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Table 1.A: Risk of subsequent primary cancer after any initial cancer, by age at initial diagnosis, SEER 1973-2000.

Total Males Females
Age at initial
diagnosis (o] O/E EAR 0 O/E EAR (o] O/E EAR
All ages 185,407 1.14* 21 100,428 1.11* 22 84,979 1.17* 21
00-17 351 6.13* 15 176 6.44* 15 175 5.84* 15
18-29 1,401 2.92* 22 562 3.39* 22 839 267* 23
30-39 4,909 237* 39 1,530 2.88* 40 3379 2.20* 38
40-49 13,537 161* 39 4,466 1.83* 52 9,0M 1.52% 34
50-59 34,159 1.27* 32 15,957 1.33* 46 18,202 1.21* 24
60-69 62,286 1.13* 23 35,986 111 25 26,300 1.14* 22
70-79 52,321 1.02* 4 32,419 1.00 0 19,902 1.05* 9
80-115 16,443 0.92* -19 9,332 0.92* -26 7,111 0.93* -14
Notes: All first primary cancers, except for non-melanoma skin, are included in the analysis. Subsequent cancers include 2nd, 3rd, and later primaries and encompass
all cancer sites, except for nol | skin and subseq prostate cancers following first primary prostate cancer. Due to their large impact on subsequent cancer

risks for males, 0, O/E, and EAR were adjusted by excluding observed and expected numbers of subsequent prostate cancers following an initial prostate cancer (0=44,
E=15,185). The population at risk includes 2,036,597 patients who survived 2 or more months after initial diagnosis during 1973 to 2000 (1,038,089 males and 998,508
females, 9 SEER registries). Numbers of patients surviving at least 5, 10, and 20 years were 789,221, 387,436, and 75,859 patients, respectively. The age distribution at
initial diagnosis was 3.4%, 14.2%, 44.2%, 25.6%, and 12.6% for age groups <30, 30-49, 50-69, 70-79, and >80 years, respectively. The average age at initial cancer
diagnosis was 64.6 years for men and 62.5 years for women.

Abbreviations: O=observed number of subsequent (2nd, 3rd, etc.) primary cancers; E=expected numbers of subsequent cancers; O/E=ratio of observed to expected
cancers; PYR=person-years at risk; EAR=excess absolute risk (excess cancers per 10,000 person-years, calculated as [(O-E)/PYR]<10,000).
*P <0.05.
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Table 1.C: Risk of subsequent primary cancers following first primary cancers that are strongly related to tobacco andfor alcohol
exposure (oral cavity and pharynx, esophagus, larynx, lung, and bronchus), by sex, SEER 1973-2000.

Total Males Females
Subsequent
primary cancer 0 0/E EAR 0 O/E EAR 0 O/E EAR
All subsequent cancers 24,688 1.64* 114 17,491 1.58* 120 7,197 1.82* 105
Oral/pharynx, esophagus, larynx,
and lung/bronchus 11,593 3.62% 99 8,184 3.20% 105 3,409 5.33* 90
QOral/pharynx 2,510 9.04% 26 1,742 7.78% 28 768 14.29% 23
Larynx, lung/bronchus 8,084 295* 63 5,704 262* 66 2,380 4.26* 59
Esophagus 999 5.49* 10 738 4.74* 1" 261 9.94* 8
Bladder, renal pelvis, ureter,
and kidney parenchyma 1,772 1.44* 6 1,449 1.39% 8 323 1.71% 4
Bladder, renal pelvis, ureter 1,325 1.42* 5 1,116 1.38* 6 209 1.68* 3
Kidney parenchyma 447 1.48* 2 333 1.40% 2 114 1.78* 2
Pancreas 531 1.36% 2 346 1.28* 1 185 1.55% 2
Cervix uteri 60 1.16 <1 — — — 60 1.16 <1
Stomach 474 1.39% 2 395 1.44% 2 79 1.17 <1
All other cancers 10,258 1.05* 5 1117 1.03* 4 3141 1.08* 8

Notes: The population at risk includes 336,929 patients wha survived 2 or more months after an initial diagnosis of cancer of the oral cavity/pharynx, esophagus, larynx,
or lung/bronchus during 1973 to 2000 (221,000 males and 115,929 females, 9 SEER registries). Cancers of the oral cavity/pharynx are defined to include cancers of the
tongue, tonsil, mouth/floor of mouth, oropharynx, and hypopharynx. All subsequent cancers include 2nd, 3rd, and later primaries and encompass all cancer sites, except
for non-melanoma skin.

