Supplementary File 1: Search Strategy for Searches of Bibliographic Databases

Unclassified / Non classifié

Source

Date
Searched and
Results

Search Terms

Bibliographic Databases

Ovid
MEDLINE(R)
ALL <1946
to September
11, 2023>

Sept. 11, 2023
Results:
5404

- O © 0o N O O &~ W

_

- A A A
o oA~ WN

17

18

19

exp Breast Neoplasms/

((breast* or mamma or mammar*) adj3 (cancer™ or carcinoid* or
carcinoma® or carcinogen* or adenocarcinoma* or adeno-carcinoma*
or malignan* or neoplasia* or neoplasm* or sarcoma* or tumour* or
tumor®)).tw,kw,kf.

exp Carcinoma, Intraductal, Noninfiltrating/

intraductal carcinoma*.tw,kw,kf.

(ductal carcinoma in situ or DCIS).tw,kw,kf.
or/1-5 [BREAST CANCER]

exp Breast Neoplasms/di, pc

exp Mass Screening/

screen”.tw,kw,kf.

Early Detection of Cancer/

((early or earlier or earliest) adj3 (detect* or diagnos* or identif* or
recogni*)).tw,kw,kf.
exp Breast Neoplasms/dg [diagnostic imaging]

exp Mammography/
(mammograph* or mammogram®).tw,kw,kf.
exp Magnetic Resonance Imaging/

(fMRI or fMRIs or MRI or MRIs or NMRI or NMRIs or MR imaging or
NMR imaging or magnetic resonance imag* or magnetic resonance
tomograph* or MR tomograph*).tw,kw,kf.

(chemical shift imaging or proton spin tomograph* or
zeugmatograph®).tw,kw,kf.

(ultrasound* or ultrason* or echograph* or echotomograph* or echo-
tomograph* or sonograph®).tw,kw,kf.

(echomammogra* or echo-mammogra*).tw,kw,kf.

344338
428676

11265
1208
9264

493511
53011
144262
986688
38058
338321

28933
33407
37099
536120
549844

1182

504018

11




Unclassified / Non classifié

20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36

37
38
39
40
41
42
43
44

45
46
47
48
49

Imaging, Three-Dimensional/

((3D or "3-D") adj3 imag*).tw,kw,kf.

(("3" or three) adj dimension* adj3 imag*).tw,kw,kf.
tomosynthes*.tw,kw,kf.

or/7-23 [SCREENING]

6 and 24 [BREAST CANCER SCREENING]

exp Infant/ not (exp Adult/ and exp Infant/)

exp Child/ not (exp Adult/ and exp Child/)
Adolescent/ not (exp Adult/ and Adolescent/)
or/26-28

25 not 29 [CHILD-ONLY REMOVED]

exp Animals/ not (exp Animals/ and Humans/)

30 not 31 [ANIMAL-ONLY REMOVED]

(comment or editorial or news or newspaper article).pt.
(letter not (letter and randomized controlled trial)).pt.
32 not (33 or 34) [OPINION PIECES REMOVED]

(Case Reports not (Case Reports and Randomized Controlled
Triail)).pt.
(case adj (series or study or st udies or report or reports)).ti.

35 not (36 or 37) [CASE STUDIES/SERIES REMOVED]

limit 38 to yr="2014-current"

controlled clinical trial.pt.

Controlled Clinical Trial/ or Controlled Clin ical Trials as Topic/
(control* adj2 trial).tw,kw,kf.

Non-Randomized Controlled Trials as Topic/

(nonrandom™ or non-random* or quasi-random* or quasi-
experiment®).tw,kw,kf.
(nRCT or non-RCT).tw,kw,kf.

Controlled Before-After Studies/

(control* adj3 ("before and after" or "before after")).tw,kw,kf.
Interrupted Time Series Analysis/

time series.tw,kw,kf.

81554
28853
21223
2337
2566333
123501
924634
1397736
688872
2150464
122849
5154279
121340
1696172
1222049
113654
2356020

415116
103599
46655
95422
95422
214944
1064
74493

531
733
5349
1898
46844




Unclassified / Non classifié

50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66

67

68
69
70
71

72
73

74
75
76
77
78

(pre- adj5 post-).tw,kw,kf.

((pretest adj5 posttest) or (pre-test adj5 post-test)).tw,kw,kf.
Historically Controlled Study/

(control* adj2 study).tw,kw,kf.

Control Groups/

(control* adj2 group?).tw,kw,kf.

trial.ti.

or/40-56

39 and 57 [nRCTs]

exp Cohort Studies/

cohort?.tw,kw,kf.

Retrospective Studies/

(longitudinal or prospective or retrospective).tw,kw,kf.
((followup or follow-up) adj (study or studies)).tw,kw,kf.
Observational study.pt.

(observation$2 adj (study or studies)).tw,kw,kf.

((population or population-based) adj (study or studies or
analys#s)).tw,kw,kf.

((multidimensional or multi-dimensional) adj (study or
studies)).tw,kw,kf.

Comparative Study.pt.

((comparative or comparison) adj (study or studies)).tw,kw,kf.

exp Case-Control Studies/

((case-control* or case-based or case-comparison or case-compeer
or case-referrent or case-referent) adj3 (study or studies)).tw,kw,kf.
Multicenter Study.pt.

((multicenter or multi-center or multicentre or multi-centre) adj (study
or studies)).tw,kw,kf.
or/59-73

39 and 74 [OBSERVATIONAL STUDIES]

58 or 75 [NRCTs, OBSERVATIONAL STUDIES, 2014-PRESENT]
exp Mass Screening/ae [Adverse Effects]

exp Mass Screening/mo [Mortality]

132314
11920
230
2129012
2022
630931
292436
1396866
3356
2518661
876733
1143098
1711760
59422
145987
168360
28009

152

1913019
135803
1442707
143028

337684
56295

5468150
16738
18158

933
85




Unclassified / Non classifié

79
80
81
82
83
84
85
86

87

88

89

90

91
92

93
94
95

96
97
98

Early Detection of Cancer/ae [Adverse Effects]
Early Detection of Cancer/mo [Mortality]

exp Mass Screening/ae [Adverse Effects]

exp Mammography/mo [Mortality]

exp Diagnostic Errors/

exp Neoplasms, Radiation-Induced/

Mortality/

((avoid* or declin* or decreas* or lessen* or lower* or prevent* or
reduc*) adj5 (death* or fatal* or morbidit* or mortalit*)).tw,kw,kf.

((avoid* or declin* or decreas* or lessen* or lower* or prevent* or
reduc*) adj5 (advanced stage? or (advanc* adj3 cancer?) or biopsy
or biopsies or chemotherap* or chemo-therap* or disfigur* or
exacerbat* or incidental finding? or progress* stage? or progression*
or late? stage? or stage? Ill or stage? 3 or stage? |V or stage?
4)).tw,kw,kf.

((avoid* or declin* or decreas* or lessen* or lower* or prevent* or
reduc*) adj5 (adverse* or harm* or impair* or injur* or invasiv* or
side-effect” or sideeffect* or undesirabl* or un-desirabl*)).tw,kw,kf.
((avoid* or declin* or decreas* or lessen* or lower* or prevent* or
reduc*) adj5 (alarm* or anxiet* or anxious* or distress* or emotion* or
feeling® or psycholog* or uncertain* or un-certain®)).tw,kw,kf.
(misdiagnos™* or mis-diagnos* or misdetect* or mis-detect* or
misidentif* or mis-identif*).tw,kw,kf.

(miss$3 adj3 (detect* or diagnos* or identif*)).tw,kw,kf.

((undetected or un-detected or ("not" adj3 detect*) or undiagnos* or
un-diagnos* or ("not" adj3 diagnos*) or unidentif* or un-identif* or
"not" adj3 identif*)) adj3 (cancer* or carcinoid* or carcinoma* or
carcinogen* or adenocarcinoma* or adeno-carcinoma* or lump or
lumps or malignan* or neoplasia* or neoplasm* or sarcoma* or
tumour* or tumor*)).tw,kw,kf.

(overdiagnos* or over diagnos™).tw,kw,kf.

(false adj (negative* or positive*)).tw,kw,kf.

((error* or false$2 or wrong$3) adj3 (alarm* or detect* or
diagnos®)).tw,kwkf.
exp Medical Overuse/

overtreat®.tw, kw,kf.

((medical or health service? or procedur* or therap* or treatment*)
adj3 (overuse? or overusing or overutilis* or overutiliz*)).tw,kw,kf.

