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* Women with HR+/HER2- ABC
* Pre/peri-or postmenopausal

* Patients who were candidates
to receive tamoxifen as
first-or second-line endocrine
therapy for their advanced/
metastatic disease

* No prior treatment with a
CDKA4/6 inhibitor or tamoxifen

— Patients who progressed
> 12 months after the
completion of adjuvant
therapy with tamoxifen
were eligible

* One previous line of

chemotherapy for advanced
disease was allowed

Supplementary Figure 1. Trial design.
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Palbociclib
(125 mg QD, 3/1

schedule®)
+ tamoxifen®
(20 mg QD)

Placebo

3/1 schedule®)

+ tamoxifen®
(20 mg QD)

Primary endpoint
Investigator-assessed PFS

Secondary endpoints
OS, ORR, duration of
response, CBR, PK, safety,
patient-reported outcomes

Exploratory endpoint
Biomarkers

Stratification factors

+ Treatment history with
endocrine therapy for
advanced/metastatic
disease (first-line vs
second-line endocrine
therapy)

» Menopausal status
at randomization
(pre/perimenopausal
vs postmenopausal

aActual.

b3/1 schedule defined as 3 weeks on and 1 week off therapy.

‘Pre/perimenopausal women additionally received luteinizing hormone-releasing hormone
agonist (goserelin).

ABC, advanced breast cancer; CBR, clinical benefit rate; CDK4/6, cyclin-dependent kinase 4/6;
HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival, PK, pharmacokinetics; QD,
once daily.



Supplementary Table 1. Best overall response based on investigator assessment.

Treatment Group ] Best Overall Response Basnezjo /Oo)n Investigator Assessment, Response Rate, Odds Ratibo
0 0 a 0
CR PR 3D PD NE n (%) (95%Cl) (95% ClI)
Palbociclib-Tamoxifen | 91 2(2.2) 38 (41.8) 41 (45.1) 4 (4.4) 6 (6.6) 40 (44.0) (33.56-54.75) | 2.02 (1.095-3.727)
Placebo-Tamoxifen 93 2(2.2) 24 (25.8) 45 (48.4) 21 (22.6) 1(1.1) 26 (28.0) (19.14-38.22)

aClopper Pearson method.

bStratified odds ratio adjusted by the treatment history with endocrine therapy for advanced/metastatic disease and menopausal
status at randomization.

Cl, confidence interval; CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable
disease.



Supplementary Table 2. Serious adiverse events related to study treatment, by severity grade and type.

Palbociclib—Tamoxifen Group (n=91) Placebo—Tamoxifen Group (n=93)
Serious adverse event
Any grade, n (%) Grade 3, n (%) Grade 4, n (%) Any grade, n (%) Grade 3, n (%) Grade 4, n (%)

Any serious adverse events 2(2.2) 1(1.1) 0 3(3.2) 1(1.1) 1(1.1)
Gastric ulcer 1(1.1) 0 0 0 0 0
Peripheral swelling 0 0 0 1(1.2) 0 0
Cellulitis 1(1.1) 1(1.1) 0 0 0 0
Erysipelas 1(1.2) 1(1.2) 0 0 0 0
Hypokalemia 0 0 0 1(1.1) 1(1.1) 0
Hyponatremia 0 0 0 1(1.1) 0 1(1.1)
Pulmonary embolism 0 0 0 1(1.1) 1(1.1) 0

Adverse events were graded by CTCAE v4.0.
Patient with more than one adverse event within the same level of MedDRA term was counted as one in its maximum grade.
CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities.



Supplementary Table 3. Adverse events leading to treatment discontinuation, by severity grade and type.

