Supplementary table 1. Literature review on primary vitreoretinal lymphoma (PVRL) treatment strategies and outcomes. PFS : progression-free survival. OFS : ocular-free survival. BFS : brain-free survival. OS : overall survival. M : months, y : years. IV HD-MTX : intravenous high-dose methotrexate. IT : intrathecal. oRT : ocular radiotherapy. wbRT : whole brain radiotherapy. IVT MTX : intravitreal methotrexate.
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Studies comparing
different strategies
Grimm, 2007 83/83 32 Local (28%) vs extensive (64%) vs no treatment (7%) 56% (47/83) 30m 25% (21/83) 35% (29/83) 5% 58 m Same outcomes for all groups
Delayed cerebral relapse with systemic
Hashida, 2014 26/26 44 Local (58%) vs systemic IV HD-MTX/IT MTX (42%) 54% (14/26) treatment vs local (43 m vs 10 m)
Same outcomes for all groups but possible trend
Riemens, 2015 78/78 49 Local (40%) vs systemic (27%) vs combined (29%) 22% (17/78) 36% (28/78) 47 m 29% (23/78) 34-44 m in favor of combined treatment
Better PFS and BFS with combined treatment but

Castellino, 2018 33/69 34 local (52%) vs systemic (22%) vs combined (24%) 31m 45% (15/33) 5.2y 37% (19/33) NR 56% (39/69) 9.3y same OS compared to local or systemic alone
Studies with one
strategy

Delayed relapse with systemic treatment vs
Berenbom, 2007 7/12 19 Systemic (83%) +/- oRT (57%), wbRT (29%) 17% (1/6) 86% (6/7) 43% (3/7) without (28 m vs 8 m)
Mikami, 2013 22/22 36 OoRT 64% (14/22) 3 y-PFS:49% 9% (2/22) 55% (12/22) 3y-0S: 8%
Teckie, 2014 18/18 25 ORT alone (67%) vs oRT + systemic (33%) 44% (8/18) 2y-PFS:48-53%  22% (4/18) 39% (7/18) 2 y-0S :94%

Comparing combined treatment to IVT MTX

alone (n=8) : median BFS 51 m vs 19 m, 20% vs

Akiyama, 2016 10/10 30 IV HD-MTX + IVT MTX 20% (2/10) 40% (4/10) 2 y-BFS : 58% 25% ocular relapses, 31% vs 88% brain relapses
Ma, 2016 13/19 40 IV HD-MTX + IVT MTX 53% (10/19) 20m 62% (8/13) 31% (4/13) 15% (3/19) 72 m
Cheah, 2016 11/11 50 IV HD-MTX + IT MTX + oRT 64% (7/11) 46 m 27% (3/11) 36% (4/11) 4 y-BFS :42% 18% (2/11) 4y-0S:76%
Kaburaki, 2017 11/17 49 IV HD-MTX + IVT MTX + wbRT 4y-PFS:72%  27% (3/11) 9% (1/11) 4 y-BFS : 90% 9% (1/11) 4y-0S : 89%
De La Fuente, 2019 12/12 68 IV HD-MTX + oRT 33% (4/12) 5 y-PFS : 64% 8% (1/12) 25% (3/12) 5y-BFS : 63% 17% (2/12) 5y-0S: 80%
LOC, 2020 59/59 61 IV HD-MTX +/- local treatment (13%) 71% (42/59) 18 m 58% (34/59) 29 m 37% (22/59) 73 m,5y-BFS:56% 34% (20/59) 75m, 5y-0S:67%
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different	strategies

Grimm,	2007 83/83 32 Local	(28%)	vs	extensive	(64%)	vs	no	treatment	(7%) 56%	(47/83) 30	m 25%	(21/83) 35%	(29/83) 5% 58	m

Same	outcomes	for	all	groups

Hashida,	2014 26/26 44 Local	(58%)	vs	systemic	IV	HD-MTX/IT	MTX	(42%)	 54%	(14/26)

Delayed	cerebral	relapse	with	systemic	

treatment	vs	local	(43	m	vs	10	m)

Riemens,	2015 78/78 49 Local	(40%)	vs	systemic	(27%)	vs	combined	(29%) 22%	(17/78) 36%	(28/78) 47	m 29%	(23/78) 34-44	m

Same	outcomes	for	all	groups	but	possible	trend	

in	favor	of	combined	treatment

Castellino,	2018 33/69 34 local	(52%)	vs	systemic	(22%)	vs	combined	(24%)	 31	m 45%	(15/33) 5.2	y 37%	(19/33) NR 56%	(39/69) 9.3	y

Better	PFS	and	BFS	with	combined	treatment	but	

same	OS	compared	to	local	or	systemic	alone

Studies	with	one	

strategy

Berenbom,	2007 7/12 19 Systemic	(83%)	+/-	oRT	(57%),	wbRT	(29%) 17%	(1/6) 86%	(6/7) 43%	(3/7)

Delayed	relapse	with	systemic	treatment	vs	

without	(28	m	vs	8	m)

Mikami,	2013 22/22 36 oRT 64%	(14/22) 3	y-PFS	:	49% 9%	(2/22) 55%	(12/22) 3	y-OS	:	89%

Teckie,	2014 18/18 25 oRT	alone	(67%)	vs	oRT	+	systemic	(33%) 44%	(8/18) 2y-PFS	:	48-53% 22%	(4/18) 39%	(7/18) 2	y-OS	:	94%

Akiyama,	2016 10/10 30 IV	HD-MTX	+	IVT	MTX 20%	(2/10) 40%	(4/10) 2	y-BFS	:	58%

Comparing	combined	treatment	to	IVT	MTX	

alone	(n=8)	:	median	BFS	51	m	vs	19	m,	20%	vs	

25%	ocular	relapses,	31%	vs	88%	brain	relapses

Ma,	2016 13/19 40 IV	HD-MTX	+	IVT	MTX 53%	(10/19) 20	m 62%	(8/13) 31%	(4/13) 15%	(3/19) 72	m

Cheah,	2016 11/11 50 IV	HD-MTX	+	IT	MTX	+	oRT 64%	(7/11) 46	m 27%	(3/11) 36%	(4/11) 4	y-BFS	:	42% 18%	(2/11) 4	y-OS	:	76%

Kaburaki,	2017 11/17 49 IV	HD-MTX		+	IVT	MTX	+	wbRT 4	y-PFS	:	72% 27%	(3/11) 9%	(1/11) 4	y-BFS	:	90% 9%	(1/11) 4	y-OS	:	89%

De	La	Fuente,	2019 12/12 68 IV	HD-MTX	+	oRT	 33%	(4/12) 5	y-PFS	:	64% 8%	(1/12) 25%	(3/12) 5	y-BFS	:	63% 17%	(2/12) 5	y-OS	:	80%

LOC,	2020 59/59 61 IV	HD-MTX	+/-	local	treatment	(13%) 71%	(42/59) 18	m 58%	(34/59) 29	m 37%	(22/59) 73	m,	5	y-BFS	:	56% 34%	(20/59) 75m,	5	y-OS	:	67%