Abbreviations: O=cbserved number of subsequent (2nd, 3rd, etc.) primary cancers; E=expected numbers of subsequent cancers; O/E=ratio of observed to expected
cancers; PYR=person-years at risk; EAR=excess absolute risk (excess cancers per 10,000 person-years, calculated as [(O-E)/PYR]>10,000).

*P <0.05.
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Table 7.1.2: Risk of subsequent primary cancers after cancer of the breast, females,
SEER 1873-2000.
Years after first primary cancer diagnosis

<1 year 1-4 years 5-9 years =10 years Total

Number starting interval 32,863 194,350 178,161 93,331 01,86

Person-years In imterval 256,649 925,212 58,170 536,956 2,376,987
Subsequent primary cancer [ DIE [ OE 0 [iT 3 [ 0/E o E OE EAR
&l subsequent cancers 3,054 1.93%  1REs 13t 9EW 119" g3 115 34500 24137 180 2254
Al exduding same she 1,788 0M4* 73 10 6071 103 5817 1Y 07 MTEe amt 13
Bucaal @ty pharyne 43 1.00 e 10 1 118 142 1.09 551 51031 108 047
Lp 2 084 0 s 7 D68 14 142 Tl 542 0@ -0
Tongue 14 120 a0 10 EH 1.09 p:] 1.00 12 LLET T R T R ]
salvary gland 12 2t ELT 21 130 2 145 9l ST44 15 0.4
Mauth 13 are % 08 62 1.4 45 0.9 176 17626 100 000
Hasopharm 2 0% 115 7 1.2 3 059 L HEs L% oM
Tonell El 087 1 R 12 1.56 LE] 1.29 4 a0 e o
Cropharms 1 08 4 08 [ 1.68 1 032 12 1251 086 0W
Hypopharmz 2 080 E 08 5 064 8 1.09 il 134 oA -
Digesthve system 53 ' 2395 102 18B4 09 1364 103 GGETE  GETET? 100 000
Esophagus 18 1.08 1.05 T 1.36° 1 1.71* M3 1Ese 13 0
Stomadh 4 L fd| 1.2* 151 1.05 158 1.20° 573 ST LM@Y 038
small Inestine 2 nn* EER T ] EE] 1.18 EF) 136 106 @ 08 0
Cokn 4 0 125 07 1016 1.06 a 1M 3483 335180 L04° 0SS
Rectum, rectodgmeald inction 77 ik @8 102 TE 0 ng 1.05 101 10257 08 -0
Recium 55 086 [ 0 180 094 175 ] 643 67659 085 D14
Anus, andl canal 8 087 » oan % .M 1 085 BE W12 o0m -0
Lier 3 an ET T n oss E( 085 98 4746 DEE" -0
Galbladder 3 054 EFI T O 40 1.08 103 W50 oMt -DaE
Bile ducts, other bilary 16 1.4 L] - 4 057 138 15185 082 -0.05
Fancreas ) 080 T o0&t I n.88* ] 0.0 760 E80S6 06" -0.51
Resplratory system 3| 08" 12E 081" 104 083 1088 104 3720 3MEm oW 097
hose, nasal caviy, ear El 082 ®m 10 08e 10 084 37 857 08 -0m
Lanyre 12 1.8 41 0 3 D67 Ell 1.00 107 12106 028 -D.06
Lung, branchus k) ag”’* 1M as* 1007 oeet 2 104 3563 3TFR4D 0 -081
Female breast 1,266 180" R0 174" 3788 159 3114 147 13418 B389 180 24
Female genttal system 405 193 e st 13 131 1004 104° 4414 3ERES 112 34l
Cervte uterl 7 082 Wr o oas T 068" 45 057" 05 18443 077" 038
Corpus uterl ng 120" 4 1A T 1.51° 53 118° 2466 18003 135" 168
vary 121 1.2%" EE-T W - 1 129 w8 126 1374 107eEd 1 14
vagina 1 013 15 a7 11 o ] 0.5 39 Mal o ont -
Yulva El 058 5 08 3% on 40 084 137 172e6 079 DS
Urinary system 152 122" 475 0497 49 1.09 412 1.05 1479 140847 105 0.M
Lrinary bladder &7 08 ¥ 0% w2 115 %6 115 B75 8120 105 DB
Kidney parenchyma el 187" w0 122 1.00 115 .89 486 48403 107 043
Renal pelvis, other urinary 8 078 W 08 EH 107 Ell 1.00 108 11408 085 -0.03
Lietar 2 064 & 048 10 1.00 1 127 30 L6 036 -0
Bong, Joints 2 arnt 7 an 1 1.48 16 247" 36 ®I2 137 004
Soft tissue Induding heart 1 05 51 1.3 55 1.7 4 151 162 T&1E 1390 03
Kapaos! sarcoma 0 | 1 0m 1 VEY 4 131 ] 116 054 -0
Melanoma of skin 7 121" 51 A7 198 116 178 1.14 M0 58534 LW 04
Eye, orbit 1 025 n 1 14 1.20 1 1.14 4 66 1R o
Brain, central nervous system 21 v e ooz 6 0| 55 [Vkry 54 METE DEE' DS
56 2ot LF R a7 133" 65 107 M5 mI4 13t 03
Lymphatic, hematopoletic 178 08 TS 0 625 047 645 105 2185 IMET 087 -0
Hodgkin kmphema " 181 ¥ ase 17 094 Fli] 131 62 72 0 -0
Hen-Hodgkin kmphoma 81 085 b B v A R 1 T 1 1.06 961 109733 028 -0.57
Mysloma EE) 0% 4 LW 35 0A0 ] 085 364 382331 085 008
Leukamia 51 080 LT Wl 119 no 1.05 798 TOLER LW DAl
Amute mphocytic El 15 w14 7 1.18 2 VE] k7] ma W6 0
chrank: lmpheaytic " 045" 45 047" 52 o 2] 0.4 178 HE56  DEE' 039
Amute non-ymphogytic 5 1mm b T o b 179 ) 1.2 47 meED 1 DA
Chrank myakold 8 050 L] E 1.09 ] 112 98 #9100 0.00

