Weight Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 1264.0 21805 ; ——  0.05797 [0.05487;0.06107] 5.1% 9.3%
Cai (2018) 6125.0 122989 : 0.04980 [0.04859; 0.05102] 33.3% 9.3%
Caini (2016) 6.0 753 ——— ! 0.00797 [0.00162;0.01432] 1.2% 9.1%
Robsahm (2014) 4450 12972 : - 0.03430 [0.03117;0.03744] 5.0% 9.3%
Toth (2013) 1.0 366 —+— : ! 0.00273 [0.00000; 0.00808] 1.7% 9.1%
Crocetti (2008) 63.0 6800 - : . 0.00926 [0.00699;0.01154] 9.5% 9.3%
Tuohimaa (2007) 1486.0 66441 : 0.02237 [0.02124; 0.02349] 38.9% 9.3%
De Vries (2007) 19.0 1420 —_— : 0.01338 [0.00740;0.01936] 1.4% 9.1%
Crocetti (2004) 8.0 828 —— 0.00966 [0.00300;0.01632] 1.1% 9.0%
Schmid-Wendtner (2001)  23.0 2083 —_— ! 0.01104 [0.00655; 0.01553] 2.4% 9.2%
Bhatia (1999) 5.1 298 —————! 0.01711 [0.00239;0.03184] 0.2% 8.1%
Fixed effect model 236755 ¢ 0.03162 [0.03091; 0.03232] 100.0%

Random effects model _ 0.02158 [0.01006; 0.03309] -~ 100.0%
Heterogeneity: 12 = 100%, ¥=0.0004,p=0 [ T T T T T 1
0 0.010.02 0.03 0.04 0.05 0.06

Figure S1. The pooled proportion of second primary neoplasm of prostate in melanoma
survivors.

Weight Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 493 18067 Do 0.02729 [0.02496;0.02977] 6.7% 8.9%
Cai (2018) 3532 100810 P 0.03504 [0.03391; 0.03618] 29.2% 9.1%
Caini (2016) 26 784 —:—'7 0.03316 [0.02178;0.04822] 0.2% 6.3%
Robsahm (2014) 377 15184 e 0.02483 [0.02241;0.02743] 6.1% 8.9%
Toth (2013) 1 34— 0.00267 [0.00007;0.01481] 1.4% 8.4%
Soerjomataram (2008) 40 2088 —_ 0.01916 [0.01372;0.02600] 1.1% 8.3%
Crocetti (2008) 112 7760 - 0.01443 [0.01190; 0.01734] 5.3% 8.9%
Tuohimaa (2007) 1362 73659 ' 0.01849 [0.01753; 0.01949] 39.7% 9.1%
Crocetti (2004) 14 1007 —_— 0.01390 [0.00762;0.02322] 0.7% 7.9%
Schmid-Wendtner (2001) 36 2514 —_— 0.01432 [0.01005; 0.01977] 1.7% 8.6%
Bhatia (1999) 3 287 ————— 0.01045 [0.00216;0.03024]  0.3% 6.6%
Wassberg (1996) 151 10737 - 0.01406 [0.01192; 0.01647] 7.6% 9.0%
Fixed effect model 233271 : 0 0.02344 [0.02282; 0.02405] 100.0% -
Random effects model _ 0.01898 [0.01328; 0.02468] --  100.0%
Heterogeneity: I* = 98%, T < 0.0001, p < 0.01 1

0.01 0.02 0.03 0.04

Figure S2. The pooled proportion of second primary neoplasm of breast in melanoma
survivors.

Weight  Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 678 39872 . ——  0.01700 [0.01576;0.01832] 4.7% 6.7%
Bright (2019) 80 22446 = D 0.00356 [0.00283; 0.00443] 12.5% 6.8%
Caini (2016) 4 1537 ——— ! 0.00260 [0.00071; 0.00665] 1.2% 6.1%
Jung (2014) 64 6884 —-— 0.00930 [0.00717;0.01188] 1.5% 6.3%
Robsahm (2014) 416 28089 D —— 0.01482 [0.01344;0.01630] 3.8% 6.7%
Toth (2013) 5 740 - 0.00676 [0.00220;0.01570] 0.2% 4.1%
Hwang (2010) 14 2665 —_— 0.00525 [0.00287;0.00880] 1.0% 6.0%
Spanogle (2010) 1491 151996 i 0.00981 [0.00932;0.01032] 30.9% 6.9%
Soerjomataram (2008) 24 3508 — 0.00684 [0.00439;0.010168] 1.0% 6.0%
Levi (2008) 45 3346 o — 0.01345 [0.00983; 0.01795] 0.5% 5.3%
Crocetti (2008) 83 14560 —— 0.00570 [0.00454; 0.00708] 5.1% 6.7%
Tuohimaa (2007) 1369 140100 . 0.00977 [0.00926; 0.01030] 28.6% 6.9%
Crocetti (2004) 7 183 —— ! 0.00381 [0.00154; 0.00784] 1.0% 6.0%
Schmid-Wendtner (2001) 21 4597 —_— 0.00457 [0.00283; 0.00697] 2.0% 6.4%
Wassberg (1996) 167 20354 e 0.00820 [0.00701;0.00954] 4.9% 6.7%
Boland (1976) 3 1405 ——— 0.00214 [0.00044; 0.00623] 1.3% 6.2%

Fixed effect model 443914 o 0.00884 [0.00857; 0.00912] 100.0% -

Random effects model —_— 0.00778 [0.00589; 0.00966] --  100.0%
Heterogeneity: 1* = 97%, T < 0.0001, p < 0.01 1

0.005 0.01 0.015

Figure S3. The pooled proportion of second primary neoplasm of colorectum in



melanoma survivors.
Weight  Weight

Study Events Total Proportion 95%=Cl (fixed) (random)
Kimlin (2019) 362 39872 Ll 0.00908 [0.00817;0.01006] 7.5% 8.2%
Bright (2019) 82 22446 - 0.00365 [0.00291; 0.00453] 10.4% 8.3%
Caini (2016) 6 1537 ————— 0.00390 [0.00143;0.00848] 0.7% 6.5%
Jung (2014) 64 6884 L 0.00930 [0.00717;0.01186] 1.3% 7.3%
Robsahm (2014) 228 28069 —— 0.00812 [0.00711;0.00924] 5.9% 8.2%
Toth (2013) 4 740 — 0.00541 [0.00147;0.01378] 0.2% 4.5%
Hwang (2010) 22 2665 —_— 0.00826 [0.00518;0.01247] 0.6% 6.2%
Spanogle (2010) 1572 151986 o = 0.01034 [0.00984; 0.01086] 25.1% 8.4%
Crocetti (2008) 64 14560 —— 0.00440 [0.00339; 0.00561] 5.6% 8.2%
Tuochimaa (2007) 887 140100 0.00633 [0.00592; 0.00676] 37.6% 8.4%
Crocetti (2004) 6 183 ———— 0.00327 [0.00120; 0.00710] 1.0% 7.0%
Bhatia (1999) 2 585 — 0.00342 [0.00041;0.01229] 0.3% 4.9%
Levi (1997) 10 1780 — 0.00562 [0.00270; 0.01031] 0.5% 6.1%

Boland (1976) 1 1405 =—— ' 0.00071 [0.00002; 0.00396] 3.3% 8.0%
Fixed effect model 414474 s 0.00706 [0.00681; 0.00732] 100.0% -
Random effects model —_— 0.00595 [0.00431; 0.00758] == 100.0%

Heterogeneity: I* = 97%, £ <0.0001,p<001 T T T T
0.002 0.006 0.01

Figure S4. The pooled proportion of second primary neoplasm of bronchus and lung in
melanoma survivors.