365
100
933

26
122646
19514
49503
290502

100916

283440

93054

51229

13521
8298

6926
90499
29089

15050
6752
941




Unclassified / Non classifié

99 ((inappropriate* or unnecessar*) adj3 (followup or follow-up or health 16716
care or healthcare or procedur* or therap* or treatment*)).tw,kw,kf.
100 (inappropriate* or unnecessar* or safe or adverse or adversely or 1438760
undesirabl* or un-desirabl* or unintend* or un-intend* or unintent* or
un-intent* or unsafe* or un-safe* or unwanted or un-wanted or harm*
or injurious™ or risk or risks or side-effect* or sideeffect* or reaction*
or complication®).ti,kw,kf.
101 ((adverse* or undesirabl* or un-desirabl* or unintend* or un-intend* 862785
or unintent* or un-intent* or unwanted or un-wanted or harm* or toxic
or injurious™ or serious* or fatal) adj5 (affect or affected or affecting
or affects or consequence* or effect* or react or reacts or reacted or
reacting or reaction* or side-effect* or sideeffect* or event* or
outcome™* or incident™)).tw,kw,kf.
102 ((adverse* or inappropriat* or unnecessar* or undesirabl* or un- 13242
desirabl* or unintend* or unintend* or unintent * or un-intent* or
unwanted or un-wanted or injurious™ or serious®) adj5 (alarm* or
anxiet* or anxious™ or distress* or emotion* or feeling* or psycholog*
or uncertain* or uncertain®)).tw,kw,kf.
103 exp Neoplasm Metastasis/ and (avoid* or declin* or decreas* or 3575
lessen* or lower* or prevent* or reduc®).ti.
104 (benefit* or beneficial®).ti,kw,kf. 96339
105 or/77-104 [BENEFITS/HARMS] 3152378
106 76 and 105 [nNRCTs, OBSERVATIONAL STUDIES, 2014-PRESENT 5416
- BENEFITS AND HARMS]
107 remove duplicates from 106 5404
Ovid Embase | Sept. 11, 2023 exp breast cancer/ 569430
<1974 to 2023 Results: ((oreast* or mamma or mammar*) adj3 (cancer* or carcinoid* or 410111
September 5342 carcinoma* or carcinogen* or adenocarcinoma* or adeno-carcinoma* or
11> malignan* or neoplasia* or neoplasm* or sarcoma* or tumour* or
tumor®)).ti,kw,kf.
3 intraductal carcinoma®.ti,kw,kf. 678
4 (ductal carcinoma in situ or DCIS).ti,kw,kf. 6290
5 or/1-4 [BREAST CANCER] 644806
6 exp breast cancer/di, pc [diagnosis, prevention] 71475
7 mass screening/ or cancer screening/ 157001
8 screen®.ti,kw,kf. 343605




Unclassified / Non classifié

11
12
13
14

15

16

17
18
19
20
21
22
23
24
25
26
27
28
29
30

31
32
33
34

35

early cancer diagnosis/

((early or earlier or earliest) adj3 (detect* or diagnos* or identif* or
recogni*)).ti,kw kf.
exp mammography/

(mammograph* or mammogram®).ti,kw,kf.
breast magnetic resonance imaging/

(fMRI or fMRIs or MRI or MRIs or NMRI or NMRIs or MR imaging or
NMR imaging or magnetic resonance imag* or magnetic resonance
tomograph* or MR tomograph*).ti,kw,kf.

(chemical shift imaging or proton spin tomograph* or
zeugmatograph®).ti,kw,kf.

(ultrasound* or ultrason* or echograph* or echotomograph* or echo-
tomograph* or sonograph*).ti,kw,kf.

(echomammogra* or echo-mammogra*).ti,kw,kf.

three-dimensional imaging/

((3D or "3-D") adj3 imag®).ti,kw,kf.

(("3" or three) adj dimension* adj3 imag*).ti,kw,kf.
tomosynthes™.ti,kw,kf.

or/6-21 [SCREENING]

5 and 22 [BREAST CANCER SCREENING]
male/ not female/

23 not 24 [MALE-ONLY REMOVED]

exp adolescent/ not exp adult/

exp child/ not exp adult/

or/26-27

25 not 28 [CHILD-ONLY REMOVED]

(exp animal/ or exp animal experimentation/ or exp animal model/ or exp
animal experiment/ or nonhuman/ or exp vertebrate/) not (exp human/ or

exp human experimentation/ or exp human experiment/)
29 not 30 [ANIMAL-ONLY REMOVED]

editorial.pt. or (letter.pt. not randomized controlled trial/)
conference abstract.pt.

31 not (32 or 33) [OPINION PIECES, CONFERENCE ABSTRACTS
REMOVED]
(case report/ or exp case study/) not randomized controlled trial/

13653
60364

67718
25217
704
363656

690

332932

8
117910
8082
6967
2376
1333341
118838
3286854
117134
673829
2234396
2503724
116696
7259581

114205
2061135
4877774

97539

2979143




Unclassified / Non classifié

36
37
38

39
40
41
42

43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65

(case adj (series or study or studies or report or reports)).ti.
34 not (35 or 36) [CASE STUDIES/SERIES REMOVED]

limit 37 to yr="2014-current" [DATE LIMITS APPLICABLE TO

OBSERVATIONAL STUDY SEARCH)]
controlled clinical trial/

controlled clinical trial (topic)/
(control* adj2 trial).ti,kw,kf.

(nonrandom* or non-random* or quasi-random* or quasi-
experiment®).ti,kw,kf.
(nRCT or non-RCT).ti,kw,kf.

(control* adj3 ("before and after" or "before after")).ti,kw,kf.
time series analysis/

time series.ti,kw,kf.

pretest posttest control group design/

(pre- adj5 post-).ti,kw,kf.

((pretest adj5 posttest) or (pre-test adj5 post-test)).ti,kw,kf.
controlled study/

(control* adj2 study).ti,kw,kf.

control group/

(control* adj2 group?).ti,kw,kf.

trial ti.

or/39-54

38 and 55 [nRCTs]

cohort analysis/

cohort?.ti,kw,kf.

retrospective study/

longitudinal study/

prospective study/

(longitudinal or prospective or retrospective).ti,kw,kf.
follow up/

((followup or follow-up) adj (study or studies)).ti,kw,kf.
observational study/

515645
88026
38463

470925
13349
154850
10518

13

414
37952
13968
664
10856
340
9853540
91626
110638
4289
400873
1E+07
16029
1044722
259788
1484641
196998
877418
539104
2067555
31327
335563




Unclassified / Non classifié

66
67
68

69
70
71
72
73

74
75
76

77
78
79
80
81
82
83
84
85
86

87

88

89

(observation$2 adj (study or studies)).ti,kw,kf.
population research/

((population or population-based) adj (study or studies or
analys#s)).ti,kw,kf.
((multidimensional or multi-dimensional) adj (study or studies)).ti,kw,kf.

exp comparative study/

((comparative or comparison) adj (study or studies)).ti,kw,kf.

exp case control study/

((case-control* or case-based or case-comparison or case-compeer or
case-referrent or case-referent) adj3 (study or studies)).ti,kw,kf.

major clinical study/

multicenter study/

((multicenter or multi-center or multicentre or multi-centre) adj (study or
studies)).ti,kw,kf.
or/57-76

38 and 77 [OBSERVATIONAL STUDIES]

56 or 78 [NRCTs, OBSERVATIONAL STUDIES, 2014-PRESENT]
mass screening/ae [adverse drug reaction]

exp mammography/ae [adverse drug reaction]

exp diagnostic error/

mortality/

cancer mortality/

exp radiation induced neoplasm/

((avoid* or declin* or decreas™ or lessen* or lower* or prevent* or reduc*)
adj5 (death* or fatal* or morbidit* or mortalit*)).ti,kw,kf.

((avoid* or declin* or decreas™ or lessen* or lower* or prevent* or reduc*)
adj5 (advanced stage? or (advanc* adj3 cancer?) or biopsy or biopsies
or chemotherap* or chemo-therap* or disfigur* or exacerbat* or
incidental finding? or progress* stage? or progression* or late? stage? or
stage? Ill or stage? 3 or stage? IV or stage? 4)).ti,kw,kf.

((avoid* or declin* or decreas™ or lessen* or lower* or prevent* or reduc*)
adj5 (adverse* or harm* or impair* or injur* or invasiv* or side-effect* or
sideeffect* or undesirabl* or un-desirabl*)).ti,kw,kf.

