(%) 

Subsequent 

surgery due to 

failure of 

initial topical 

treatment, n 

(%) 

Recurrence following 

subsequent surgery, 

n (%) 

Average 

duration of 

recurrence 

after 

surgery, 

months 

(range) 

Mean follow 

up duration, 

months 

(range) 

5% Imiquimod 20 3 times/week  
19 (95.0%, 

19/20) 

16 (80.0%, 

16/20) 
9 (56.3%, 9/16) 32.5 (2–87) 56.2 (13–124) 

Ingenol 

mebutate 
8 

1–4 days at 1–4 

months interval 
8 (100.0%, 8/8) 6 (75.0%, 6/8) 1 (16.7%, 1/6) 39.0 (39) 40.0 (9–57) 

5-Fluorouracil 1 2 times/day  1 (100.0%, 1/1) 1 (100.0%, 1/1) 0 (0.0%, 0/1) NA 64.0 (64) 

5% Imiquimod 

and 

5-Fluorouracil 

1 

Imiquimod: 3 

times/week 

+ 5-fluorouracil 

2 times/day 

1 (100.0%, 1/1) 0 (0.0%, 1/1) NA NA 118 

5% Imiquimod 

and  Ingenol 

mebutate 

4 

Imiquimod: 3 

times/week  

+ ingenol 

mebutate: 4 days 

at 1–3 months 

interval  

2 (50.0%, 2/4) 1 (25.0%, 1/4) 1 (100%, 1/1) 38.0 (38) 37.5 (13–61) 

Total 34  
31 (91.2%, 

31/34) 

24 (70.6%, 

24/34) 
11 (45.8%, 11/24) 34.3 (2–87) 56.1 (9–189) 



10 

 

Table 4. Clinical characteristics of 3 patients with compatible response to topical monotherapy  

Patient 

No. 

Age Sex Tumor 

location 

Initial 

status 

Type of 

topical 

agent 

Application dose 

& method 

Dermal 

invasion 

Associated 

internal 

malignancy 

Clinical 

outcome 

Follow 

up 

period 

(months) 

1 52 M Scrotum Local Imiquimod 1 pack (250 mg) No No SD 189 

2 37 F Vulva Local Imiquimod 

+ Ingenol 

mebutate 

Imiquimod 

(prescribed outside 

hospital) 

Ingenol mebutate 

(2–4 days at 

1–3-month 

intervals for 6 

cycles) 

No No SD 13 

3 66 F Vulva Local Imiquimod 

+ Ingenol 

mebutate 

Imiquimod (every 

other day for 3 

weeks) 

Ingenol mebutate 

(4 days, 1 cycle) 

No No CR 45 

Abbreviations : SD, Stable disease; CR, complete response  
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Figure 1. Treatment flow diagram of the patients diagnosed with extramammary Paget’s disease.  

 

 

Abbreviations : MMS, Mohs micrographic surgery; WLE, Wide local excision; CT, Chemotherapy; RT, Radiotherapy; CCRT, 

Concurrent chemo-radiotherapy; CR, Complete remission; SD, Stable disease; PD, Progressive disease 



 

 

12 

 

 

Figure 2. Comparison of the number of stages of MMS according to the use of topical 

treatment.  

 
 

Abbreviations : MMS, Mohs micrographic surgery; SD, Standard deviation 
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3. Recurrence and survival 

 

The total incidence of pathologically proven recurrence among the 166 patients 

was 29 (17.5%), of which 22 (75.9%) showed local recurrence, 6 (20.7%) showed 

lymph node metastasis, and 1 (3.4%) showed distant metastasis. Among the 34 

patients treated with topical application, 14 (41.2%) showed recurrence, including 2 

patients who developed regional lymph node and distant metastasis, respectively.  

According to the univariate Cox proportional analysis, anatomical location of 

perianal area, WLE, and the use of topical treatment significantly raised the HR for 

recurrence. When factors with statistical significance of p-value ≤ 0.5 at univariate 

analysis were included in the multiple Cox proportional model, the adjusted HR of 

topical treatment remained statistically significant (HR=3.144, 95% Confidence 

interval (CI)=1.363–7.250, p=0.007). Clinical features and their relationship with 

recurrence are listed in Table 5. 

In addition, when analyzed using the Kaplan-Meier graph, the patients treated with 

topical agents showed significantly poorer 3-year recurrence-free survival compared 

to the non-topical group (66.3% vs 88.6 %, p < 0.001) (Fig. 3). The 5-year overall 

survival for the total of 166 patients was 93.8%. We were unable to provide a 

comparison between groups of survival rate according to topical treatment type 

because none of the patients died from the topically treated group.  
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Table 5. Univariate and multiple Cox proportional model for the recurrence.  