Weight  Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Caini (2016) 2 1537 —— | 0.00130 [0.00016;0.00469] 2.1% 8.9%
Jung (2014) 47 6884 ——— 0.00683 [0.00502; 0.00907] 1.8% 8.6%
Robsahm (2014) 297 28069 —— 0.01058 [0.00942;0.01185] 4.8% 10.3%
Toth (2013) 5 740 — 0.00676 [0.00220; 0.01570] 0.2% 2.7%
Hwang (2010) 14 2665 —_— 0.00525 [0.00287;0.00880] 0.9% 6.8%
Spanogle (2010) 1086 151996 s 0.00714 [0.00673;0.00758] 38.3%  11.5%
Soerjomataram (2008) 18 3508 —— 0.00513 [0.00304; 0.00810] 1.2% 7.6%
Tuohimaa (2007) 886 140100 =+ 0.00632 [0.00592; 0.00675] 39.9% 11.5%
Crocetti (2004) 4 1835 ———— 0.00218 [0.00059; 0.00557] 1.5% 8.1%
Schmid-Wendtner (2001) 21 4597 —_—t 0.00457 [0.00283; 0.00697] 1.8% 8.6%
Levi (1997) 12 1780 B 0.00674 [0.00349;0.01175] 0.5% 4.9%
Wassberg (1996) 107 20354 —— 0.00526 [0.00431;0.00635] 7.0% 10.7%
Fixed effect model 364065 (0 0.00656 [0.00629; 0.00682] 100.0% -
Random effects model - 0.00572 [0.00462; 0.00682] --  100.0%

Heterogeneity: /> = 90%, £ <0.0001,p<001 [ T T T T T 1
0.002 0.006 0.01 0.014

Figure S5. The pooled proportion of second primary neoplasm of colon in melanoma
survivors.

Weight Weight

Study Events Total Proportion 95%=Cl (fixed) (random)
Spanogle (2010) 266 69853 — 0.00381 [0.00336; 0.00429] 39.1%  29.0%
Crocetti (2008) 15 7760 —=— 0.00193 [0.00108; 0.00319] 8.5% 19.1%
Tuochimaa (2007) 255 73659 = 0.00346 [0.00305; 0.00391] 454%  29.6%
Crocetti (2004) 2 1007 0.00199 [0.00024; 0.00716] 1.1% 4.7%
Levi (1997) 4 998 o 0.00401 [0.00109; 0.01023] 0.5% 2.5%
Wassberg (1996) 46 10737 H—— 0.00428 [0.00314; 0.00571] 5.3% 15.1%
Fixed effect model 164014 <> 0.00350 [0.00321; 0.00378] 100.0% -
Random effects model = 0.00334 [0.00270; 0.00398] == 100.0%

Heterogeneity: I = 65%, £ < 0.0001, p = 0.01 I I ! ! L
0.002 0.004 0.006 0.008 0.01

Figure S6. The pooled proportion of second primary neoplasm of corpus uteri in
melanoma survivors.



Study Events  Total
Kimlin (2019) 196 39872
Bright (2019) 41 22446
Cai (2018) 1587 223799
Caini (2016) 5 1537
Jung (2014) 22 6884
Robsahm (2014) 116 28069
Toth (2013) 1 740
Spanogle (2010) 38 151996
Verwer (2010) 14 18226
Crocetti (2008) 28 14560
Tuohimaa (2007) 429 140100
Crocetti (2004) 6 1835
Bhatia (1999) 3 585
Levi (1997) 4 1780
Wassberg (1996) 47 20354
Fixed effect model 672783

Random effects model
Heterogeneity: 17 =99%, T <0.0001, p=0

-
I | I | ! I |
0.002 0.006 001 0.014

Weight Weight

Proportion 95%-Cl (fixed) (random)
0.00492 [0.00425; 0.00565] 1.1% 7.3%
0.00183 [0.00131;0.00248] 1.6% 7.3%
0.00709 [0.00675; 0.00745] 4.2% 7.4%
0.00325 [0.00106; 0.00758] 0.1% 5.7%
0.00320 [0.00200; 0.00483] 0.3% 6.9%
0.00413 [0.00342; 0.00495] 0.9% 7.2%
0.00135 [0.00003; 0.00751] 0.1% 5.9%
0.00025 [0.00018; 0.00034] 80.2% 7.4%
0.00077 [0.00042;0.00129] 3.1% 7.3%
0.00192 [0.00128; 0.00278] 1.0% 7.3%
0.00306 [0.00278; 0.00337] 6.1% 7.4%
0.00327 [0.00120; 0.00710] 0.1% 5.9%
0.00513 [0.00106; 0.01491]  0.0% 3.4%
0.00225 [0.00061; 0.00574] 0.1% 6.3%
0.00231 [0.00170; 0.00307] 1.2% 7.3%
0.00089 [0.00082; 0.00096] 100.0% -
0.00292 [0.00148; 0.00436] == 100.0%

Figure S7. The pooled proportion of second primary neoplasm of lymphoma in

melanoma survivors.

Study Events  Total
Kimlin (2019) 132 39872
Bright (2019) 27 22446
Toth (2013) 1 740
Hwang (2010) 8 2665
Spanogle (2010) 713 151996
Crocetti (2008) 39 14560
Tuohimaa (2007) 392 140100
Crocetti (2004) 5 1835
Bhatia (1999) 3 585
Fixed effect model 374799

Random effects model
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Heterogeneity: I* = 95%, £ <0.0001,p<001 [ T T T T T

0.002 0006 0.01 0.014

Weight Weight

Proportion 95%-Cl (fixed) (random)
0.00331 [0.00277;0.00392] 10.0%  14.5%
0.00120 [0.00079; 0.00175] 15.4%  14.7%
0.00135 [0.00003; 0.00751]  0.5% 7.4%
0.00300 [0.00130; 0.00581] 0.7% 9.2%
0.00469 [0.00435; 0.00505] 26.9%  14.9%
0.00268 [0.00191;0.00366] 4.5%  13.7%
0.00280 [0.00253; 0.00309] 41.4%  15.0%
0.00272 [0.00089; 0.00635] 0.6% 8.1%
0.00513 [0.00106; 0.01491]  0.1% 2.5%
0.00310 [0.00292; 0.00328] 100.0% -
0.00287 [0.00187; 0.00387] == 100.0%

Figure S8. The pooled proportion of second primary neoplasm of bladder in melanoma

SUrvivors.

Weight Weight
Study Events Total Proportion 95%-Cl (fixed) (random)
Caini (2016) 2 1537 —'—'— 0.00130 [0.00016; 0.00469] 1.0% 5.9%
Jung (2014) 17 6884 —_— 0.00247 [0.00144; 0.00395] 2.3% 10.0%
Robsahm (2014) 119 28069 b 0.00424 [0.00351; 0.00507] 5.6% 14.2%
Spanogle (2010) 405 151996 = 0.00266 [0.00241;0.00294] 48.0% 19.3%
Soerjomataram (2008) 6 3508 ——— 0.00171 [0.00063; 0.00372] 1.7% 8.4%
Tuohimaa (2007) 483 140100 qiF 0.00345 [0.00315; 0.00377] 34.2% 19.0%
Crocetti (2004) 3 1835 —'—.— 0.00163 [0.00034; 0.00477] 0.9% 5.7%
Levi (1997) 6 1780 = 0.00337 [0.00124; 0.00732] 0.4% 3.1%
Wassberg (1996) 60 20354 — 0.00295 [0.00225; 0.00379] 5.8% 14.3%
Fixed effect model 356063 <> 0.00300 [0.00282; 0.00317] 100.0% -
Random effects model - 0.00286 [0.00234; 0.00338] == 100.0%
Heterogeneity: I* = 77%, £ <0.0001,p<001 [ T T T T 7771

0.001 0.003 0.005 0.007

Figure S9. The pooled proportion of second primary neoplasm of rectum in melanoma
survivors.