" P 0005, Notas: Se2 Appendioss for definttiors of cancer shes and "all exduding same ste.” shbreviations O = obs2rved number of subsequent (2nd, 3nd, etc) primary

CENrE E= g

person-years = [10-EVPYR] = 10,000,
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TABLE 4. Endometrial Cancer Risk by Endocrine
Adjuvant Therapy in Postmenopausal Women With
Breast Cancer

Comparison Adjusted HR* 95% Cl Chi-Square P
All women

Tam vs no hormones 1.36 0.84-2.22 22

Al only vs no hormones 0.71 0.38-1.35 .30

Al only vs Tam only 0.52 0.31-0.87 .01

Tam — Al vs Tam only 0.67 0.42-1.06 .08
MPR >80%

Al only vs Tam only 0.41 0.21-0.8 .008

Tam — Al vs Tam only 0.59 0.34-1.01 .055

Abbreviations: Al, aromatase inhibitor; Cl, confidence interval; HR, hazard
ratio; MPR, medication possession ratio; Tam, tamoxifen.

#The HR was adjusted for race/ethnicity, age at diagnosis, income, diabe-
tes, hypertension, and chemotherapy.

ZXx{: Aromatase inhibitors, tamoxifen, and endometrial cancer in breast cancer survivors28
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ZX: Depression and anxiety in women with early brest cacner: five year observational cohort study35

