Supplementary Table 5: Clinical data for patient survival and response to treatment for cutaneous T-cell lymphoma
	[bookmark: _GoBack]Study name
NCT number
	Reference
	Progression/survival
	Efficacy, n (%) [95% CI]
	Adverse event, n (%)

	Conventional therapies

	Extracorporeal photopheresis (n=2)

	-
	Atilla et al, 2015 (87)
Atilla et al, 2017a (74)
	· OS rate†, 72 months (3-211 months)
	n (%)
· CR, NR (30)
· PD, NR (36)
· ORR, 21 (42)
Median (range)
· TTR, 11 months (3-48 months)
· Early-stage CTCL, 14 months
· Late-stage CTCL, 8 months
· DOR, 14 months (1-33 months)
	· Non-severe treatment related AEs, 8 (16) 
During procedure
· Headache, (2)
· Fever, (10)
· Shivering, (6)
· Nausea, (2)

	-
	Coronel-Perez et al, 2007 (88)
	NR
	· Complete response, 13 (57)
· Partial response, 8 (35)
	NR

	Gemcitabine (n=2)

	-
	Jidar et al, 2009 (89)
	NR
	· CR, 1 (4.3)
· PR, 9 (39)
· ORR, 10 (62.5)
	· Neutropenia
· Any grade, 11 (48)
· Grade 3–4, 23 (30)
· Thrombocytopenia, 6 (26)
· Haematological toxicity, 15 (62.5)
· Anaemia, 12 (52)

	-
	Pellegrini et al, 2014 (90)
	· 15-year OS, 47% (median reached at 5.2 years [62.4 months])
· PFS, 8.8% (median reached at 13.1 months)
· Disease-free survival, 40% (median reached at 2.9 years)
	· ORR, NR (48)
· Complete response, NR (20)
	· Anaemia, 8 (32)
· Thrombocytopenia, 7 (28)
· Neutropenia, 2 (8)
· Nausea, 3 (12)
· Renal failure, 1 (4)

	Interferon combination therapies (n=4)

	-
	Aviles et al, 2007 (60)
	· 10-year PFS, 53%
· 10-year OS, 69%
	· CR, 112 (74)
	· Flue, 43 (27)
· Granulocytopenia, 23 (14)

	-
	Aviles et al, 2015 (51)
	· 5-year PFS, n (%)
· IFN/MTX, 98 (60)
· IFN/retinoids, 90 (62), p=0.8
· 5-year OS, n (%)
· IFN/MTX, 141 (70)
· IFN/retinoids, 118 (67), p=0.03
	· Overall CR 
· IFN/MTX, 162 (80)
· IFN/retinoids, 141 (80), p=0.95
· CR at 6 months
· IFN/MTX, 33 (16)
· IFN/retinoids, 35 (19), p=0.8
· CR at 12 months
· IFN/MTX, 129 (64)
· IFN/retinoids, 106 (60), p=0.66
	· Fever/pyrexia
· IFN/MTX, 6 (3)
· IFN/retinoids, 11 (6)
· Thrombocytopenia
· IFN/MTX, 1 (0.5)
· IFN/retinoids, 3 (2)
· Flu-like symptoms
· IFN/MTX, 46 (23)
· IFN/retinoids, 38 (22)
· Granulocytopenia
· IFN/MTX, 22 (11)
· IFN/retinoids, 5 (3)

	-
	Nikolaou et al, 2011 (91)
	· 2-year PFS, 52%
· 5-year PFS, 29%
· 2-year RFS, 82%
· 5-year RFS, 45%
· Median RFS, 48 months
	· ORR, 15 (68)
· CR, 10, (45)
· PR, 5 (23)
	· Any AE, 18 (81)
· Fatigue, 18 (81)
· Flue, 6 (27.3)
· Leukopenia, 8 (36.4)
· Anaemia, 1 (4.5)

	-
	Roberge et al, 2007 (92)
	· Median RFS
· TSEI, 95.5 months
· TSEI/IFN, 7.4 months
p-value, 0.003
· Median OS
· TSEI, 61 months
· TSEI/IFN, 38 months, p-value, 0.4
	· CR
· TSEI, NR (65)
· TSEI/IFN, NR (58), p-value, 0.6
	· Dermatitis
· TSEI, 31 (100)
· TSEI/IFN, 19 (100)
· Fever/pyrexia
· TSEI, NR (NR)
· TSEI/IFN, NR (32)

	Pegylated liposomal doxorubicin (n=2)

	EORTC 21012
NCT00074087
	Dummer et al, 2012 (59)
	· Median TTP, (95% CI), 7.4 months (4.5, 8.6)

	· CR, 3 (6.1)
· PR, 17 (34.7)
· SD, 14 (28.6)
· PD, 5 (10.2)
· Not evaluable, 8 (16.3)
· ORR, 20 (40.8) [31.2, 100]
· Median DOR, 6 months (5, 10.4)
	· Grade 3–4 cardiotoxicity, 1 (2)
· Grade 3–4 pain, 3 (6.1)
· Grade 3–4 stomatitis, 1 (2)

	-
	Quereux et al, 2008 (86)
	· Median PFS, 5 months
· Median TTP, 5 months
· Median OS, 43.7 months
	· CR, 5, (20)
· PR, 9 (36)
· ORR, 14 (54)
	· Nausea, 5 (20)
· Abdominal pain, 3 (12)
· Asthenia, 5 (20)
· Dermatologic/other, 2 (8)
· Neutropenia, 3 (12)
· Thrombocytopenia, 1 (4)
· Leukopenia, 3 (12)
· Anaemia, 9 (36)

	Psoralen plus ultraviolet A light (n=2)

	-
	Hernandez et al, 2014 (93)
	· Median RFS (range), 230 weeks (106.5–353.4)
	· CR, NR (71)
· PR, NR (29)
	NR

	-
	Hoot et al, 2017 (94)
	OS, median (95% CI)
· Phototherapy, 6.9 years (4.3–9.5 years)
· No Phototherapy, 3.8 years (3.0 –4.5 years) ‡
Survival after tumour development, median (95% CI)
· Phototherapy, 2.6 years (1.5–3.6 years)
· No Phototherapy, 1.5 years (0 –3.9 years)
	TTP to tumours (stage IIB), median (95% CI)
· Phototherapy, 3.5 years (1.9–5.7 years)
· PUVA, 2.6 years (1.5–3.8 years)
· NBUVB, 4.5 years (NR)
· No Phototherapy, 1.2 years (0.2–2.3 years)
	NR

	Temozolamide (n=1)