Weight Weight

Study Events Total Proportion 95%=Cl (fixed) (random)
Kimlin (2019) 196 39872 P 0.00492 [0.00425; 0.00565] 5.4% 9.0%
Bright (2019) 41 22446 —- 0.00183 [0.00131;0.00248] 8.2% 9.0%
Cai (2018) 1587 223799 - 0.00709 [0.00675; 0.00745] 21.2% 9.1%
Caini (2016) 5 1537 : 0.00325 [0.00106; 0.00758] 0.3% 6.7%
Jung (2014) 20 6884 —_— 0.00291 [0.00178; 0.00448] 1.6% 8.5%
Toth (2013) 1 740 0.00135 [0.00003; 0.00751] 0.4% 7.0%
Verwer (2010) 14 18226 —— , 0.00077 [0.00042; 0.00129] 15.8% 9.1%
Crocetti (2008) 25 14560 — 0.00172 [0.00111;0.00253] 5.7% 9.0%
Tuochimaa (2007) 395 140100 £ 0.00282 [0.00255; 0.00311] 33.2% 9.1%
Crocetti (2004) 6 1835 1 0.00327 [0.00120; 0.00710] 0.4% 7.0%
Levi (1997) 4 1780 0.00225 [0.00061; 0.00574] 0.5% 7.5%
Wassberg (1996) 38 20354 -, 0.00187 [0.00132; 0.00256] 7.3% 9.0%
Fixed effect model 492133 ° 0.00330 [0.00314; 0.00346] 100.0% -
Random effects model ————— 0.00286 [0.00142; 0.00429] == 100.0%

Heterogeneity: I* = 98%, £ <0.0001,p<001 [ T T T T T
0.001 0.003 0.005 0.007

Figure S10. The pooled proportion of second primary neoplasm of Non Hodgkin
lymphoma in melanoma survivors.

Weight  Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 142 39872 '—'— 0.00356 [0.00300; 0.00420] 7.4% 13.5%
Bright (2019) 31 22446 -+ . 0.00138 [0.00094; 0.00196] 10.7% 13.8%
Cai (2018) 943 223799 0.00421 [0.00395; 0.00448] 35.2% 14.1%
Jung (2014) 17 6884 —i— 0.00247 [0.00144;0.00395] 1.8% 11.6%
Toth (2013) 3 740 0.00405 [0.00084;0.01180] 0.1% 3.2%
Hwang (2010) 4 2665 ———— 0.00150 [0.00041;0.00384] 1.2% 10.5%
Tuohimaa (2007) 312 140100 H 0.00223 [0.00199; 0.00249] 41.6% 14.2%
Crocetti (2004) 4 1835 ———— 0.00218 [0.00059; 0.00557] 0.6% 8.1%
Schmid-Wendtner (2001) 10 4597 —— 0.00218 [0.00104; 0.00400] 1.4% 11.0%
Fixed effect model 442938 ;6 0.00293 [0.00277; 0.00309] 100.0% _—
Random effects model - 0.00257 [0.00165; 0.00349] --  100.0%

Heterogeneity: I* = 95%, ¥ < 0.0001, p < 0.01 [ I I I !
0.002 0.006 0.01

Figure S11. The pooled proportion of second primary neoplasm of kidney in melanoma
survivors.

Weight Weight

Study Events Total Proportion 95%=Cl (fixed) (random)
Caini (2016) 2 784 i 0.00255 [0.00031; 0.00918] 0.4% 4.1%
Spanogle (2010) 149 69853 - 0.00213 [0.00180; 0.00250] 46.3%  24.1%
Crocetti (2008) 7 7760 —=— 0.00090 [0.00036; 0.00186] 12.1%  21.3%
Tuochimaa (2007) 217 73659 ER o 0.00295 [0.00257; 0.00336] 35.3%  23.8%
Crocetti (2004) 1 1007 0.00099 [0.00003; 0.00552] 1.4% 9.9%
Wassberg (1996) 37 10737 i 0.00345 [0.00243; 0.00475] 4.4% 16.8%
Fixed effect model 163800 S 0.00231 [0.00208; 0.00255] 100.0% -
Random effects model - 0.00219 [0.00140; 0.00297] == 100.0%
Heterogeneity: 1? = 85%, T <0.0001, p <001 T

0.002 0.004 0.006 0.008
Figure S12. The pooled proportion of second primary neoplasm of ovary in melanoma
survivors.



Study

Kimlin (2019)
Bright (2019)
Caini (2016)
Jung (2014)
Spanogle (2010)
Crocetti (2008)
Tuohimaa (2007)
Crocetti (2004)
Levi (1997)
Wassberg (1996)

Fixed effect model
Random effects model

Events Total

86 39872 |-
7 22446 % |
4 1537 —i—

11 6884

216 151996 :
38 14560 e
339 140100 L

e
i

5 1835 i

7 1780
56 20354

401364 o

Heterogeneity: I = 95%, £ < 0.0001, p < 0.01 I I

0.002 0.004

Weight  Weight

Proportion 95%=Cl (fixed) (random)
0.00216 [0.00173;0.00266] 6.7%  12.8%
0.00031 [0.00013; 0.00064] 26.2%  13.4%
0.00260 [0.00071; 0.00665] 0.2% 4.6%
0.00160 [0.00080; 0.00286] 1.6%  10.7%
0.00142 [0.00124; 0.00162] 39.0%  13.4%
0.00261 [0.00185; 0.00358] 2.0%  11.2%
0.00242 [0.00217;0.00269] 21.1%  13.3%
0.00272 [0.00089; 0.00635] 0.2% 5.0%
0.00393 [0.00158; 0.00809] 0.2% 3.8%
0.00275 [0.00208; 0.00357] 2.7%  11.7%
0.00146 [0.00135; 0.00158] 100.0% -
0.00202 [0.00135; 0.00270] == 100.0%

0.006 0.008

Figure S13. The pooled proportion of second primary neoplasm of stomach in
melanoma survivors.

Study

Kimlin (2019)
Bright (2019)
Jung (2014)
Robsahm (2014)
Spanogle (2010)
Crocetti (2008)
Tuohimaa (2007)
Crocetti (2004)
Levi (1997)
Wassberg (1996)

Fixed effect model
Random effects model

Events Total

134 39872 H
19 22446

20 6884 —_—

85 28069
268 151996 ==
19 14560
262 140100
2 1835

2 1780

35 20354

427896

Heterogeneity: 1? = 88%, T <0.0001, p <001

——p——
——
&
-_

|
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Figure S14. The pooled proportion of second primary neoplasm of

Heterogeneity: 17 =97%, f <0.0001, p <001

melanoma survivors.
Study Events  Total
Kimlin (2019) 89 130872 -
Bright (2019) 15 22446 =
Cai (2018) 591 223799 |
Jung (2014) 19 6884 |———
Robsahm (2014) 136 28069 | e
Toth (2013) 3 740 ——
Spanogle (2010) 118 151996 | !
Verwer (2010) 9 18226 + i
Crocetti (2008) 14 14560 —-:
Tuochimaa (2007) 296 140100 =
Levi (1996) 4 1678 ————
Wassberg (1996) 35 20354
Fixed effect model 668724 0
Random effects model <>
!
0.002

0.006

Weight  Weight

Proportion 95%=Cl (fixed) (random)
0.00336 [0.00282;0.00398] 5.0%  11.2%
0.00085 [0.00051;0.00132] 11.2%  12.5%
0.00291 [0.00178; 0.00448] 1.0% 6.4%
0.00303 [0.00242; 0.00374] 3.9%  10.7%
0.00176 [0.00156; 0.00199] 36.3%  13.3%
0.00130 [0.00079; 0.00204] 4.7%  11.1%
0.00187 [0.00165; 0.00211] 31.6%  13.3%
0.00109 [0.00013; 0.00393] 0.7% 5.3%
0.00112 [0.00014; 0.00405] 0.7% 5.1%
0.00172 [0.00120; 0.00239] 5.0%  11.2%
0.00180 [0.00168; 0.00193] 100.0% -
0.00193 [0.00148; 0.00237] == 100.0%
pancreas In

Weight  Weight

Proportion 95%=Cl (fixed) (random)
0.00223 [0.00179; 0.00275] 3.8% 9.6%
0.00067 [0.00037;0.00110] 7.1% 9.8%
0.00264 [0.00243; 0.00286] 18.0%  10.0%
0.00276 [0.00166; 0.00431] 0.5% 7.3%
0.00485 [0.00407; 0.00573] 1.2% 8.7%
0.00405 [0.00084; 0.01180] 0.0% 1.6%
0.00078 [0.00064; 0.00093] 41.5%  10.1%
0.00049 [0.00023; 0.00094] 7.8% 9.9%
0.00096 [0.00053; 0.00161] 3.2% 9.5%
0.00211 [0.00188; 0.00237] 14.1%  10.0%
0.00238 [0.00065; 0.00609] 0.1% 4.3%
0.00172 [0.00120; 0.00239] 2.5% 9.4%
0.00142 [0.00133; 0.00151] 100.0% -
0.00192 [0.00129; 0.00255] == 100.0%

Figure S15. The pooled proportion of second primary neoplasm of leukaemia in
melanoma survivors.