Group by Study name Statistios for each study Risk ratio and 35% CI
Length of follow-up Risk Lower Upper
ratio limit  limit p-Value
5 years + Beresford 2006 1.23 .57 264 0.605 +
5 years + Mainio 2006 1.27 0.85 189 0.243 -+
5 years + Nakaya 2006 1.08 063 188 0.F47 ——
5 years + Wiitsen 2005 1.30 D.60 244  DAa1Z +
5 years + Onitilo 2006 117 097 140 0.104 e
§ years + Phillips 2008 1.25 0.63 248 D.520 +
5 years + 1.19 1.02 138 0.024 <&
Less than § years Bucchen 1992 1.38 0.90 2.13 0141 +
Less than § years Broers 1998 098 0.96 1.02 0.516
Less than § years Richardson 1900 2.1 D73 B35  0.166 +
Less than § years Ringdal 1936 1.16 1.06 127 0.001 +
Less than § years Gripp 2007 2.00 1.47 292 0.000 -
Less than § years Pir 2008 2.83 123 650 0.014 t
Less than § vears Nakaya 200 1.42 1.23 1862 0.000 -+
Less than § years Steel 2007 1.29 1.03 161 0.029 |~
Less than § years 135 113 181 0.001 A
Overall 1.25 1.12 140 0.000 4
01 02 05 1 2 5 10
Decreased risk Increased risk
FIGURE 3. Effect of depressive symptoms on mortality is shown with unadjusted risk ratios.
(22 3-2] 22 Z40| MUSl Dlxl= B
Z=X: Depression as a predictor of disease progression and mortality in cancer patient538'38
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Study characteristic k N RR 95% CI zZ Q
Uncontrolled effect sizes 86 70160 119 113-1.25 6.48** 101.94
Controlled effect sizes 43 126 869 122 1.14-1.30 5.88* 62.31
Averaged effect size 105 176 863 117 1.12-1.22 7.23% 94.58
Time of collection of depression data/sample composition 015
Prior to cancer diagnosis 37 150213 114 1.06-1.23 3.52%+* 29.76
Following diagnosis 68 26694 118 112-1.24 6.45%+* 86.74
Cancer stage 1.84
Early (I, IT) 6 11828 131 1.10-1.57 2.97* 12.58
mixed /not specified 85 153026 116 110-1.21 6.25%* 89.38
Late (III, V) 14 12052 116 1.04-1.29 2.79* 15.02
Cancer site 119
leukemia/lymphoma 16 2507 113 1.03-1.24 2.53* 2313
breast 18 74278 118 1.07-1.29 3.52% 29.27%
brain 6 7118 123 1.04-1.47 2.36% 10.02
lung 12 24116 117 1.03-1.34 2.36% 10.63
other sites (e.g. esophagus) 22 29984 114 1.04-1.24 2.90** 10.88
mixed sites 31 38904 116 1.08-1.24 4.24% 40.78

Z=X{: depression and cancer mortality — a meta analysis
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¥ Cognitive Functioning

Primary Therapy « attention, memory
* surgery « mental flexibility
« radiation > * motor function
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Cancer Therapy ualit
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BREAST Life

CANCER *| DEPRESSION g | J Family Cohesion |

Psychosocial Factors I
* personal J Physical Functioning
« sociocultural + insomnia, fatigue
« caregivers + pain
« early menopause
« immune function
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ZX: Major depression after breast cancer: a review of epidemiology and treatment33

Il *E31 A=S=2=EE0[A
2e=07 913 medication adherence’} RolA|I o)A o] £-&F0] = o 3z}
APgEC] = Aolgte 7heAo] AAEHIL UTH, W AFE0]

medication adherence’} RolA= Aoz HIsla 9o} AAF AuEo] A U

% adherenceE S3= ZAoz HIEQri44, (F 3-6>
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Table 1 Characteristics of studies included in the meta-analysis
Author (year) N Age (years) Mean  Study Endocrine Adherence method Depression  Depression severity
(SD) [Median] duration therapy measure
(months)
Bender et al. [39] 91 56.7(9.7) 18 Mix Objective (MEMS) BDI-IT Mean = 5.7 £ 5.0
Cluze et al. [40] 154 37.0 (3.3) 28 Tamoxifen  Objective (Pharm CESD 149 % > 23
Refill)

Fink et al. [41] 287 [=65] 24 Tamoxifen  Self-report MHI-5 46% <719
Kidwell et al. 448 [59] 12 Aromatase  Objective (discontinue  CESD 15 % = 16

[42] Inhibitors from clinical trial)
Klepin et al. [43] 1328 67.2(4.3) 60 SERMs Objective (pill count; GDS Mean = 1.3 £ 1.9

drop from trial)

Lash et al. [44] 253 [>65] 60 Tamoxifen  Self-report MHI-5 387 % <714
Manning and 165 — 13 Mix Self-report CESD Mean = 1.95 + 0.30

