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TABLE 1. Height (z-score) and Risk of Short Stature (z-score < —1.96) among Leukemia Survivors

Radiotherapy No. analyzed® Mean z-score (SD) No. short stature (%) OR (95% CI)
CRT/TBI
None 083 0.02 (1.16) 37(3.8) 1.0 (ref)
CRT only 1872 ~0.64 (1.12) 189 (10.1) 29 (20,4.2)
TBI only 55 -1.00 (1.70) 13(23.6) 8.0 (3.7, 174)°
CRT+TBI 35 -1.36 (1.30) 1 (314) 10.6 (45,25.3)°
SRT
None 2672 -0.36 (1.13) 196 (7.3) 1.0 (ref)
Any 273 =LIS (L15) 54 (19.8) 28 (19-4.0)
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TABLE IL. Height (z-score) and Risk of Short Stature (z-score < —1.96) among Leukemia Survivors

Radiotherapy No. analyzed" Mean z-score (SD) No. short stature (%) OR" (95% CI)
CRT/TBI
None 083 0.02(1.16) 37(3.8) 1.0 (ref)
CRT only 1872 ~0.64 (1.12) 189 (10.1) 29 (20,42)
TBI only 35 ~1.00 (1.70) 13(23.6) 8.0 (3.7, 174y
CRT+TBI 35 -1.36 (1.30) 11(314) 10.6 (45,253)
SRT
None 2672 ~0.36 (L.18) 196 (7.3) 1.0 (ref)
Any 213 =115 (L15) 34 (198) 28 (1.9-4.0)
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TABLE 1V, Prevalence and Odds of Hypothyroidism and Reproductive Outcomes among Leukemia Survivors

Hypothyroid Ever pregnant Live birth
No. No. No. No. No.
Radiotherapy analyzed® affected (%) OR® (95% CI) analyzed affected (%) OR® (95% CI)  affected (%)° OR® (95% CI)
CRT/TBI
None 1198 48 (4.0) 1.0 (ref) 1200 527(43.9) 1.0 (ref) 451 (376) 1.0 (ref)
CRT only 2127 145 (6.8) 1.6 (1.1,23) 2143 773(36.1) 0.5 (0.5-0.6) 666 31.1) 0.6 (0.5-0.7)
TBI only 70 16 (229) 6.8 (3.4,13.5)° 73 8(1L0) 0.1  (0.04-0.2)" 5(69) 007 (0.03-0.18)"
CRT+TBI 47 14 (298) 109 (5.3,223)" 51 2(39) 003 (0.01-0.14)*¢ 0 0
SRT
None 3148 180 (5.7) 1.0 (ref) 3160  1222(38.7) 1.0 (ref) 1048 (33.2) 1.0 (ref)
Any 294 43(146) 2.6 (1.7-3.8) 307 88(28.7) 0.5 (0.3-0.6) 74(24.1) 05  (0.3-06)
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TABLE 1V, Prevalence and Odds of Hypothyroidism and Reproductive Outcomes among Leukemia Survivors

Hypothyroid Ever pregnant Live birth
No. No. No. No. No.
Radiotherapy analyzed® [affected (%) OR® (95% Q1) analyzed affected (%) OR® (95% CI)  affected (%)° OR® (95% CI)
CRT/TBI
None 1198 48 (4.0) 1.0 (ref 1200 527(43.9) 1.0 (ref) 451 376) 1.0 (ref)
CRT only 2127 145 (6.8) 1.6 (L1,2P) 2143 773(36.1) 0.5 (0.5-0.6) 666 31.1) 0.6 (0.5-0.7)
TBI only 70 16 (229) 6.8 (3.4, 135 73 8(1L0) 0.1  (0.04-0.2)" 5(69) 007 (0.03-0.18)"
CRT+TBI 47 14 (298) 10.9 (53,2203)" 51 2(39) 003 (0.01-0.14)*¢ 0 0
SRT
None 3148 180 (5.7) 1.0 (ref 3160  1222(38.7) 1.0 (ref) 1048 (33.2) 1.0 (ref)
Any 294 43(146) 2.6 (1.7-3) 307 88(28.7) 0.5 (0.3-0.6) 74(24.1) 05  (0.3-06)
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TABLE 1V, Prevalence and Odds of Hypothyroidism and Reproductive Outcomes among Leukemia Survivors