	-
NCT00004106
	Querfeld et al, 2011 (95)
	· Median PFS, 4 months
· Median OS, 24 months
· 1-year OS, 86%
· 2-year OS, 50%
· 5-year OS, 25%
	· CR, 2 (8)
· PR, 5 (19)
· SD, 4 (15)
· ORR, 8 (27)
	· Hematologic
· Anaemia, 4 (14)
· Leukopenia, 2 (7)
· Neutropenia, 4 (14)
· Lymphopenia, 2 (7)
· Thrombocytopenia, 10 (34)
· Constitutional
· Fatigue, 15 (52)
· Fever/chills 10 (34)
· Pain/pruritus, 20 (70)
· Mucocutaneous
· Stomatitis, 3 (10)
· Rash/erythema, 14 (48)
· Alopecia, 4 (14)
· Infection, 9 (31) 
· Gastrointestinal
· Anorexia/weight loss, 2 (7)
· Diarrhoea/constipation, 7 (24)
· Hepatic, 7 (24)
· Renal, 2 (7)
· Edema, 9 (31)
· Cardiotoxicity, 2 (7)
· Pulmonary, 2 (7)
· Neurologic
· Headache, 3 (10)
· Insomnia, 1 (3)
· Light-headedness/transient ischemic attack, 2 (7)
· Mood disorder, 2 (7)
· Hyperglycaemia, 3 (10)
· Allergic reaction/vasculitis, 2 (7)
· Haemorrhage, 1 (3)

	Total skin electron beam therapy (n=5)

	-
	Hinds et al, 2013 (96)
	NR
	· CR, 33 (43)
· PR, 44 (57)
	NR

	-
	Hoppe et al, 2015 (78)

	
	· CR, 9 (27)
· PR, 20 (61)
· SD, 4 (12)
· ORR, 29 (88)
· Median DOR, 70.7 weeks (41.8–133.8)
	· Alopecia, 23 (70)
· Pain in extremity, 18 (55)
· Nail ridging, 15 (45)
· Fatigue, 24 (42)

	-
	Kroeger et al, 2017 (97)
	NR
	NR
	Erythema (grade 3), %§
· Standard dose, 12
· Low dose, 6
Corneal ulcer (grade 3), %
· Standard dose, 0
· Low dose, 12
Tumour lysis syndrome (grade 3), %
· Standard dose, 3
· Low dose, 6

	-
	Lindahl et al, 2011 (79)
	· Median PFS, 9 months
· 1-year PFS, 72.1%
· 2-year PFS, 64.1%
	· CR
· High dose, NR (68)
· Low dose, NR (10)
· PR, 
· High dose, NR (28)
· Low dose, NR (40)
· PD, NR (28)
· ORR
· High dose, 25 (100) [0.91–100)
· Low dose, 5 (50)
	· Any AE, NR (88)

	-
	Morris et al, 2013(56)
	· Median OS, 35 months
	· CR, NR (51)
· PR, NR (44)
· PD, NR (5)
· ORR, NR (95)
	NR

	Approved therapies

	Acitretin (n=1)

	-
	Cheeley et al, 2013 (77)
	NR
	· CR, 1 (3)
· PR, 18 (56.3)
· SD, 8 (25)
· PD, 5 (15.6)
· ORR, 19 (59)
· Median DOR, 28.1 months
	· Alopecia, 3 (9)
· Chelitis, 4 (13)
· Depression, 3 (9)
· Dyslipidaemia, 4 (13)
· Xerosis/peeling, 7 (22)

	Bexarotene (n=5)

	-
	Abbott et al, 2009 (73)
	· Median EFS
· All patients, 7 months 
· Monotherapy, 11 months 
· Median TTP
· All patients, 9 months
· Monotherapy, 11 months
	· CR
· All patients,6 (9)
· Monotherapy, 4 (14)
· With stable concurrent therapy, 2 (8)
· With new concurrent therapy, 0 (0)
· PR
· All patients, 23 (35)
· Bexarotene monotherapy, 9 (32)
· With stable concurrent therapy, 9 (35)
· With new concurrent therapy, 5 (42)
· SD
· All patients, 15 (23)
· Bexarotene monotherapy, 5 (18)
· With stable concurrent therapy, 5 (19)
· With new concurrent therapy, 5 (42)
· PD
· All patients, 8 (12)
· Bexarotene monotherapy, 2 (7)
· With stable concurrent therapy, 5 (19)
· With new concurrent therapy, 1 (8)
· Median DOR
· All patients, 8 months
· Bexarotene monotherapy, 9 months
	· Diarrhoea, 2 (3)
· Fatigue, 1 (1.5)
· Constipation, 1 (1.5)
· Rash/desquamation, 3 (5)
· Pruritus, 1 (1.5)
· Neutropenia, 3 (5)
 

	-
	Izu et al, 2014 (50)
	NR
	· CR, NR (25)
· Partial response, NR (46)
· SD, NR (13)
· PD, NR (16)
· ORR, NR (71)
	· Hypertriglyceridemia, NR (78.7)
· Hypercholesterolemia, NR (70)
· Hypothyroidism, NR (50)

	-
	Rupoli et al, 2016 (48)
Rupoli et al, 2017 (49)
	· 5-year event free survival, 46.7%
· Mean PFS, 92 months
· Early stage, 103 months
· Advanced stage, 29 months
· Mean TTNT, 72 months
· Early stage, 79 months
· Advanced stage, 39 months
· Mean OS, 90 months
· Early stage, 105 months
· Advanced stage, 32 months
· Median EFS, 33 months
· Early stage, 58 months
· Advanced stage, 18 months
	· After induction
· ORR, 18 (85.6)
· CR, 8 (38.0)
· PR, 10 (47.6)
· SD, 3 (14.4)
· After maintenance
· ORR, 16 (76.2)
· CR, 7 (33.3)
· PR, 9 (42.9)
· SD, 1 (4.7)
· PD, 4 (19.1)
	· Weight loss, 2 (9)
· Asthenia, 7 (32)
· Hypercholesterolemia, 14 (63)
· Anaemia, 1 (4)
· Rash, 1 (4)
· Tremor, 1 (4)

	-
	Sokolowska-Wojdylo et al, 2016 (47)
	NR
	· CR, 2 (14)
· PR, 14 (64)
· SD, 2 (NR)
· PD, 2 (NR)
· ORR, 17 (81)
· Mean DOR, 16.4 months
	· Hypercholesterolemia, NR (57.1)
· Hypertriglyceridemia, NR (42.9)
· Central hypothyroidism, NR (42.9)
· Weakness and malaise, NR (4.8)

	-
	Straus et al, 2007 (76)
	NR
	· CR, 1 (5)
· PR, 6 (16)
· SD, 3 (14)
· PD, 8 (36)
· ORR, NR (39) [17, 64]
· Median DOR, 2.7 months
	· Bexarotene 300 mg/m2/day
· Grade 3–4 infection, 1 (5)
· Grade 3–4 febrile neutropenia, 1 (5)
· Grade 3–4 neutropenia, 3 (14)
· Bexarotene plus interferon ≥8–16 weeks
· Grade 3–4 pain, 1 (5)

	Bexarotene combination therapies (n=3)

	-
NCT00660231
	Illidge et al, 2013 (64)
	· Median PFS time, 5.3 months
· Median OS, 21.2 months
	· PR, 5 (14)
· SD, 8 (22)
· PD, 19 (53)
· ORR, NR (14.3)
	· Any grade 3–4 AEs, 25 (71.4)
· Diarrhoea, 4 (13.8)
· Nausea, 17 (58.6)
· Grade 3–4 infection, 2 (5.7)
· Rash/desquamation, 2 (5.7)
· Grade 3–4 fever/pyrexia, 1 (2.9)
· Grade 3–4 neutropenia, 11 (31.4)
· Grade 3–4 thrombocytopenia, 2 (5.7)
· Grade 3–4 leukopenia, 5 (14.3)
· Grade 3–4 anaemia, 1 (2.9)