((avoid* or declin* or decreas™ or lessen* or lower* or prevent* or reduc*)
adj5 (alarm* or anxiet* or anxious* or distress* or emotion* or feeling* or
psycholog* or uncertain* or un-certain®)).ti,kw,kf.

54094
135115
8768

65
1676614
88994
225238
57928

4991488
371692
34050

9020019
23097
26586

164
228
126408
898047
107182
2769
26017

12331

44328

9909




Unclassified / Non classifié

90

91
92

93
94
95

96
97
98
99

100

101

102

103

104
105

(misdiagnos* or mis-diagnos* or misdetect* or mis-detect* or misidentif*
or mis-identif*).ti,kw,kf.
(miss$3 adj3 (detect* or diagnos* or identif*)).ti,kw,kf.

((undetected or un-detected or ("not" adj3 detect*) or undiagnos™ or un-
diagnos* or ("not" adj3 diagnos*) or unidentif* or un-identif* or ("not" adj3
identif*)) adj3 (cancer* or carcinoid* or carcinoma* or carcinogein* or
adenocarcinoma* or adeno-carcinoma* or lump or lumps or malignan* or
neoplasia® or neoplasm* or sarcoma* or tumour* or tumor*)).ti,kw,kf.

(overdiagnos™ or over diagnos®).ti,kw,kf.
(false adj (negative* or positive®)).ti,kw,kf.

((error* or false$2 or wrong$3) adj3 (alarm* or detect* or
diagnos®)).ti,kw,kf.
exp medical overuse/

overtreat®.ti,kw,kf.

((medical or health service? or procedur® or therap* or treatment*) ad;j3
(overuse? or overusing or overutilis* or overutiliz*)).ti,kw,kf.

((inappropriate* or unnecessar*) adj3 (followup or follow-up or health
care or healthcare or procedur® or therap* or treatment*)).ti,kw,kf.

(inappropriate* or unnecessar* or safe or adverse or adversely or
undesirabl* or un-desirabl* or unintend* or un-intend* or unintent* or un-
intent* or unsafe* or un-safe* or unwanted or un-wanted or harm* or
injurious* or risk or risks or side-effect* or sideeffect* or reaction* or
complication®).ti,kw,kf.

((adverse* or undesirabl* or un-desirabl* or unintend* or un-initend* or
unintent* or un-intent* or unwanted or un-wanted or harm* or toxic or
injurious™ or serious* or fatal) adj5 (affect or affected or affecting or
affects or consequence* or effect* or react or reacts or reacted or
reacting or reaction* or side-effect* or sideeffect* or event* or outcome*
or incident*)).ti,kw,kf.

((adverse* or inappropriat* or unnecessar* or undesirabl* or un-desirabl*
or unintend* or unintend* or unintent* or un-intent* or unwanted or un-
wanted or injurious* or serious*) adj5 (alarm* or anxiet* or anxious* or
distress* or emotion* or feeling* or psycholog* or uncertain* or
uncertain®)).ti,kw,kf.

exp metastasis/ and (avoid* or declin* or decreas* or lessen* or lower*
or prevent* or reduc*).ti.

(benefit* or beneficial*).ti,kw,kf.

or/80-104 [BENEFITS/HARMS]

10142

2249
608

2277
11263
6462

8001
1425

418
1420

1824660

137246

1362

12827

128770
3038175




Unclassified / Non classifié

106 79 and 105 [nNRCTs, OBSERVATIONAL STUDIES, 2014-PRESENT - 5601
BENEFITS AND HARMS]
107 remove duplicates from 106 5563
108 |imit 107 to embase 5342
EBM Reviews Results: 1 exp Breast Neoplasms/ (17822)
- Cochrane 0987 2  ((breast* or mamma or mammar*) adj3 (cancer* or carcinoid* or carcinoma* or carcinogen* or
Central adenocarcinoma* or adeno-carcinoma* or malignan* or neoplasia* or neoplasm* or sarcoma* or tumour* or
Register of tumor*)).ti,ab,kw. (42966)
g:;:ltsrolled 3 exp Carcinoma, Intraductal, Noninfiltrating/ (268)
<September intraductal carcinoma®.ti,ab,kw. (383)
11, 2023>

(ductal carcinoma in situ or DCIS).ti,ab,kw. (799)
or/1-5 [BREAST CANCER] (44365)
exp Breast Neoplasms/di, pc (23)

o N o o b

exp Mass Screening/ (5322)

9 screen*.ti,ab,kw. (92978)

10 "Early Detection of Cancer"/ (2019)

11 ((early or earlier or earliest) adj3 (detect* or diagnos* or identif* or recogni*)).ti,ab,kw. (10711)
12 exp Breast Neoplasms/dg (12)

13 exp Mammography/ (1207)

14 (mammograph* or mammogram®).ti,ab,kw. (2716)

15 exp Magnetic Resonance Imaging/ (10900)
16 (fMRI or fMRIs or MRI or MRIs or NMRI or NMRIs or MR imaging or NMR imaging or magnetic resonance
imag* or magnetic resonance tomograph* or MR tomograph*).ti,ab,kw. (41032)

17  (chemical shift imaging or proton spin tomograph* or zeugmatograph*).ti,ab,kw. (31)
18  (ultrasound* or ultrason* or echograph* or echotomograph* or echo-tomograph* or sonograph*).ti,ab,kw.
(55369)

19 (echomammogra* or echo-mammogra®).ti,ab,kw. (61)
20 Imaging, Three-Dimensional/ (1361)

21 ((3D or "3-D") adj3 imag*).ti,ab,kw. (912)

22 (("3" or three) adj dimension* adj3 imag*).ti,ab,kw. (999)
23  tomosynthes*.ti,ab,kw. (98)

24 or/7-23 (193579)

25 6 and 24 (6537)




Unclassified / Non classifié

26  exp Infant/ not (exp Adult/ and exp Infant/) (31793)
27  exp Child/ not (exp Adult/ and exp Child/) (56162)
28 Adolescent/ not (exp Adult/ and Adolescent/) (27766)
29 or/26-28 (81116)

30 25 not 29 (6530)

31 conference proceeding.pt. (224121)

32 30 not 31 (5299)

33 limit 32 to yr="2014-current" (2822)

34  exp Mass Screening/ae (0)

35 exp Mass Screening/mo (0)

36 "Early Detection of Cancer"/ae (0)

37 "Early Detection of Cancer"/mo (0)

38 exp Mammography/ae (0)

39 exp Mammography/mo (0)

40 exp Diagnostic Errors/ (3432)

41  exp Neoplasms, Radiation-Induced/ (99)

42  Mortality/ (4569)

43 ((avoid* or declin* or decreas* or lessen* or lower* or prevent* or reduc*) adj5 (death* or fatal* or morbidit* or
mortalit*)).ti,ab,kw. (31982)

44  ((avoid* or declin* or decreas™ or lessen* or lower* or prevent* or reduc*) adj5 (advanced stage? or (advanc*
adj3 cancer?) or biopsy or biopsies or chemotherap* or chemo-therap* or disfigur* or exacerbat* or incidental
finding? or progress* stage? or progression* or late? stage? or stage? Il or stage? 3 or stage? IV or stage?
4)).ti,ab,kw. (18433)

45 ((avoid* or declin* or decreas* or lessen* or lower* or prevent* or reduc*) adj5 (adverse* or harm* or impair*
or injur* or invasiv* or side-effect* or sideeffect* or undesirabl* or un-desirabl*)).ti,ab,kw. (38937)

46 ((avoid* or declin* or decreas* or lessen* or lower* or prevent* or reduc*) adj5 (alarm* or anxiet* or anxious*
or distress™ or emotion* or feeling* or psycholog* or uncertain* or un-certain*)).ti,ab,kw. (24948)

47  (misdiagnos* or mis-diagnos* or misdetect* or mis-detect” or misidentif* or mis-identif*).ti,ab,kw. (595)

48 (miss$3 adj3 (detect* or diagnos* or identif*)).ti,ab,kw. (511)

49  ((undetected or un-detected or ("not" adj3 detect*) or undiagnos* or un-diagnos* or ("not" adj3 diagnos*) or
unidentif* or un-identif* or ("not" adj3 identif*)) adj3 (cancer* or carcinoid* or carcinoma* or carcinogen* or
adenocarcinoma® or adeno-carcinoma* or lump or lumps or malignan* or neoplasia* or neoplasm* or sarcoma* or
tumour* or tumor*)).ti,ab,kw. (287)

