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BEXAROTENE: PROPOSED MECHANISMS OF ACTION 

(rev. in Pileri A et al. Immunotherapy 2013)

• Th2 cytokine (IL4) downregulation 

•induction of apoptosis

bcl2-independent activation of caspase 3

decrease survivin levels

increased CD95 expression

• downregulation CCR4 expression by malignant T-cells

• increase of Treg levels

• increase chromosome 12 copies











Low-dose Bexarotene +PUVA

• Among the patients treated at our phototherapy center, a CR was achieved with less 
cumulative Joules (133) than our previously institutional experience with PUVA 
monotherapy (157)

• …The RR was 87% with a CR of 53%... 

• The results with Bexarotene 150 mg were similar to 300 mg 

• The lower dose was generally better tolerated

• Serious photoreactions were not reported

• These preliminary findings are encouraging to support the further exploration of this 
combination modality

USA, multicentric, dose-randomized Guitart J 2006



Refractory/Relapsed  after PUVA +/- IFN

Low dose Bexarotene plus PUVA

MF stage IB/IIA

Florence Lymphoma Group
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After

induction

End Maintainance

Response N. % N. %

OR 12 100 12 100

CR 5 42 6 50

VGPR 6 50 5 42

PR 1 8 1 8

Rupoli S et al, submitted



STUDY DESIGN

150 mg/die (300mg/die if BSA>2m2)  for 2 
weeks, 
then 300 mg/die (450 mg/die if        
BSA> 2 m2) for 6 mos

MF stage IIB-IV, SS, PTL-U .

Bexarotene: start 6 weeks after the 
end of previous non-SDT treatments 

STANDARD DOSE: 300 mg/m2/die



PATIENTS’ PROFILE

Gender 19F; 21 M

Age (range) 63 (32-82)

Diagnosis 5 SS, 5 PTL-U, 30 MF

MF stages 20 IIB

3 IIIA

2 IIIB

1 IVA1 

3 IVA2

1 IVB



NUMBER PREVIOUS TERAPHIES 
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BEXA-MAINTAINANCE 
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RELAPSE-FREE SURVIVAL

Mediana: 25 mesi 

2-yrs RFS: 58%
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Gemcitabine

75% ORR in front line 
[Marchi et al. 2005; Duvic et al. 2006]

Peg-Doxo

56 – 88% ORR (17 - 44% CR)
[Wollina et al. 2003; Pulini et al. 2007; Quereux  et 

al. 2008] 





Peg-DOXO + oral BEXAROTENE: 

preliminary results

• Peg-Doxo 20 mg/m(2) i.v. every 4 weeks   if SD 
add Bexarotene 150 mg/m(2)/die p.o. until best 
response  if response continue with bexa only

• 7 patients (4 MF stage IIB and 3 PTL-NOS, 
relapsed after or recalcitrant to previous treatments)

• clinical response in 9/11 pts. (3 CR, 2 VGPR, 2 PR; 
one discontinued after the 1st peg-doxo infusion 
due to untolerable skin toxicity)

• max. PFS =  23 mos. to date













Gem 1000 mg/mq i.v. days 1,8 

every 21 (4 cycles) + Bexa 300 

mg/mq/die

Weaknesses:

a. 36.1% pts  in stage IV

b. heavily pretreated

c. poorly tolerated Bexa dosage 



MONOCENTRIC PILOT STUDY:

9 patients (6 MF stage IIB, 3 PTL-U)

Gemcitabine (1200 mg/m2 i.v. days 1,8 every 28) + Bexarotene

(150 mg/m2/die p.o.) until best response, then Bexa only until

progression.

8/9 (88.8%) ORR – 2 CR, 4 VGPR e 2 PR; 1 SD.

Median PFS = 19 months (max 26) to date

proposal of prospective, multicenter study under

evaluation by FIL board