	-
NCT01134341
	Duvic et al, 2017 (63)
	· PFS, median (range), 12.8 months (0.5-29.9 months)
	n (%)
· CR, 4 (12)
· PR, 16 (48)
· SD, 11 (33)
· SD by stage: 
· Stage IV, 1
· Stage t-IIB, 1
· Stage IB, 2
· Stage III, 1
· Stage IVA1, 1
· Stage IVA2, 4
· Unknown stage, 2
· PD, 2 (6)
· ORR, 20 (61)
Maximum (range)
· DOR, 28.9 months (0.5-29.9 months)
	Any AE
· Grade 3, NR (79)
· Grade 4, NR (9)

Grade 3-4 AEs:‡
· Neutropenia, 12 (35)
· Stomatitis, 7 (21)
· Hypertriglyceridemia, 10 (29)
· Peripheral edema, 2 (6)
· Anaemia, 1 (3)
· Skin infection, 2 (6)
· Dizziness, 1 (3)
· Dyspnoea, 2 (6)
· Diarrhoea, 2 (6)

	-
NCT00255801
	Straus et al, 2014 (25)
	· Median PFS, 5 months
	· CR, 2 (6)
· PR, 12 (35)
· SD, 6 (18)
· PD, 14 (41)
· Not reported, 3 (9)
· ORR, 14 (41)
	· Mucositis, 5 (14)
· Back pain, 4 (11)
· Hand-foot skin reaction
· Any grade, 9 (24)
· Grade 3–4, 2 (5)
· Cough, 9 (24)
· Pruritus
· Any grade, 7 (19)
· Grade 3–4, 1 (3)
· Hyperglycaemia
· Any grade, 11 (30)
· Grade 3–4, 2 (5)

	Denileukin diftitox (n=2)

	-
L4389-11
93-04-11
NCT00050999
	Prince et al, 2010 (54)
	· Median PFS [95% CI]
· Placebo, 124 days [92, 176]
· 9 µg/kg/day, 794 days (26 months) (p=0.0024 vs placebo), HR 0.42
· 18 µg/kg/day, 971 days (32 months) (p<0.001 vs placebo), HR 0.27
· Median TTF
· Placebo, 93
· 9 µg/kg/day, 155 days, HR 0.47
· 18 µg/kg/day, 169 days, HR 0.51
	· CR
· Placebo, 1 (2.3)
· 9 µg/kg/day, 5 (11.1)
· 18 µg/kg/day, 5 (9.1)
· PR
· Placebo, 6 (13.6)
· 9 µg/kg/day, 12 (26.7)
· 18 µg/kg/day, 22 (40)
· SD
· Placebo, 14 (31.8)
· 9 µg/kg/day, 16 (35.6)
· 18 µg/kg/day, 19 (34.5)
· PD
· Placebo, 23 (52.3)
· 9 µg/kg/day, 12 (26.7)
· 18 µg/kg/day, 9 (16.4)
· ORR
· Placebo, 7 (15.9)
· 9 µg/kg/day, 17 (37.8) (p=0.0297 vs placebo)
· 18 µg/kg/day, 27 (49.1) (p=0.0015 vs placebo)
· Median DOR
· Placebo, 81 days (95% CI 52, 92)
· 9 µg/kg/day, 277 days (9.2 months) (p=0.0024 vs placebo)
· 18 µg/kg/day, 220 days (7.2 months)
(p<0.001 vs placebo)
	· AE
· Placebo, 4
· 9 µg/kg/day, 8
· 18 µg/kg/day, 12

	L4389-14
93-04-14
NCT00051012
	Duvic et al, 2013b (65)
	· Median PFS [95% CI], 205 days (6.7 months) [170, 429] 
· Median TTF [95% CI], 1,289 days [72, 429]
	· CR, 2 (10)
· PR, 6 (30)
· SD, 5 (25)
· PD, 7 (35)
· ORR, 8 (40) [19.1, 63.9]
· Median DOR, 274 days [131] (9 months)
	· Diarrhoea
· Any grade, 4 (20)
· Grade 3–4, 2 (10)
· Nausea
· Any grade, 8 (40)
· Grade 3–4, 1 (5)
· Fatigue
· Any grade, 6 (30)
· Grade 3–4, 5 (25)
· Infection
· Any grade, 15 (75)
· Grade 3–4, 9 (45)
· Headache
· Any grade, 5 (25)
· Grade 3–4, 1 (5%)
· Cough
· Any grade, 4 (20)
· Grade 3–4, 1 (5)
· Dermatologic/other
· Any grade, 9 (45)
· Grade 3–4, 6 (30)

	
	Prince et al, 2013 (98)
	· Median PFS, >487 days (16 months)
· Median TTF, (95% CI) 
68.5 days (46, 113)
	· CR, 3 (8.3)
· PR, 8 (22.2)
· SD, 16 (44.4)
· PD, 9 (25)
· ORR, 11 (30.6) [16.3, 48.1]
· Median DOR, 340 days [141] (11.1 months)
	· Any AE, 12 (33.3)
· Treatment related AE
· Any grade, 35 (97.2)
· Grade 3–4, 23 (63.9)
· Grade 3–4 diarrhoea, 1 (2.8)
· Nausea
· Any grade, 4 (11)
· Grade 3–4, 1 (2.8)
· Any grade vomiting, 2 (5.6)
· Grade 3–4 headache, 1 (2.8)
· Any grade rash/desquamation, 2 (5.6)
· Any grade asthenia, 2 (5.6)
· Grade 3–4 pruritus, 1 (2.8)
· Any grade fever/pyrexia, 2 (5.6)

	
	Duvic et al, 2013c (99)
	NR
	· ORR, 
· DD naïve, 27 (43)
· DD re-treated, 8 (28)
	· AEs
· DD naïve, 20 (32)
· DD re-treated, 4 (14)

	Romidepsin (n=4)

	-
NCT00007345
	Bates et al, 2015 (80)
	NR
	· PD, 18 (22)
· Not evaluable, 6 (7)
· ORR, 28 (33)
· Median DOR, 13.8 months
	· Diarrhoea
· Any grade, 17 (20)
· Grade 3–4, 1 (1)
· Nausea
· Any grade, 68 (81)
· Grade 3–4, 3 (4)
· Vomiting 
· Any grade, 39 (46)
· Grade 3–4, 4 (5)
· Fatigue
· Any grade, 58 (69)
· Grade 3–4, 11 (13)
· Anorexia 
· Any grade, 45 (54)
· Grade 3–4, 2 (2)
· Infection 
· Any grade, 18 (21)
· Grade 3–4, 9 (11)
· Weight loss
· Any grade, 7 (8)
· Constipation
· Any grade, 20 (24)
· Fever/pyrexia 
· Any grade, 7 (8)
· Grade 3–4, 2 (2)

