Characteristic Treatment Period

1940-1969 % 1970-1979 % 1980-1989 % 1990-2006 %
Overall 3746 10.9 5379 15.6 7147 20.7 18217 52.8
Sex
Male 2019 53.9 2963 55.1 3941 55.1 10016 55.0
Female 1727 46.1 2416 44.9 3206 44.9 8201 45.0
First Primary Neoplasm Type
CNS (excluding PNET) 1059 28.3 1094 20.3 1185 16.6 3632 19.9
CNS PNET 167 45 174 3.2 236 3.3 621 3.4
Leukemia (excluding AML) 168 45 1554 28.9 2206 30.9 5565 30.6
AML 10 0.3 68 13 193 2.7 710 3.9
Hodgkin Lymphoma 297 7.9 456 8.5 495 6.9 986 5.4
Non-Hodgkin Lymphoma 179 4.8 206 3.8 403 5.6 761 4.2
Neuroblastoma 217 5.8 153 2.8 307 4.3 858 4.7
Non-Heritable Retinoblastoma 255 6.8 195 3.6 160 2.2 396 2.2
Heritable Retinoblastoma 269 7.2 128 2.4 127 1.8 226 1.2
Wilms 324 8.7 480 8.9 515 7.2 1069 5.9
Bone Sarcoma 154 4.1 179 3.3 267 3.7 595 3.3
Soft Tissue Sarcoma 310 8.3 302 5.6 453 6.3 1082 5.9
Other 337 9.0 390 7.3 600 8.4 1716 9.4
Age at Diagnosis
0-4 1727 46.1 2326 43.2 3317 46.4 8327 45.7
5-9 931 24.9 1567 29.1 1864 26.1 4902 26.9
10-14 1088 29.0 1486 27.6 1966 275 4988 27.4
Follow-up (years)
Mean (SD) 41.3 16.9 333 11.0 26.7 6.6 14.7 5.0
5-9 458 12.2 524 9.7 459 6.4 3981 21.9
10-19 214 5.7 319 5.9 338 4.7 10750 59.0
20-29 166 44 243 45 4005 56.0 3486 19.1
30-39 202 5.4 2896 53.8 2345 328 0 0
40-49 1409 37.6 1397 26.0 0 0 0 0
50-59 1155 30.8 0 0 0 0 0 0
60+ 142 3.8 0 0 0 0 0 0
Attained Age (years)
Mean (SD) 47.8 16.9 40.0 115 33.3 7.9 21.3 6.5
5-9 86 2.3 105 2.0 95 1.3 565 31
10-19 405 10.8 478 8.9 429 6.0 7133 39,2
20-29 219 59 314 5.8 1474 20.6 8726 47.9
30-39 193 5.2 902 16.8 3730 52.2 1793 9.8
40-49 605 16.2 2826 52.5 1419 19.9 0 0
50-59 1343 35.9 754 14.0 0 0 0 0
60+ 895 23.9 0 0 0 0 0 0

eTable 1: Cohort characteristics of the British Childhood Cancer Survivor Study by treatment period
Abbreviations: CNS — central nervous system, PNET — primitive neuroectodermal tumor, AML — acute myeloid
leukemia



First Primary Neoplasm Type Attained Age (years)
5-9 % 10-19 % 20-29 % 30-39 % 40-49 % 50-59 % 60+ %
CNS (excluding PNET) 159 18.7 1553 18.4 2258 21.0 1196 18.1 977 20.1 559 26.7 268 29.9
CNS PNET 19 2.2 371 4.4 381 3.6 193 2.9 148 31 62 3.0 24 2.3
Leukemia (excluding AML) 285 335 2987 35.4 3092 28.8 1892 28.6 1102 22.7 126 6.0 9 1.0
AML 36 4.2 320 3.8 363 3.4 181 2.7 58 12 22 11 1 0.1
Hodgkin Lymphoma 3 0.4 248 2.9 705 6.6 471 7.1 497 10.3 228 10.9 82 9.2
Non-Hodgkin Lymphoma 14 17 217 2.6 457 4.3 417 6.3 255 5.3 123 5.9 66 7.4
Neuroblastoma 100 11.8 550 6.5 412 3.8 225 3.4 135 2.8 95 4.5 18 2.0
Non-Heritable Retinoblastoma 31 3.6 214 25 230 2.1 154 2.3 201 4.1 122 5.8 54 6.0
Heritable Retinoblastoma 51 6.0 151 1.8 148 1.4 127 1.9 142 2.9 97 4.6 34 3.8
Wilms 48 5.6 624 7.4 627 5.8 488 7.4 405 8.4 155 7.4 41 4.6
Bone Sarcoma 4 0.5 182 2.2 365 34 270 4.1 203 4.2 100 4.8 71 7.9
Soft Tissue Sarcoma 35 4.1 454 5.4 676 6.3 409 6.2 306 6.3 173 8.3 94 10.5
Other 66 7.8 574 6.8 1019 9.5 595 9.0 421 8.7 235 11.2 133 14.9

