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Supplementary Figure 1
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Visual depiction of data timepoints that are included in the acute (blue) and
subacute (orange) periods. Patient-reported outcomes were completed at the 5

timepoints designated in blue and orange, and reflected the symptoms in the 7 days

prior to each assessment.



Supplementary Table 1. Comparison of baseline patient characteristics between

participants with and without data in the subacute period. Bolded p values reflect those that

are <0.05. NH: Non-Hispanic

_ Thé);t(;\i/\:]lth Those wi_thout
Variable All patients subacute datain P-value
(N=2111) period ;ubacute
(N=1802) period (N=309)

(AI%GR‘;“ surgery (Years), Median 49 (43 - 57) 50 (44 - 57) 48 (42-56) | 0.097

Age at surgery (Years) 0.292
[24, 43] 462 (21.89) 384 (21.31) 78 (25.24)

[43, 50] 594 (28.14) 504 (27.97) 90 (29.13)
[50, 57] 505 (23.92) 441 (24.47) 64 (20.71)
[57, 80] 550 (26.05) 473 (26.25) 77 (24.92)

Race/Ethnicity * 0.079
NH White 1817 (86.07) 1564 (86.79) 253 (81.88)

Hispanic 59 (2.79) 44 (2.44) 15 (4.85)
NH Black 174 (8.24) 142 (7.88) 32 (10.36)
Other 60 (2.84) 51 (2.83) 9(2.91)
Unknown 1 (0.05) 1 (0.06) 0(0)

Body mass index (BMI; kg/m2) 0.913
Underweight BMI < 18.5 24 (1.14) 20 (1.11) 4 (1.29)

Normal weight 18.5 < BMI < 25 771 (36.52) 663 (36.79) 108 (34.95)
Overweight 25 < BMI < 30 682 (32.31) 578 (32.08) 104 (33.66)
Obesity BMI = 30 634 (30.03) 541 (30.02) 93 (30.1)

Type of surgery 0.825
Lumpectomy 1078 (51.07) 922 (51.17) 156 (50.49)
Mastectomy 1033 (48.93) 880 (48.83) 153 (49.51)

Hormonal therapy <0.001
Yes 1672 (79.2) 1455 (80.74) 217 (70.23)

No 439 (20.8) 347 (19.26) 92 (29.77)

categorical variables as appropriate.

1 Unknown race/ethnicity is excluded from analyses.

Data are presented as number of patients (column %) or median (IQR, interquartile range).
P-value is calculated by Wilcoxon rank-sum test for the continuous variable and chi-square test for




Supplementary Table 2. Number of participants with one or more non-missing values for patient reported

outcomes data, by cycle and study arm A: doxorubicin; C: cyclophosphamide; QOL.: quality of life; T: docetaxel

Total AC->T AT ATC
Participants included in the QOL
substudy 2156 717 718 721
Partic_ipantg with follow-up 2111 207 202 202
guestionnaires
Baseline 2111 (100) | 707 (100) 702 (100) | 702 (100)
Day 1 of Cycle 4 1890 (89.5) | 617 (87.3) | 642 (91.5) | 631 (89.9)
6-month follow-up 1764 (83.6) | 595 (84.2) | 587 (83.6) | 582 (82.9)
12-month follow-up 1686 (79.9) | 558 (78.9) | 555 (79.1) | 573 (81.6)
18-month follow-up 1551 (73.5) | 523 (74.0) | 507 (72.2) | 521 (74.2)
24-month follow-up 1571 (74.4) | 521 (73.7) | 523 (74.5) | 527 (75.1)

Data are presented as number of participants (%).




Supplementary Table 3. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for the pain domain
during the acute and subacute time periods Bolded p values reflect those that are <0.05. A: doxorubicin, BMI: body-mass index,

C: cyclophosphamide, CI: confidence interval, NH: non-Hispanic, T: docetaxel.

Acute Period (N=2075)

Subacute Period (N=1791)

Variable Comparison A<B? Probability (95% Cl) 2 P-value 2 Probability (95% Cl) 2 P-value?