	GPI-04-0001
NCT00106431
	Duvic et al, 2014a (81)
	NR
	· CR, 6 (8)
· ORR, 25 (34)
· Median DOR, 15 months
	· Diarrhoea, NR (15)
· Vomiting, NR (26)
· Anorexia, NR (26)
· Headache, NR (15)
· Asthenia, NR (51)
· Fever/pyrexia, NR (22)
· Thrombocytopenia, NR (19)
· Anaemia, NR (19)

	
	Foss et al, 2016 (68)
	· Median TTP, (range)
· Cutaneous involvement, 3.8 months
· Folliculotropic involvement, 8.3 months 
	· ORR, 
· Cutaneous involvement, 9 (45)
· Folliculotropic involvement, 6 (60)
· CR, 
· Cutaneous involvement, 2 (10)
· Folliculotropic involvement, 1 (10)
· SD, 
· Cutaneous involvement,9 (45)
· Folliculotropic involvement, 3 (30)
· Median DOR, 
· Cutaneous involvement, not reached
· Folliculotropic involvement, 3.6 months
	· Cutaneous tumours, NR (55)

	
	Kim et al, 2015b (82)
	NR
	· CR
· Only skin involvement, 2 (8)
· Erythroderma, 2 (5)
· Lymphadenopathy, 2 (4)
· Blood involvement, 2 (5)
· Higher blood tumour burden, 0 (0)
· PR
· Only skin involvement, 8 (32)
· Erythroderma, 12 (30)
· Lymphadenopathy, 12 (24)
· Blood involvement, 12 (27)
· Higher blood tumour burden, 4 (31)
· ORR
· Only skin involvement, 10 (40)
· Erythroderma, 14 (35)
· Lymphadenopathy, 15 (27)
· Blood involvement, 12 (32)
· Higher blood tumour burden, 4 (31)
· Median DOR (months)
· Only skin involvement, 15
· Erythroderma, 15
· Lymphadenopathy, Not evaluable
· Blood involvement, Not evaluable
· Higher blood tumour burden, Not evaluable
	· Diarrhoea
· Only skin involvement, 2 (8)
· Erythroderma, 6 (15)
· Lymphadenopathy, 6 (11)
· Blood involvement, 10 (27)
· Higher blood tumour burden, 6 (46)
· Nausea
· Only skin involvement, 14 (56)
· Erythroderma, 19 (48)
· Lymphadenopathy, 31 (56)
· Blood involvement, 22 (60)
· Higher blood tumour burden, 6 (46)
· Anorexia
· Only skin involvement, 6 (24)
· Erythroderma, 4 (10)
· Lymphadenopathy, 9 (16)
· Blood involvement, 8 (22)
· Higher blood tumour burden, 2 (15)
· Headache
· Only skin involvement, 2 (8)
· Erythroderma, 6 (15)
· Lymphadenopathy, 6 (11)
· Blood involvement, 10 (27)
· Higher blood tumour burden, 6 (46)
· Asthenia
· Only skin involvement, 12 (48)
· Erythroderma, 14 (35)
· Lymphadenopathy, 24 (44)
· Blood involvement, 16 (43)
· Higher blood tumour burden, 6 (46)
· Thrombocytopenia
· Only skin involvement, 5 (20)
· Erythroderma, 4 (10)
· Higher blood tumour burden, 7 (13)
· Blood involvement, 4 (11)
· Lymphadenopathy, 1 (8)
· Anaemia
· Only skin involvement, 1 (4)
· Erythroderma, 5 (13)
· Lymphadenopathy, 8 (15)
· Blood involvement, 4 (11)
· Higher blood tumour burden, 1 (8)

	
	Whittaker et al, 2010 (69)
	· Median TTP, (95% CI)
8 months (0.9, 6.9)
	· CR, 6 (6)
· PR, 27 (28)
· SD, 45 (47)
· PD, 10 (10)
· ORR, 33 (34) [25, 45]
· Median DOR, 15 (months)
	· Diarrhoea, 13 (13)
· Nausea
· Any grade, 54 (56)
· Grade 3–4, 2 (2)
· Anorexia, 19 (20)
· Headache
· Any grade, 13 (14)
· Grade 3–4, 1 (-)
· Asthenia
· Any grade, 42 (44)
· Grade 3–4, 6 (6)
· Fever/pyrexia, 1 (1)
· Thrombocytopenia, 11 (11)
· Leukopenia 
· Any grade, 1 (1)
· Grade 3–4 1 (1)
· Anaemia
· Any grade, 1 (1)
· Grade 3–4, 1 (1)
· Hyperglycaemia
· Any grade, 1 (1)
· Grade 3/4 1 (1)

	-
NCT02296398
	Martinez-Escala et al, 2016 (85)
	· Median PFS, (range) 
4 months (1–30)
· Median RFS, (range)
12.6 months (3–28)
· Median TTF, (range)
4 months (1–30)
	· CR, 7 (18)
· PR, 16 (42)
· SD, 5 (10)
· PD, 17 (36)
· ORR, 23 (61)
· Median DOR, (range) 13 months (1–31)
	· Any treatment-related AE, 29 (69)
· Nausea, 14 (30)
· Fatigue, 17 (36)
· Thrombocytopenia, 7 (15)
· Anaemia, 11 (23)

	-
	Piekarz et al, 2009 (100)
	NR
	· CR
· All patients, 4 (7)
· Patients with ≤2 prior cytotoxic regimens, 3 (11)
· PR
· All patients, 20 (26)
· Patients with ≤2 prior cytotoxic regimens, 8 (30)
· SD
· All patients, 26 (38)
· Patients with ≤2 prior cytotoxic regimens, 10 (37)
· PD
· All patients, 15 (17)
· Patients with ≤2 prior cytotoxic regimens, 3 (11)
· Not evaluable
· All patients, 6 (12)
· Patients with ≤2 prior cytotoxic regimens, 3 (11)
· ORR
· All patients, NR (34) [23, 46]
· Patients with ≤2 prior cytotoxic regimens, 
NR (41) [22, 61]
· DOR
· All patients, 13.7 months
	· Diarrhoea
· Any grade, NR (13)
· Nausea
· Any grade, NR (52)
· Grade 3–4, NR (3)
· Vomiting
· Any grade, NR (19)
· Grade 3–4, NR (1)
· Fatigue
· Any grade, NR (41)
· Grade 3–4, NR (7)
· Anorexia
· Any grade, NR (21)
· Grade 3–4, NR (1)
· Constipation
· Any grade, NR (7)
· Headache
· Any grade, NR (7)

	Vorinostat (n=3)