eTable 2: First primary neoplasm types of the British Childhood Cancer Survivor Study by attained age
Abbreviations: CNS — central nervous system, PNET — primitive neuroectodermal tumor, AML — acute myeloid leukemia, SD — standard deviation




All Causes Recurrence/Progression Subsequent Primary Neoplasms Non-Neoplastic
Treatment Period | Person-vears OFE SMIR (95%C1) AER (95%C1) OFE AER (95%CI) O SMR (95%C1) AER (95%C1) OE SMIR (95%C1) AER (95%C1)
8.1 1263 78.3 213 8.7 45 39.3
AT il SO (7.4-88) (113.7-138.8) 27500 (69.1-87.6) SRzl (1.83.) (4.6-12.7) e (3.85.2) (31.9-46.8)
CNS 123 100.9 63.3 6.6 11.4 48 26.2
(excluding i e SR (11.013.7) (89.1-112.7) HEDE (543-72.2) cilE2 (4.7-8.9) (1.3-15.5) Ml e (3.9-5.9) (19.8-32.7)
PNET) 168 95.2 66.3 113 9.9 48 19.0
e 2 2B (14.8-10.0) (82.7-107.7) A0 (56.2-76.4) 2z (7.5-16.5) (5.8-14.0) SWiE (3.6-6.1) (12.9-25.1)
223 67.2 511 183 75 42 8.7
HeHp-ATI A 2D (19.6-25.3) (58.3-76.1) I (435-58.7) 2L (12.0-26.6) (4.5-10.4) W (3.05.7) (5.1-12.2)
P for trend 0.0397° <0.000° <0.0001° 0.0006° 0.9094° 0.9024° <0.0001°
16.0 2214 13.2 5.6 3.9 29.9
<1970 4,487 106/6.6 (13.1-19.3) (176.5-266.4) 61/0.0 1359 (101.8-170.1) 2721 (8.7-19.2) (32.9-78.3) 18/4.6 2.3-6.2) (11.4-48.4)
21.9 1743 26.5 416 6.8 390
CNS PNET 1970-1979 4,160 76135 (17.2-27.4) (133.3-215.4) 39/0.0 93.8 (64.3-1232) 18/0.7 (15.7-41.9) (21.6-61.6) 19/2.8 (4.1-10.6) (18.4-59.5)
24.9 1426 214 16.9 3.9 148
1980-1989 4,510 6712.7 (190517 (107.0495.2) 50/0.0 110.9 (80.1-141.6) 810.4 o) (46902) 9123 (Lora) (18999)
50.4 1611 80.9 33.9 45 9.8
1990-2006 5,538 91/1.8 (10.6.819) (1273948) 65/0.0 117.4 (88.8-145.9) 19/0.2 (4871253 (185.40.3) 7116 1692 (04182
P for trend 0.4198° 0.0207° 0.6074° 0.2312° 0.0710° 0.7987° 0.0436%
24.0 288.4 288.7 08 08 11 06
<IRTU A e (19.5-29.3) (228.8-348.0) SO (230.3-347.0) U (0.0-4.4) (-6.8:5.2) 2 (0.2-3.1) (-:9.9-11.0)
Leukemia 14.2 95.1 76.4 84 10.9 2.4 78
(excluding TR0 i a2 (12.8-15.6) (85.3-105.0) ST (67.9-84.9) SURE (6.3-11.1) (7.5-14.3) I (183.1) (4.2-11.4)
AML) 125 565 4.0 93 6.1 25 65
IED-CTS Al o (111-14.1) (49.4-63.6) A (38.0-49.9) R (6.4-13.1) (3.7-8.4) G (1.9-3.4) (3.5-9.4)
204 529 404 20.6 75 31 50
D200 il RAH (18.2-22.9) (46.7-59.2) 2o (35.1-45.8) e (14.9-27.7) (5.2-9.9) a2y (2.2-4.3) 2.773)
P for trend <0.0001° <0.0001° <0.0001° 0.1542° 0.3670° 0.9337° 0.3789°
33 341 245 57 20.2 0.0 106