Hypothyroid Ever pregnant Live birth
No. No. No. No. No.
Radiotherapy analyzed® affected (%) OR® (95% CI) analyzed |affected (%) OR®  (95%CI)  affected (%)° OR® (95% CI)
CRT/TBI
None 1198 48 (4.0) 1.0 (ref) 1200 527(43.9) 1.0 (ref) 451 (376) 1.0 (ref)
CRT only 2127 145 (6.8) 1.6 (1.1,23) 2143 773(36.1) 0.5 (0.5-0.6) 666 31.1) 0.6 (0.5-0.7)
TBI only 70 16 (229) 6.8 (3.4,13.5)° 73 8$(1L0) 0.1  (0.04-p.2)" 5(69) 007 (0.03-0.18)"
CRT+TBI 47 14 (298) 109 (5.3,223)" 51 2(39) 003 (0.01-0014)*F 0 0
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None 3148 180 (5.7) 1.0 (ref) 3160 |1222(38.7) 1.0 (ref) 1048 (33.2) 1.0 (ref)

Any 294 43 (14.6) 2.6 (1.7-3.38) 307 88(28.7) 05 (0.3-0.6) 74 (24.1) 0.5 (0.3-0.6)
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Radiation, Atherosclerotic Risk Factors, and Stroke Risk
in Survivors of Pediatric Cancer: A Report From the

Childhood Cancer Survivor Study
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Wendy Leisenring, ScD,’ Rita E. Weathers, MS,! Marilyn Stovall, PhD,

Gregory T. Armstrong, MD,* Robert E. Goldsby, MD,i Roger J. Packer, MD,*
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Table 3  Multivaniate hazard ratio of first late-occurring stroke® in pediatric cancer survivors followed by the CCSS (n=14,186)
Model 1' Model 11'
Characteristic HR (95% CI) P HR (95% CI) [
Age at diagnosis (y)

04 vs 15-20 0.8 (0.5-1.3) 35 0.8 (0.5-1.3) 38

5-9 vs 15-20 09 (0.6-14) .65 0.9 (0.6-1.4) 33

10-14 vs 15-20 0.8 (0.6-1.3) .39 0.8 (0.6-1.2) 38
Male vs female 1.0 (0.8-1.4) .78 1.0 (0.8-1.4) 16
Max CRT dose

50+ Gy vs none _ l <.0001

e 229 Late-Occurring Strokes =000

1.5-29 Gy vs none 01

Indirect radiation vs none 4l
Known stroke nsk factor

i o RR 7.8 (95% Cl 4.7-13.0)

Diabetes vs none 21
Recurrence vs none 2.1 (1.5-29) <.0001 2.1(15-29) <0001
Race

Black non-Hispanic vs white non-Hispanic 1.7 (0.9-32) 10 n/a

Other race/ethnicity vs White non-Hispanic 1.3 (0.9-1.9) 7 n/a

White, HTN vs white, no HTN n/a 3.8 (2.7-5.5) <0001

Black, HTN vs white, no HTN n/a 15.9 (6.9-36.6) <0001

Black, no HTN vs white, no HTN n/a 1.0 (04-2.5) 95

Other race, HTN vs white, no HTN n/a 4.1 (1.8-9.5) <001

Other race, no HTN vs white, no HTN n/a 1.4 (0.9-2.1) .14
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Modifiable Risk Factors and Major Cardiac Events
Among Adult Survivors of Childhood Cancer