	-
	Duvic et al, 2007 (70)
	· Median TTP, 30.2 weeks
	· Median DOR, 15.1 weeks (range, 9.4–19.4) (3.4 months)
· PR
· 400 mg/day, 4 (31)
· 300 mg twice daily, 3 days/week, 1 (9)
· 300 mg twice daily for 2 weeks, 3 (33)
	· Any grade diarrhoea
· 400 mg/day, 14 (38)
· 300 mg twice daily 3 days/week, 4 (11)
· 300 mg twice daily for 2 weeks, 0 (0)
· Any grade nausea
· 400 mg/day, 15 (41)
· 300 mg twice daily for 3 days/week, 3 (8)
· 300 mg twice daily for 2 weeks, 0 (0)
· Grade 3–4 vomiting
· 400 mg/day, 5 (14)
· 300 mg twice daily for 3 days/week, 4 (11)
· 300 mg twice daily for 2 weeks, 0 (0)
· Any grade fatigue
· 400 mg/day, 16 (43)
· 300 mg twice daily for 3 days/week, 10 (27)
· 300 mg twice daily for 2 weeks, 0 (0)
· Any grade anorexia
· 400 mg/day, 7 (19)
· 300 mg twice daily for 3 days/week, 1 (3)
· 300 mg twice daily for 2 weeks, 0 (0)
· Any grade weight loss
· 400 mg/day, 9 (24)
· 300 mg twice daily for 3 days/week, 1 (3)
· 300 mg twice daily for 2 weeks, 0 (0)
· Any grade decreased appetite
· 400 mg/day, 8 (22)
· 300 mg twice daily for 3 days/week, 0 (0)
· 300 mg twice daily for 2 weeks, 0 (0)
· Grade 3–4 fever/pyrexia
· 400 mg/day, 0 (0)
· 300 mg twice daily for 3 days/week, 3 (25)
· 300 mg twice daily for 2 weeks, 0 (0)
· Thrombocytopenia
· Any grade
· 400 mg/day, 10 (27)
· 300 mg twice daily for 3 days/week, 3 (8)
· 300 mg twice daily for 2 weeks, 4 (11)
· Grade 3–4
· 400 mg/day, 1 (8)
· 300 mg twice daily for 3 days/week, 1 (8)
· 300 mg twice daily for 2 weeks, 5 (42)
· Anaemia
· Any grade
· 400 mg/day, 1 (8)
· 300 mg twice daily for 3 days/week, 2 (5)
· 300 mg twice daily for 2 weeks, 1 (3)
· Grade 3–4
· 400 mg/day, 1 (8)
· 300 mg twice daily for 3 days/week, 2 (17)
· 300 mg twice daily for 2 weeks, 0 (0)

	Protocol 001
NCT00091559
	Mann et al, 2007 (71)
	· Median TTP, 148 days (4.8 months)
	· ORR, 22 (30) [19.7, 41.5]
· PR, 1 (1.35)
· Median DOR, 168 days (5.5 months)
	· Any grade diarrhoea, 38 (51)
· Fatigue
· Any grade, 38 (51)
· Grade 3–5, 5 (7)
· Nausea
· Any grade, 32 (43)
· Grade 3–5, 3 (4)
· Anorexia
· Any grade, 20 (27)
· Grade 3–5, 2 (3)
· Weight loss
· Any grade, 15 (20)
· Grade 3–5, 1 (1)
· Any grade alopecia, 14 (10)
· Any grade constipation, 12 (16)
· Vomiting
· Any grade, 11 (15)
· Grade 3–5, 1 (1)
· Pruritus
· Any grade, 10 (14)
· Grade 3–5, 1 (10)
· Dry mouth, 8 (11)
· Headache, 9 (12)
· Infection, 9 (12)

	
	Olsen et al, 2007 (72)
	· Median TTP, 148 days
(range 78–470) (4.8 months)
	· ORR, 22 (29.7) [19.9, 41.5]
· Median DOR, not reached, estimated ≥185 days (range 34–441 days) 
	· Any grade diarrhoea, 36 (48.6)
· Nausea
· Any grade, 32 (43.2)
· Grade 3/4, 3 (4.1)
· Any grade vomiting, 9 (12.2)
· Fatigue
· Any grade, 34 (45.9)
· Grade 3–4, 4 (5.4)
· Anorexia
· Any grade, 19 (25.7)
· Grade 3–4, 2 (2.7)
· Weight loss
· Any grade, 15 (20.3)
· Grade 3–4, 1 (1.4)
· Any grade constipation, 8 (10.8)
· Any grade alopecia, 12 (17.6)
· Thrombocytopenia
· Any grade, 16 (21.6)
· Grade 3–4, 4 (5.4)
· Anaemia
· Any grade, 9 (12.2)
· Grade 3–4 1 (1.4)

	Brentuximab vedotin (n=4)

	-
NCT01352520

	Duvic et al, 2014b (61)
	· Median PFS, 9.7 years (116.4 months) from diagnosis, 1.68 years (20 months) from first dose 
· Median OS, not reached
	· CR, 17 (35)
· ORR, 34 (71)
· Median DOR (range), 23 weeks (6–44)
	· Peripheral neuropathy, 29 (48)
· Drug rashes, NR (27)
· Diarrhoea, NR (24)
· Fatigue, NR (30)
· Alopecia, NR (16)
· Myalgia, NR (16)
· Nausea, NR (14)

	
	Duvic et al, 2015b (62)
	· PFS, median time from first dose (95% CI)
4.8 years (0.9, 1.4) (57.6 months)
· Median OS (95% CI lower)
14.7 years from first diagnosis (10.2) 
	· CR, 17 (35)
· ORR, 35 (78) [60, 86]
· Median DOR, 26 weeks (6 months)
	· Diarrhoea, NR (15)
· Nausea
· Any grade, NR (19)
· Grade 3–4, 2 (4.2)
· Fatigue
· Any grade, NR (35)
· Grade 3–4, 1 (2.1)
· Infection grade 3–4, 2 (4.8)
· Rash/desquamation, NR (24)
· Neutropenia
· Any grade, NR (15)
· Grade 3–4, 3 (6.25)
· Peripheral neuropathy, NR (67)

	LYMNHL0089 and SU-06212011-7946
NCT01396070
	Kim et al, 2014 (101)
Kim et al, 2015a (102)
	· 1-year PFS, 28%
	· ORR, 21 (70) [53, 83]
	· Fatigue, 15 (47)
· Anorexia, 6 (19)
· Weight loss, 3 (9)
· Alopecia, 7 (22)
· Neutropenia
· Any grade, 6 (19)
· Grade 3–4, 4 (13)
· Peripheral neuropathy
· Any grade, 21 (66)
· Grade 3–4, 1 (3)