Bettencourt

[45]
Sedjo and 13,593 55.5(5.7) 12 Aromatase  Objective (MPR) ICD-9 1.4 % depressed

Devine [46] Inhibitors
Stanton et al. 1416 56.0 (8.7) 12 Mix Self-report HADS Mean = 12.6 £ 3.3

[471
Abbreviations for endocrine therapy SERM selective estrogen receptor modulator
Abbreviations for adherence method MEMS medication event monitoring system; MPR medication possession ratio. Abbreviations for
depression measure BDI-II Beck Depression Inventory—II; CESD Center for Epidemiologic Studies Depression scale; MHI-5 Mental Health
Inventory-5: GDS Geriatric Depression Scale: /CD-9 International Classification of Diseases-9: HADS Hospital Anxiety and Depression Scale

ZX]: Depression as a predictor of adherence to adjuvant endocrine therapy (AET) in women with breast cancer:

systematic review and meter&lnalysis[‘4

Author (year)
Bender (2014)
Cluze (2012)
Fink (2004)
Kidwell (2014)
Klepin (2013)
Lash (2006)
Manning (2011)
Sedjo (2011)
Stanton (2014)

Synthesis

Effect Size (95% CI)
1.01 (0.55; 1.47)
0.50 (0.01; 1.00)
0.19 (-0.16; 0.53)
0.22 (-0.07; 0.52)
0.16 (0.00; 0.31)

0 (-0.27;0.27)

0.65 (0.33; 0.97)
0.15 (0.10: 0.20)
0.64 (0.43; 0.85)

0.35 (0.18: 0.52)

Effect Size (95%Cl)

4.7
-
O
0
_._
,+

‘ .

-
0 05 1 15

Fig. 2 Forest plot of the effect size for the relations between depression and adherence to adjuvant endocrine therapy

Weight %
7.39%
6.84%
9.73%
10.9%
14.34%
11.46%
10.29%

16.06%
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Depression as a predictor of adherence to adjuvant endocrine therapy (AET) in women with breast cancer:
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2 FUR(C508V193)

i o oss %ol
2006 12,521 10,805 1,716
2007 13,692 11,639 2,053
2008 14,754 12,659 2,095
2009 15,621 13460 2,161
2010 16,660 14,277 2383
2011 18111 16,015 2,096
2012 18,176 16,589 1,587
2013 19,221 17,292 1,929
2014 20,309 Not available
2015 21,408 Not available
Total 170,473
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e DO5&V193 Stxt &= C50 Elct Sixf & < %::gx}-*.s
2006 717 49 668
2007 827 78 749
2008 796 56 740
2009 922 76 846
2010 1174 102 1072
2011 1420 130 1290
2012 1523 123 1400
2013 1752 130 1622
2014 1857 130 1727
2015 2017 184 1833
Total 13,005 1058 11947
25,000
21,408
20,309
20,000 19201 ="

18,111 18,176

=—|nvasive cancer

15.000 14,754 =|n situ cancer
’ 13,69
12,V
10,000
5,000
668 749 740 846 1,072 1,290 1,400 1,622 1,727 1,833
0 : . ‘ ‘ . : ; : : .
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A A fdo] wytor FAdolA SIRO] ¥ =UTH(EA 1.98, o 1.44).
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SRt Skxf LA PN

Total 137,635 5,568 7014 1.26 1.07 145

e
Xt 520 2% 47 198 - 5.79
b3 137,115 4,841 6,967 1.44 1.24 1.64

T
20-29 1,745 7 58 8.30 4.04 12.56
30-39 17,013 206 708 3.4 2.56 4.32
4049 51,158 1282 2408 1.88 1.50 2.25
50-59 39,347 2,003 2026 1.01 0.70 133
6069 18604 1720 1245 0.72 0.34 111
7079 8,071 1114 488 0.44 ~0.02 0.89
>80 1,697 242 81 0.34 ~0.54 1.21

=
20-29 6 0 - - - -
30-39 18 0 1 7.56 ~32.45 4757
4049 72 1 2 1.38 ~7.19 9.94
50-59 123 7 7 1.02 —4.61 6.64
6069 133 17 14 0.82 —4.04 5.67
70-79 120 27 18 0.68 -3.98 5.33
>80 48 12 5 0.40 ~5.28 6.08

