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A

Reason for exclusion

60.4%, 90, conference abstract

4.0%, 6, no teratomas made
Il 2.7%, 4, retracted
1.3%, 2, duplicate
1.3%, 2, book chapter
1.3%, 2, commentary

Il 9.4%, 14, protocol
B 7.4%, 11, nothPSc
6.7%, 10, teratoma data not shown
. | Bl 54%, 8, different assay

Inclusion criteria not met
Cells other than hPSc

Nr. of injected cells not reported 9N
Injection site not reported 21
Length of follow-up not reported 55

Figure S1. Detailed information on exclusion and inclusion criteria. (A) Reasons
for exclusion based on exclusion criteria. (B) Numbers of excluded publications
based on non-met inclusion criteria.
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Injection Subcutaneous Intramuscular Organ Other
solution Volume % (n) Volume % (n) Volume % (n) Volume % (n)

I
i
Medium 10-400 pl 7.9 (1) 50-100 pl 19.2(5) | 20-200 ul 21.4(9) 20-100 pl 13.3(2)
30-300 ul 19.2 (5) : 20-100 W 38.1 (16)
I
I
I

Buffer | 20-200  10.0 (14) 30-100 ul  40.0 (6)

ECM  [300-1000 nl 13.6(19) ' 30-150 Wl 11.5(3) 10-40 W 19.0 (8)

10-200 Wl 21.4(9)

50-100 ul 267 (4)

ECM mix | 20-200 Wl 68.6(96) 1 30-500 ul  50.0 (13) 50-300 pl 20.0(3)

Figure S2. Injection solution/medium, volume and injection site. (A) Pie diagram
of solution types. (B)Percentages over years (2005-2020) in use of injection
solutions. (C)Volumes used for injections depending on the injection site.
Medium -culture medium; ECM - extracellular matrix such as Matrigel, collagen,
alginate; buffer — PBS, DPBS, HBSS; ECM mix - mixture of ECM with either buffer
or medium.



Table S1. Search strategies for inspected databases.

PubMed

("Teratoma"[Mesh:NoExp] OR "Teratoma"[tiab] OR "Teratomas"[tiab] OR "TA"[ti]) AND ("Stem
Cells"[Majr:NoExp] OR "Stem Cell Transplantation"[Mesh] OR "Pluripotent Stem Cells"[Majr] OR "Stem
Cell"[ti] OR "Stem Cells"[ti] OR "hESC"[ti] OR "hESCs"[ti] OR "hPSC"[ti] OR "hPCSs"[ti] OR "iPSC"[ti] OR
"iPSCs"[ti] OR "iPS"[ti]] OR "iPSs"[ti]] OR "hiPSC"[ti]] OR "hiPSCs"[ti]) AND ("malignancy"[tiab] OR
"malignant”[tiab] OR "malignancies"[tiab] OR "tumorigenicity'[tiab] OR "tumorigenic'[tiab] OR
"tumourigenicity"[tiab] OR "tumourigenic"[tiab] OR "pluripotency"[tiab] OR "pluripotent"[tiab] OR "Cell
Differentiation"[Mesh:NoExp] OR "Cellular Reprogramming"[Mesh] OR "reprogramming"[tiab] OR
"reprogram'[tiab] OR 'reprogrammed"[tiab] OR "differentiation"[tiab] OR "differentiations"[tiab] OR
"differentiated"[tiab] OR "differentiating"[tiab] OR "differentiate"[tiab] OR "undifferentiated"[tiab] OR "non-
differentiated"[tiab]) NOT (("Swine"[Mesh] OR "Ruminants"[Mesh] OR "Rats"[Mesh] OR "Rabbits"[Mesh] OR
"Cercopithecidae"[Mesh] OR "Canidae"[Mesh] OR "Mice"[Mesh] OR "Mouse Embryonic Stem Cells"[Mesh] OR
"Book Reviews" [Publication Type] OR "Books"'[Mesh] OR "Guideline" [Publication Type]) NOT
"humans"[mesh]) NOT “Review”