	ALCANZA
NCT01578499
	Prince et al, 2017a (53)
Horwitz et al, 2017 (57)
Prince et al, 2017b (40)
Dalal et al, 2017 (103)
	PFS (EMA criteria)¶, median
· BV group, 15.8 months††
· Physician’s choice, 3.5 months††
· HR (95% CI), 0.270 (0.169-0.430)
· Mean (95% CI) NNT at month 3: 3.76 (2.50, 8.44)
· Mean (95% CI) NNT at month 6: 2.06 (1.63, 3.13)
· Mean (95% CI) NNT at month 9: 2.00 (1.59, 3.00)
· Mean (95% CI) NNT at month 12: 2.29 (1.75, 3.73)
· Mean (95% CI) NNT at month 15: 2.46 (1.84, 4.24) 
· Mean (95% CI) NNT at month 18: 3.56 (2.33, 8.99) 
· Mean (95% CI) NNT at month 21: 3.37 (2.25, 7.83)
· Mean (95% CI) NNT at month 24: 3.37 (2.26, 7.67)
· Mean (95% CI) NNT at month 27: 3.37 (2.26, 7.76) 
· Mean (95% CI) NNT at month 30: 4.00 (2.52, 11.69) 
· Mean (95% CI) NNT at month 33: 4.57 (2.73, 17.85)
· Mean (95% CI) NNT at month 36: 4.57 (2.73, 17.85)
PFS (FDA criteria)§, median
· BV group, 17.2 months
· Physician’s choice, 3.5 months
· HR (95% CI), 0.181 (0.101-0.324)
· Mean (95% CI) NNT at month 3: 4.00 (2.60, 9.60)
· Mean (95% CI) NNT at month 6: 2.37 (1.80, 9.60
· Mean (95% CI) NNT at month 9: 2.29 (1.75, 3.70) 
· Mean (95% CI) NNT at month 12: 2.56 (1.89, 4.54)
· Mean (95% CI) NNT at month 15: 2.56 (1.89, 4.54) 
· Mean (95% CI) NNT at month 18: 3.05 (2.11, 6.42) 
·  Mean (95% CI) NNT at month 21: 3.05 (2.11, 6.42) 
· Mean (95% CI) NNT at month 24: 2.91(2.05, 5.83)
· Mean (95% CI) NNT at month 27: 2.91 (2.05, 5.83) 
· Mean (95% CI) NNT at month 30: 3.20 (2.17, 7.16)
· Mean (95% CI) NNT at month 33: 3.20 (2.17, 7.16)
· Mean (95% CI) NNT at month 36: 3.20 (2.17, 7.16) 

EFS, median
· BV group, 9.4 months
· Physician’s choice, 2.3 months
· HR (95% CI), 0.285 (0.189-0.429)
	· CR
· Brentuximab vedotin, 10 (16)
· PC, 1 (2), p<0.0001
· ORR4
· Brentuximab vedotin, 36 (56.3)
· PC, 8 (12.5), p<0.0001
· ORR
· Brentuximab vedotin, 43 (67)
· PC, 13 (20), p<0.0001
· DOR
· BV group, 15.1 months (9.7-25.5 months)
· Physician’s choice, 18.3 months (3.5-18.4 months)
Skindex-29 mean maximum reduction in:
· Symptoms domain
· Brentuximab vedotin, –28.08‡ 
· PC, –8.62‡ 
· Emotions domain
· Brentuximab vedotin, –14.43 (Standard deviation 20.90)
· PC, –1.84 (Standard deviation 18.56)
· Functioning domain
· Brentuximab vedotin, –11.10 (Standard deviation 25.31)
· PC, –1.22 (Standard deviation 22.45)
· FACT-G mean change from baseline:
· Brentuximab vedotin, 0.15
· PC, -2.29
· EQ-5D mean change from baseline:
· US time trade-off
· Brentuximab vedotin, 0.02
· PC, -0.02
· UK time trade-off
· Brentuximab vedotin, 0.03
· PC, -0.04
· Visual analogue scores
· Brentuximab vedotin, 0.80
· PC, -2.00
	Grade 3-4 treatment-emergent AEs§§
· Peripheral sensory neuropathy
· BV group, 3 (5)
· Physician’s choice, 0
· Nausea
· BV group, 1 (2)
· Physician’s choice, 0
· Diarrhoea
· BV group, 2 (3)
· Physician’s choice, 0
· Fatigue
· BV group, 3 (5)
· Methotrexate, 1 (4)
· Vomiting
· BV group, 1 (2)
· Physician’s choice, 0
· Pruritus
· BV group, 1 (2)
· Bexarotene, 2 (5)
· Pyrexia
· BV group, 0
· Methotrexate, 1 (4)
· Asthenia
· BV group, 1 (2)
· Bexarotene, 1 (3)
· Maculopapular rash
· BV group, 1 (2)
· Physician’s choice, 0
· Anaemia
· BV group, 0
· Bexarotene, 3 (8)
· Skin infection
· BV group, 2 (3)
· Methotrexate, 1 (4)
· Hypertriglyceridemia
· BV group, 0
· Bexarotene, 8 (22)

	-
	Mathieu et al, 2016 (104)
	NR
	· CR, 5 (16)
· PR, 11 (34)
· SD, 7 (22)
· PD, 9 (28)
· ORR, 16 (50)
	NR

	Investigational, off label and other commonly used therapies

	Alemtuzumab (n=1)

	-
	de Masson et al, 2014a (33)
	· PFS, 56 months
· Median TTP, 
3.4 months (range 0.4–42)
· Median TTF, 
3 months (range 0.3–84)
	· CR, 7 (18)
· PR, 13 (33)
· ORR, 20 (51)
· Median DOR, 4 months
	· Any AE, 27 (69)
· Infection, 24 (62)

	Belinostat (n=1)

	-
NCT00274651
	Foss et al, 2015 (55)
	· Median TTP, (95% CI), 
43 days (39, 92) (1.41 months)
	· CR, 3 (10.3)
· PR, 1 (3.4)
· SD, 10 (34.5)
· PD, 12 (41.4)
· Not evaluable, 3 (10.3)
· ORR, 3 (13.8)
· Median DOR, 
83 days [56, 129]
	· Any treatment-related AE, 29 (100)
· Vomiting, 8 (27.6)
· Fatigue, 6 (20.7)
· Anorexia, 3 (10.3)
· Constipation, 5 (17.2)
· Headache, 6 (20.7)
· Pain, 6 (20.7)
· Fever/pyrexia, 5 (17.2)
· Grade 3–4 neutropenia, 2 (10.3)
· Pruritus, n (%) 7 (24.1)

	Forodesine (n=2)

	-
NCT00501735
	Dummer et al, 2014 (105)
	NR
	· CR, 2 (1)
· PR, 22 (15)
· SD, 69 (48)
· PD, 47 (33)
· Not evaluable, 4 (3)
· ORR, 24 (17) [11]
	· Nausea, 17 (12)
· Vomiting, 6 (4)
· Fatigue, 24 (17)
· Infection, 71 (49)
· Constipation, 15 (10)
· Headache, 18 (13)
· Pain, 8 (6)
· Back pain, 6 (4)
· Decreased appetite, 6 (4)
· Fever/pyrexia, 11 (8)
· Anaemia, 11 (8)

	GPI-04-0001
NCT01352520
	Duvic et al, 2009 (83)
	NR
	· ORR, 17 (27)
· PD, 4 (6)
· Median DOR, 10.4 months
	· Nausea, NR (44)

	Lenalidomide (n=1)

