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severe inflammation or show moderate/low efficacy (Kose 0. et al., J. Dermatol. Treatment 

2008, 19, 159-163). Similarly, liquid nitrogen cryotherapy or electrocautery and curettage 

may be used. The risks associated with cryotherapy include transient pain, edema, and 

blistering. Hypopigmentation and alopecia are also common and may be permanent, so 

5 treatment of hair-bearing areas and in darkly pigmented individuals is generally not 

recommended. 

Cutaneous lymphomas are indolent but treatable (not curable) and usually not life-

threatening. 

Cutaneous T-cell lymphoma (CTCL) has variable limited skin involvement and may be 

10 accompanied by tumor formation, ulceration, and exfoliation, complicated by itching and 

infections. Cutaneous B-cell lymphomas (CBCL) are a less common version of cutaneous 

lymphomas, making up about 20-25% of all cutaneous lymphomas. 

There are multiple treatments for cutaneous lymphoma (topical or systemic): Topical: 

Corticosteroids, Bexarotene (Targretin), Mechlorethamine (Mustargen and Valchlor), 

15 Carmustin (BCNU), Phototherapy, Local and total skin electron beam conventional 

radiotherapy. Systemic: Various targeted biological immuno-therapies, HDAC inhibitors and 

chemotherapies 

In conclusion, there is an ongoing need for improved therapies for skin lesions. 

20 	SUMMARY 

It has now surprisingly been found that the compounds of formula (I) are selective and 

specific inhibitors of mTOR and/or dual inhibitors of PI3K/mTOR and are highly effective in 

regressing skin lesions, in particular cutaneous squamous cell carcinoma (cSCC) and actinic 

keratosis (AK). 

25 	Thus, in a first aspect, there is provided a compound of formula (I), 
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