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Summary Skin deposits from breast cancer can present serious therapeutic problems, especially when resistant to conventional therapy.
Topical application of a cytotoxic drug may represent an attractive new treatment modality devoid of major systemic toxicity. Miltefosine was
selected because of its efficacy in breast cancer models. A mixture of alkylated glycerols of various chain lengths and water was used as the
pharmaceutical vehicle to dissolve and to further facilitate tissue penetration of miltefosine. In our Institute a phase II study was performed to
determine the efficacy and tolerability of topically applied miltefosine in patients with cutaneous metastases from breast cancer. Thirty-three
patients in total entered the trial. A 6% miltefosine solution was applied once daily in the first week and twice daily in the following weeks. The
planned minimum treatment duration was 8 weeks. We found an overall response rate of 43% for 30 evaluable patients, composed of 23%
complete response and 20% partial response. The median response duration was 18 weeks, range 8–68. Toxicity consisted mainly of localized
skin reactions, which could be controlled by a paraffin-based skin cream and, where appropriate, by dose modification. No systemic toxicities
were observed. We conclude that topical miltefosine is an effective treatment modality in patients with skin metastases from breast cancer.
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 
        
         

         


        
 
  
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Figure 1 Structural formula of miltefosine
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
       
          
  

      




Patient population

         
       

        
         
           

 
 
 ×  ×  
          



Treatment plan and study design

          
     



           
          

       

         
         

 
      



Response criteria

       

         





           

 


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Other criteria

        





Patients

        
           


            
  





         

         
          
       




Toxicity





        


       



        
        
         


   



Response

      
       
       

     

  

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Table 1 Patient characteristics

Patient characteristics No. %

Total patients 33 100
Evaluable for toxicity 33 100
Evaluable for anti-tumour activity 30 91

Median age, years (range) 57 (30–90)
WHO performance status

0 21 64
1 10 30
2 1 3
Not documented 1 3

Pretreatment combination
Surgery + endocrine therapy 2 6
Surgery + endocrine therapy + chemotherapy 1 3
Surgery + radiation + chemotherapy 1 3
Surgery + radiation + endocrine therapy 6 18
Radiation + endocrine therapy + chemotherapy 8 24
Surgery + radiation + endocrine therapy + chemotherapy 15 45

Time (years) between first diagnosis and start of miltefosine treatment
≤ 4 14 42
5–8 10 30
9–12 2 6
> 12 7 21

Time (months) between first occurrence of skin metastases and start
of miltefosine treatment
≤ 6 5 15
7–12 2 6
13–24 7 21
25–48 11 33
> 48 8 24

Figures 2–5 The figures depict skin deposits in a previously irradiated breast of a 53-year-old woman, who presented with inflammatory breast cancer and was
treated with anthracycline-based primary chemotherapy. Diagnosis was confirmed by biopsy (black scar in Figures 2 and 3) and she was treated with 8 weeks
miltefosine. The treated area shows white discolouration in Figures 4 and 5. Outside the treated area (below the nipple) new skin deposits have developed. These
lesions were treated successfully with miltefosine, but other systemic treatment became necessary by rapidly progressive lung metastases. She died 8 months later

Figure 2 Figure 3

Figure 4 Figure 5
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Table 2 Response

Response Number of patients (%) Median duration of response in weeks (range)

Complete remission 7 (23) 24 (8–68)
Partial remission 6 (20) 12 (8–22)
Stable disease 10 (33) 8 (6–13)
Progressive disease 7 (23)





         

         

        


         
         
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