Weight

Weight

Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 75 39872 —*— 0.00188 [0.00148; 0.00236] 6.3% 12.5%
Bright (2019) 21 22446 0.00094 [0.00058; 0.00143] 7.1% 12.6%
Cai (2018) 650 223799 o= 0.00290 [0.00269; 0.00314] 22.8% 12.9%
Caini (2016) 5 1537 i 0.00325 [0.00106; 0.00758] 0.1% 4.4%
Jung (2014) 20 6884 p—— 0.00291 [0.00178; 0.00448] 0.7% 9.4%
Robsahm (2014) 32 28069  —- 0.00114 [0.00078; 0.00161] 7.3% 12.6%
Crocetti (2008) 11 14560 —'— 0.00076 [0.00038; 0.00135] 5.7% 12.5%
Tuohimaa (2007) 118 140100 1 0.00084 [0.00070; 0.00101] 49.1% 13.0%
Crocetti (2004) 1183 ——— 0.00054 [0.00001;0.00303] 1.0% 10.2%
Fixed effect model 479102 0 0.00142 [0.00131; 0.00152] 100.0% -
Random effects model - 0.00155 [0.00082; 0.00227] == 100.0%

Heterogeneity: I* =97%, £ <0.0001,p<001 [ T T T T T
0.001 0.003 0.005 0.007

Figure S16. The pooled proportion of second primary neoplasm of thyroid gland in

melanoma survivors.

Weight Weight
Study Events Total Proportion 95%-Cl (fixed) (random)
Kimlin (2019) 89 39872 P 0.00223 [0.00179; 0.00275] 6.1% 16.5%
Cai (2018) 591 223799 : 0.00264 [0.00243; 0.00286] 28.7% 17.3%
Toth (2013) 3 740 0.00405 [0.00084; 0.01180] 0.1% 2.5%
Verwer (2010) 9 18226 + : 0.00049 [0.00023; 0.00094] 12.5% 17.0%
Tuohimaa (2007) 153 140100 0.00109 [0.00093; 0.00128] 43.4% 17.4%
Levi (1996) 1 1678 ——— 0.00060 [0.00002; 0.00332] 1.0% 12.6%
Wassberg (1996) 17 20354 = 0.00084 [0.00049; 0.00134] 8.3% 16.8%
Fixed effect model 444769 0 0.00151 [0.00139; 0.00162] 100.0% -
Random effects model = 0.00141 [0.00064; 0.00219] == 100.0%
Heterogeneity: I* = 97%, £ < 0.0001, p < 0.01 ! ! ! ! I

0.002 0.006 0.01

Figure S17. The pooled proportion of second primary neoplasm of lymphoid leukaemia

in melanoma survivors.

Weight  Weight
Study Events Total Proportion 95%=Cl (fixed) (random)
Kimlin (2019) 77 39872 : ———  0.00193 [0.00152; 0.00241] 5.6% 14.6%
Jung (2014) 5 6884 ————— 0.00073 [0.00024; 0.00169] 2.6% 9.6%
Spanogle (2010) 147 151996 - 0.00097 [0.00082; 0.00114] 42.3% 23.9%
Crocetti (2008) 14 14560 —_— 0.00096 [0.00053; 0.00161] 4.1% 12.6%
Tuchimaa (2007) 136 140100 = 0.00097 [0.00081;0.00115] 38.9%  23.7%
Wassberg (1996) 17 20354 —— 0.00084 [0.00049; 0.00134] 6.6% 15.7%
Fixed effect model 373766 < 0.00101 [0.00091; 0.00111] 100.0% -
Random effects model - 0.00106 [0.00082; 0.00131] == 100.0%

Heterogeneity: I = 74%, £ <0.0001, p <001 | ! ! |
5e-04 0.001 0.0015 0.002

Figure S18. The pooled proportion of second primary neoplasm of multiple myeloma

in melanoma survivors.

Weight  Weight
Study Events Total Proportion 95%=Cl (fixed) (random)
Toth (2013) 1 374 — 0.00267 [0.00007;0.01481] 0.1% 1.6%
Spanogle (2010) 40 69853 | 0.00057 [0.00041; 0.00078] 65.9%  34.9%
Crocetti (2008) 4 7760 = 0.00052 [0.00014;0.00132] 8.1%  29.9%
Tuochimaa (2007) 113 73659 | 0.00153 [0.00126; 0.00184] 25.9%  33.7%
Fixed effect model 151646 ¢ 0.00082 [0.00068; 0.00096] 100.0% -
Random effects model < 0.00091 [0.00023; 0.00159] == 100.0%
Heterogeneity: 17 =91%, £<0.0001,p<001 T T T T T

0.002
Figure S19. The pooled proportion of second primary neoplasm of cervix uteri in

0.006 0.01 0.014



melanoma survivors.

Weight Weight
Study Events Total Proportion 95%-Cl (fixed) (random)
Jung (2014) 3 6884 < 0.00044 [0.00009; 0.00127] 2.4% 14.9%
Hwang (2010) 21 2665 I ———— 0.00788 [0.00488; 0.01202] 0.1% 0.8%
Spanogle (2010) 72 151996 | 0.00047 [0.00037; 0.00060] 48.8%  24.6%
Crocetti (2008) 10 14560 +— 0.00069 [0.00033; 0.00126] 3.2% 16.7%
Tuohimaa (2007) 69 140100 © 0.00049 [0.00038; 0.00062] 43.3%  24.5%
Crocetti (2004) 1 1835 —— 0.00054 [0.00001; 0.00303] 0.5% 5.9%
Wassberg (1996) 38 20354 | —— 0.00187 [0.00132;0.00256] 1.7%  12.6%
Fixed effect model 338394 0 0.00052 [0.00044; 0.00059] 100.0% -
Random effects model <o 0.00074 [0.00045; 0.00104] == 100.0%
Heterogeneity: I = 85%, f < 0.0001, p < 0.01 I ot ! ! !

0.002 0.006 0.010.012

Figure S20. The pooled proportion of second primary neoplasm of liver in melanoma
survivors.

Weight Weight
Study Events Total Proportion 95%-Cl (fixed) (random)
Spanogle (2010) 118 151996 —— 0.00078 [0.00064; 0.00093] 43.6%  43.6%
Tuchimaa (2007) 87 140100 ———— 0.00062 [0.00050; 0.00077] 50.2%  48.0%
Wassberg (1996) 15 20354 ; 0.00074 [0.00041;0.00122] 6.2% 8.4%
Fixed effect model 312450 -=:=- 0.00070 [0.00060; 0.00079] 100.0% -
Random effects model _ 0.00070 [0.00059; 0.00081] == 100.0%

f T

Heterogeneity: 1?=23%, f<0.0001, p=028

T

6e-04 8e-04 0.001 0.0012

Figure S21. The pooled proportion of second primary neoplasm of myeloid leukaemia
in melanoma survivors.