A Report from the Childhood Cancer Survivor Study
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Supplemental Figure 1. Prevalence of cardiovascular risk factors with increasing age.
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Chest-Directed Anthracycline
Radiotherapy Chemotherapy
Coronary Artery Heart Failure Valvular Disease Arrhythmia Heart Failure
Dusease
Cardiovascular Treatment Risk RR 9585 C1 RR 9595 C1 RR 9585 C1 RR 9505 C1 RR 9585 C1
Risk Factor Exposure Factor
Present Present
Hyperteasion | No No 10 10 10 10 10
No Yes 87 48158 122 7.4-202 8.1 1.6-40.8 93 38-23.0 34.1 17.7-65.6
Yes No 53 3287 32 1.9-5.2 10.1 29-356 20 12-70 83 44-156
Yes Yes 372 22.2-623 55.8 35.1-88.7 106.8 31.1-366.9 185 74462 855 45.2-161.8
Relative excess risk due
to interaction™* 242 11.8-30.7 414 241-78 $9.6 32.6-5.0 73| 47248 45 17.2-106.1
Dyslipidemia No No 10 10 10 10 10
No Yes 50 24103 35 1.7-73 27 03236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
Yes Yes 25.0 15.2413 7.0 3.5-13.8 338 11.3-101.0 69 28172 89 46-174
Relative excess risk due
to interaction™* 164 79-208 0.1 43854 198 3.0-1098 6.1 1.6-145 33 22-106
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-47 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49239
Relative excess risk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -19.3-123.0 63| -38214 49 29172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 0825 08 0.1-66 07 2-2 20 1136
Yes No 46 3.1-7.0 41 2859 10.4 40273 20 1.040 5.0 3374
Yes Yes 93 56155 57 33-10.1 238 83683 55 22-135 54 3008
Relative excess nsk due
to interaction™ 43 0987 13 -1.7-46 13.6 02664 38 0.1-86 06 3926
Multiple (2) risk
factors ﬂtlﬂ;‘s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0.3-67 37 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
Yes Yes 398 23.9-663 263 15.7-439 80.7 25.7-2538 11| 44277 245 13.743.6
Relative excess risk due
to interaction™* 279 14.6-51.0 183 7.6-37.4 60.9 18.0-487.0 8.6 17217 119 03-206
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No Yes 50 24103 35 1.7-73 a7 03-236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
Yes Yes 25.0 15.2413 7.0 3.5-13.8 338 11.3-101.0 69 28172 89 46-174
Relative excess risk due
to interaction™* 16.4 79-208 0.1 4854 198 3.0-1098 6.1 1.6-145 33 22-106
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-47 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49239
Relative excess risk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -193-1230 63| -38214 49 29-172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 08-25 08 0.1-66 0.7 2-2 20 1.1-36
Yes No 46 3.1-7.0 41 2859 10.4 40273 20 1.040 5.0 3374
Yes Yes 93 56155 57 33-10.1 238 83683 55 22-135 54 3008
Relative excess nsk due
to interaction®* 43 0987 13 -1.7-46 13.6 0.2-66.4 is 01-86 06 3026
Multiple 2) risk
factors ﬂtlﬂ;‘s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0.3-67 87 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
Yes Yes 398 23.9-663 263 15.7-439 80.7 25.7-2538 11| 44277 245 13.743.6
Relative excess risk due
to interaction™ 279 14.6-51.0 183 76374 60.9 18.0-487.0 8.6 17217 119 03-206




Chest-Directed Anthracycline
Radiotherapy Chemotherapy
Coronary Artery Heart Failure Valvular Disease Arrhythmia Heart Failure
Dusease
Cardiovascular Treatment Risk RR 9585 C1 RR 9595 C1 RR 9585 C1 RR 9505 C1 RR 9585 C1
Risk Factor Exposure Factor
Present Present
Hyperteasion | No No 10 10 10 10 10
No Yes 87 48158 122 7.4-202 8.1 1.6-40.8 93 38-23.0 34.1 17.7-65.6
Yes No 53 3287 32 1.9-5.2 10.1 29-356 20 12-70 83 44-156
Yes Yes 372 22.2-623 55.8 35.1-88.7 106.8 31.1-366.9 185 74462 855 45.2-161.8
Relative excess risk due
to interaction™* 242 11.8-30.7 414 241-78 $9.6 32.6-5.0 73| 47248 45 17.2-106.1
Dyslipidemia No No 10 10 10 10 10
No Yes 50 24103 35 1.7-73 a7 03236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
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Relative excess risk due
to interaction™* 164 79-208 0.1 43854 198 3.0-1098 6.1 1.6-145 33 -2.2-10.
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-47 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49239
Relative excess risk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -19.3-123.0 63| -38214 49 29172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 0825 08 0.1-66 07 2-2 20 1136
Yes No 46 3.1-7.0 41 2859 10.4 40273 20 1.040 5.0 3374
Yes Yes 93 56155 57 33-10.1 238 83683 55 22-135 54 3008
Relative excess nsk due
to interaction™ 43 0987 13 -1.7-46 13.6 02664 38 0.1-86 06 3926
Multiple (2) risk
factors ﬂtlﬂ;‘s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0.3-67 87 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
Yes Yes 398 23.9-663 263 15.7-439 80.7 25.7-2538 11| 44277 245 13.743.6
Relative excess risk due
to interaction™* 279 14.6-51.0 183 7.6-37.4 60.9 18.0-487.0 8.6 17217 119 03-206