AT < ATC 0.505 (0.468, 0.541) 0.768 0.512 (0.471, 0.552) 0.489
Treatment * AT<AC->T 0.637 (0.599, 0.673) <0.001 0.572 (0.531, 0.613) <0.001

ATC<AC->T 0.633 (0.595, 0.669) <0.001 0.561 (0.519, 0.602) 0.001
Tl at Baseline 1-unit increment 0.598 (0.587, 0.609) <0.001 0.599 (0.587, 0.612) <0.001
’(':(geea:)surgery 1-year increment 0.501 (0.499, 0.502) 0.351 0.503 (0.502, 0.505) <0.001

Obesity (BMI >= 30) < Underweight

(BMI < 18.5) 0.48 (0.341, 0.623) 0.787 0.374 (0.236, 0.537) 0.128
BMI (kg/m2) Obesity (BMI>=30) < Normal (18.5 0.452 (0.42, 0.484) 0.004 0.406 (0.373, 0.441) <0.001

<= BMI < 25)

Obesity (BMI >= 30) < Overweight

(25 <= BMI < 30) 0.475 (0.442, 0.507) 0.127 0.452 (0.418, 0.487) 0.007

NH White < NH Black 0.572 (0.52, 0.623) 0.007 0.537(0.478, 0.595) 0.224
Race/Ethnicity > | NH White < Hispanic 0.543 (0.464, 0.621) 0.287 0.458 (0.359, 0.56) 0.421

NH White < Other 0.512 (0.433, 0.59) 0.773 0.532 (0.446, 0.617) 0.462
Type of surgery | Lumpectomy < Mastectomy 0.503 (0.477, 0.529) 0.820 0.537 (0.509, 0.564) 0.009
Endocrine

No < Yes N/A 0.51 (0.474, 0.546) 0.585
therapy

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A
2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis




Supplementary Table 4. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for pain domain
individual items during the acute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C: cyclophosphamide,
ClI: confidence interval, NH: non-Hispanic, T: docetaxel.



Numbness General Aches and Joint Pains Swelling of Hands or Feet Muscle Stiffness
(N=2067) Pains (N=2066) (N=2064) (N=2066) N=2058)
Variable Comparison A <B ! Probability P-value Probability P-value Probability P-value Probability P-value Probability P-value
(95% Cl) 2 3 (95% CI) 2 3 (95% Cl) 2 3 (95% Cl) 2 3 (95% CI) 2 3
AT < ATC 0.5,:’)?5(607.4)199, 0.022 0.5(8%5(3(')9.1)165, 0.899 0.523.!(5%.)486, 0.263 0.5%?5(25?72, 0.611 0.505.!(5(3‘.)465, 0.877
Treatment * AT<AC->T 0'6%:.[7(202'?57’ <0.001 0'5?)?5%);17' 0.002 0'52%5(22'!)506' 0.018 0.5%?6(203491 <0.001 0.5;2?;.)55, <0.001
weencaT | OOROGT gopy |05505I5 g g, | 09108 |y | 0STBOSEL | g gy | 005 |y
:‘;’;’;‘I’It:;" | 1-unit increment 0'5952')575' <0.001 0'6?6(50)'62' <0.001 0'63?6(704?41' <0.001 0'6?6(60516' <0.001 0'6%?6(34‘;‘93' <0.001
BMI (kg/m?) Obesity < Normal 0'4254(;);;29' 0.007 0‘45())?4(808.‘)125' 0.007 0'4%?5(82?37' 0.064 0'3%?4(;)558' <0.001 0'42%5(85‘42' 0.096
g;c\l/:/hite <NH 0.585‘6(;(?),.)538, <0.001 0.54(;[;(;.)492, 0.101 0.53?5(;);)172, 0.387 0.5%)4‘15(;):)173, 0363 0.5.2:).'.55(;);)186, 0.159
sRace/Ethnicity :: F:/;/:iize< 0.5(1)?5(;);)151, 0.586 0.5.:,;'16(;)1.;146, 0.451 0.5%?6(24;176, 0.159 o.4g§5(;)é?86, 0.265 0.43?5(;?79, 0.291
NH White < Other 0'52(.56(;)7'?84' 0.128 0'42"15(506'?92' 0.530 0'4§‘ié%)41' 0.759 0'4?)?5(;)596' 0.361 0'445.!(53')376' 0.156
et umetom< J0s1000 [ g1 | 09100 [ s | 05016 | g | 0501047 | g | 0850001 | o

! Comparison A < B denotes the probability that the cumulative TI for B is higher than that for A
2Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic
4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm procedure
5Unknown race/ethnicity was excluded from analysis




Supplementary Table 5. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for pain domain

individual items during the subacute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C:

cyclophosphamide, ClI: confidence interval, NH: non-Hispanic, T: docetaxel.