Weight Weight
Study Events Total Proportion 95%-Cl (fixed) (random)
Spanogle (2010) 30 82143 —— 0.00037 [0.00025; 0.00052] 41.8%  37.8%
Tuchimaa (2007) 20 66441 —a— 0.00030 [0.00018; 0.00046] 41.0%  37.6%
Wassberg (1996) 1 9617 - 0.00010 [0.00000; 0.00058] 17.2%  24.6%
Fixed effect model 158201 --":=- 0.00029 [0.00021; 0.00038] 100.0% -
Random effects model —cEE——— 0.00028 [0.00015; 0.00041] == 100.0%

Heterogeneity: 1? = 55%, f <0.0001, p=011 ' T T |

1e-04 3e-04

5e-04

Figure S22. The pooled proportion of second primary neoplasm of testis in melanoma

survivors.

Study

Jung (2014)
Spanogle (2010)
Crocetti (2008)
Tuchimaa (2007)
Wassberg (1996)

Fixed effect model
Random effects model

Events Total
2 6884 H
38 151996 =

3 14560 ——
34 140100
9 20354

—
—_—

Weight Weight

Proportion 95%-Cl (fixed) (random)
0.00029 [0.00004; 0.00105] 1.8% 1.8%
0.00025 [0.00018; 0.00034] 45.9%  45.9%
0.00021 [0.00004; 0.00060] 5.3% 5.3%
0.00024 [0.00017;0.00034] 43.5%  43.5%
0.00044 [0.00020; 0.00084]  3.5% 3.5%
0.00025 [0.00020; 0.00031] 100.0% -
0.00025 [0.00020; 0.00031] == 100.0%

333894 =
<>

I T T T 1
6e-04 0.001

Heterogeneity: ?=0%, £=0, p=075
2e-04

Figure S23. The pooled proportion of second primary neoplasm of Hodgkin lymphoma
in melanoma survivors.
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Proportion

Weight Weight

95%=Cl (fixed) (random)

0.00015 [0.00000; 0.00081] 1.4% 6.6%

0.00225 [0.00083; 0.00489] 0.0% 0.2%

0.00012 [0.00007; 0.00019] 39.0% 44 8%
0.00007 [0.00003; 0.00013] 59.6% 48.5%
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0.00010 [0.00002; 0.00018] == 100.0%

| . E—
0.001 0.002 0.003 0.004

Figure S24. The pooled proportion of second primary neoplasm of nasal cavity and

middle ear in melanoma survivors.
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Figure S25. The pooled SIR of SPM of prostate in
restriction to lag time.
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Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.08 0.0448 i' 1.08 [0.99;1.18] 8.3% 10.6%
Bright (2019) 0.10 0.0669 f 1.10 [0.96; 1.25] 3.7% 9.1%
Cai (2018) 0.08 0.0189 d 1.08 [1.04;1.12] 46.6% 11.9%
Caini (2016) 1.41 0.1966 e 4,10 [2.79;6.03] 0.4% 3.1%
Jung (2014) 0.10 0.1127 - 1.10 [0.88;1.37] 1.3% 6.3%
Robsahm (2014) 0.22 0.0514 ; 124 [1.12;137] 6.3% 102%
Toth (2013) -241 09980 ——— 0.09 [0.01;0.64] 0.0% 0.2%

Soerjomataram (2008) 0.17 0.1661 7— 1.19 [0.86; 1.65] 0.6% 4.0%
Levi (2008) 0.04 0.1663 -+ 1.04 [0.75; 1.44] 0.6% 4.0%
Crocetti (2008) 0.19 0.0965 - 1.21 [1.00;1.46] 1.8% 7.2%
Tuohimaa (2007) 0.17 0.0257 1.19 [1.13;1.25] 251% 11.6%
Heard (2005) -0.04 0.0936 + 0.96 [0.80;1.15] 1.9% 7.4%
Crocetti (2004) 0.39 0.2876 S 1.47 [0.84;2.58] 0.2% 1.7%
Schmid-Wendtner (2001) 0.10 0.1768 -+ 1.10 [0.78; 1.56]) 0.5% 3.7%
Bhatia (1999) -0.36 0.7073 —— 0.70 [0.18;2.80] 0.0% 0.3%
Wassberg (1996) 0.02 0.0820 + 1.02 [0.87;1.20] 2.5% 8.1%
Boland (1976) 0.87 0.4532 —— 2.39 [0.98;5.81] 0.1% 0.7%
Fixed effect model i 1.12 [1.10; 1.15] 100.0% -
Random effects model o 1.16 [1.07; 1.26] == 100.0%
T 1

Heterogeneity: 1> = 78%, T =0.0134, p < 0.01 ' '
01 0512 10

Figure S26. The pooled SIR of SPM of breast in melanoma survivors without restriction
to lag time.

Weight Weight

Study TE seTE Forest plot SIR 95%=Cl (fixed) (random)
Kimlin (2019) 0.01 0.0405 - 1.01 [0.93; 1.09] 13.7%  13.6%
Bright (2019) 0.00 0.1239 - 1.00 [0.78; 1.27] 1.5% 5.1%
Caini (2016) -0.42 0.4964 —~—5— 0.66 [0.25; 1.75] 0.1% 0.4%
Jung (2014) 0.20 0.1292 e 1.22 [0.95; 1.57] 1.3% 4.9%
Robsahm (2014) 0.02 0.0474 - 1.02 [0.93; 1.12] 10.0% 12.7%
Toth (2013) 1.01 0.5029 ———— 274 [1.02; 7.34] 0.1% 0.4%
Hwang (2010) 0.40 0.2875 — 1.49 [0.85; 2.62] 0.3% 1.3%
Spanogle (2010) -0.03 0.0263 . 0.97 [0.92; 1.02] 32.3% 15.3%
Soerjomataram (2008)  -0.05 0.2155 —— 0.95 [0.62; 1.45] 0.5% 2.1%
Levi (2008) 0.44 0.1557 (—— 1.55 [1.14; 2.10] 0.9% 3.7%
Crocetti (2008) -0.13 0.1130 e 0.88 [0.71; 1.10] 1.8% 5.8%
Tuohimaa (2007) 0.12 0.0271 : 1.13 [1.07; 1.19] 30.4% 15.2%
Heard (2005) 0.10 0.0854 T 1.10 [0.93; 1.30] 3.1% 8.1%
Crocetti (2004) -0.48 0.4186 —1 0.62 [0.27; 1.41] 0.1% 0.6%
Schmid-Wendtner (2001) 0.10 0.2502 — 1.10 [0.67; 1.80] 0.4% 1.6%
Wassberg (1996) 0.13 0.0786 e 1.14 [0.98; 1.33] 3.6% 8.8%
Boland (1976) 1.04 0.6779 —§—~7 2.83 [0.75; 10.69] 0.0% 0.2%
Fixed effect model ﬂ 1.05 [1.02; 1.08] 100.0% -
Random effects model o 1.07 [1.00; 1.14] == 100.0%
Heterogeneity: /2 = 59%, t = 0.0067, p <0.01 I I I
0.1 05 1 2 10

Figure S27. The pooled SIR of SPM of colorectum in melanoma survivors without
restriction to lag time.
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Figure S28. The pooled SIR of SPM of bronchus and lung in melanoma survivors
without restriction to lag time.
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Figure S29. The pooled SIR of SPM of colon in melanoma survivors without restriction

to lag time.



Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Bright (2019) 0.00 0.1768 —f— 1.00 [0.71;1.41] 52% 12.0%
Spanogle (2010) -0.11 0.0627 e 0.90 [0.80; 1.02] 41.4% 28.3%
Crocetti (2008) -0.02 0.2756 —— 0.98 [0.57;1.68] 2.1% 6.2%
Tuohimaa (2007) 0.12 0.0635 s 1.13 [1.00; 1.28] 40.3% 28.1%
Heard (2005) 0.36 0.2210 e 1.43 [0.93;2.21] 3.3% 8.7%
Crocetti (2004) 0.04 0.8583 - 1.04 [0.19;5.59] 0.2% 0.8%
Levi (1997) 0.41 0.5675 - 1.50 [0.49;4.56] 0.5% 1.7%
Wassberg (1996) 0.34 0.1535 .-—'— 1.41 [1.04;1.90] 6.9% 14.3%
Fixed effect model 2 1.04 [0.96; 1.13] 100.0% -
Random effects model < 1.10 [0.94; 1.27] -—  100.0%
Heterogeneity: I? = 48%, ¢ =0.0162, p= 0.06 I ' '

0.2 0.5 1 2 5

Figure S30. The pooled SIR of SPM of corpus uteri in melanoma survivors without
restriction to lag time.

Weight Weight
Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)

Kimlin (2019) 0.10 0.0734 1.11 [0.96; 1.28] 7.4% 12.6%
Bright (2019) 0.26 0.1622 1.30 [0.95; 1.79] 1.5% 6.8%
Cai (2018) 0.19 0.0253 1.21 [1.15; 1.27] 62.0% 15.6%

Caini (2016) 1.14 0.4471 —_— 312 [1.30; 7.49] 02%  14%
Jung (2014) 0.27 0.2249 o 1.31 [0.84; 2.04] 08%  4.4%
Robsahm (2014) 0.35 0.0953 v 142 [1.18; 1.71] 44%  10.9%
Toth (2013) 2.03 1.3796 ———————— 761 [0.51;113.68] 0.0%  0.2%
Spanogle (2010) 0.00 0.1563 e 1.00 [0.74; 1.36] 16%  7.1%
Verwer (2010) 1.25 0.2864 £ 350 [2.00; 6.14] 05%  3.1%
Crocetti (2008) 0.09 0.2005 s 1.09 [0.74; 161] 1.0%  52%

Tuohimaa (2007) 0.34 0.0492 § 1.40 [1.27; 1.54] 16.4% 14.3%

Heard (2005) 0.52 0.1378 - 1.68 [1.28, 2.20] 21% 8.1%
Crocetti (2004) 1.01 0.4520 — 274 [1.13; 6.64] 02% 1.4%
Bhatia (1999) 1.03 0.6658 H—— 2,80 [0.76; 10.33] 0.1% 0.7%
Levi (1997) 0.83 0.5787 +—— 230 [0.74; 7.15] 0.1% 0.9%
Wassberg (1996) 0.31 0.1516 - 1.37 [1.02; 1.84] 1.7% 7.3%
Fixed effect model f 1.26 [1.21; 1.31] 100.0% -
Random effects model J 1.37 [1.23; 1.53] == 100.0%
Heterogeneity: 12 = 65%, £=0.0193,p <0.01 ! I !
0.01 0.1 1 10 100

Figure S31. The pooled SIR of SPM of lymphoma in melanoma survivors without
restriction to lag time.
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Kimlin (2019) -0.12 0.0858
Bright (2019) 0.00 0.2161
Toth (2013) 0.99 1.3699
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Spanogle (2010) 0.01 0.0378
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Figure S32. The pooled SIR
restriction to lag time.
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Figure S33. The pooled SIR of SPM of rectum in melanoma survivors without
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Figure S34. The pooled SIR of SPM of Non Hodgkin lymphoma in melanoma survivors
without restriction to lag time.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.00 0.0837 —ﬂ 1.00 [0.85; 1.18] 9.6% 19.6%
Bright (2019) 0.59 0.1872 —— 1.80 [1.25; 2.60] 1.9% 9.9%
Cai (2018) 0.17 0.0323 1.18 [1.11; 1.26] 64.6% 24.7%
Jung (2014) 0.41 0.2502 --— 1.50 [0.92; 2.45] 1.1% 6.7%
Toth (2013) 1.61 0.6753 ———— 502 [1.34;18.86] 0.1% 1.2%
Hwang (2010) 1.41 0.5743 i———— 408 [1.32;12.58] 0.2% 1.6%
Tuohimaa (2007) 0.25 0.0578 1.28 [1.14; 1.43] 20.2% 22.4%
Heard (2005) 0.05 0.2266 —] 1.05 [0.67; 1.64] 1.3% 7.7%
Crocetti (2004) 0.54 0.5048 — 1.72 [0.64; 463] 0.3% 2.0%

Schmid-Wendtner (2001) 0.92 0.3428 2.50 [1.28; 4.89] 0.6% 4.1%

1.20 [1.14; 1.27] 100.0% -—
1.32 [1.14; 1.53] == 100.0%
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Figure S35. The pooled SIR of SPM of kidney in melanoma survivors without
restriction to lag time.
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Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Bright (2019) -0.22 0.1768 : 0.80 [0.57; 1.13] 7.2%  15.7%
Caini (2016) 1.12 0.7065 § 3.07 [0.77;12.26]  0.5% 2.4%
Spanogle (2010) -0.09 0.0839 j 0.91 [0.77; 1.07] 31.9%  22.0%
Crocetti (2008) -0.45 0.4145 — 0.64 [0.28; 1.44] 1.3% 5.9%
Tuohimaa (2007) 0.06 0.0692 1.06 [0.93; 1.21] 46.9% 22.8%
Heard (2005) 0.54 0.2430 ,—— 1.71 [1.06; 2.75] 3.8%  11.8%
Crocetti (2004) -0.33 1.3522 [2 0.72 [0.05; 10.19]  0.1% 0.7%
Wassberg (1996) 0.06 0.1699 - 1.06 [0.76; 1.48] 7.8%  16.1%
Boland (1976) 2.30 0.6766 10.00 [2.66; 37.66] 0.5% 2.6%

Fixed effect model
Random effects model
Heterogeneity: 12 = 66%, £ =0.0533,p <0.01 [ T

01 051 2 10

Figure S36. The pooled SIR of SPM of ovary in melanoma survivors without restriction
to lag time.
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Figure S37. The pooled SIR of SPM of stomach in melanoma survivors
restriction to lag time.
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Figure S38. The pooled SIR of SPM of pancreas in melanoma survivors without
restriction to lag time.
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Figure S40. The pooled SIR of SPM of thyroid gland in melanoma survivors without
restriction to lag time.
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Figure S41. The pooled SIR of SPM of lymphoid leukaemia in melanoma survivors

without restriction to lag time.



Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.15 0.1133 +— 1.16 [0.93; 1.45] 20.5% 20.5%
Jung (2014) -0.11 0.4349 0.90 [0.38;2.11] 1.4% 1.4%
Spanogle (2010) 0.00 0.0845 —=n 1.00 [0.85;1.18] 36.9% 36.9%
Crocetti (2008) 0.31 0.2859 ———— 1.37 [0.78;2.40] 3.2% 3.2%
Tuohimaa (2007) 0.10 0.0882 S inam 1.10 [0.93; 1.31] 33.9% 33.9%
Wassberg (1996) 0.01 0.2561 —_— 1.01 [0.61;1.67] 4.0% 4.0%
Fixed effect model C} 1.07 [0.97; 1.19] 100.0% -
Random effects model = 1.07 [0.97; 1.19] -—  100.0%

Heterogeneity: 1> = 0%, =0, p = 0.82 ' I
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Figure S42. The pooled SIR of SPM of multiple myeloma in melanoma survivors
without restriction to lag time.
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Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Jung (2014) -0.36 0.3007 —t- 0.70 [0.39; 1.26] 7.0% 20.4%
Toth (2013) 3.55 1.3759 ! 34.74 [2.34;515.20] 0.3% 1.8%
Spanogle (2010) -0.56 0.1641 * 0.57 [0.41; 0.79] 23.4% 31.6%
Crocetti (2008) -0.37 0.5693 —— 069 [0.23; 2.11] 1.9% 8.9%
Tuohimaa (2007) -0.24 0.0968 : 0.79 [0.65; 0.96] 67.3% 37.3%
Fixed effect model 0 0.73 [0.63; 0.86] 100.0% -
Random effects model < 0.74 [0.51; 1.07] == 100.0%