	-
NCT00466921
	Querfeld et al, 2014 (84)
	· Median PFS, (95% CI), 
8 months (3.7, 26.1)
· Median OS (95% CI), 
43 months (21.6, 45.2)
· 1-year OS, 83%
· 2-year OS, 62%
· 5-year OS, 48%
	· PR, 9 (28)
· SD, 17 (53)
· PD, 3 (9)
· Not evaluable, 3 (9)
· ORR, 9 (28)
· Median DOR (95% CI), 
10 months
	· Diarrhoea, 11 (34)
· Nausea, 4 (13)
· Fatigue, 18 (59)
· Infection, 11 (34)
· Weight loss, 5 (16)
· Pain, 11 (34)
· Leukopenia, 7 (22)
· Anaemia, 13 (41)

	Mogamulizumab (n=3)

	-
NCT00888927
	Duvic et al, 2015a (66)
	· Median PFS (95% CI lower), 
11.4 months (16.1)
	· CR, 3 (7.9)
· PR, 11 (28.9)
· SD, 19 (50)
· PD, 5 (13.2)
· ORR, 14 (36.8) [21.8. 54]
	· Diarrhoea, 6 (14.3)
· Nausea, 13 (31)
· Vomiting
· Any grade, 75 (11.9)
· Grade 3–4, 2 (4.8)
· Fatigue, 7 (16.7)
· Headache, 9 (21.4)
· Pruritus, 5 (11.9)
· Fever/pyrexia, 8 (19)

	-
	Ishida et al, 2012 (67)
	· Median PFS, 5.2 months
· Median OS, 13.7 months
	· CR, 8 (31)
· ORR, 13 (50) [30, 70]
	· Nausea, 5 (19)
· Rash/desquamation, 17 (63)
· Pruritus, 4 (15)
· Fever/pyrexia, 22 (82)
· Neutropenia, 14 (52)
· Thrombocytopenia, 14 (52)
· Leukopenia, 18 (67)
· Hyperglycaemia, 1 (4)

	MAVORIC
NCT01728805
	Kim et al, 2017 (52)
	· PFS, mogamulizumab vs vorinostat, HR (95% CI), 
· Investigator assessed, 0.53 (0.41, 0.69), p<0.0001
· Independent review, 0.64 (0.49, 0.84), p=0.0007

· Median investigator assessed PFS, months
· Mogamulizumab, 7.7
· Vorinostat, 3.1 
· Median independent review PFS, months (95% CI)
· Mogamulizumab, 6.7
· Vorinostat, 3.8
	· ORR
· Mogamulizumab, 52 (28)
· Vorinostat, 9 (4.8), p<0.0001
· Median DOR, months
· Mogamulizumab, 14.1
· Vorinostat, 9.1
· ORR in MF
· Mogamulizumab, 22 (21)
· Vorinostat, 7 (7.1)
· Median DOR in MF, months
· Mogamulizumab, 13.1
· Vorinostat, 9.1
· ORR in SS
· Mogamulizumab, 30 (37)
· Vorinostat, 2.3 (2.3)
· Median DOR in SS, months
· Mogamulizumab, 17.3
· Vorinostat, 6.9
· ORR in stage IB/II
· Mogamulizumab, 12 (17.6)
· Vorinostat, 6 (8.3)
· ORR in stage III/IV
· Mogamulizumab, 40 (33.9)
· Vorinostat, 3 (2.6)
	· Diarrhoea
· Mogamulizumab, 23.4
· Vorinostat, 61.8
· Nausea
· Mogamulizumab, (42.5)
· Vorinostat, (15.2)
· Skin eruptions
· Mogamulizumab, (23.9)
· Vorinostat, (0.5)
· Thrombocytopenia
· Mogamulizumab, (11.4)
· Vorinostat, (30.6)

	Panobinostat (n=1)

	-
NCT00425555
	Duvic et al, 2013a (58)
	· Median PFS
· Bexarotene exposed, 4.2 months
· Bexarotene naïve, 3.7 months
	· CR
· Bexarotene exposed, 1 (1.3)
· Bexarotene naïve, 1 (1.7)
· PR
· Bexarotene exposed, 11 (13.9)
· Bexarotene naïve, 11 (18.3)
· SD
· Bexarotene exposed, 15 (19)
· Bexarotene naïve, 14 (23.3)
· PD
· Bexarotene exposed, 31 (39.2)
· Bexarotene naïve, 24 (40)
· ORR
· Bexarotene exposed, 12 (15.2)
· Bexarotene naïve, 12 (20)
· Median DOR
· Bexarotene exposed, 5.6 months
· Bexarotene naïve, not reached
	· Diarrhoea
· Any grade
· Bexarotene exposed, 32 (40.5)
· Bexarotene naïve, 23 (38.3)
· Grade 3–4
· Bexarotene exposed, 4 (5.1)
· Bexarotene naïve, 2 (3.3)
· Any grade nausea
· Bexarotene exposed, 27 (34.2)
· Bexarotene naïve, 18 (30)
· Fatigue
· Any grade
· Bexarotene exposed, 21 (26.6)
· Bexarotene naïve, 25 (41.7)
· Grade 3–4
· Bexarotene exposed, 2 (2.5)
· Bexarotene naïve, 3 (5)
· Anorexia
· Bexarotene exposed, 12 (16.5)
· Bexarotene naïve, 16 (26.7)
· Headache
· Any grade
· Bexarotene exposed, 9 (11.4)
· Bexarotene naïve, 6 (10)
· Grade 3–4
· Bexarotene exposed, 0 (0)
· Bexarotene naïve, 1 (1.7)
· Asthenia 
· Any grade
· Bexarotene exposed, 16 (20.3)
· Bexarotene naïve, 6 (10)
· Grade 3–4
· Bexarotene exposed, 3 (3.8)
· Bexarotene naïve, 0 (0)
· Neutropenia
· Any grade
· Bexarotene exposed, 13 (16.5
· Bexarotene naïve, 8 (13.3)
· Grade 3–4
· Bexarotene exposed, 9 (11.4)
· Bexarotene naïve, 4 (6.7)
· Thrombocytopenia
· Any grade
· Bexarotene exposed, 43 (54.4)
· Bexarotene naïve, 23 (38.3)
· Grade 3–4
· Bexarotene exposed, 14 (17.7)
· Bexarotene naïve, 9 (15)
· Any grade leukopenia
· Bexarotene exposed, 8 (10.1)
· Bexarotene naïve, 3 (5)
· Anaemia
· Any grade
· Bexarotene exposed, 12 (15.2)
· Bexarotene naïve, 2 (3.3)
· Grade 3–4
· Bexarotene exposed, 2 (2.5)
· Bexarotene naïve, 0 (0)

	Pralatrexate (n=2)

	-
	Anlong et al, 2016 (106)
	NR
	· CR, 2 (7)
· PR, 13 (48)
· ORR, NR (57)
	· Dermatologic/other, 16 (59)

	-
	Horwitz et al, 2012 (75)
	· Median PFS, (95% CI)
388 days (1, 722) (12.8 months)
	· CR, 3 (5.5)
· PR, 19 (35)
· ORR, 22 (41) [27.6, 55]
· Median DOR, 57 days (1.8 months)
	· Any AE, NR (93)
· Mucositis, NR (54)
· Fatigue, NR (43)
· Nausea, NR (39)
· Skin toxicity, NR (28)
· Edema, NR (26)
· Anaemia, NR (22)
· Pyrexia, NR (22)