50 (overdiagnos™ or over diagnos*).ti,ab,kw. (484)

51 (false adj (negative* or positive*)).ti,ab,kw. (3294)




Unclassified / Non classifié

52  ((error* or false$2 or wrong$3) adj3 (alarm* or detect* or diagnos*)).ti,ab,kw. (1443)
53  exp Medical Overuse/ (638)

54  overtreat*.tw,kw kf. (535)

55 ((medical or health service? or procedur* or therap* or treatment*) adj3 (overuse? or overusing or overutilis*
or overutiliz*)).ti,ab,kw. (124)

56 ((inappropriate* or unnecessar*) adj3 (followup or follow-up or health care or healthcare or procedur” or
therap* or treatment*)).ti,ab,kw. (970)

57 (inappropriate* or unnecessar™ or safe or adverse or adversely or undesirabl* or un-desirabl* or unintend* or
un-intend* or unintent* or un-intent* or unsafe* or un-safe* or unwanted or un-wanted or harm* or injurious* or risk
or risks or side-effect* or sideeffect* or reaction* or complication*).ti. (76297)

58 ((adverse* or undesirabl* or un-desirabl* or unintend* or un-intend* or unintent* or un-intent* or unwanted or
un-wanted or harm* or toxic or injurious* or serious* or fatal) adj5 (affect or affected or affecting or affects or
consequence* or effect* or react or reacts or reacted or reacting or reaction* or side-effect* or sideeffect* or event*
or outcome™ or incident™)).ti,ab,kw. (235248)

59 ((adverse* or inappropriat* or unnecessar* or undesirabl* or un-desirabl* or unintend* or un-intend* or
unintent* or un-intent* or unwanted or un-wanted or injurious* or serious*) adj5 (alarm* or anxiet* or anxious* or
distress™* or emotion* or feeling* or psycholog* or uncertain* or un-certain*)).ti,ab,kw. (2506)

60 exp Neoplasm Metastasis/ and (avoid* or declin* or decreas* or lessen* or lower* or prevent* or reduc*).ti.
(191)

61  (benefit* or beneficial*).ti,kw,kf. (18046)
62 or/34-61 (399359)
63 33 and 62 (987)




Supplementary File 2: PRISMA Diagram
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!
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Study design (n=20)
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Language (n=2)
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* One study was delivered late and was not included in the analysis.

Included studies

n=40

Supplementary File 3: Data Tables

Table S-1. Study characteristics of included non-randomised comparative studies

Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU | population (years) participants definition modality interval
(years) (years)
Cohort studies - general screening population
Choi et al. Prospective Korea 1Jan 2002to | Women 40-79 13,326,868 Screened at initial Not screened during Film or digital 2
20211 Long case National 31Dec 2015 | without BC invitation or attended study period (includes 2D
accrual screening FU: median another round of women who were
database 87 screening during study unscreened initially but
period (includes women | underwent screening
who were initially later)
unscreened)
Czwiklaet | Retrospective | Germany 2007 to 31 Women with 50-68 1,247,919 Screening mammogram | Did not undergo Digital 2D 2
al. 20182 Short case Insurance Dec 2015 health screening mammogram
accrual claim FU: mean 3.9 | insurance
database
Dunnetal. | Retrospective | Australia 1Jan2000to | Women on 50-65 (age | 262,350 Screening mammogram | No screening NR 2
20213 Short case Electoral roll | 31Dec2015 | electoral roll at study during study period mammogram during
accrual FU: 16 entry) study period
Garcia- Retrospective | USA 1999 to 2008 | Women 70-84 264,274 Screening mammogram | No further screening NR 1
Albeniz et Long case Medicare FU: 8 without BC after baseline
al.2020* | accrual beneficiaries mammogram




Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU population (years) participants definition modality interval
(years) (years)
Lundetal. | Retrospective | Norway 1Jan 2005to | Women from | 49-79 124,978 Ever screened Never screened Digital 2D 2
2018 Long case Random 31 Dec 2013 a Norwegian
accrual sample of FU:NR national
national population-
popu|ation_ based cohort
based cohort study
study
participants
Morrell et Retrospective | New Zealand | 199902011 | Womenwho | 45-69 NR Ever screened Never screened Film or digital 2
al.2017¢ | Long case Screening, FU:NR were ever 2D
accrual cancer, and screened or
death diagnosed
registries with BC
Richman Retrospective | USA 2002-2017 Women =70years | 54,635 Screening mammogram | Did not undergo NR 2
etal. 2023 | Short case National FU: median without BC within 3 years of screening mammogram
7 accrual Medicare 13.7 previous mammogram within 3 years of
registry previous mammogram
Cohort studies - women with BC
Barco et Prospective Spain 1Jan 1997 to | Women with 50-69 1,821 Breast cancer screening | Patients referred from Digital inround | 2
al. 20158 Long case Two hospitals | 31Jan2014 | BC program regular public healthcare | 6 (otherwise
accrual FU: 10 system NR)
Bayard et Retrospective | USA 1Jan 1998 to | Women with <40 (12%) | 756 Scheduled screening Clinically detected BC NR NR
al. 2021 ¢ Long case Academic 31Dec2018 | BC to >50 mammogram among non-screened
accrual cancer FU: median participants
programs in 46
two cities
Braun et Retrospective | Germany 2006 to 2015 | Women with 50-69 735 Screen-detected BC Clinically detected BC NR 2
al. 2021 1% | ghort case One of two FU: NR newly (excluding interval BC) among non-screened
accrual BC centres in detected participants
one city invasive BC
Choi et al. Retrospective Korea 1Jan 2002 to | Women with 241 7,164 Ever screened Never screened NR 2
2018 1 Long case National 31 Dec 2011 BC (DC'S or (matChed);
accrual cancer and FU:NR invasive) 15,406
screening (unmatched)

registries




Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU | population (years) participants definition modality interval
(years) (years)
de Munck Retrospective | Netherlands 1 Jan 2004 Women with 49-74 88,285 Positive screening Diagnosed at screening | Film or digital 2
etal. 2020 | Long case National and 31 Dec BC (DCIS or mammogram interval >24 months or 2D
12 accrual cancer and 2015 invasive) had never attended
screening FU:NR screening
registries
Duffy etal. | Retrospective | Sweden 19920 2016 | Women with | 40-73 at 549,091 Participated in both of Did not participate in NR 1.5 (age
202113 Long case Screening FU: 25 BC diagnosis last two scheduled either of two previous 40-54
accrual registry (9 (no upper screening mammograms | screenings years)
counties) age limit for 2 (age 55-
mortality) 69 years)
Elderetal. | Retrospective | Australia 2007 t0 2013 | Women with 50-69 791 Active screeners at Not recently screened 2D (modality 2
2018 14 Long case One hospital | FU:NR BC diagnosis (includes (includes never NR)
accrual screen-detected and screened and women
interval cancers) who last attended
screening 227 months
before diagnosis)
Garcia Prospective Spain 1 May 2002 Women with 50-69 904 Recruited from Breast Recruited from regular NR 2
Fernandez | Longcase Two hospitals | t0 30 Jul BC Cancer Early Diagnosis | public healthcare system
etal. 2014 | accrual 2012 Programme
" FU: 10
llenko et Retrospective | France 2005t0 2015 | Womenwith | 275 393 Positive screening Clinically detected BC NR NR
al.2017% | Long case One hospital | FU: 5 BC mammogram
accrual
Ip etal. Retrospective | New Zealand | 1Jun2000to | Women with =70 2,128 Positive screening Clinically detected BC NR NR
2020 17 Short case Regional BC | 23Nov 2017 | BC (DCIS or mammogram
accrual registry FU: median | invasive)
5.2
Kobayashi | Retrospective | Japan 2003 to 2014 | Women with 39-70 1,132 Positive screening Clinically detected BC NR NR
etal. 2017 | Long case One hospital | FU: median | BC (note: mammogram
18 accrual 5.1 notation for
age ranges
not clear)
Lim et al. Retrospective | Singapore 2010t0 2018 | Women with =50 3,739 Last screening Did not attend screening | NR 2
2022 19 Long case Seven public | FU: <10 BC (DCIS or mammogram <2 years or last screen >2 years
accrual hospitals invasive) before diagnosis before diagnosis




Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU population (years) participants definition modality interval
(years) (years)
Luu et al. Retrospective | Korea 1Jan 2008 to | Women with 40-79 24,387 Screened Never screened NR Varied from
2022 20 Short case National 31 Dec 2019 BC (DC'S or <1t0>3
accrual database FU: median | invasive) across
105 participants
Niraula et Retrospective | Canada Jan 2004 to Women with 50-64 1,687 Positive screening Did not participate in NR 2
al. 2020 2! Long case Regional Jun 2010 invasive BC mammography screening program
accrual cancer and FU: median 7
screening
registries;
national
statistics
Oberaigner | Retrospective | Austria 1Jan2009to | Women with | 40-69 1,609 Exposed to screening Not exposed to NR 1 (age 40-
etal. 2017 Long case Screening 31 Dec 2013 | BC (mostly mammography screening 59 years)
2 accrual and regional | FU:NR invasive) mammography 2 (age 60-
cancer 69 years)
registries
Plecha et Retrospective | USA 1Jan 2008 to | Women with | 40-49 230 Positive screening Clinically detected BC Film or digital NR
al. 20142 | | ong case One breast 31Dec 2011 | BC mammogram or and no screening 2D
accrual centre FU: NR symptomatic cancer <15 | mammogram within the
months after negative last 16 months
screening mammogram
Roder et Retrospective | Australia 1997-2010 Women with 50-69 2,039 Participation in Did not participate in NR NR
al. 2017 | |ong case Regional FU: 10 invasive BC screening program screening program
accrual cancer
registry
(subset of
patients
treated at 4
major public
hospitals)
Seneviratn | Retrospective | New Zealand | 1 Jan 1999 Women with 45-69 1,846 Positive screening NR NR 2
eetal Long case Regional and 31 Dec BC mammogram (89.7%) or
2015% accrual cancer 2013 opportunistic screening
registry FU: mean 5.5 (10.3%)
Tomsicet | Retrospective | Slovenia 2008 to 1 Women with 250 years 11,425 At least one Did not attend screening | NR 2
al. 2022% | ghort case July 2021 BC mammogram before after an invitation or
accrual FU: NR diagnosis (within or




Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU population (years) participants definition modality interval
(years) (years)
National outside the screening were never invited to
cancer program) screening
registry
Tvedskov Retrospective | Denmark 2008-2010 Women with 50-70 955 Registered in screening | Not registered in NR 2
etal. 2016 | Long case National FU: NR BC program database screening program
a accrual cancer database
registry
Ujhelyi et Retrospective | Hungary 1Jan2002to | Women with | 45-65 595 Positive screening Self-examination or Digital 2D 2
al. 2016 2 | ghort case Single 31Dec 2009 | BC mammogram clinically detected BC
accrual institution FU: median
6.7
Varga et Retrospective | Hungary 2002 to 31 Women with 45-65 309 Positive screening Self-examination or Digital 2D 2
al. 20232 | ghort case Single May 2023 BC mammogram clinically detected BC
accrual institution FU: mean
12.6
Woods et Retrospective | Australia/UK Australia: Women with 50-65 12,024 Positive screening Never attended NR NR
al. 20163 | Short case Regional Nov 2003 primary (Australia: mammogram screening
accrual cancer (median invasive BC 6,396; UK:
registries month of 5,628)
diagnosis) to
31 Dec 2008
UK: Aug
2003 (median
month of
diagnosis) to
31 Dec 2008
FU:5
Wozniacki | Retrospective | Poland 1Jan 2007 to | Women with 50-69 643 Participated in screening | Did not participate in NR NR
etal. 2017 | Long case Single 31Dec 2010 | BC (DCIS or program screening program
3 accrual institution FU:NR invasive)
Case control studies
Bastos et Short case Portugal 2000 to 1 Womenwho | 50-69 681 Screened after the index | Did not attend screening | NR NR
al. 201732 | accrual Regional Aug 2015 received at invitation or participated | in four years prior to BC
cancer FU: 15 least one in screening round diagnosis
registry invitation to preceding index

screening

invitation




Unclassified / Non classifié

Author, Study design | Setting Study years | Study Age Total Screened definition Non-screened Screening Screening
year Longest FU | population (years) participants definition modality interval
(years) (years)

Heinavaar | Long case Finland 1992-2011 Womenwho | 50-84 20,885 Participated in screening | Did not participate in NR 2
aetal. accrual National FU: 19.9 received at screening
2016 33 cancer least one

registry invitation to

screening

Population-based studies — women with BC
deGlaset | Longcase Netherlands 1995t0 2011 | Women with G1:70-75 38,442 Participated in screening | Did not participate in NR NR
al. 20143 | accrual National FU: mean BC G2: 76-80 screening

cancer 3,394,055

registry person years
Hubneret | Long case Germany 1995-2015 Women with 230 years NR Screening period: 2006- | Pre-screening period: NR NR
al. 202035 | accrual National FU: 11 BC 2015 1995-2005

cancer

registry
Jacklynet | Long case Australia 1972-2012 Women with =20 126,709 Screening period: 1996- | Pre-screening period: Film and digital | 2
al. 2017 % | accrual Regional FU: NR BC 2005 1972-1983 2D

cancer

registry
Jorgensen | Long case Denmark 1980-2010 Women with 35-84 149,833 Screening period: 1991- | Pre-screening period: NR 2
etal. 2017 | accrual National FU: >10 invasive BC 2010 or 1994-2010 1980-1990 or 1980-1993
3 cancer (depending on region) (depending on region)

register
Moller et Long case Norway 1987 to Dec Women with 30-90 4,903 Screening period: Pre-screening period: NR 2
al. 2019 % | accrual National 2010 invasive BC Between 1995 and 2004 | 1987 to between 1995

cancer FU: 11.2 up to 2010 (depending and 2004 (depending on

registry on region) region)
Taylor et Short case New Zealand | 1980-2013 Women with | 45-69 12,364 Screening period: 1999- | Pre-screening period: NR 2
al. 20193 | accrual National FU: 8 BC 2013 1980-1998

cancer

registry
Wilkinson Short case Canada 2002-2007 Women with | 40-59 71,990 Regions with screening Regions that did not NR 2
etal. 2023 | accrual National FU: 10 BC programs have screening
0 cancer programs

registry

2D: two-dimensional; BC: breast cancer; DCIS: ductal carcinoma in situ; FU: follow up; NR: not reported




Table S-2. Health outcomes reported by included non-randomised comparative studies

General screening population

Women with breast cancer

Outcome Cohort studies | Case-control Population- Cohort studies | Case-control Population-

(no. of studies) | studies (no. of based studies (no. of studies) | studies (no. of based studies
studies) (no. of studies) studies) (no. of studies)

Rate of breast LC(3 0 0 LC (10) LC (1) LC(2)

cancer specific SC (2 SC (5) SC (1) SC(2)

mortality

Rate of all-cause SC (2) 0 0 LC (4) 0 0

mortality SC(4)

Rate of LC (1) 0 0 LC(7) 0 0

radiotherapy SC(3)

Rate of LC (1) 0 0 LC (8) 0 0

chemotherapy SC (3)

Rate of breast LC(1) 0 0 LC (9) 0 0

surgery SC(3)

Surgical 0 0 0 LC (13) 0 0

management of

axilla

Breast cancer SC (1) 0 0 LC (13) 0 LC (4)

stage at diagnosis | LC (2) SC (5)

Unclassified / Non classifié



Rate of interval
cancer

LC (7)
SC(2)

Health-related
quality of life

SC (1)

LC: long case accrual; SC: short case accrual

Unclassified / Non classifié



Table S-3: Effects of screening on breast cancer specific mortality in a general screening population (cohort studies)

Age, years No. of studies | Total sample Screening Effect measure (95% CI)?
in analysis interval, years
Short case accrual
50-65 13 262,350 2 RR: 0.73 (0.65, 0.81)
Absolute effect: 2 fewer per 1,000 (2 fewer to 1 fewer)
70-74 17 54,635 2 HR: 0.86 (Cl 0.44, 1.68)>
75-84 17 54,635 2 HR: 0.87 (CI 0.55, 1.37)®
=85 17 54,635 2 HR: 1.34 (Cl 0.40, 4.49) b
Long case accrual
All ages 216 114,785,315 2 RR: 0.40 (0.33 to 0.47)
Absolute effect: 0 fewer per 1,000 (0 fewer to 0 fewer)
70-74 14 264,274 1 HR: 0.78 (0.63, 0.95)®
=75 14 264,274 1 HR: 1.00 (0.83, 1.19)®