Heterogeneity: /° = 63%, * = 0.0887, p = 0.03 | ' ' '
001 01 1 10 100

Figure S43. The pooled SIR of SPM of cervix uteri in melanoma survivors without
restriction to lag time.
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Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Jung (2014) -0.51 0.5743 —-—L— 0.60 [0.19;1.85] 1.5% 3.7%
Hwang (2010) 0.44 0.2305 | 1.55 [0.99;2.44] 96%  15.0%
Spanogle (2010) -0.26 0.1225 = 0.77 [0.61;0.98] 33.9% 25.7%
Crocetti (2008) -0.78 0.3448 — 0.46 [0.23;0.80] 4.3% 8.8%
Tuohimaa (2007) -0.08 0.1252 - 0.92 [0.72; 1.18] 32.5% 25.4%
Crocetti (2004) -0.53 1.3010 'l[ 0.59 [0.05;7.56] 0.3% 0.8%
Wassberg (1996) -0.06 0.1691 — 0.94 [0.67;1.31] 17.8%  20.5%
Fixed effect model e 0.88 [0.77; 1.01] 100.0% -
Random effects model < 0.88 [0.70; 1.11] -—  100.0%
Heterogeneity: I? = 48%, ¢ =0.0386, p=0.07 I I I I
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Figure S44. The pooled SIR of SPM of liver in melanoma survivors without restriction
to lag time.



Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Spanogle (2010) -0.20 0.0932 —: 0.82 [0.68;0.98] 55.1%  40.1%
Tuohimaa (2007) 0.17 0.1114 +E— 1.19 [0.96; 1.48] 38.6% 38.3%
Wassberg (1996) 0.49 0.2765 +———— 1.63 [0.95;2.80] 6.3% 21.7%
Fixed effect model ; 0.99 [0.86; 1.13] 100.0% -
Random effects model ——i“_—:—— 1.10 [0.77; 1.56] -—  100.0%
Heterogeneity: I? = 80%, =0.0711, p <0.01 [ I '

0.5 1 2

Figure S45. The pooled SIR of SPM of myeloid leukaemia in melanoma survivors
without restriction to lag time.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Jung (2014) 0.64 0.6908 1.90 [0.49;7.36] 4.4% 4.4%
Spanogle (2010) 0.19 0.1921 1.21 [0.83;1.76] 57.3%  57.3%
Tuohimaa (2007) -0.03 0.2380 0.97 [0.61;1.55] 37.3% 37.3%
Wassberg (1996) -0.58 1.4651 0.56 [0.03;9.89] 1.0% 1.0%

Fixed effect model

Random effects model

Heterogeneity: /%= 0%, = 0,p=072 '
0.1 051 2 10

Figure S46. The pooled SIR of SPM of testis in melanoma survivors without restriction
to lag time.
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Jung (2014) 0.34 0.6732 } 1.40 [0.37;5.24] 2.8% 2.8%
Spanogle (2010) 0.00 0.1695 —i— 1.00 [0.72; 1.39] 44.5% 44.5%
Crocetti (2008) 0.31 0.6784 1.37 [0.36;5.18] 2.8% 2.8%
Tuohimaa (2007) 0.19 0.1783 o Enam 1.21 [0.85; 1.72] 40.2% 40.2%
Wassberg (1996) 0.49 0.3628 —t— 1.64 [0.81;3.34] 9.7% 9.7%
Fixed effect model -=:':f‘.:-‘* 1.15 [0.92; 1.44] 100.0% -
Random effects model = 1.15 [0.92; 1.44] == 100.0%
Heterogeneity: 1?=0%, £=0, p=076 ! I I I
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Figure S47. The pooled SIR of SPM of Hodgkin lymphoma in melanoma survivors
without restriction to lag time.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Jung (2014) 0.64 0.9711 ——*— 1.90 [0.28;12.75] 3.5% 20.7%
Hwang (2010) 3.54 0.4555 : —+— 34.43 [14.10; 84.07] 16.0% 25.7%
Spanogle (2010) 0.07 0.2517 e 1.07 [0.65; 1.75] 52.3%  27.0%
Tuohimaa (2007) -0.48 0.3428 ;| 062 [0.32; 1.21] 282%  26.5%
Fixed effect model O 1.63 [1.14; 2.33] 100.0% -
Random effects model ;'2- 2.55 [ 0.45; 14.34] == 100.0%
Heterogeneity: 12 = 95%, = 2.8127, p < 0.01

01 0512 10

Figure S48. The pooled SIR of SPM of nasal cavity and middle ear in melanoma
survivors without restriction to lag time.



Weight Weight

Study TE seTE Forest plot SIR 95%=Cl (fixed) (random)
Kimlin (2019) 0.30 0.0283 | 1.35 [1.28; 1.43] 18.5% 27.6%
Cai (2018) 0.08 0.0142 : 1.08 [1.05; 1.11] 73.7% 28.5%
Robsahm (2014) 0.23 0.0465 * 1.26 [1.15; 1.38] 6.8% 25.8%
Toth (2013) =0.27 1.3659 - 0.76 [0.05; 11.05] 0.0% 0.3%
Crocetti (2008) 0.02 0.1323 = 1.02 [0.79; 1.32] 0.8% 14.7%
Crocetti (2004) 0.49 0.3857 ——— 1.63 [0.77; 3.47] 0.1% 3.2%
Fixed effect model i 1.14 [1.11; 1.16] 100.0% -
Random effects model & 1.20 [1.04; 1.38] == 100.0%
Heterogeneity: 12 = 91%, =0.0183, p <0.01 I ' !
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Figure S49. The pooled SIR of SPM of prostate in melanoma survivors with lag time
to two months.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.08 0.0448 —':-— 1.08 [0.99;1.18] 13.1% 25.0%
Cai (2018) 0.08 0.0189 1 1.08 [1.04;1.12] 73.3% 39.9%
Robsahm (2014) 0.22 0.0514 '-—'— 1.24 [1.12;1.37] 9.9% 21.9%
Toth (2013) -2.41 Inf L 0.09 [0.00; Inf] 0.0% 0.0%
Crocetti (2008) 0.19 0.0965 —— 1.21 [1.00; 1.46] 2.8% 9.4%
Crocetti (2004) 0.39 0.2876 : 1.47 [0.84;258] 0.3% 1.3%
Wassberg (1999) 0.24 0.2058 ——— 1.27 [0.85;1.90] 0.6% 2.5%
Fixed effect model o 1.10 [1.07; 1.14] 100.0% -
Random effects model < 1.13 [1.06; 1.21] -—  100.0%
Heterogeneity: I? = 45%, ¢ =0.0024, p =011 ' |
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Figure S50. The pooled SIR of SPM of breast in melanoma survivors with lag time to
two months.
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Study TE seTE Forest SIR 95%-Cl (fixed) (random)
Kimlin (2019) -0.37 0.0512 —'—E 0.69 [0.62;0.76] 19.0% 25.4%
Robsahm (2014) -0.14 0.0674 -'*— 0.87 [0.76;0.99] 10.9% 22.7%
Toth (2013) 0.24 0.5693 ' 1.27 [0.42;3.88] 0.2% 1.2%
Hwang (2010) 0.37 0.2252 P 1.45 [0.93;2.25] 1.0% 6.4%
Spanogle (2010) -0.19 0.0275 0.83 [0.79; 0.88] 65.7% 28.7%
Crocetti (2008) -0.34 0.1285 —°—f— 0.71 [0.55;0.91] 3.0% 13.7%
Crocetti (2004) -0.39 0.4554 — 0.68 [0.28; 1.66] 0.2% 1.9%
Fixed effect model 6 0.81 [0.77; 0.84] 100.0% -
Random effects model < 0.81 [0.72; 0.92] -—  100.0%
Heterogeneity: 1 =70%, =0.0136, p <0.01 f !
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Figure S51. The pooled SIR of SPM of bronchus and lung in melanoma survivors with
lag time to two months.