	Quisinostat (n=1)

	-
NCT01486277
	Child et al, 2016 (107)
	· Median PFS, (95% CI),
 5.1 months (1.5, 8.3)
	· CR, 1 (4)
· PR, 5 (19)
· SD, 17 (68)
· PD, 2 (8)
· ORR, 6 (24) [9, 45]
· Median DOR, 4.9 months [2.8, 6.9]
	· Any treatment-related AE, 21 (81)
· Hypertension
· Any grade, 3 (11)
· Grade 3–4, 1 (4)
· Diarrhoea, 5 (19)
· Nausea, 6 (23)
· Vomiting, 3 (11)
· Asthenia, 4 (15)
· Pruritus, 1 (4)
· Thrombocytopenia, 3 (11)

	Allogeneic stem cell transplant (n=8)

	-
	Almazan et al, 2017 (108)
	NR
	3-months post-transplant 
· CR, 19
· PR, 10
27 patients assessed by HTS
· Molecular remission in blood, 12 (44%)
· Median time to molecular remission, 120 days (30-730 days)
	· 1-year transplant-related mortality, (3)

	-
	De Masson et al, 2014b (109)
	Estimated PFS, % (95% CI)
· 1-year, 39% (26, 60)
· 2-year, 31% (19, 53)
Estimated OS, % (95% CI)
· 1-year, 65% (50, 83)
· 2-year, 57% (41, 77)
	· CR in patients with post-transplant relapse, 6/19
	· Patients with biopsy proven (any grade) acute GVHD, 26 (70)
· Patients with biopsy proven (≥ grade 2) acute GVHD, 18 (49%)
· 100-day cumulative incidence of acute GVHD, (76) [61, 92]
· Chronic GVHD, 15
· 2-year cumulative incidence of chronic GVHD, (44) [26, 62]
· Transplant related mortality, 6 (16)

	-
	Duarte et al, 2010 (110)
	Estimated PFS, % 
· 1-year, 42% 
· 3-year, 34%
· Current PFS at last follow-up, 46%
Estimated OS, % 
· 1-year, 66% 
· 3-year, 54%
	Relapse/progression,  
· 1-year, (38) 
· 3-year, (47)
	· Grade 1 acute GVHD, 7 (12) 
· Grade 2 acute GVHD, 12 (20)
· Grade 3-4 acute GVHD, 5 (8)
· 100-day cumulative incidence of acute GVHD, (40) [29, 54]
· 1-year cumulative incidence of chronic GVHD, (32) [20, 52]
· ≥2-year cumulative incidence of chronic GVHD, (48) [34, 68]

	-
NCT00506129
	Hosing et al, 2015 (111)
	Estimated PFS, % 
· 4-year, 26% 
Estimated OS, % 
· 4-year, 51% 
	· Incidence of relapse/progression, (50)
· CR, 20
· PR, 1
· SD, 3
	· Cumulative incidence (grade 2-4) acute GVHD, (40)
· Cumulative incidence (grade 3-4) acute GVHD, (10)
· Cumulative incidence of chronic GVHD, (28)
· GVHD related mortality, 3
Non-relapse mortality rate, %
· 1-year, 10.4%
· 2-year, 16.7%

	-
	Lechowicz et al, 2014 (112)
	Estimated PFS (whole cohort)¶¶, % (95% CI)
· 1-year, 31% (22, 40) 
· 5-year, 17% (9, 26) 

Estimated OS (whole cohort)¶¶, % (95% CI)
· 1-year, 54% (45, 63) 
· 5-year, 32% (22, 44)
	Relapse/progression (whole cohort)¶¶,
· 1-year, (50) [41, 60]
· 5-year, (61) [50, 71]
	· Incidence (grade 2-4) acute GVHD, (41) [32, 51]

Incidence of chronic GVHD (whole cohort)¶¶
· 180 day, (33) [23, 43]
· 1-year, (42) [31, 52]
· 2-year, (43) [33, 54]

Transplant-related mortality (whole cohort)¶¶
· 1-year, (19) [12, 27]
· 5-year, (22) [15, 31]

	-
	Mehta-Shah et al, 2017 (113)
	Estimated PFS (CTCL subgroup)†††
· 2-year, 38.1% (17.3, 58.9)
	NR
	NR

	-
	Menter et al, 2016 (114)
	NR
	· Incidence of CTCL relapse, 14
· Incidence of transformed MF relapse, 3
· Incidence of SS relapse, 10
· Median TTR, 77 days (26-242 days)
	NR

	-
	Weng et al, 2014 (115)
	Estimated PFS, % (95% CI)
· 2-year, 50% (28, 68)
Estimated OS, % (95% CI)
· 2-year, 76% (54, 88)
	· Incidence of relapse/progression, 1
· CR, 19
· PR, 7
· SD, 1
· ORR, (90)
24 patients assessed by HTS
· Molecular remission in blood, 11 (46)
· Median time to molecular remission, 120 days (30-730 days)
	· Non-relapse mortality, 3
· 1-year cumulative non-relapse mortality rate, 3%


Abbreviations: AE, adverse event; CR, complete response; DOR, duration of response; EFS, event-free survival; EQ-5D, EuroQol five dimensions questionnaire; FACT-G, Functional Assessment of Cancer Therapy-General; IFN, interferon; MF, Mycosis fungoides; MTX, methotrexate; NBUVB, narrowband ultraviolet B; NNT, number needed to treat analyses; NR, not reported; ORR, overall response rate; ORR4, objective global response of at least 4 months; OS, overall survival; PC, Physicians choice: MTX 5–50 mg or bexarotene 300 mg/m²; PD, progressive disease; PFD, progression-free disease; PFS, progression-free survival; PR, partial response; PUVA, Psoralen and ultraviolet A; RFS, relapse-free survival; SD, stable disease; SS, Sézary syndrome; TSEI, total skin electron irradiation; TTF, time to treatment failure; TTP, time to tumour progression; TTR, time to relapse
† Reported as ‘OS rate for 50 patients’, therefore assumed to be median
‡ Not statistically significant between groups once adjusted for age at diagnosis
§ Other (non-grade 3-4) AEs reported but not extracted
¶ Median PFS per EMA criteria - a prespecified criterion that counted all events despite two or more missed visits or starting of subsequent anticancer therapy, including independent review facility NNT analyses (number of patients that need to be treated to prevent one EMA PFS event relative to the comparator therapy), investigator assessed NNT reported in Table 1 of publication
†† Median PFS per EMA criteria extracted from long-term follow-up (57)
‡‡ Median PFS per FDA criteria – a sensitivity analysis criterion that censored patients at last assessment before the missed visit or starting of subsequent anticancer therapy, including independent review facility NNT analyses (number of patients that need to be treated to prevent one FDA PFS event relative to the comparator therapy), investigator assessed NNT reported in Table 2 of publication.
§§ AEs in the physicians group are reported separately by treatment, methotrexate (n=25) or bexarotene (n=37)
¶¶ Outcomes reported per conditioning regimen in Table 4 (p18) of the publication
††† Only outcomes reported for the eligible CTCL subgroup were further considered in this report