<1970 409 2106 (0.4-11.9) (-33.8-101.9) 10.0 (-235-72.5) 102 (0.1-3L.7) (-27.8-68.2) 004 (-8.6) (-10.6--10.6)
85 65.8 373 17 195 2.3 9.0
AML 1970-1979 1.878 14/1.6 (4.7-14.3) (26.8-104.9) 0.0 (9.7-64.9) 4003 (3.2-30.1) (-1.4-40.4) 313 (0.5.6.7) (-9.0-27.1)
18.1 85.6 377 225 16.8 84 310
1980-1989 3,976 36/2.0 (12.7-25.1) (56.0-115.1) 15/0.0 (18.6-56.8) 0.3 (9.0-46.3) (3.8-29.9) 1417 (4.6-14.0) (12.6-49.4)
15.2 414 310 04 53 108
1990-2006 6,768 302.0 (10.321.7) (25.6-57.3) 21/0.0 (17.8-44.3) 010.3 0 (-0.4-0.4) L7 (2.4-10.1) (2.1-19.5)
Ptrend 0.8310" 0.1324° 0.7522% 0.3467" 0.0071° 0.0225" 0.9294%
8.1 157.4 100.1 51 305 2.8 26.7
s Gy Il 2 (6.9-9.5) (129.2-185.6) Loy (79.1-121.) HES (357.2) (17.6-43.5) S2E (2.03.9) (13.2-40.3)
71 69.3 30.7 101 22.2 2.8 16.4
Hodgkin it e WA (5.8-8.6) (53.9-84.8) A0 (21.2-40.3) 2 (6.9-14.3) (13.6-30.7) SEALD (2.0-4.0) (7.8-25.1)
Lymphoma 4.6 28.8 16.6 7.1 7.5 1.7 4.6
e s Al (3.362) (17.7-39.9) DY (9.2-24.1) Mo/l (3.4-13.1) 2.1-12.9) e (0.9-2.9) (-1.6-10.8)
6.6 251 1438 9.8 47 2.4 56
HEE-ATe AT &2 (4.49.6) (14.1-36.0) e (7.0-22.5) 0 (3.2-22.8) (0.1:9.4) T (1.1-4.6) (-0.6-11.8)
P for trend <0.0001° <0.0001° <0.000F° 0.7078" 0.0002° 0.1414° 0.0026%
2.9 28 17.0 2.2 91 2.2 16.7
<1970 7o 46/15.7 (2.1-3.9) (24.0-61.6) 12/0.0 (7.4-26.6) 12156 (1.1-3.8) (-0.5-18.7) 221102 (1.433) (3.7-29.7)
. 7 328 176 68 122 14 2.9
Nf;m';f“;%k;" 1970-1979 6,264 27/6.5 2(2.7-61) (16.5-49.0) 11/0.0 (7.2-21.9) 913 (3.1-12.8) (2.9216) 5.2 (05-2.8) (-5.311.2)
49 273 122 57 46 27 105
1980-1989 9,047 31/6.3 (3.36.9) (15.2-39.3) 11/0.0 (5.0-19.3) 50.9 (1.8-13.3) (-0.3-9.4) 15655 (15-4.5) (2.2-18.9)
81 29.7 176 125 58 27 6.4
1990-2006 7,962 2733 (5.3-11.8) (16.9-42.5) 14/0.0 (8.4-26.8) 504 (4.129.2) (0.3-11.3) 8/2.9 (1.2:5.4) (-0.613.3)
P for trend 0.9035° 0.2571% 0.8643° 0.3087° 0.8793" 0.9388° 0.3995°

eTable 3: Standardized mortality ratios and absolute excess risks for all, recurrence or progression, subsequent primary neoplasm, and non-neoplastic causes-of-death, by first primary neoplastic type and treatment period

Abbreviations: CNS — central nervous system, PNET — primitive nervous system tumor, AML — acute myeloid leukemia, O — observed, E — expected, SMR — standardized mortality ratio, AER — absolute excess risk, C| — confidence intervals, NA — not applicable, NP -not possible to reliably calculate due to very small numbers