Cl: confidence interval; HR: hazard ratio; NR: not reported; RR: risk ratio
a Statistically significant results are bolded
b Absolute effect could not be calculated because event rates per group were not reported

Unclassified / Non classifié



Unclassified / Non classifié

Table S-4: Effects of screening on breast cancer specific mortality in a population with breast cancer (population-based studies)

Age, years No. of studies | Total sample
in analysis size of study

Screening
interval, years

Effect measure (95% CI)2

Short case accrua

50-64 199 12,364

65-69

Cumulated incidence per 100,000 women
Rate change: -17.1% (p=0.005)

Cumulated incidence per 100,000 women
Rate change: -18.9% (p=0.23)

40-44 140 71,990

Incidence-based mortality per 100,000 women
Rate ratio: 0.95 (0.85, 1.07)

45-49 239,40 12,364 39

71,990 40

Cumulated incidence per 100,000 women
Rate change per 100,000 women: 0% (p=0.99)

Incidence-based mortality per 100,000 women
Rate ratio: 0.89 (0.81, 0.98)

40-49 140 71,990

Incidence-based mortality rate ratio
0.92 (0.85, 0.99)

Long case accrual

All ages 1% NR

NR

Age-standardised incidence per 100,000 women
Screened: 23.3
Non-screened: 26.3

50-69 2%, NR 3

4,903 %8

Age-standardised incidence per 100,000 women
Screened: 47.1
Non-screened: 60.9

Incidence per 100,000 PY
Adjusted mortality rate ratio: 0.80 (0.73, 0.88)

270 1% NR

NR

Age-standardised incidence per 100,000 women
Screened: 135.3
Non-screened: 137.1

275 138 4,903

Incidence per 100,000 PY
Adjusted mortality rate ratio: 0.78 (0.71, 0.84)

Cl: confidence interval; NR: not reported; PY: patient years
a Statistically significant results are bolded



Table S-5: Effects of screening on all-cause mortality in a general screening population (cohort studies; short case accrual)

Age, years No. of studies in Total sample | Screening Risk ratio Absolute effect per 1,000 women
analysis size interval, years | (95% CI)2 (95% Cl)2

All ages 227 1,302,554 2 0.57 (0.35, 0.92) 20 fewer (30 fewer to 4 fewer)

(12=99.9%)

50-68 12 1,247,919 2 0.44 (0.43, 0.45) 19 fewer (19 fewer to 18 fewer)

70-74 17 19,925 2 0.68 (0.65, 0.71) 179 fewer (196 fewer to 162 fewer)

=75 17 34,710 2 0.81 (0.80, 0.82) 160 fewer (168 fewer to 152 fewer)

=85 17 5,390 2 0.95(0.93, 0.96) 48 fewer (67 fewer to 38 fewer)

Cl: confidence interval; NR: not reported
a Statistically significant results are bolded

Table S-6: Effects of screening on radiotherapy treatment in a population with breast cancer (cohort studies)

Age, years No. of studies in | Total sample Screening interval, Risk ratio Absolute effect per
analysis size years (no. of studies) | (95% CI)? 1,000 women (95% CI)2
Short case accrual
All ages 310.28,29 1,639 2 1.00 (0.93, 1.08) 0 fewer (59 fewer to 68
(12=61.0%) more)
45-65 2282 904 2 0.98 (0.90, 1.07) 18 fewer (90 fewer to 63
Adjuvant therapy (12=51.9%) more)
50-69 110 735 2 1.04 (0.97, 1.13) 31 more (23 fewer to
101 more)
Long case accrual
All ages 69.14.15.19,23, 24 7,708 2(3),NR(3) 1.04 (0.97, 1.11) 24 more (18 fewer to 66
(12=68.0%) more)
50-69 391415 2,126 2(2),NR (1) 1.08 (0.99 to 1.18) 55 more (7 fewer to 124
Adjuvant therapy (12=59.6%) more)
50-69 3 3,469 2(2),NR (1) 1.08 (1.01, 1.16) 58 more (7 more to 117
(1=65.9%) more)
40-49 12 230 NR 0.95(0.78 t0 1.17) 33 fewer (144 fewer to
111 more)

Cl: confidence interval; NR: not reported

a Statistically significant results are bolded

Unclassified / Non classifié



Table S-7: Effects of screening on chemotherapy treatment in a population with breast cancer (cohort studies)

Age, years No. of studies in | Total sample Screening interval, Risk ratio Absolute effect per
analysis size years (no. of studies) | (95% CI)? 1,000 women (95% Cl)?
Short case accrual
All ages 310.28,29 1,639 2 0.82 (0.67, 0.99) 100 fewer (182 fewer to
(12=72.5%) 6 fewer)
45-65 2282 904 2 0.83 (0.59, 1.18) 97 fewer (234 fewer to
Adjuvant therapy (12=85.1%) 103 more)
50-69 110 735 2 0.80 (0.68 to 0.93) 106 fewer (169 fewer to
37 fewer)
Long case accrual
All ages 79.14.15,18,19,23.24 | 9500 2(3),NR (4) 0.69 (0.60, 0.79) 174 fewer (225 fewer to
(12=86.9%) 118 fewer)
All ages 391415 2,126 2(2),NR (1) 0.76 (0.47, 1.23) 146 fewer (323 fewer to
Adjuvant therapy (12=96.97%) 140 more)
50-69 3 3,469 2(2),NR (1) 0.61 (0.56, 0.66) 216 fewer (243 fewer to
(12=6.2%) 188 fewer)
50-69 19 660 NR 1.01(0.88, 1.14) 6 more (from 70 fewer to
Neoadjuvant therapy 82 more)
40-49 12 230 NR 0.67 (0.52, 0.85) 216 fewer (314 fewer to
98 fewer)

Cl: confidence interval; NR: not reported
a Statistically significant results are bolded

Unclassified / Non classifié



Table S-8: Effects of screening on breast surgery treatment in a population with breast cancer (cohort studies)

Age, years No. of studies in | Total sample Screening interval, Risk ratio Absolute effect per
Surgery type analysis size years (no. of studies) | (95% CI)? 1,000 women (95% Cl)?
Short case accrual

All ages 310282 1,639 2 1.02 (0.98, 1.05) 17 more (17 fewer to 42
All breast surgery (12=60.6%) more)

50-69 110 735 2 1.07 (0.96, 1.18) 46 more (26 fewer to

All breast surgery 118 more)

All ages 310.28,29 1,639 2 1.05(0.98, 1.12) 34 more (14 fewer to 82
Breast conserving (12=0.0%) more)

surgery

Long case accrual

All ages 7b1416,18,19,23,24 | 8 363 2(3),NR (4) 1.01 (1.00, 1.03) 9 more (0 fewer to 28
All breast surgery (12=93.3%) more)

50-69 3b14.15,24 4,250 2(2),NR (1) 1.02 (0.99, 1.06) 18 more (9 fewer to 53
All breast surgery (1=93.5%) more)

All ages 6 8. 14-16,18, 24 5,722 2(3),NR(3) 1.19(0.93, 1.52) 111 more (41 fewer to
Breast conserving (12=99.1%) 304 more)

surgery

275 116 340 NR 0.48 (0.30, 0.77) 266 fewer (359 fewer to
Breast conserving 118 fewer)

surgery

All ages 6 8.14-16,18, 23 4,106 2(3),NR(3) 0.68 (0.33, 1.38) 127 fewer (266 fewer to
Mastectomy (12=97.7%) 151 more)

40-49 12 230 NR 0.63 (0.45, 0.87) 178 fewer (265 fewer to
Mastectomy 63 fewer)

=75 116 340 NR 4.07 (3.02, 5.49) 542 more (357 more to
Mastectomy 793 more)

Cl: confidence interval; NR: not reported
a Statistically significant results are bolded; ® One eligible study 8 not included due to a lack of variability between the comparison groups

Unclassified / Non classifié

Table S-9: Effects of screening on surgical management of axilla in a population with breast cancer (cohort studies, long case accrual)




Age, years No. of studies in | Total sample Screening interval, Risk ratio Absolute effect per
Surgery type analysis size years (no. of studies) | (95% CI)? 1,000 women (95% CI)?
All ages 3 14.15,18 2,598 2(2),NR (1) 1.44 (1.35, 1.54) 231 more (184 more to
Sentinel lymph node (12=0.0%) 284 more)

biopsy

All ages 311518 2,598 2(2),NR (1) 1.15(1.00, 1.31) 125 more (0 fewer to
Surgery on axilla (12=95.6%) 259 more)