Numbness General Aches and Pains Joint Pains Swelling of Hands or Muscle Stiffness
(N=1777) (N=1780) (N=1783) Feet (N=1782) (N=1776)
Variable Comparison A<B * P(r9°5t‘,’/?t(,:ill)itzy val,:e 3 T!:)ost‘;'::ill)itzy vaII:e 3 P(:)osl‘)’/oal():ill)itzy vaI’:e 3 P(lt’-)oslz/f:‘l::ill)itzy vall:e 3 P('!.)(:’St‘,’/?t(’:ill)it2y va::e 3
0519 0483, | g, | 050810486, | g, | 0200 | | 0S8 O487, |y | 05204 | o,
treament® | aT<acor | 05RO [ gy [0S0 047 o TT0SSM0SI, | | 00487 g, | 0520502 |
ATC<AC->T 0.5§.é2§)41, <0.001 0'5%)%5(503:;72' 0.910 0'53(;):.[5(702';‘89' 0.158 0.5;;(;.94)82, 0.405 0.55;(;.)48, 0.374
o3t | irement | 0990571 | cqny | 083810619, | gy | 0842 0628, | gy | 052059, [ gy [ 05910578, | g0y
0.443 (0.406, 0.434 (0.395, 0.426 (0.387, 0.483 (0.446, 0.408 (0.37,
Age at oL 2855 045%'%)424 - 04S§4EZ)34)142 - 042214i%74)147 - 049(;'%)464 = 04254((:)63133 -
:‘;’:‘:g [57,80]<[43,50) | 0493 | %% | o5 | ¥ | osaz | %2 | os3ay | 990 | gses) | 000
o /) | Obesty <tormal | 04240383, | 03 | 042200385, [ o0, | 04370403, [ g, | 039900365, | g0y | 0413038, | gy
e L e B e g e g PR T O e
:IZCVthite <NH 0.5(())?5(50;)161, 0.718 0.53.655(:)[.)48, 0212 0.4%:'.35(;);)136, 0.797 0.522.15(70?.’?68, 0.441 0.5(())?5(;);)152, 0.841
ilz;cse/Ethnic EIHSF:/;/:iize< 0.5%)?5(90;)132, 0.769 0.4255(;)5.?79, 0632 0.4832(;.)387, 0.818 0.4(;1.75§(;.)37, 0.183 0.4(())?4(;)524, 0.038
NH White < Other 0'51%'(60)'436' 0.664 0‘52?6((());)‘15’ 0.829 0'4%1(703;’?04' 0.786 0'421.15(;)2'?78' 0.106 0'4?)?5(;)574' 0.149




0.526 (0.492,
0.56)

0.522 (0.488,
0.555)

0.533 (0.501,
0.564)

Endocrine 0.493 (0.461, 0.491 (0.457,
therapy 0.525) 0.525)

No < Yes 0.683 0.604 0.209 0.043 0.128

1 Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)

3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm procedure

5Unknown race/ethnicity was excluded from analysis



Supplementary Table 6. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for cognitive domain
during the acute and subacute time periods Bolded p values reflect those that are <0.05. A: doxorubicin, BMI: body-mass index,

C: cyclophosphamide, CI: confidence interval, NH: non-Hispanic, T: docetaxel.

Acute Period (N=2078)

Subacute Period (N=1793)

