PUBMED

#1  breast cancer [MeSH Terms]

#2  (((breast OR mammary) AND (carcinoma OR neoplasm OR tumor OR cancer))

#3 #1 OR#2

#4  metastatic OR advanced OR metastases OR metastasis

#5 #3 AND #4

#6  'cyclin-dependent kinase 4 and 6 inhibitor*' OR 'cyclin-dependent kinase 4/6 inhibitor*' OR

'CDK4 and CDKG6 inhibitor*' OR 'CDK4/6 inhibitor*' OR 'CDK inhibitor*' OR 'CDKi'

#7  palbociclib OR ribociclib OR abemaciclib

#8  #6 OR #7

#9  #5 AND #8

#10  ((((randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized
controlled trials [mh] OR random allocation [mh] OR double-blind method [mh] OR
single-blind method [mh] OR clinical trial [pt] OR clinical trials [mh] OR ( [clinical trial |
[tw]) OR ((singl* [tw] OR doubl* [tw] OR trebl* [tw] OR tripl* [tw]) AND(mask* [tw]
OR blind* [tw])) OR (placebos [mh] OR placebo* [tw] OR random* [tw] OR research
design [mh:noexp])NOT (animals [mh] NOT human [mh])))))

#11  #9 AND #10

COCHRANE

#1  MeSH descriptor: [Breast Neoplasms] explode all trees

#2  metastatic OR metastasis OR metastases OR advanced

#3  #1 AND#2

#4  palbociclib OR ribociclib OR abemaciclib

#5  'cyclin-dependent kinase 4 and 6 inhibitor*' OR 'cyclin-dependent kinase 4/6 inhibitor*' OR

'CDK4 and CDK6 inhibitor*' OR 'CDK4/6 inhibitor*' OR 'CDK inhibitor*' OR 'CDKi'

#6  #4 OR#5

#7  #3 AND #6

EMBASE

#1  (‘breast/exp OR breast) AND (‘cancer'/exp OR cancer)

#2 'metastatic’:ab,ti OR 'metastasis':ab,ti OR 'metastases':ab,ti OR 'advanced':ab,ti

#3 #1 AND#2

#4 'cyclin-dependent kinase 4 and 6 inhibitor*:ab,ti OR 'cyclin-dependent kinase 4/6
inhibitor*':ab,ti OR 'cdk4 and cdk6 inhibitor*":ab,ti OR 'cdk4/6 inhibitor*':ab,ti OR 'cdk
inhibitor*':ab,ti OR 'cdki':ab,ti

#5 'palbociclib":ab,ti OR 'ribociclib':ab,ti OR 'abemaciclib':ab,ti

#6 #4 OR #5

#7 #3 AND #6

#8 'crossover procedure':de OR 'double-blind procedure:de OR 'randomized controlled

trial:de OR 'single-blind procedure':de OR random*:de,ab,ti OR factorial*:de,ab,ti OR
crossover®:de,ab,ti OR ((cross NEXT/1 over*):de,ab,ti) OR placebo*:de,ab,ti OR ((doubl*
NEAR/1 blind*):de,ab,ti) OR ((singl* NEAR/I blind*):de,ab,ti) OR assign*:de,ab,ti OR
allocat*:de,ab,ti OR volunteer*:de,ab,ti



#9

#7 AND #8

WEB OF SCIENCE

#1

#2

#3

#4

#5
#6

#1

TS=(breast OR mammary) AND TS=(carcinoma OR neoplasm OR tumor OR cancer) AND
TS=(metastatic OR advanced OR metastases OR metastasis)

TS=('cyclin-dependent kinase 4 and 6 inhibitor*' OR 'cyclin-dependent kinase 4/6
inhibitor*' OR 'CDK4 and CDK®6 inhibitor*' OR 'CDK4/6 inhibitor*' OR 'CDK inhibitor*'
OR 'CDKi")

TS=(palbociclib OR ribociclib OR abemaciclib)

#2 OR #3

#1 AND #4

TS= clinical trial* OR TS=research design OR TS=comparative stud* OR TS=evaluation
stud* OR TS=controlled trial* OR TS=follow-up stud* OR TS=prospective stud* OR
TS=random* OR TS=placebo* OR TS=(single blind*) OR TS=(double blind*)