Weight

Weight

Heterogeneity: I? = 43%, ¢ =0.0077, p= 0.12f I ' '

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Robsahm (2014) 0.08 0.0590 i 1.08 [0.96; 1.21] 20.8% 39.1%
Toth (2013) 1.01 0.5029 ————— 2.74 [1.02;7.34] 0.3% 1.7%
Hwang (2010) 0.40 0.2875 +— 1.49 [0.85;2.62] 0.9% 4.8%
Spanogle (2010) -0.01 0.0306 0.99 [0.93; 1.05] 77.3% 50.6%
Crocetti (2004) -0.63 0.5624 ———+—tF— 0.53 [0.18;1.60] 0.2% 1.4%
Levi (1997) 0.08 0.4199 — 1.08 [0.47;2.46] 0.4% 2.4%
Fixed effect model 1.01 [0.96; 1.07] 100.0% -
Random effects model ; 1.06 [0.93; 1.20] -—  100.0%
0.2 05 1 2 5

Figure S52. The pooled SIR of SPM of colon in melanoma survivors with lag time to
two months.

Weight Weight
Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.10 0.0734 iv 1.11 [0.96; 1.28] 9.6% 21.6%
Cai (2018) 0.19 0.0253 1.21 [1.15; 1.27] 80.6% 25.4%
Robsahm (2014) 0.35 0.0953 - 142 [1.18; 1.71] 57% 19.3%
Toth (2013) 2.03 1.3796 —f——— 7.61 [0.51; 113.68] 0.0% 0.4%
Verwer (2010) 1.25 0.2864 L 3.50 [2.00; 6.14] 0.6% 6.3%
Spanogle (2010) 0.00 0.1695 - 1.00 [0.72; 1.39] 1.8% 12.4%
Crocetti (2008) 0.09 0.2005 -+ 1.09 [0.74; 161] 1.3% 10.3%
Crocetti (2004) 1.01 0.4520 ~—’— 274 [1.13; 6.64] 0.3% 3.0%
Levi (1997) 0.70 0.6745 —— 2.02 [0.54; 7.58] 0.1% 1.4%
Fixed effect model § 1.22 [1.16; 1.27] 100.0% -
Random effects model o 1.31 [1.12; 1.54] == 100.0%
Heterogeneity: 12 = 68%, £ =0.0261,p <0.01 ! I !
0.01 0.1 1 10 100

Figure S53. The pooled SIR of SPM of lymphoma in melanoma survivors with lag time
to two months.

Weight Weight
Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.10 0.0734 i 111 [0.96; 1.28] 10.4%  30.3%
Cai (2018) 0.19 0.0253 g 1.21 [1.15; 1.27] 87.2% 34.2%
Toth (2013) 2.03 1.3796 —f————— 7.61 [0.51; 113.68]  0.0% 0.7%
Verwer (2010) 1.25 0.2864 §—— 3.50 [2.00; 6.14] 0.7% 10.8%
Crocetti (2008) 0.06 0.2081 - 1.06 [0.70; 1.59] 1.3% 16.0%
Crocetti (2004) 1.01 0.4520 _— 274 [1.13; 6.64] 0.3% 5.3%
Levi (1997) 0.70 0.6745 ——— 2.02 [0.54; 7.58] 0.1% 2.6%
Fixed effect model ¥ 1.21 [1.16; 1.27] 100.0% -
Random effects model & | 1.39 [1.11; 1.73] == 100.0%

Heterogeneity: 12 = 72%, £=0.0371,p <6.01 ! I
0.01 0.1 1 10 100

Figure S54. The pooled SIR of SPM of Non Hodgkin lymphoma in melanoma survivors
with lag time to two months.



Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.00 0.0837 —51' 1.00 [0.85; 1.18] 12.9% 39.8%
Cai (2018) 0.17 0.0323 1.18 [1.11; 1.26] 86.3%  46.2%
Toth (2013) 1.61 0.6753 i————— 5.02 [1.34; 18.86] 0.2% 3.5%
Hwang (2010) 1.41 0.5743 l——————  4.08 [1.32;12.58] 0.3% 4.7%
Crocetti (2004) 0.54 0.5048 —JI—'— 1.72 [0.64; 4.63] 0.4% 5.9%
Fixed effect model o 1.16 [1.10; 1.23] 100.0% -—
Random effects model > 1.26 [0.97; 1.63] == 100.0%
Heterogeneity: /2 = 70%, = 0.0360, p < 0.01 I I |

0.1 051 2 10

Figure S55. The pooled SIR of SPM of kidney in melanoma survivors with lag time to
two months.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Kimlin (2019) 0.24 0.1075 -'- 1.27 [1.03; 1.57] 9.5% 18.8%
Cai (2018) 0.33 0.0422 : 1.39 [1.28; 1.51] 61.6% 20.7%
Robsahm (2014) 0.22 0.0876 + 1.25 [1.05; 1.48] 14.3% 19.5%
Toth (2013) 2.69 0.6760 14.72 [3.91;55.37] 0.2% 3.7%
Verwer (2010) 2.01 0.4556 fo—— 7.50 [3.07;18.32] 0.5% 6.7%
Spanogle (2010) -0.20 0.0932 i 0.82 [0.68; 0.98] 12.6%  19.3%
Crocetti (2008) -0.15 0.2856 — 0.86 [0.49; 1.51] 1.3% 11.4%
Fixed effect model & 1.28 [1.20; 1.37] 100.0% -
Random effects model < 1.40 [1.06; 1.85] --  100.0%
T 1

Heterogeneity: 12 = 89%, = 0.0965, p < 0.01 T
01 051 2 10

Figure S56. The pooled SIR of SPM of leukaemia in melanoma survivors with lag time
to two months.

Weight Weight

Study TE seTE Forest plot SIR 95%-Cl (fixed) (random)
Crocetti (2021) 0.69 0.0984 il 2.00 [1.65; 2.43] 12.2% 22.3%
Kimlin (2019) 0.34 0.1153 - 1.40 [1.12; 1.75] 8.9% 18.0%
Cai (2018) 0.55 0.0398 _ 1.73 [1.60; 1.87] 744%  48.1%
Robsahm (2014) 0.49 0.1859 — 1.63 [1.13; 2.35] 3.4% 8.4%
Crocetti (2008) 0.17 0.3275 —1— 1.19 [0.63; 2.26] 1.1% 3.0%
Crocetti (2004) 0.25 1.3960 ! 1.28 [0.08; 19.75] 0.1% 0.2%
Fixed effect model 0 1.72 [1.61; 1.84] 100.0% -—
Random effects model ¢ 1.69 [1.51; 1.90] == 100.0%
T 1

Heterogeneity: 1* = 28%, £ = 0.0054, p = 0.22 '
0.1 051 2 10

Figure S57. The pooled SIR of SPM of thyroid gland in melanoma survivors with lag
time to two months.



Weight Weight

Study TE seTE Forest plot SIR 95%=Cl (fixed) (random)
Kimlin (2019) 0.24 0.1075 - 1.27 [1.03; 1.57] 13.2%  36.1%
Cai (2018) 0.33 0.0422 i 1.39 [1.28; 1.51] 85.8% 38.5%
Toth (2013) 2.69 0.6760 P ———— 1472 [3.91;55.37] 0.3% 9.4%
Verwer (2010) 2.01 0.4556 Vi 7.50 [3.07;18.32] 0.7% 16.0%
Fixed effect model 0 1.40 [1.30; 1.51] 100.0% -
Random effects model = 2.20 [1.38; 3.51] == 100.0%

Heterogeneity: 17 = 89%, © =0.1451, p < 0.01 1
01 0512 10

Figure S58. The pooled SIR of SPM of lymphoid leukaemia in melanoma survivors
with lag time to two months.