50-69 years 21415 1,466 2 1.24 (0.88 t0 1.75) 151 more (76 fewer to
Surgery on axilla (12=96.9%) 473 more)

Cl: confidence interval; NR: not reported
a Statistically significant results are bolded

Unclassified / Non classifié



Table S-10: Effects of screening on stage of cancer at diagnosis in a population with breast cancer (cohort studies)

Age, years No. of studies in | Total sample Screening interval, Risk ratio Absolute effect per
Cancer stage analysis size years (no. of studies) | (95% CI)? 1,000 women (95% Cl)?
Short case accrual

All ages 4 20,26,28,30 46,306 2(2),NR (1), 0.68 (0.58, 0.79) 138 fewer (181 fewer to
Stage Il and higher <1,2,0r23(1) (1=96.4%) 91 fewer)

All ages 4 20,26,28,30 46,306 2(2),NR(1), 0.65 (0.55, 0.78) 149 fewer (191 fewer to
Stage IIl and higher <1,2,0r23(1) (12=96.5%) 93 fewer)

All ages 4 20,26,28,30 46,306 2(2),NR (1), 0.32 (0.20, 0.52) 44 fewer (51 fewer to
Stage IV <1,2,0r23(1) (12=90.1%) 31 fewer)

Long case accrual

All ages 1181112161815, | 107,126 2(6),NR (5) 0.61(0.52, 0.72) 126 fewer (155 fewer to
Stage Il and higher 21,25,24.21,31 (12=97.3%) 56 fewer)

40-49 12 177 NR 0.66 (0.52, 0.83) 259 fewer (365 fewer to
Stage Il and higher 129 fewer)

275 116 340 NR 0.35 (0.23, 0.55) 482 fewer (571 fewer to
Stage Il and higher 334 fewer)

All ages 118.11.12.16,18,15, | 107,126 2(6), NR (5) 0.43 (0.32, 0.56) 140 fewer (168 fewer to
Stage Il and higher 2,28, 24,27, 31 (12=97.4%) 108 fewer)

40-49 12 177 NR 0.45 (0.26, 0.78) 186 fewer (250 fewer to
Stage Ill and higher 74 fewer)

275 116 340 NR 0.23 (0.09, 0.59) 239 fewer (283 fewer to
Stage Ill and higher 127 fewer)

All ages 8 11,16,19,21-24, 31 17,425 2 (3),NR (4), 0.28 (0.24, 0.34) 55 fewer (58 fewer to
Stage IV Tor2(1) (12=5.11%) 51 fewer)

40-49 223 1,839 NR (1), 0.26 (0.16, 0.41) 73 fewer (83 fewer to
Stage IV Tor2(1) (1=0.0%) 58 fewer)P

275 116 340 NR 0.050 (0.003, 0.810) | 161 fewer (169 fewer to
Stage IV 32 fewer)

Cl: confidence interval; NR: not reported
a Statistically significant results are bolded
b Used baseline risk from Plecha et al. 2014 23 to calculate absolute risk because only a relative risk was reported by Oberaigner et al. 2017 22

Unclassified / Non classifié



Unclassified / Non classifié

Table S-11: Effects of screening on stage of cancer at diagnosis in a population with breast cancer (population-based studies, long case accrual)

Age, years No. of studies | Total sample Screening Effect measure (95% CI)?
Cancer stage in analysis size of study interval, years
50-69 137 149,833 2 Incidence rate ratio (before and after)
Stage Il and higher Screened: 0.96 (0.90, 1.02)

Non-screened: 1.46 (1.41, 1.52)
=70 234,37 149,833 37 2 (1), NR (1) Incidence rate ratio (before and after)
Stage Il and higher Screened: 1.25 (1.16, 1.34)

Non-screened: 1.81 (1.72, 1.90)

38,442 % RR: 0.62 (0.60, 0.63)

Absolute effect: 253 fewer per 1,000 women (267 fewer to 247 fewer)
All ages 13 NR NR Incidence per 100,000 women
Stage Ill and higher Screened: 22.3

Non-screened: 29.1
50-69 135 NR NR Incidence per 100,000 women
Stage Ill and higher Screened: 45.7

Non-screened: 66.2
270 234,35 NR 3 NR Incidence per 100,000 women (Hubner)
Stage Ill and higher Screened: 94.1

Non-screened: 116.1

38,442 % RR: 0.66 (0.60, 0.71)

Absolute effect: 65 fewer per 1,000 women (76 fewer to 55 fewer)
All ages 136 126,709 2 Age-standardised incidence per 100,000 women
Stage IV Screened: 7.2 (6.9, 7.5)

Non-screened: 4.1 (3.9, 4.4)
50-69 136 126,709 2 Age-standardised incidence per 100,000 women
Stage IV Screened: 16.9 (15.8, 18.0)

Non-screened: 9.4 (8.6, 10.2)
40-49 136 126,709 2 Age-standardised incidence per 100,000 women
Stage IV Screened: 9.3 (8.3, 10.3)

Non-screened: 5.8 (5.0, 6.6)
270 234,36 126,709 36 2 (1), NR (1) Age-standardised incidence per 100,000 women3
Stage IV Screened: 22.9 (21.1, 24.7)

Non-screened: 12.5 (11.1, 14.0)




Unclassified / Non classifié

38,442 34 RR: 0.48 (0.41, 0.55)
Absolute effect: 43 fewer per 1,000 women (49 fewer to 37 fewer)

Cl: confidence interval; NR: not reported; RR: risk ratio
a Statistically significant results are bolded

Table S-12: Interval cancer among screening participants in a population with breast cancer (cohort studies)

Age, years No. of studies in analysis Total sample Screening interval, Proportion (95% CI)?
size years (no. of studies)

Short case accrua

50-69 210,30 8,159 2(1) 0.22 (0.05t0 0.48)
NR (1)

Long case accrual

All ages 78121415, 21,23,25 191,043 2 (6) 0.13 (0.06 to 0.23)
NR (1)

50-69 48,1415, 21 125,474 2(3) 0.003 (0.003 to 0.004)
NR (1)

40-49 12 149 NR 0.17 (0.11t0 0.23)

Cl: confidence interval; NR: not reported

Figure S-1: Interval cancer among screening participants in a population with breast cancer (cohort studies, long case accrual)
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Study Cases Total Weight Proportion  95% C.I.

Garcia F 79 123445 14.5% 0.00 [0.00;000 IO ;

Elder 53 622 143% 0.09 [0.06;0.11] [ B

Barco 79 496 142% 016 [0.13; 0.19] E 3
Seneviratne 218 1324 14.4% 0.16 [0.15; 0.19] | |
Plecha 25 149 137% 017 [0.11;0.23] -
Niraula 206 911 14.4% 0.23 [0.20; 0.25] 5
de Munck 17362 64096 14.5% 0.27 [0.27; 0.27]
Total {random effect, 95% CI) 191043 100.0% 0.13 [0.06; 0.23] e —

Heterogeneity: Tau® = 0.0300; Chi® = 46666.01, df = & (P =0); I° = 100% ' ' ' ' ' ' '
-01 0 01 02 03 04 05
Proportion of interval cancer
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Within each set of tables, data are presented by age (in the following order: all ages, age
intervals specified in the protocol [40-44, 45-49, 50-59, 60-69, 70-74, 270], other age
groups) and screening interval subgroups.
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Table 1.1. Breast cancer specific mortality (cohort studies, short case accrual)

Certainty assessment Ne of patients “
Certainty Importance

— Sy 420 Inconsistency | Indirectness Imprecision S mammograph no screenin HIED palis
studies | design bias Y P considerations graphny 91 (e5%cI) (95% CI)

Breast cancer speciﬁ C morta I|ty (a Il ages) (follow-up: median 4.2 years up to 16 years) (assessed with: n/N (4 studies included in analysis; no raw data provided in 1 study?))

