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Four-antiemetic group Three-antiemetic group All
(n=109) (n=530) (n=639)

Characteristic n (%) n (%) n (%)
Age, years

Median (range) 48 (32-72) 50 (27-80) 50 (27-80)

<55 years 75 68.8 335 63.2 410 64.2
Gender

Female 109 100 530 100 639 100
ECOG performance status

0 108 99.1 521 98.3 629 98.4

>1 1 0.9 9 1.7 10 1.6
BMI

Median (range) 21.7 (17.0-32.0) 21.6 (14.7-39.6) 21.6 (14.7-39.4)

<27.5 kg/m? 100 91.7 467 88.1 567 88.7
Alcohol consumption habits

Yes 70 64.2 406 76.6 476 74.5

No 39 35.8 124 234 163 255
History of morning sickness

Yes 49 45.0 218 41.1 267 418

No 60 55.0 312 58.9 372 58.2
Menopause®

Yes (postmenopause) 41 37.6 249 47.0 290 454

No (premenopause) 68 62.4 281 53.0 349 54.6
Chemotherapy regimen

AC 45 413 241 455 286 44.8

FEC100 64 58.7 289 54.5 353 55.2
Treatment setting

Neoadjuvant 49 45.0 168 31.7 217 34.0

Adjuvant 60 55.0 362 68.3 422 66.0

Abbreviations: ECOG, Eastern Cooperative Oncology Group; BMI, body mass index; AC, doxorubicin 60 mg/m? and
cyclophosphamide 600 mg/m? by intravenous drip infusion, all on day 1, every 3 weeks; FEC100, fluorouracil 500 mg/m?,
epirubicin 100 mg/m?, and cyclophosphamide 500 mg/m? by intravenous drip infusion, all on day 1, every 3 weeks.

*Menopause was defined as amenorrhea lasting >12 months.
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Univariate analysis

Multivariate analysis

Factors Crude OR (95%Cl) p-value Adjusted OR (95%Cl)  p-value
(A) Vomiting
Age (<55 years) 1.641 (0.905-2.976)  0.100 1.340 (0.534-3.365) 0.533
BMI (<27.5 kg/m?) 0.613 (0.296-1.268)  0.183 0.613 (0.289-1.300) 0.202
Alcohol consumption habits (No) 1.748 (1.003-3.049)  0.047" 2.264 (1.257-4.079) 0.007"
History of morning sickness? (Yes) 1.497 (0.883-2.541)  0.132 1.443 (0.839-2.481) 0.185
Menopause® (No) 1.418 (0.824-2.441)  0.205 1.347 (0.573-3.163) 0.494
Chemotherapy regimen (FEC100) 2.466 (1.362-4.463)  0.002" 2.585 (1.404-4.761) 0.002"
Antiemetic regimen (three-antiemetic combination) 1.988 (0.833-4.741)  0.115 2.465 (1.010-6.020) 0.048"
(B) >Grade 2 nausea®
Age (<55 years) 1.767 (1.249-2.500)  0.001" 1.514 (0.869-2.637) 0.143
BMI (<27.5 kg/m?) 0.859 (0.521-1.418)  0.552 0.810 (0.485-1.354) 0.422
Alcohol consumption habits (No) 1.214 (0.843-1.747)  0.298 1.324 (0.903-1.942) 0.151
History of morning sickness? (Yes) 1.829 (1.320-2.534)  0.001" 1.796 (1.290-2.500) 0.001"
Menopause® (No) 1.617 (1.166-2.243)  0.004" 1.234 (0.728-2.093) 0.434
Chemotherapy regimen (FEC100) 1.391 (1.004-1.926)  0.047" 1.323 (0.945-1.851) 0.103
Antiemetic regimen (three-antiemetic combination) 0.846 (0.555-1.290)  0.437 0.930 (0.601-1.439) 0.745
(C) CR failure
Age (<55 years) 1.534 (1.096-2.147)  0.012" 1.243 (0.717-2.156) 0.438
BMI (<27.5 kg/m?) 0.932 (0.554-1.567)  0.790 0.899 (0.527-1.534) 0.697
Alcohol consumption habits (No) 0.918 (0.633-1.331)  0.651 0.989 (0.670-1.461) 0.957
History of morning sickness? (Yes) 2.132 (1.510-3.011)  0.001" 2.106 (1.486-2.986) 0.001"
Menopause® (No) 1.486 (1.071-2.062)  0.017" 1.260 (0.735-2.159) 0.401
Chemotherapy regimen (FEC100) 1.546 (1.114-2.146)  0.009" 1.460 (1.041-2.048) 0.028"
Antiemetic regimen (three-antiemetic combination) 1.056 (0.687-1.625)  0.803 1.142 (0.731-1.784) 0.561

Abbreviations: CINV, chemotherapy-induced nausea and vomiting; BMI, body mass index; FEC100, fluorouracil 500 mg/m?,
epirubicin 100 mg/m?, and cyclophosphamide 500 mg/m? by intravenous drip infusion, all on day 1, every 3 weeks; OR, odd ratio;

Cl, confidence interval; CR, complete response.
*Statistically significant.

#Patients who had never been pregnant were counted as having no history of morning sickness.

"Menopause was defined as amenorrhea lasting >12 months.

°Nausea was graded according to Common Terminology Criteria for Adverse Events, version 5.0.
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(A) Vomiting, (B) >Grade 2 nausea, and (C) CR failure.
1. CINV & FSH/E2 &3t

FSH & E2 OEBIAENTIZ I T, K FSH BECldm FSH BEL LB CHELUL Grade >2 OXEHE|
ANHREIZEN-T2(50.9% vs 25.8%, p=0.013), F7=. & E2 FECIHE E2 BRI L CHELL
Grade >2 OFEBLEIE A3\ MER A3 7541072 (28.6% vs 48.3%, p=0.095) (3% 3).

# 3. CINV & FSH BX O CINV & E2 EDRE M

FSH level E2 level
Low High Low High
(n=106) (n=31) el (n=21) (n=116) DURLE
\Vomiting (%) 104 3.2 0.195 14.3 7.8 0.271
>Grade 2 nausea * (%) 50.9 25.8 0.013" 28.6 48.3 0.095
CR failure (%) 70.8 58.1 0.183 66.7 68.1 0.897

Abbreviations: FSH, follicle-stimulating hormone; E2, estradiol; CR, complete response.
*Statistically significant.

*Nausea was graded according to Common Terminology Criteria for Adverse Events, version 5.0.
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