Ofxt
20-29 1739 10 58 5.68 215 9.21
30-39 16,995 290 707 2.44 1.70 3.18
4049 51,086 1537 2406 156 1.22 1.91
50-59 39,224 1793 2019 113 0.79 146
6069 18471 1,099 1231 112 0.64 1.60
7079 7,951 645 470 0.73 0.14 1.32
>80 1,649 158 76 0.48 —0.58 1.54
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ARE W 38%elA] BFEAIE AS Witk Fersstay, AMAE, BHNEE
A ke vl ol SAelA o ET Fedie Aolsh gldich
(® 4-5) O|xjaiiet A7 CHY BiXle| E4(EHH Hlw)
Total Male Female p—value
Number of patients 137,635 520 0.38 137,115 99.62
OlxfaE2t <0001
OJAy 130,621 94.9 473 90.96 130,148 94.92
2 7014 5.1 47 9.04 6967 5.08
Age at diagnosis, years {0001
20-29 1,745 1.27 6 1.15 1,739 1.27
30-39 17,013 12.36 18 3.46 16,995 12.39
40—49 51,158 37.17 72 13.85 51,086 37.26
50-59 39.347 28.59 123 23.65 39224 28.61
60—69 18,604 13.52 133 2558 18,471 13.47
70-79 8,071 5.86 120 23.08 7951 58
>80 1,697 1.23 48 9.23 1,649 1.2
Comorbidities
DM 16,325 12.14 102 20.69 16,223 12.11 {0001
COPD 4746 3.53 54 10.95 4,692 3.5 {.0001
LC 224 0.17 3 0.61 221 0.16 0.0501
LHEH|X|= {.0001
NO 51,286 37.26 110 2115 51,176 37.32
anastrozole 12,585 914 13 2.5 12,572 9.17
letrozole 18,733 13.61 14 2.69 18,719 13.65
tamoxifen 52,278 37.98 365 7019 51913 37.86
toremifen 2753 2 18 3.46 2,735 1.99
AL {0001
NO 49,150 35.71 250 4808 48,900 35.66
docetaxel 1,452 1.05 2 0.38 1,450 1.06
doxorubicin hydrochloride 30,243 21.97 78 15 30,165 22
paclitaxel 811 0.59 3 0.58 808 0.59
other 55,979 40.67 187  35.96 55,792 40.69
AR {0001
N 51,806 37.64 407 7827 51,399 37.49
Y 85,829 62.36 13 2173 85716 62.51
] 0.3203
N 31368 22.79 128 24.62 31,240 22.78
Y 106,267 71.21 392 7538 105,875 71.22
EEESINES <.0001
N 123212 89.52 497 9558 122,715 89.5
Y 14423 10.48 23 442 14,400 10.5
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Total O|x|ietol Ojgta O|XtRddtet BtAM  p—value
Number of patients 137,635 130,621 94.90 7014 5.10
Sex {0001
Male 520 0.38 473 0.36 47 0.67
Female 137115 99.62 130,148 99.64 6967 9933
Age at diagnosis, years <.0001
2029 1,745 1.27 1,687 1.29 58 0.83
30-39 17013 12.36 16,305 12.48 708 10.09
40—49 51158  37.17 48750 37.32 2408 3433
50-59 39347 2859 37.321 28.57 2026 2889
60-69 18,604 13.52 17.359 13.29 1,245 17.75
70-79 8,071 5.86 7583 5.81 488 6.96
>80 1,697 1.23 1,616 1.24 81 1.15
Comorbidities
DM 16325 12.14 15413 12.06 912 13.67 {.0001
COPD 4,746 3.53 4464 3.49 282 4.23 0.0016
LC 224 0.17 206 0.16 18 0.27 0.034
LiEH|X|= {0001
NO 51286  37.26 48 456 37.1 2830 4035
anastrozole 12,585 9.14 11,840 9.06 745 10.62
letrozole 18,733 13.61 17772 13.61 961 13.7
tamoxifen 52278 3798 50,025 38.3 2253 3212
toremifen 2,753 2 2528 1.94 225 3.21
BN {0001
NO 49150 3571 46,838 35.86 2312 3296
docetaxel 1,452 1.05 1,378 1.05 74 1.06
doxorubicin hydrochloride 30,243 21.97 28,758 22.02 1,485 21.17
paclitaxel 811 0.59 766 0.59 45 0.64
other 55979 40.67 52,881 40.48 3098 4417
AR (0001
N 51806  37.64 49010 37.52 2796 39.86
Y 85829 6236 81,611 62.48 4218 60.14
] 0.0294
N 31368 2279 29844 22.85 1524 2173
Y 106,267 7721 100,777 77.15 5490 7827
HAX|= {0001
N 123212 89.52 116,830 89.44 6382 9099
Y 14,423 10.48 13,791 10.56 632 9.01
Hsx dat 51