Variable Comparison A<B!? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 | P-value?
AT < ATC 0.51 (0.471, 0.548) 1.000 0.52 (0.48, 0.56) 0.694
Treatment * AT<AC->T 0.516 (0.477, 0.555) 0.964 0.517 (0.475, 0.559) 0.694
ATC<AC->T 0.507 (0.468, 0.545) 1.000 0.497 (0.456, 0.539) 0.866
Tl at Baseline 1-unit increment 0.627 (0.615, 0.639) <0.001 0.609 (0.596, 0.621) <0.001
i?eeaf:)s“rgery 1-year increment 0.497 (0.495, 0.498) <0.001 0.499 (0.497, 0.5) 0.118
Obesity (BMI >= 30) < Underweight
(BMI < 18.5) 0.443 (0.319, 0.576) 0.402 0.446 (0.319, 0.58) 0.428
i =30) < .
BMI (kg/m?) Obesity (BMI>=30) <Normal (18.5 | o5 5 455 0.519) 0.426 0.48 (0.446, 0.515) 0.261
<= BMI < 25)
Obesity (BMI >= 30) < Overweight
(25 <= BMI < 30) 0.497 (0.463, 0.53) 0.853 0.5 (0.465, 0.535) 0.989
NH White < NH Black 0.523(0.472, 0.573) 0.374 0.524 (0.469, 0.579) 0.397
Race/Ethnicity > | NH White < Hispanic 0.547 (0.457, 0.633) 0.310 0.467 (0.367, 0.57) 0.530
NH White < Other 0.435 (0.352, 0.521) 0.138 0.539 (0.444, 0.631) 0.424
Type of surgery | Lumpectomy < Mastectomy 0.507 (0.481, 0.533) 0.581 0.505 (0.477,0.532) 0.733
Endocrine
No < Yes N/A 0.52 (0.485, 0.556) 0.263
therapy

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A
2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 7. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for cognition domain
individual items during the acute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C: cyclophosphamide, ClI:
confidence interval, NH: non-Hispanic, T: docetaxel.

Mood Swings (N=2070) Forgetfulness (N=2072) Difficulty Concentrating (N=2072)
Variable Comparison A<B1? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value? Probability (95% Cl) 2 P-value 3
AT < ATC 0.508 (0.470, 0.546) 0.812 0.504 (0.466, 0.542) 1.000 0.485 (0.447, 0.522) 0.656
Treatment * AT<AC->T 0.521 (0.484, 0.559) 0.523 0.511 (0.473, 0.549) 1.000 0.507 (0.469, 0.546) 0.656
ATC<AC->T 0.513 (0.475, 0.551) 0.812 0.508 (0.470, 0.545) 1.000 0.523 (0.485, 0.560) 0.445
:‘;’:e‘l’lt::' at 1-unit increment 0.643 (0.629, 0.657) <0.001 0.662 (0.646, 0.678) <0.001 0.660 (0.644, 0.676) <0.001
57, 80] < [24, 43) 0.596 (0.560, 0.632) <0.001 0.547 (0.509, 0.585) 0.015 0.537 (0.499, 0.574) 0.054
:\Ygeea::)surgery [57, 80] < [43, 50) 0.570 (0.536, 0.604) <0.001 0.549 (0.515, 0.582) 0.005 0.543 (0.509, 0.577) 0.013
[57, 80] < [50, 57) 0.515 (0.480, 0.551) 0.393 0.531 (0.496, 0.566) 0.083 0.546 (0.511, 0.581) 0.010
Obesity < Underweight 0.444 (0.313, 0.583) 0.427 0.536 (0.418, 0.651) 0.549 0.450 (0.327, 0.580) 0.451
BMI (kg/m?) Obesity < Normal 0.471 (0.439, 0.503) 0.073 0.506 (0.474, 0.538) 0.711 0.505 (0.473, 0.537) 0.748
Obesity < Overweight 0.483 (0.45, 0.515) 0.299 0.512 (0.479, 0.544) 0.487 0.512 (0.479, 0.545) 0.465
NH White < NH Black 0.552 (0.503, 0.6) 0.038 0.479 (0.430, 0.528) 0.397 0.455 (0.405, 0.506) 0.081
Race/Ethnicity > | NH White < Hispanic 0.504 (0.428, 0.581) 0.910 0.518 (0.435, 0.600) 0.667 0.527 (0.442, 0.611) 0.536
NH White < Other 0.492 (0.414, 0.57) 0.840 0.436 (0.362, 0.513) 0.103 0.440 (0.366, 0.518) 0.13
Type of surgery | -UmPectomy < 0.497 (0.472, 0.523) 0.822 0.499 (0.474, 0.525) 0.959 0.510 (0.484, 0.535) 0.451
Mastectomy

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)

3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm procedure
5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 8. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for cognition domain
individual items during the subacute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C: cyclophosphamide,
ClI: confidence interval, NH: non-Hispanic, T: docetaxel.