#P for trend determined from univariable Poisson model

°P for trend determined from multivariable Poisson model adjusting for sex, first primary neoplasm type, age at diagnosis, treatment period, and attained age




All Causes Recurrence/Progression Subsequent Primary Neoplasms Non-Neoplastic
Treatment Period Person-Years Ol SMR (95%C1) AER (95%C1) OlE AER (95%C1) O SMR (95%C1) AER (95%C1) OFE SMR (95%C1) AER (95%C1)
48 442 205 36 9.0 28 147
S B Al (3.6:6.4) (28.6-59.8) 0 (11.0-29.9) 1A (1.8-6.4) (1.6-16.4) 2l (@7-4.4) (4.7-24.7)
84 442 284 107 9.9 22 6.0
Neuroblastoma -7 A I (5.3-12.6) (23.7-64.7) B (12.9-43.8) 3 (35-24.9) (0.3-19.4) 5123 (0.75.2) (-3.6-15.5)
116 393 25.2 112 54 37 8.7
I 77 2 (7.8-16.7) (23.7-55.0) o ® (13.2-37.2) g (3.1-28.7) (-04-11.2) i (167.4) (0.5-16.9)
28.9 495 442 77 21 33 33
2T Gt il (20.9-38.9) (34.2-64.9) o (29.9-58.4) 203 (0.9-27.9) (-1.2-5.4) 4z (0.9-8.3) (-1.4-8.0)
P for trend 0.0212° 0.7274° 0.0082° 0.6128° 0.0842° 0.9201 0.0506%
11 17 2.2 6.1 05 44
<1970 11,822 19/17.0 . (5500 0/0.0 0 13/5.8 . 0L 6/11.2 0212) (84-03)
. 22 76 14 0.4 2.4 71
Nor-teiable 1970-1979 6,498 9i4.1 o (18366) 0/0.0 0 110.7 007 (268 813.4 o4 (14357)
14 16 51 22 08 05
1980-1989 3,720 214 0252 (5500 0/0.0 0 1/0.2 01283 e 11.2 0047) (5848)
13 06 03 16 0.9
1990-2006 4,127 110.8 0093 (423 0/0.0 0 000.1 0 (0503 110.6 0058 (3056)
P for trend 0.5205" 0.9396° NA 0.6345" 0.1790% 0.27017 0.5799%
73 75.7 101 172 611 15 45
eIy ey Gtz (5.9-8.9) (58.1-93.2) i (4.1-16.0) AL (13.4-21.7) (46.0-76.2) e (0.8-2.6) (2.2-11.2)
. 9.2 %68 75 391 36.6 16 2.8
Ret'i—l!lf)rll)tlzt;:zma AT Rk HIRY (5.7-14.1) (24.4-69.3) S (-1.016.0) 0 (20.9-64.4) (17.6-55.6) LY (0.34.6) (5.7-11.3)
17.0 56.4 176 776 383 12 05
D B AL (9.9-27.3) (27.9-84.9) " (2.2-33.1) e (38.7-138.9) (15.4-61.2) i (0.0-6.5) (-6.4-7.4)
9.9 15.0 84 274 8.1 14
TEEDATS ARER 44 (2.7-25.4) (-1.4-31.4) 200 (-3.2-20.0) 204 (3.3-99.0) (-35-19.6) T3 v (14-14)
P for trend 0.6438" 0.0014° 0.7669° 07772 0.0004° 0.6380° 0.2283°
45 #32 8.1 56 176 31 75
<1970 13,514 75/16.6 (3.6:5.7) (30.7-55.8) 11/0.0 (3.3-12.9) 2952 (3.7-8.0) (9.8-25.4) 35114 (2.1-43) (8.9-26.1)
65 36.3 126 94 10.0 35 137
. 1970-1979 15,121 65/10.0 Goas) (250458 19/0.0 (65.45.2) 17/1.8 (54150) @riea 29/8.2 e 6o
59 201 84 42 19 38 98
1980-1989 11,964 29/4.9 (Gona) (115259) 10/0.0 (32135) 300.7 0o123) (0547) 16/4.2 (2oe2) (3164
6.6 116 11.0 203 16 1.0
1990-2006 10,920 15/2.3 (37.108) (47406) 12/0.0 (48472) 000.4 0 (05.03) 3119 0349 (214
P for trend 0.8409° <0.0007° 0.7485" 0.1683° <0.0001° 0.2889° 0.0117%