Adverse event leading to discontinuation

Palbociclib—Tamoxifen Group (n=91)

Placebo—Tamoxifen Group (n=93)

Any grade, n (%)

Grade 3, n (%)

Grade 4, n (%)

Any grade, n (%)

Grade 3, n (%)

Grade 4, n (%)

Any adverse event leading to

3(3.3) 1(1.2) 2(2.2) 2(2.2) 1(1.1) 0
discontinuation
Septic shock 1(1.1) 0 1(1.1) 0 0 0
Femur fracture 1(1.2) 1(1.2) 0 0 0 0
Neutrophil count decreased 1(1.1) 0 1(1.1) 0 0 0
Thyroid cancer 0 0 0 1(1.2) 1(1.2) 0
Dizziness 0 0 0 1(1.2) 0 0

Adverse events were graded by CTCAE v4.0.

Patient with more than one adverse event within the same level of MedDRA term was counted as one in its maximum grade.

CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities.




Supplementary Table 4. Follow-up anticancer therapy received by 3% or more of patients in either treatment group.

Palbociclib— Placebo— Total
Tamoxifen Tamoxifen
n=91 n=93 N=184
n (%) n (%) n (%)
Any therapy 64 (70.3) 80 (86.0) 144 (78.3)
Any first subsequent therapy 64 (70.3) 80 (86.0) 144 (78.3)
Fulvestrant 11 (12.1) 7 (7.5) 18 (9.8)
Tamoxifen citrate 7(7.7) 11 (11.8) 18 (9.8)
Abemaciclib, letrozole 3(3.3) 8 (8.6) 11 (6.0)
Letrozole 5 (5.5) 5 (5.4) 10 (5.4)
Palbociclib, fulvestrant 3(3.3) 6 (6.5) 9 (4.9)
Abemaciclib, fulvestrant 2(2.2) 6 (6.5) 8 (4.3)
Anastrozole 5 (5.5) 2(2.2) 7 (3.8)
Everolimus, exemestane 5 (5.5) 2 (2.2) 7 (3.8)
Tegafur/gimeracil/oteracil potassium 3(3.3) 1(1.1) 4(2.2)
Palbociclib, letrozole 0 4 (4.3) 4 (2.2)
Paclitaxel 0 3 (3.2 3(1.6)
Any second subsequent therapy 38 (41.8) 53 (57.0) 91 (49.5)
Everolimus, exemestane 2 (2.2) 5 (5.4) 7 (3.8)
Fulvestrant 5 (5.5) 1(1.2) 6 (3.3)
Capecitabine 1(1.1) 5 (5.4) 6 (3.3)
Tegafur/gimeracil/oteracil potassium 4 (4.4) 1(1.1) 5(2.7)
Abemaciclib, fulvestrant 2(2.2) 3.2 5(2.7)
Paclitaxel 2 (2.2) 3(3.2) 5(2.7)
Exemestane 1(1.2) 3(3.2) 4(2.2)
Palbociclib 0 4 (4.3) 4 (2.2)
Any third or greater subsequent therapy 31 (34.1) 42 (45.2) 73 (39.7)
Capecitabine 8 (8.8) 8 (8.6) 16 (8.7)
Eribulin mesylate 6 (6.6) 6 (6.5) 12 (6.5)
Everolimus, exemestane 1(1.2) 10 (10.8) 11 (6.0)
Eribulin 4 (4.4) 6 (6.5) 10 (5.4)
Tegafur/gimeracil/oteracil potassium 5 (5.5) 2(2.2) 7 (3.8)
Vinorelbine tartrate 4 (4.4) 3(3.2) 7 (3.8)
Paclitaxel 4 (4.4) 2 (2.2) 6 (3.3)
Gemcitabine hydrochloride 2(2.2) 4 (4.3) 6 (3.3)




Bevacizumab, paclitaxel 3(3.3) 2(2.2) 5(2.7)
Abemaciclib, fulvestrant 3(3.3) 1(1.1) 4 (2.2)
Cyclophosphamide monohydrate, doxorubicin hydrochloride 1(1.2) 3(3.2) 4(2.2)
Letrozole 1(1.1) 3(3.2) 4 (2.2)
Gemcitabine hydrochloride, paclitaxel 0 4(4.3) 4(2.2)
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