#5 AND #6
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Endocrine therapy better ~ therapy better  HR (95% CI) Weight
I. Peri-/premenopausal E
PALOMA-3 ——1+—> 1.07 (0.61, 1.86) 4.88
MONARCH 2 : 0.69 (0.38, 1.25) 4.24
MONALEESA-7 —_— 0.71 (0.54, 0.95) 18.99
Subtotal (I-squared = 0.0%, p = 0.416) <> 0.76 (0.60, 0.96) 28.11
I
Il Postmenopausal /
PALOMA-3 —_— 0.73 (0.57, 0.95) 23.22
MONARCH 2 —_— 0.77 (0.61, 0.98) 26.78
MONALEESA-2 —_— 0.75 (0.52, 1.08) 11.22
MONALEESA-3 —_— 0.70 (0.48, 1.02) 10.67
Subtotal (I-squared = 0.0%, p = 0.974) P 0.74 (0.64,0.86)  71.89
|
Heterogeneity between groups: p = 0.873 i
Overall (I-squared = 0.0%, p = 0.920) < 0.75 (0.66,0.85)  100.00
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Study CDK4/6 inhibitor +  Placebo + Endocrine %
B D Endocrine therapy better ~ therapy better HR (95% Cl) Weight
1. Visceral :
PALOMA-3 —_— 0.85 (0.64, 1.13) 18.81
MONARCH 2 —_— 0.68 (0.51, 0.89) 19.66
MONALEESA-3 —_— 0.81(0.58,1.12)  14.04
MONALEESA-7 —_— 0.73 (0.50, 1.05) 11.04
Subtotal (I-squared = 0.0%, p = 0.686) — 0.76 (0.65,0.89)  63.55
|
1. Nonvisceral i
PALOMA-3 _— e 0.69 (0.46,1.04) 9.13
MONARCH 2 ; 0.91(0.56,1.46)  6.75
MONALEESA-3 —_— 0.65 (0.45, 0.93) 11.53
MONALEESA-7 —_— 0.70 (0.48,1.09)  9.04
Subtotal (I-squared = 0.0%, p = 0.736) <:> 0.71(0.58,0.88)  36.45
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Heterogeneity between groups: p = 0.620 )
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C Study CDK4/6 inhibitor +  Placebo + Endocrine %
D Endocrine therapy better ~ therapy better  HR (95% CI) Weight
|. Age<65 yr 1
PALOMA-3 —_— 0.91(0.70, 1.20) 24.78
MONARCH 2 . a— 0.71 (0.53, 0.95) 21.57
|
MONALEESA-3 —_— 0.76 (0.54, 1.07) 15.39
Subtotal (I-squared = 0.0%, p = 0.445) <:> 0.80 (0.67, 0.95) 61.73
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II. Age=65 yr d
PALOMA-3 —_— 0.52 (0.33,0.82) 8.69
MONARCH 2 _ 0.90 (0.64, 1.26) 15.43
MONALEESA-3 —_—— 0.70 (0.49, 1.00) 14.14
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D Endocrine therapy better  therapy better  HR (95% Cl) Weight
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PALOMA-3 —_— 0.77 (0.57, 1.03) 24.94
MONALEESA-3 —-0‘— 0.73 (0.54, 0.98) 24.58
MONALEESA-7 —_— 0.74 (0.54,1.02) 21.59
Subtotal (I-squared = 0.0%, p = 0.967) <_> 0.75 (0.63, 0.89) 71.11
1
II. Other E
PALOMA-3 —_— 0.86 (0.56, 1.32) 11.88
MONALEESA-3 _— 0.74 (0.48, 1.13) 11.91
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Subtotal (I-squared = 0.0%, p = 0.743) _ — 0.77 (0.58, 1.01) 28.89
1
Heterogeneity between groups: p = 0.872 i
Overall (I-squared = 0.0%, p = 0.984) = 0.75(0.65,0.87)  100.00
|
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Figure S1 Forest plot showing pooled hazard ratios of overall survival in subgroup stratified by
menopausal status (A), visceral involvement (B), age (C), and hormone-receptor status (D).
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Figure S2 Forest plot showing pooled risk ratios in subgroup stratified by different CDK4/6
inhibitors of grade 3-4 neutropenia (A), leucopenia (B), anaemia (C), diarrhea (D), fatigue (E),
nausea (F), vomiting (G), arthralgia (H), headache (I) and hot flush (G).



sTablel Risk of bias assessment of the included randomized controlled trials using
the Cochrane Collaboration's Tool

Blindi f| Blindi .

Random . 1n. %ng © nemg Incomplete|Selective
Allocation |participants of

Study sequence outcome |outcome

. |concealment and outcome .
generation data  [reporting

personnel |assessment

PALOMA-1 |Lowrisk | Lowrisk | Highrisk | Unclear | Low risk |[Low risk
PALOMA-3 |Lowrisk| Lowrisk | Lowrisk | Low risk | Low risk |Low risk
MONARCH 2 | Lowrisk| Lowrisk | Low risk | Low risk | Low risk |Low risk
MONALEESA-2| Unclear | Unclear Low risk | Low risk | Low risk |Low risk
MONALEESA-3| Unclear | Unclear Low risk | Low risk | Low risk [Low risk
MONALEESA-7| Low risk | Low risk | Low risk | Low risk | Low risk |Low risk