Frdeh Aek - olxplet WAo] JFE vA= QQlEd el I, hAs &
He Sl i B4 A% B, TE 49, 9h 148E Bie 49,
Festet e ARt 9 olxbelet o] wokal Rl letrozoled AW
whe BAjollA] olxbelisel wbo] Yigks. 4, WAMMAE, FAAE ot o)3h4l
e HAF Aol glgith
(B 4-7) SR TS 5 O[RIAILSL WA FHS D|Xl= 9IS

Uni Multi
HR 95% ClI p—value HR 95% CI p—value
SEX
Male 1(reference) 1(reference)
Female 0.531 0.399-0.707 {0001 0.591 0.438-0.797 0.0006
Age at diagnosis, years
20-29 1(reference) 1(reference)
30-39 1.278 0.978-1.67 0.0725 1.267 0.967-1.661 0.0855
4049 1.47 1.133—1.907 0.0038 1.457 1.12—-1.895 0.0051
50-59  1.709 1.317-2.219 .0001 1.647 1.264—2.146 0.0002
60—-69  2.199 1.69—-2.862 {0001 2.087 1.595-2.731 {0001
70-79  2.172 1.654—2.852 0001 2.241 1.694—2.963 0001
>80 2.186 1.56-3.062 {0001 2.425 1.713-3.432 {0001
Comorbidities
DM 1.27 1.184—1.362 {0001 1.102 1.025—1.184 0.0088
COPD 1.154 1.024-1.3 0.0186 0.993 0.88-1.121 0.9101
LC 2137 1.346—3.393 0.0013 1.993 1.255-3.165 0.0035
Li2HIXI=
N T(reference) 1(reference)
anastrozole  1.082 0.998-1.173 0.0548 0.957 0.878—1.044 0.3232
letrozole  1.028 0.955-1.106 0.4583 0.912 0.843-0.988 0.0234
tamoxifen  0.81 0.766—0.856 0001 0.892 0.84—0.947 0.0002
toremifen  1.136 0.991-1.301 0.0667 1.106 0.962-1.27 0.1559
Bl
N 1(reference) 1(reference)
docetaxel  1.316 1.044—1.659 0.02 1.451 1.145—1.84 0.0021
doxorubicin hydrochloride  1.084 1.016—1.157 0.0154 1.187 1.103-1.276 0001
paclitaxel ~ 1.775 1.321-2.384 0.0001 1.849 1.363-2.507 0001
other  1.157 1.097-1.222 {0001 1.23 1.158—1.307 {0001
ARM
N 1(reference) 1(reference)
Y 096 0.915-1.007 0.0951 0.995 0.945—-1.049 0.861
]
N 1(reference) 1(reference)
Y 1.051 0.993-1.112 0.0858 1.034 0.971-1.101 0.2943
HAMX|=Z
N 1(reference) 1(reference)
Y 1134 1.044—1.231 0.0028 1.042 0.955-1.138 0.3514
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(B 4-10) R Zick M REF0| 45M| 0|t [ SIXHSO| EtSAIHI| CHEH A=S=80(80l|
0lXl= FEHXIZ 19m)
Nonadherent Adherent
n=3285 n=16154 p—value
No.(%) No.(%)
R T 225 0.9167
2 3057 (16.89) 15041 (83.11)
S 228 (17.00) 1113 (83.00)
(B 4-11) R4 2tk M R230| 45M| 0|t [k SIXHS0| EtSAHI| CHSt A+ES=80(80|
0lXl= FEHXIZ 29m)
Nonadherent Adherent
n=4427 n=12641 p—value
No.(%) No.(%)
R T 225 0.9616
2 4134 (25.96) 11807 (74.07)
= 293 (26.00) 834 (74.00)
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