Mood Swings (N=1784) Forgetfulness (N=1786) Difficulty Concentrating (N=1790)
Variable Comparison A<B? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value 3
AT < ATC 0.518 (0.479, 0.557) 0.793 0.526 (0.487, 0.565) 0.346 0.503 (0.465, 0.542) 0.898
Treatment * AT<AC->T 0.516 (0.476, 0.555) 0.793 0.521 (0.48, 0.562) 0.433 0.517 (0.477, 0.558) 0.898
ATC<AC->T 0.498 (0.458, 0.537) 0.886 0.495 (0.455, 0.536) 0.784 0.514 (0.474, 0.554) 0.898
Z‘;:L‘I'it:em at 1-unit increment 0.601 (0.586, 0.617) <0.001 0.633 (0.617, 0.649) <0.001 0.646 (0.63, 0.662) <0.001
57, 80] < [24, 43) 0.576 (0.537, 0.613) <0.001 0.478 (0.439, 0.518) 0.279 0.494 (0.456, 0.532) 0.760
:(geea::)surgery [57, 80] < [43, 50) 0.544 (0.509, 0.579) 0.015 0.506 (0.47, 0.542) 0.748 0.535 (0.499, 0.57) 0.056
57, 80] < [50, 57) 0.525 (0.489, 0.561) 0.172 0.512 (0.475, 0.549) 0.514 0.525 (0.488, 0.561) 0.187
ity <
Obesity < 0.5 (0.362, 0.639) 0.998 0.452 (0.328, 0.582) 0.468 0.444 (0.341, 0.553) 0316
Underweight
BMI (kg/m?) Obesity < Normal 0.474 (0.441, 0.507) 0.124 0.5 (0.466, 0.534) 1.000 0.487 (0.453, 0.521) 0.449
Obesity < Overweight 0.497 (0.463, 0.53) 0.845 0.517 (0.483, 0.55) 0.337 0.496 (0.462, 0.531) 0.836
NH White < NH Black 0.527 (0.476, 0.579) 0.297 0.508 (0.454, 0.561) 0.780 0.49 (0.438, 0.542) 0.708
Race/Ethnicity’ | NH White < Hispanic 0.497 (0.409, 0.584) 0.941 0.445 (0.357, 0.536) 0.237 0.458 (0.374, 0.546) 0.351
NH White < Other 0.523 (0.438, 0.607) 0.596 0.513 (0.424, 0.6) 0.781 0.509 (0.439, 0.579) 0.804
Type of surgery | LumPectomy < 0.499 (0.473, 0.525) 0.935 0.502 (0.475, 0.529) 0.866 0.505 (0.479, 0.532) 0.706
Mastectomy
f::r‘;:',"e No < Yes 0.482 (0.449, 0.516) 0.310 0.524 (0.489, 0.559) 0.171 0.521 (0.488, 0.555) 0.208

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)

3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm procedure
>Unknown race/ethnicity was excluded from analysis
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Supplementary Table 9. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for the vasomotor
domain during the acute and subacute time periods Bolded p values reflect those that are <0.05. A: doxorubicin, BMI: body-mass
index, C: cyclophosphamide, CI: confidence interval, NH: non-Hispanic, T: docetaxel.