36 61.9 4.4 25 13.9 13 36
S Y Atz 2 (2.7-4.8) (37.8-86.0) Z0 (27.0-61.8) 12 (1.343) (1.4-26.5) 150 (0.62.3) (-7.4-14.6)
78 714 4.0 76 173 2.0 8.1
Bone Sarcoma HEHO-ETHY B e (5.6-10.5) (46.3-96.4) 2 (27.2-64.7) Wi (3.6-13.9) (5.0-29.7) A (0.9-4.0) (-3.0-19.1)
113 712 515 16.6 183 12 14
e e RS (8.2-15.1) (48.1-94.2) 20 (32.7-70.2) 1oy (8.3-29.7) (6.8-29.9) 4az (0332) (-5.6-8.3)
285 1135 105.0 10.2 4.9 2.0 36
U203 o 2 (22.0-36.3) (84.9-142.1) O (78.0-132.0) 0 (2.1-29.9) (-1.2-11.0) i (055.2) (-35-10.7)
P for trend 0.0728° 0.0110° 0.0001° 0.5865" 0.2028 0.8644° 0.6998
2.6 29.8 20.9 16 20 14 5.0
<1970 12,458 60/22.9 (2.0-3.4) (17.6-42.0) 26/0.0 (12.8-28.9) 13/8.0 (0.9-2.8) (-17-9.7) /148 (0.9-2.2) (23-12.2)
. 9.0 67.1 38.9 111 177 2.6 105
Sg;‘r;'f;;e 1970-1979 8,739 6673 (7.0-11.4) (48.9-85.3) 34100 (25.8-52.0) s (6.4-17.7) (8.4-26.9) 1558 (1.4-4.3) (1.8-19.2)
1980-1989 9,975 53/5.6 95 475 35/0.0 351 9/0.9 105 82 9.7 L9 4.3
: : (1.1-12.4) (33.2-61.8) : (23.5-46.7) : (4.8-20.0) (2.314.1) . (0.9-36) (-1.6-10.2)
216 64.8 496 235 9.7 30 55
1990-2006 10,891 434 (16.9-27.1) (49.3-80.3) 5410.0 (36.4-62.8) 11105 (11.7-42.0) (3.7-15.6) 913.0 (L4-5.8) (0.1-10.9)
P for trend 0.0032° 0.0140° 0.0006° 0.0004" 0.3869% 0.6827" 0.9485%
26 304 124 18 57 2.0 12.3
eIy e e (2.0:33) (18.6-42.2) iy (6.5-18.3) il 1128 (-0.311.8) HHG2 (L.42.9) (4.1-20.5)
49 336 141 72 15.0 17 45
Other UL Ay e (3.6:6.4) (22.045.2) s (7.4-20.8) B (4.4-11.0) (7.5-22.4) i (0.93.0) (-1.310.4)
6.8 321 20,6 74 6.4 21 5.1
DA Helents i (5.1-9.0) (2L.7-42.9) A (13.0-28.3) i (3.5-13.6) (1.810.9) e (L1:36) (-0.1-10.3)
6.6 180 103 6.7 26 2.9 5.1
TEEDATS iz b (4.6:9.2) (11.0-25.0) Tiom (5.4-15.2) oy (2.2-15.6) (-0.1-5.2) eAE (15-4.9) (0.9-9.4)
P for trend 0.2238 0.0115° 0.8740° 0.6745° 0.0187° 0.7290° 0.0947°

eTable 3 (continued): Standardized mortality ratios and absolute excess risks for all, recurrence or progression, subsequent primary neoplasm, and non-neoplastic causes-of-death, by first primary neoplastic type and treatment period

Abbreviations: CNS — central nervous system, PNET — primitive nervous system tumor, AML — acute myeloid leukemia, O — observed, E — expected, SMR — standardized mortality ratio, AER — absolute excess risk, Cl — confidence intervals, NA — not applicable, NP -not possible to reliably calculate due to very small numbers
*P for trend determined from univariable Poisson model

°P for trend determined from multivariable Poisson model adjusting for sex, first primary neoplasm type, age at diagnosis, treatment period, and attained age