Chest-Directed Anthracycline
Radiotherapy Chemotherapy
Coronary Artery Heart Failure Valvular Disease Arrhythmia Heart Failure
Dusease
Cardiovascular Treatment Risk RR 958 C1 RR 9595 C1 RR 9585 C1 RR 9505 C1 RR 9585 C1
Risk Factor Exposure Factor
Present Present
Hyperteasion | No No 10 10 10 10 10
No Yes 87 48158 122 7.4-202 8.1 1.6-40.8 93 38-23.0 34.1 17.7-65.6
Yes No 53 3287 32 1.9-5.2 10.1 29-356 20 12-70 83 44-156
Yes Yes 372 22.2-623 55.8 35.1-88.7 106.8 31.1-366.9 185 74462 855 45.2-161.8
Relative excess risk due
to interaction™* 242 11.8-39.7 414 24178 $9.6 32.6-5.0 73| 47248 45 17.2-106.1
Dyslipidemia No No 10 10 10 10 10
No Yes 50 24103 35 1.7-73 27 03236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
Yes Yes 25.0 15.2413 7.0 3.5-13.8 338 11.3-101.0 69 28172 89 46-174
Relative excess risk due
to interaction™* 164 79-208 0.1 43854 198 3.0-1098 6.1 1.6-145 33 22-106
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-4.7 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49230
Relative excess sk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -19.3-123.0 63| -38214 49 29172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 0825 08 0.1-66 07 2-2 20 1136
Yes No 46 3.1-70 41 28-59 10.4 4.0-273 20 1.040 5.0 3374
Yes Yes 93 56155 57 33-10.1 238 83683 55 22-135 54 3008
Relative excess nsk due
to interaction™ 43 0987 13 -1.7-46 13.6 02664 38 0.1-86 06 3926
Multiple (2) risk
factors ﬂﬂ'ﬂ;'s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0367 37 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
Yes Yes 398 23.9-66.3 263 15.7-43.9 80.7 25.7-2538 111 44277 245 13.7-43.6
Relative excess risk due
to interaction™* 279 14.6-51.0 183 7.6-37.4 60.9 18.0-487.0 8.6 17217 119 03-206




Chest-Directed Anthracycline
Radiotherapy Chemotherapy
Coronary Artery Heart Failure Valvular Disease Arrhythmia Heart Failure
Dusease
Cardiovascular Treatment Risk RR 9585 C1 RR 9595 C1 RR 9585 C1 RR 9505 C1 RR 9585 C1
Risk Factor Exposure Factor
Present Present
Hyperteasion | No No 10 10 10 10 10
No Yes 87 48158 122 7.4-202 8.1 1.6-40.8 93 38-23.0 34.1 17.7-65.6
Yes No 53 3287 32 1.9-5.2 10.1 29-356 20 12-70 83 44-156
Yes Yes 372 22.2-623 55.8 35.1-88.7 106.8 31.1-366.9 185 74462 855 45.2-161.8
Relative excess risk due
to interaction™* 242 11.8-30.7 414 241-78 $9.6 32.6-5.0 73| 47248 45 17.2-106.1
Dyslipidemia No No 10 10 10 10 10
No Yes 50 24103 35 1.7-73 27 03236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
Yes Yes 25.0 15.2413 7.0 3.5-13.8 338 11.3-101.0 69 28172 89 46-174
Relative excess risk due
to interaction™* 164 79-208 0.1 43854 198 3.0-1098 6.1 1.6-145 33 22-106
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-47 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49239
Relative excess risk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -19.3-123.0 63| -38214 49 29172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 0825 08 0.1-66 07 2-2 20 1136
Yes No 46 3.1-7.0 41 2859 10.4 40273 20 1.040 5.0 3374
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Relative excess nsk due
to interaction™ 43 0987 13 -1.7-46 13.6 02664 38 0.1-86 06 3926
Multiple (2) risk
factors ﬂtlﬂ;‘s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0367 37 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
Yes Yes 398 23.9-66.3 263 15.7-43.9 80.7 25.7-2538 111 44277 245 13.7-43.6
Relative excess risk due
to interaction™* 279 14.6-51.0 183 7.6-37.4 60.9 18.0-487.0 8.6 17217 119 03-206