Embase

('teratoma'/exp OR 'teratoma’:ti,ab OR 'teratomas":ti,ab) AND (‘embryonic stem cell'/exp OR 'embryonic stem
cell' OR 'embryonic stem cell* OR 'human embryonic stem cells'/exp OR 'human embryonic stem cells' OR
'human embryonic stem cell* OR "pluripotent stem cell'/exp OR "pluripotent stem cell' OR 'pluripotent stem
cell* OR "totipotent stem cell'/exp OR 'totipotent stem cell' OR 'totipotent stem cell* OR 'stem cell'/exp OR 'stem
cell' OR 'stem cell*:ti,ab OR 'stem cell transplantation'/exp OR 'stem cell transplantation' OR 'hesc*:ti,ab OR
'ipsc*:ti,ab OR 'hipsc* OR 'ips*:ti,ab) AND (‘malignancy"ti,ab OR 'malignantti,ab OR 'maliganacies':ti,ab OR
‘tumorigenicity:tiab OR 'tumorigenic:tiab OR 'tumourigenicity:tiab OR 'tumourigenic'tiab OR
‘pluripotency':ti,ab OR 'pluripotent’ti,ab OR 'cell differentiation’:ti,ab OR 'nuclear reprogramming':ti,ab OR
‘reprogramming’tiab OR 'reprogram'tiab OR 'reprogrammed"tiab OR 'differentiation:tiab OR
'differentiations:ti,ab OR 'differentiated:tiiab OR 'differentiating’tiab OR 'differentiatetiab OR
‘undifferentiated:ti,ab OR 'non-differentiated"ti,ab) NOT ('pig'/exp OR 'pig' OR 'ruminant'/exp OR 'ruminant’
OR 'murine'/exp OR 'murine' OR 'cercopithecidae'/exp OR 'cercopithecidae’ OR 'canidae'/exp OR 'canidae’ OR
‘mouse embryonic stem cell'/exp OR 'mouse embryonic stem cell' OR 'book editorial' OR 'letter'/exp OR 'letter’
OR 'note'/exp OR 'note’ OR 'review'/exp OR 'review' OR 'practice guideline'/exp OR 'practice guideline') AND
[1998-2020]/py AND ([embase]/lim OR [medline]/lim OR [pubmed-not-medline]/lim)

Web Of

Science

TS=("Teratoma" OR "Teratomas" OR "TA") AND TI=("stem cell" OR "Stem Cells" OR "hESC" OR "hESCs" OR
"hPSC" OR "hPCSs" OR "iPSC" OR "iPSCs" OR "iPS" OR "iPSs" OR "hiPSC" OR "hiPSCs") AND
TS=("malignancy” OR "malignant” OR "malignancies" OR "tumorigenicity" OR "tumorigenic" OR
"tumourigenicity”" OR "tumourigenic" OR "pluripotency"” OR "pluripotent” OR "Cell Differentiation" OR
"reprogramming” OR "reprogram"” OR "reprogrammed" OR "differentiation" OR "differentiations” OR
"differentiated” OR "differentiating” OR "differentiate" OR "undifferentiated" OR "non-differentiated") NOT
TS=(("pig" OR "pigs" OR "porcine" OR "ruminant” OR "ruminants" OR "bovine" OR "murine” OR "murines" OR
"rat" OR "rats" OR "guinea pig" OR "guinea pigs" OR leporidae OR "rabbit" OR "rabbits" OR "Cercopithecidae"
OR "monkey" OR "monkeys" OR "macaca" OR "macacae" OR "macaque” OR "marsupial” OR "Canidae” OR
"canine" OR "feline" OR "Mouse Embryonic Stem Cell" OR book OR editorial OR letter OR note OR "review"
OR "practice Guideline") NOT "human")

Table S2. List of mouse strains reported.

Mouse strain nr of publications

SCID 142
NOD SCID 101
SCID beige 53
NSG 40
CB17 SCID 21
nude 19
NOD SCID IL2Ry—/- 19
NOD.Cg-Prkdc<scid>II12rgtm1Wijl/Sz] 11
NOD.CB17-Prkdc-<scid>/] 7
NU-Foxnlnu 7
Balb/C nude 6
CB17/GbmsTac-scid-bgDF N7 6
CB17.Cg-PrkdcscidLystbg-J/Crl 5
not given 4
CB17 SCID beige 3




SCID Rag2-/-/yc-/-

BALB/cAJcl-Foxnlnu

BALB/cMlac-nu

immunocompromised

NOD.Cg-Prkdc<scid> II2rg<tm1Sug> Jict/Tac

NOD)/ShiJic-scid]cl

NIH-Lystbg-JFoxnlnuBtkxid

SHO-PrkdcscidHrhr

NMRI-Foxnlnu

BALB/c athymic nude

BALB/c Rag2-/-/yc-/-

== (NN NN N NN | W

BALB/cSlc-nu

Juy

CB17/Icr-Prkdescid/CrlCrlj

NOD MrkBomTac-Prkdcscid

NOD SCID and nude

[ I

NOD.CB17Prkdcscid/JNarl

Juy

NOD/LtSz Prkd cscid

NOD)/LtSz scid IL2R-/-

NOD/NCrCrl Prkd SCID

[ I

NSG & NOD-SCID

Juy

NSG SCID beige mice

Rag2-/-I12rg-/-

Rag2-/—yc-/-

== =

SCID CB17/Icr-Prkdescid/CrlCrlj

Juy

SCID beige | NUDE

SCID beige | Balb/c scid

C.B-Igh-1blcrTac-Prkdcscid/Ros

== =

NOD.CB17-Prkdc<scid>/]Slac

Juy

NU(NCr)-Foxnlnu

nude | SCID

Rag2-/-yc—/-C2-/-

== =

Rag2-/- | Pfp-/-/Rag2-/-

Juy

CD1-Foxnlnu

C.B-17/I cr-scid/scid]cl

Rag2-/—yc—/-C5-/-

== =

C57Bl6 SCID

NOD MrkBomTac-Prkdcscid / NOD/LtSz Prkd cscid

Total publications

492
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