Acute Period (N=2075) Subacute Period (N=1791)
Variable Comparison A<B1? Probability (95% Cl) 2 | P-value 3 Probability (95% Cl) 2 P-value 3
AT < ATC 0.568 (0.53, 0.606) <0.001 0.577 (0.537, 0.616) <0.001
Treatment * AT<AC->T 0.508 (0.469, 0.547) 0.617 0.545 (0.503, 0.585) 0.019
ATC<AC->T 0.439 (0.402, 0.478) <0.001 0.467 (0.426, 0.508) 0.057
Tl at Baseline | 1-unit increment 0.595 (0.585, 0.604) <0.001 0.584 (0.573, 0.594) <0.001
:(geeai‘:)s”rgery 1-year increment 0.491 (0.489, 0.492) | <0.001 0.497 (0.496, 0.499) 0.001
Obesity (BMI >= 30) <
Underweight (BMI < 18.5) 0.442 (0.345, 0.544) 0.262 0.317 (0.213, 0.443) 0.005
Obesity (BMI >= 30) < Normal
2
BMI (kg/m?) (18.5 < BMI < 25) 0.514 (0.482, 0.546) 0.398 0.498 (0.464, 0.532) 0.917
Obesity (BMI >= 30) <
Overweight (25 <= BMI < 30) 0.54 (0.507, 0.572) 0.018 0.528 (0.493, 0.562) 0.117
| NH White < NH Black 0.494 (0.443, 0.546) 0.826 0.519 (0.462, 0.575) 0.522
Race/Ethnicity ; ; -
5 NH White < Hispanic 0.444 (0.362, 0.529) 0.197 0.412 (0.315, 0.516) 0.095
NH White < Other 0.445 (0.368, 0.525) 0.174 0.517 (0.433, 0.599) 0.697
:ngee‘:; Lumpectomy < Mastectomy 0.504 (0.479, 0.53) 0.735 0.515 (0.487, 0.542) 0.302
Endocrine No < Yes N/A 0.656 (0.622, 0.688) <0.001
therapy

1 Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A
2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic
4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 10. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for vasomotor
domain individual items during the acute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C:

cyclophosphamide, ClI: confidence interval, NH: non-Hispanic, T: docetaxel.

Hot Flashes (N=2072) Night Sweats (N=2069)
Variable Comparison A<B1? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value 3
AT < ATC 0.573 (0.535, 0.61) <0.001 0.571 (0.533, 0.608) <0.001
Treatment * AT<AC->T 0.515 (0.476, 0.553) 0.354 0.523 (0.484, 0.561) 0.160
ATC<AC->T 0.442 (0.404, 0.479) <0.001 0.451 (0.414, 0.489) 0.004
Symptom at 1-unit increment 0.602 (0.59, 0.614) <0.001 0.623 (0.609, 0.637) <0.001
Baseline
[57, 80] < [24, 43) 0.673 (0.638, 0.706) <0.001 0.68 (0.646, 0.713) <0.001
Age at surgery
(Years) [57, 80] < [43, 50) 0.722(0.692, 0.75) <0.001 0.72 (0.691, 0.748) <0.001
[57, 80] < [50, 57) 0.636 (0.603, 0.669) <0.001 0.639 (0.606, 0.671) <0.001
Obesity < Underweight 0.501 (0.378, 0.624) 0.989 0.463 (0.363, 0.566) 0.483
BMI (kg/m~2) Obesity < Normal 0.518 (0.485, 0.55) 0.279 0.532 (0.5, 0.564) 0.050
Obesity < Overweight 0.541 (0.508, 0.573) 0.015 0.537 (0.504, 0.57) 0.026
NH White < NH Black 0.503 (0.452, 0.554) 0.894 0.493 (0.443, 0.543) 0.780
Race/Ethnicity > | NH White < Hispanic 0.469 (0.388, 0.553) 0.474 0.442 (0.365, 0.521) 0.150
NH White < Other 0.444 (0.364, 0.527) 0.188 0.415 (0.347, 0.486) 0.019
Type of surgery | Lumpectomy < Mastectomy 0.502 (0.477, 0.528) 0.857 0.503 (0.477,0.529) 0.821

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)

3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm
procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 11. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for vasomotor
domain individual items during the subacute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C:
cyclophosphamide, CI: confidence interval, NH: non-Hispanic, T: docetaxel.

Hot Flashes (N=1787)

Night Sweats (N=1786)