Chest-Directed Anthracycline
Radiotherapy Chemotherapy
Coronary Artery Heart Failure Valvular Disease Arrhythmia Heart Failure
Dusease
Cardiovascular Treatment Risk RR 9585 C1 RR 9595 C1 RR 9585 C1 RR 9505 C1 RR 9585 C1
Risk Factor Exposure Factor
Present Present
Hyperteasion | No No 10 10 10 10 10
No Yes 87 48158 122 7.4-202 8.1 1.6-40.8 93 38-23.0 34.1 17.7-65.6
Yes No 53 3287 32 1.9-5.2 10.1 29-356 20 12-70 83 44-156
Yes Yes 372 22.2-623 55.8 35.1-88.7 106.8 31.1-366.9 185 74462 855 45.2-161.8
Relative excess risk due
to interaction™* 242 11.8-30.7 414 241-78 $9.6 32.6-5.0 73| 47248 45 17.2-106.1
Dyslipidemia No No 10 10 10 10 10
No Yes 50 24103 35 1.7-73 a7 03236 0.0 0.0-13 23 1148
Yes No 46 3069 43 3.0-6.1 123 47321 18 09-36 43 3.0-62
Yes Yes 25.0 15.2413 7.0 3.5-13.8 338 11.3-101.0 69 28172 89 46-174
Relative excess risk due
to interaction™* 164 79-208 0.1 43854 198 3.0-1098 6.1 1.6-145 33 22-106
Diabetes No No 10 1.0 10 10 1.0
No Yes 52 22-125 0.6 0.1-47 64 0.7-553 7 02-128 26 1.0-7.4
Yes No 5.1 35-75 36 26-5.1 144 5.6-37.0 24 1246 42 3.0-6.1
Yes Yes 20.1 10.6-38.4 135 6.9-26.6 364 05-138.8 4 27-324 108 49239
Relative excess risk due
to interaction®* 10.8 0.0-286 102 29-228 16.6 -19.3-123.0 63| -38214 49 29172
Obesity No No 10 1.0 10 10 10
No Yes 14 0.7-2.6 14 0825 08 0.1-66 07 2-2 20 1136
Yes No 46 3.1-7.0 41 2859 10.4 40273 20 1.040 5.0 3374
Yes Yes 93 56155 57 33-10.1 238 83683 55 22-135 54 3008
Relative excess nsk due
to interaction™ 43 0987 13 -1.7-46 13.6 02664 38 0.1-86 06 3926
Multiple (2) risk
factors ﬂtlﬂ;‘s No No 10 1.0 10 10 10
Hypertension
No Yes 79 41-15.1 52 27-99 74 13411 15 0.3-67 87 48155
Yes No 5.0 3377 37 2.6-54 13.4 4.6-38.9 2.0 1.040 49 3373
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Relative excess risk due
to interaction™* 279 14.6-51.0 183 7.6-37.4 60.9 18.0-487.0 8.6 17217 119 03-206




£>>  Risk Factors: Cardiac Mortality

R

Characteristic HR (95% CI) P-Value
Diabetes 2.2 (0.8-6.1) 0.34
Hypertension 5.6 (3.2-9.7) <0.001
Dyslipidemia 1.7 (0.7-3.8) 0.48
Obesity 1.2 (0.6-2.3) 0.47
Multiple Risk Factors 2.4 (1.2-4.9) 0.22