  
 Univariate Cox proportional model Multiple Cox proportional model 

HR (95% CI) p value Adjusted HR (95% CI) p value 

Age      

Mean, y (range) 1.047 (1.002–1.094) 0.042* 1.016 (0.968-1.066) 0.517 

Sex      

Male     

Female 1.105 (0.485–2.518) 0.812 0.435 (0.149-1.273) 0.129 

Fitzpatrick skin type     

 II     

 III 0.435 (0.098–1.937) 0.275   

 IV 0.339 (0.065–1.760) 0.198   

 V 0.728 (0.145–3.660) 0.700   

Anatomical location     

Scrotum 0.884 (0.415–1.882) 0.749   

Penile shaft 1.108 (0.502–2.447) 0.799   

Perianal 2.639 (1.055–6.601) 0.038* 3.213 (1.135-9.091) 0.028* 

Vulva 1.004 (0.403–2.502) 0.993   

Other 0.946 (0.381–2.351) 0.905   

Dermal invasion  1.189 (0.448–3.159) 0.728   

Initial status     

 Local     

 Nodal metastasis 0.466 (0.056–3.901) 0.481   

 Distant metastasis 1.361 (0.181–10.245) 0.765   

Type of surgery     

MMS     

WLE 2.249 (1.002–5.048) 0.050* 2.159 (0.939-4.963) 0.070 

Scout biopsy  1.670 (0.783–3.561) 0.184   

Lymph node dissection  0.749 (0.177–3.171) 0.694   

Topical treatment  3.770 (1.768–8.037) 0.001* 3.628 (1.558-8.450) 0.003* 

Other initial treatment      

 RT 5.641 (0.738–43.133) 0.096   

 CCRT 0.030 (0.000–51.242) 0.357   
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Postoperative adjuvant therapy     

 RT 0.045 (0.000–2.046x105) 0.691   

 CR 0.044 (0.000–1.537x103) 0.559   

 CCRT 0.045 (0.000–1.263x105) 0.682   

Associated solid tumor (%) 0.897 (0.268–3.008) 0.860   

Abbreviations : MMS, Mohs micrographic surgery, WLE, Wide local excision; HR, Hazard ratio; CI, 

Confidence interval; RT, Radiotherapy; CCRT, Concurrent chemo-radiotherapy; *p ≤ 0.05 
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Figure 3. Comparison of the recurrence-free survival of Extramammary Paget’s 

Disease patients who were treated with or without topical agents (Kaplan & 

Meier graph) 
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IV. DISCUSSION 

 

 Although surgical excision is considered common practice in EMPD, 

aggressive surgeries on the genital area can be deleterious to some patients. 

Thus, there have been many attempts to address the shortcomings of surgery, 

including topical therapies, radiation therapy, and photodynamic therapy. 

However, the data are inconsistent for these treatments, with some reports 

lacking pathological evidence of the response to treatment. 

It has been suggested that topical therapy could be the alternative treatment 

option that will incite a paradigm shift for the treatment of EMPD, with the 

potential to reduce recurrence rates while minimizing complication risk. 

Unfortunately, prior research shows that topical 5-FU and bleomycin have poor 

response rates and toxic side effects5,6,15. With regards to ingenol mebutate, 

there is a lack of evidence to support its use in EMPD; however, Oh et al8 did 

suggest that it may have a potential use as an adjuvant to surgery for EMPD, 

provided that caution is use.. Meanwhile, the response of imiquimod as a 

curative therapy in EMPD is debatable, with only one clinical trial evaluating 

the efficacy of the imiquimod application (NCT02385188). Still, there have 

been relatively recent studies to evaluate the response rate of imiquimod in 

EMPD. For example, a prospective study from 2016 reported 6 (75%) complete 

clinical and histological responses among 8 patients treated with imiquimod 3 

times per week for 12 weeks.11 However, the study only included patients with 

recurrent EMPD, and those who developed recurrences following imiquimod 

treatment did not progress to invasive disease. Also, a study which evaluated the 

nonsurgical treatments for EMPD reported the complete response rate of 

imiquimod as being as high as 54%, while more than 85% of patients achieved 



 

 

18 

 

 

partial response of 50% or more during the mean follow-up period of 29 

months.  

However, our study revealed that the majority of the patients treated by topical 

agents (31/34, 91.2%) ended up having subsequent additional therapy due to 

poor response. There were no differences except for the sex between the 

patients who were treated with or without topical therapy. We interpret the 

reason for this gender discrepencies as women tend to prefer non-invasive 

treatment. Nonetheless, we adjusted confounding factors with multiple analysis, 

and the HR for the for recurrence were 3.628, which was stastically significant.  