Variable Comparison A<B1? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value3
AT < ATC 0.582 (0.542, 0.621) <0.001 0.56 (0.521, 0.599) 0.001
Treatment * AT<AC->T 0.559 (0.518, 0.6) 0.001 0.536 (0.496, 0.575) 0.059
ATC<AC->T 0.477 (0.436, 0.518) 0.183 0.476 (0.436, 0.516) 0.145
Symptom at baseline 1-unit increment 0.592 (0.579, 0.604) <0.001 0.602 (0.588, 0.617) <0.001
[57, 80] < [24, 43) 0.515 (0.473, 0.556) 0.483 0.542 (0.503, 0.58) 0.034
Age at surgery (Years) [57, 80] < [43, 50) 0.648 (0.613, 0.682) <0.001 0.641 (0.606, 0.673) <0.001
[57, 80] < [50, 57) 0.615 (0.578, 0.651) <0.001 0.635 (0.6, 0.669) <0.001
Obesity < Underweight 0.378 (0.25, 0.526) 0.106 0.303 (0.203, 0.426) 0.002
BMI (kg/m?) Obesity < Normal 0.509 (0.475, 0.543) 0.617 0.515 (0.481, 0.549) 0.386
Obesity < Overweight 0.534 (0.499, 0.568) 0.056 0.523 (0.489, 0.557) 0.185
NH White < NH Black 0.522 (0.467, 0.576) 0.428 0.523 (0.471, 0.575) 0.384
Race/Ethnicity ® NH White < Hispanic 0.439 (0.347, 0.536) 0.215 0.45 (0.358, 0.546) 0.307
NH White < Other 0.499 (0.414, 0.584) 0.982 0.454 (0.378, 0.532) 0.245
Type of surgery Lumpectomy < Mastectomy 0.51 (0.482, 0.537) 0.497 0.518 (0.491, 0.545) 0.190
Endocrine therapy No < Yes 0.66 (0.628, 0.691) <0.001 0.625 (0.594, 0.656) <0.001

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic
4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 12. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for the vaginal
domain during the acute and subacute time periods. Bolded p values reflect those that are <0.05. A: doxorubicin, BMI: body-
mass index, C: cyclophosphamide, Cl: confidence interval, NH: non-Hispanic, T: docetaxel.

Acute (N=2068) Subacute (N=1791)

Variable Comparison A<B1? Probability (95% Cl) 2 P-value® | Probability (95% CI)2 | P-value?

AT < ATC 0.483 (0.447, 0.519) 0.642 0.521 (0.484, 0.558) 0.349
Treatment * AT<AC->T 0.502 (0.465, 0.538) 0.919 0.534 (0.497, 0.572) 0.085

ATC<AC->T 0.519 (0.483, 0.554) 0.642 0.513 (0.475, 0.551) 0.405
Tl at Baseline 1-unit increment 0.635 (0.614, 0.655) <0.001 0.626 (0.607, 0.645) <0.001
’(':(geea:)surgery 1-year increment 0.497 (0.495, 0.498) <0.001 0.498 (0.496,0.499) | <0.001

Obesity (BMI >= 30) < Underweight

(BMI < 18.5) 0.503 (0.368, 0.637) 0.971 0.433 (0.311, 0.564) 0.318
BMI (kg/m2) Obesity (BMI>=30) <Normal (18.5 | cc/ (554 0.584) <0.001 0.544 (0.513, 0.576) 0.006

<= BMI < 25)

Obesity (BMI >= 30) < Overweight

(25 <=BMI < 30) 0.544 (0.513, 0.574) 0.005 0.529 (0.497, 0.56) 0.074

NH White < NH Black 0.488 (0.442, 0.535) 0.613 0.44 (0.396, 0.485) 0.009
Race/Ethnicity . . -
. NH White < Hispanic 0.502 (0.429, 0.575) 0.950 0.469 (0.392, 0.548) 0.446

NH White < Other 0.433 (0.374, 0.495) 0.033 0.508 (0.436, 0.579) 0.833
Type of surgery | Lumpectomy < Mastectomy 0.504 (0.48, 0.528) 0.770 0.5 (0.475, 0.525) 0.997
Endocrine

No < Yes N/A 0.525 (0.494, 0.557) 0.119
therapy

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)

3 pvalues are calculated using the Wald statistic

4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm
procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 13. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for vaginal domain
individual items during the acute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C: cyclophosphamide,

ClI: confidence interval, NH: non-Hispanic, T: docetaxel.