Adjusting for: sex, race/ethnicity, education, household income
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Relative Hematologic Toxicity

Cyclop | Ifosfam | Procarb | Chlora | BCNU | CCNU Melpha | Thio- Nitrogen | Busulf
hospha | ide azine mbucil lan TEPA Mustard | gn
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Table IV. Rate Ratios for Non-Surgical Premature Menopause: Multiple Poisson Regression Model

CED AAD
Variable RR 95% CI p-value RR 95% CI p-value

Age 1.14 1.09t0 1.20 | < 0.001 1.13 1.07 to 1.19 < 0.001
Minimum ovarian dose

Other cancers

None 1.00 1.00 ]

1 10 99 cGy 2.96 0.92 t0 9.50 0.069 4.25 1.18 to 15.26 0.027

2100 cGy 11.68 | 3.59t0 38.04 | <0.001 16.77 4.55 t0 61.88 < 0.001

Hodgkin lymphoma Y .

None 13.86 | 4.04 to 47.57 | < 0.001 9.88 1.65 to 59.24 0.012

1 10 99 cGy 10.04 | 3.40t0 29.65 | < 0.001 12.73 3.55 to 45.57 < 0.001

2100 cGy 10.76 | 3.32t0 34.91 | <0.001 10.73 2.70 to 42.64 < 0.001
CED (mg/m?)

0 1.00 _ _ _

> 010 < 4,000 0.56 0.07 t0 4.27 0.578

24,000 to < 8,000 274 | 1.13t06.61 0.025

2 8,000 419 | 2.18t08.08 | <0.001
AAD tertile

0 1.00

1102 2.09 0.97 to0 4.51 0.060

3 4.99 2.53109.84 < 0.001
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Table IV. Rate Ratios for Non-Surgical Premature Menopause: Multiple Poisson Regression Model

CED AAD
Variable RR 95% CI p-value RR 95% CI p-value
Age 1.14 1.09t01.20 | <0.001 1.13 1.07 to 1.19 < 0.001
Minimum ovarian dose
Other cancers
None 1.00 1.00 ]
110 99 cGy 2.96 0.92 to 9.50 0.069 4.25 1.18 to 15.26 0.027
2100 cGy 11.68 | 3.59t0 38.04 | < 0.001 16.77 4.55 t0 61.88 < 0.001
Hodgkin lymphoma r .
None 13.86 | 4.04 to 47.57 | < 0.001 9.88 1.65 t0 59.24 0.012
110 99 cGy 10.04 [ 3.40 to 29.65 | < 0.001 12.73 3.55 to 45.57 < 0.001
2100 cGy 10.76 | 3.32t034.91 | <0.001 10.73 2.70t0 42.64 < 0.001
CED (mg/m?)
0 1.00 _ _ _
> 010 < 4,000 0.56 0.07104.27 0.578
24,000 to < 8,000 2.74 1.13 t0 6.61 0.025
e 28,000 419 | 21810808 | <0.00]
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1102 2.09 0.97 10 4.51 0.060
3 4.99 2.53109.84 < 0.001




CCSS

An NCI-funded
Resource

ROC: CED vs AAD
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— Testicular and sexual dysfunction in male survivors,
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Home/work visits

« Blood sampling
e Clinical/anthropomorphic measures
« Brief questionnaire

 Pilot/feasibility study
— Fasting blood for glucose, lipids, insulin
— Measure height, weight, BP waist circumference

— Random sample of 200 survivors in cohort (active f/u, >/= 18, residing in
us)



CCSS

Future Directions

Longitudinal outcomes using 2007 dataset
Risk modeling

Expanded Cohort

Fertility and Contemporary Chemotherapy in Male

Childhood Cancer Survivors (eg, risk associated with ifosfamide,
melphalan, thiotepa, busulfan)

Changes in Long-Term Outcomes in Hodgkin Lymphoma

Survivors with Contemporary Risk-Adapted Therapy (eg,
chronic health conditions, late mortality, health status)