In addition, the topical-treated group also had a higher number of stages of 

MMS (3.20 vs 2.37), with poorer 3-year recurrence free survival. (66.3% vs 

88.6 %, p < 0.001) Considering the fact that the fundamental concept of the MMS 

is based on the fact that the Paget cells are continuously distributed when the 

tumor progresses, complete removal of the tumor becomes challenging if there 

is a satellite lesion. The increase in the number of stages of MMS after topical 

application indicates the likelihood of a false-negative result by interfering with 

tumor continuity in the case of multifocal lesions, and thereby leading to 

recurrence. Another possible explanations for the poor prognosis in the 

topically-treated group is that majority of the patients applied the agents by 

themselves at home. Inconsistencies in application interval and technique 

without the supervision of an expert may have negatively affected the tumor 

continuity, thereby resulting in a higher recurrence rate.  

Although independent use of topical agents showed poor recurrence-free 

survival, there is still demand for alternative loco-regional therapies that avoid 

the complexity associated with surgical procedures while also improving the 

patients’ psychosocial status and post-surgery quality of life.16 Here, we 

recommend primary topical therapy only in cases where excess morbidity after 
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surgical resection in expected. Still, there should be a thourough monitoring and 

close surveillance to detect recurrneces and adverse effects.  

 

 

V. CONCLUSION 

 

Topical treatment alone can be deleterious to some EMPD patients, increasing 

the possibility of recurrence. Instead of independent use of the topical agents, a 

combination of non-invasive imaging techniques should be considered for the 

curative treatment of EMPD in the future.  
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ABSTRACT(IN KOREAN) 

초기 국소외용제 단일 요법을 통해 치료한 유방외파젯병 환자의 

재발 위험 인자 분석을 위한 후향적 분석 연구 

 

<지도교수  정 기 양> 

 

연세대학교 대학원 의학과 

 

최 수 이  

 

유방외파젯병 (Extramammary Paget’s disease, EMPD) 은 생식기, 

항문, 직장과 겨드랑에 있는 아포크린샘에 주로 발생하는 드문 

피부 종양으로, 대부분의 피부암과 같이 종양의 수술적 완전 

절제가 표준 치료법이다. 다만, 대부분 외음부 등에 발생하는 

만큼 해부학적인 제약으로 인한 수술의 기술적인 어려움을 

대체하기 위하여 다양한 치료 방법들이 시도되고 있고, 외용제 

치료가 그 중 하나이나, 이들 국소 치료법의 효과 및 예후에 

대하여 장기적으로 분석한 자료는 명확하지 않다.  

이에 본 연구에서는 유방외파젯병에 대한 국소 치료의 임상 

결과를 평가하고 치료 지침을 설계하기 위하여 본원에 내원한 

유방외파젯병 환자들의 치료법 및 임상적인 특징에 대하여 

확인하고, 한 가지 이상의 외용제 치료를 받은 환자의 예후에 

대해 분석하였다. 유방외파젯병으로 진단 된 166명 환자의 의료 

기록을 후향적으로 검토하였으며, 각 치료에 따른 재발율을 

확인하고자 하였다.  

 결과적으로 총 34명의 환자가 (34/166, 20.5%) 초기에 이미퀴모

드 (imiquimod) 5% 크림이나 ingenol mebutate 0.015% 겔, 항암제인 

bleomycin, 5 – fluorouracil연고 같은 외용제로 치료받았으며, 3명
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의 환자에서만 임상반응을 보였고 31명의 환자는 치료 실패로 

인해 후속 치료를 필요로 했다. 166명의 환자에서 재발의 예후 

인자를 분석 한 결과, 초기 국소 치료가 단변량 및 다중 Cox 비

례 위험 모델 모두에서 위험비율 (Hazard ratio, HR)을 증가시켰다. 

(HR=3.770, 95% confidence interval (CI)=1.768–8.037, p=0.001, and 

adjusted HR=3.144, 95% CI=1.363–7.250, p=0.007) 국소 제제로 치

료받은 환자는 치료받지 않은 그룹보다 3년 무재발 생존율이 유

의하게 낮음을 확인하였다. (66.3% vs 88.6 %, p<0.001). 

 본 연구를 토대로 국소 치료만으로 유방외파젯병을 치료하는 

것은 임상적 이득이 낮으며, 재발 가능성이 높음을 확인하였다. 

이에 수술적 치료를 시행할 수 없는 경우에 한하여 조심스럽게 

국소 외용제를 사용해야하며, 높은 재발율을 염두에두고, 철저한 

추적관찰을 병행해야할 것이다.  
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