Vaginal Dryness (N=2064)

Pain with Intercourse (N=1861)

Variable Comparison A<B! Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 vaf:e 3
AT < ATC 0.491 (0.456, 0.527) 1.000 0.486 (0.453, 0.519) 0.379
Treatment * AT<AC->T 0.496 (0.46, 0.531) 1.000 0.518 (0.485, 0.552) 0.379
ATC<AC->T 0.504 (0.469, 0.54) 1.000 0.533 (0.499, 0.566) 0.063
Symptom at 1-unit increment 0.642 (0.618, 0.665) <0.001 0.669 (0.634, 0.702) <0.001
Baseline
[57, 80] < [24, 43) 0.555 (0.52, 0.59) 0.002 0.583 (0.551, 0.615) <0.001
Age at surgery
(Years) [57, 80] < [43, 50) 0.55(0.518, 0.581) 0.002 0.569 (0.54, 0.598) <0.001
[57, 80] < [50, 57) 0.544 (0.511, 0.577) 0.008 0.564 (0.532, 0.594) <0.001
Obesity < Underweight 0.526 (0.397, 0.652) 0.692 0.597 (0.474, 0.709) 0.120
BMI (kg/m?) Obesity < Normal 0.554 (0.524, 0.583) <0.001 0.545 (0.517, 0.572) 0.001
Obesity < Overweight 0.538 (0.508, 0.568) 0.012 0.543 (0.516, 0.57) 0.002
NH White < NH Black 0.499 (0.453, 0.545) 0.955 0.462 (0.424, 0.5) 0.051
Race/Ethnicity > | NH White < Hispanic 0.504 (0.431, 0.577) 0.912 0.489 (0.423, 0.555) 0.736
NH White < Other 0.404 (0.347, 0.465) 0.002 0.477 (0.414, 0.541) 0.475
Type of surgery | Lumpectomy < Mastectomy 0.504 (0.48, 0.527) 0.768 0.488 (0.466, 0.511) 0.307

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A
2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic
4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis
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Supplementary Table 14. Multivariable Probabilistic Index Models for the cumulative Toxicity Index (TI) for vaginal domain
individual items during the subacute time period Bolded p values reflect those that are <0.05. A: doxorubicin, C:
cyclophosphamide, CI: confidence interval, NH: non-Hispanic, T: docetaxel.

Vaginal Dryness (N=1775) Pain with Intercourse (N=1563)
Variable Comparison A<B1? Probability (95% Cl) 2 P-value 3 Probability (95% Cl) 2 P-value 3
AT < ATC 0.529 (0.493, 0.565) 0.140 0.521 (0.486, 0.556) 0.231
Treatment * AT<AC->T 0.53 (0.494, 0.566) 0.140 0.545 (0.509, 0.58) 0.008
ATC<AC->T 0.501 (0.464, 0.538) 0.940 0.524 (0.487,0.561) 0.231
Symptom at baseline 1-unit increment 0.623 (0.601, 0.645) <0.001 0.645 (0.61, 0.678) <0.001
[57, 80] < [24, 43) 0.508 (0.473, 0.543) 0.644 0.564 (0.529, 0.598) <0.001
Age at surgery (Years) [57, 80] < [43, 50) 0.552 (0.518, 0.585) 0.002 0.568 (0.535, 0.6) <0.001
[57, 80] < [50, 57) 0.538 (0.504, 0.572) 0.029 0.535 (0.501, 0.567) 0.042
Obesity < Underweight 0.462 (0.342, 0.586) 0.550 0.528 (0.418, 0.635) 0.619
BMI (kg/m~2) Obesity < Normal 0.545 (0.514, 0.575) 0.004 0.548 (0.519, 0.578) 0.001
Obesity < Overweight 0.527 (0.497, 0.558) 0.080 0.527 (0.498, 0.555) 0.072
NH White < NH Black 0.447 (0.404, 0.491) 0.019 0.427 (0.389, 0.465) <0.001
Race/Ethnicity ° NH White < Hispanic 0.475 (0.405, 0.547) 0.495 0.485 (0.408, 0.563) 0.711
NH White < Other 0.472 (0.402, 0.544) 0.446 0.516 (0.443, 0.588) 0.674
Type of surgery Lumpectomy < Mastectomy 0.503 (0.478, 0.527) 0.829 0.479 (0.455, 0.503) 0.090
Endocrine therapy No < Yes 0.515 (0.484, 0.545) 0.343 0.543 (0.513,0.572) 0.004

! Comparison A < B denotes the probability that the cumulative Tl for B is higher than that for A

2 Probability of 0.5 indicates no difference between comparisons (i.e., A=B)
3 pvalues are calculated using the Wald statistic
4Cl are adjusted for multiple tests for treatment using the Bonferroni procedure; p-values are adjusted for multiple tests for treatment using the Holm

procedure

5Unknown race/ethnicity was excluded from analysis
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