512345 non- very very serious® very serious? none 2286/208397 2961/92492 RR0.44 18 fewer per -100]0) CRITICAL
randomised | serious? seriouse (1.1%) (3.2%) (0.28 to 0.69) 1,000 Very low
studies (from 23 fewer to
10 fewer)

Breast cancer specific mortality (age 40-49 years) (follow-up: median 10.5 years) (assessed with: niN)

11 non- seriouse not serious very serious? none 406/6211 504/4176 RR 0.54 56 fewer per [-100]@) CRITICAL
randomised serious' (6.5%) (12.1%) (0.48 t0 0.61) 1,000 Very low
study (from 63 fewer to
47 fewer)
Coldman 20141 1 fewer per 1,000
(age 40-49 (from 1 fewer to 1
years): fewer)

1.8/1,000
(0.18%)

1 Coldman A, Phillips N, Wilson C, Decker K, Chiarelli AM, Brisson J, et al. Pan-Canadian study of mammography screening and mortality from breast cancer. J Natl Cancer Inst
2014;106(11):dju261.
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Certainty assessment Ne of patients
Neof | Study | pick of bias
studies design

Breast cancer specific mortality (age 50-59 years) (follow-up: median 10.5 years) (assessed with: n/N)

Inconsistency

Indirectness

Imprecision

Other
considerations

mammography

no screening

Relative
(95% CI)

Absolute
(95% CI)

Unclassified / Non classifié

-

1 non- seriouse not serious | very seriousf not serious none 454/5670 44212739 (16.1%) RR 0.50 81 fewer per 10/0]®) CRITICAL
randomised (8.0%) (0.44 to 1,000 Very low
study 0.56) (from 90 fewer to
71 fewer)
Coldman 20141 2 fewer per
(age 50-59 years): 1,000 (from 2
3.3/1,000 (0.33%) fewer to 1 fewer)
Breast cancer specific mortality (age 60-69 years) (follow-up: median 10.5 years) (assessed with: niN)
1 non- seriouse not serious | very seriousf not serious none 25212738 212/1171 (18.1%) RR 0.51 89 fewer per 10]0]®) CRITICAL
randomised (9.2%) (0.43 to 0.60) 1,000 Very low
study (from 103 fewer to
72 fewer)
Coldman 2014 2 fewer per 1,000
(age 60-69 years): (from 2 fewer to 2
4.3/1,000 (0.43%) fewer)
Breast cancer spec ific morta I|ty (a ge 70-74 yea I"S) (follow-up: median 13.7 years) (assessed with: adjusted cumulative incidence per 100 women)
12 non- very not serious | very serious serious¢ none e Screened: 0.35 (95% Cl 0.26, 0.48) 000 CRITICAL
ra"g&rg'sed serious? o Non-screened: 0.41 (95% C1 0.2, 0.76) Very low
y e  HR:0.86 (95% Cl 0.44, 1.68)
44
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Unclassified / Non classifié

Certainty assessment Ne of patients
Certainty Importance

AAC S Risk of bias | Inconsistency | Indirectness | Imprecision LI mammograph no screenin ST G
studies design ¥ P considerations graphy 9 (95% CI) (95% ClI)

Breast cancer spec ific mortal ity (a ge 75-84 yea rs) (follow-up: median 10 years) (assessed with: adjusted cumulative incidence per 100 women)

12 non- very not serious very serious¢ none e Screened: 0.36 (0.29, 0.46) o000 CRITICAL
randomised |  seriousd serioush e Non-screened: 0.42 (0.28, 0.64) Very low
stud o N
y e HR:0.87 (95% Cl 0.55, 1.37)

Breast cancer specific mortality (age 50-65 years) ffollow-up: 5 to 16 years) (assessed with: n/N)

234 non- serious' very serious’ very very none 1017/192417 1310/81957 RR 0.43 9 fewer per 1,000 | OO0 CRITICAL
randomised seriousk serious! (0.5%) (1.6%) (0.16 to 1.20) | (from 13 fewer to 3 Very low
studies more)

Breast cancer speciﬁ Cc morta Iity (age >70 Y€e€a rs) (follow-up: median 4.2 years to 13.7 years) (assessed with: n/N or HR (no raw data provided in 1 study?))

225 non- very not serious very serious® none Ip: [100]®) CRITICAL
randomised |  serious™ serious” e Screened: 26/416 (6.3%) Very low
studies o Non-screened: 280/1,712 (16.4%)
®  RR:0.38 (95% CI0.26, 0.56)
®  Absolute effect (95% Cl): 101 fewer per 1,000 (from 121

fewer to 72 fewer)
Richman:

®  Age 70-74 years: HR 0.86 (95% CI 0.44, 1.68)

®  Age 75-84 years: HR 0.87 (95% CI 0.55, 1.37)

®  Age 285 years: HR 1.34 (95% Cl 0.4, 4.49)

e No discernible difference for all three age groups.

Breast cancer SpECiﬁ ¢ mortal |ty (age >85 yea I"S) (follow-up: median 5.7 years) (assessed with: adjusted cumulative incidence per 100 women)

12 non- very not serious very serious? none e Screened: 0.21 (0.09, 0.51) 10]0]®) CRITICAL
randomised |  serious? serious” e Non-screened: 0.16 (0.05, 0.50) Very low

stud
y o  HR:1.34 (95% CI0.40, 4.49)
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Unclassified / Non classifié

Explanations:

a. Retrospective study (n=5); population is a select group of participants (n=1; sample of Medicare beneficiaries in the USA; unclear whether sample is random);
study did not correct for major confounding factors (n=1).

b. Point estimates vary widely; insufficient overlap between 95% Cls; magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=3); risk level not reported (n=5); mammography type (n=5), screening interval (n=2), and number of screening rounds (n=3)
not reported.

d. Wide CI.
e. Retrospective study.

f. All participants had breast cancer; risk level not reported; mammography type not reported; screening interval and number of screening rounds not reported for
all participants.

g. Retrospective study; study population is a select group of participants (sample of Medicare beneficiaries in the USA; unclear whether sample is random).
h. Risk level not reported; mammography type not reported.

i. Retrospective study (n=2).

j. Point estimates vary widely; no overlap of 95% Cls; magnitude of statistical heterogeneity is high.

k. All participants had breast cancer (n=1); risk level not reported (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2)
not reported.

I. Wide CI; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm; outcome is a rare event.
m. Retrospective study (n=2); did not correct for major confounding factors (n=1).

n. All participants had breast cancer (n=2); study population is a select group of participants (sample of Medicare beneficiaries in the USA; unclear whether sample
is random); risk level of participants not reported (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=1) not reported.

0. Wide Cls (n=2); 95% CI overlaps no effect (RR=1.0) and CI fails to exclude important benefit or important harm (n=1).
CI: confidence interval; HR: hazard ratio; RR: risk ratio

References
1. Luu XQ, Lee K, Jun JK, Suh M, Jung KW, Choi KS. Effect of mammography screening on the long-term survival of breast cancer
patients: results from the National Cancer Screening Program in Korea. Epidemiol Health 2022;44:2022094.

2. Richman IB, Long JB, Soulos PR, Wang SY, Gross CP. Estimating breast cancer overdiagnosis after screening mammography among
older women in the United States. Ann Intern Med 2023;176(9):1172-80.

3. Woods LM, Rachet B, O'Connell DL, Lawrence G, Coleman MP. Are international differences in breast cancer survival between
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diagnosed in West Midlands and New South Wales 1997-2006. Inz | Cancer 2016;138(10):2404-14.

4. Dunn N, Youl P, Moore ], Harden H, Walpole E, Evans E et al. Breast-cancer mortality in screened versus unscreened women: Long-
term results from a population-based study in Queensland, Australia. | Med Screen 2021;28(2):193-9.
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5. Ip EC, Cohen-Hallaleh RB, Ng AK. Extending screening in "elderly" patients: should we consider a selective approach? Clin Breast Cancer
2020;20(5):377-81.

Table 1.2. Breast cancer specific mortality (population-based studies, short case
accrual)

Certainty assessment Ne of patients
Certainty Importance

e Sy Risk of bias | Inconsistency | Indirectness | Imprecision G mammograph no screenin Ret GhEoly
studies | design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer speC|ﬁc mortali |ty age 40-44 yea I"S) (follow-up: 10 years) (assessed with: incidence-based mortality per 100,000 women)

1 non- very not serious very serious? none e  Screened: 185 10]0]®) CRITICAL
randomised |  serious® serious® Non-screened: 19.4 Very low
study _y

Rate ratio (95% Cl): 0.95 (0.85, 1.07); No discernible
difference between groups.

Breast cancer speciﬁ Cc morta Iity (a ge 45-49 Y€e€a I'S) (follow-up: 3 to 10 years) (assessed with: incidence per 100,000 women or incidence-based mortality per 100,000
women)

212 non- very not serious very serious? none Taylor: Cumulated incidence per 100,000 women (95% CI) o000 CRITICAL
randomised |  serious? serious® e Screened: 15.4 (11.9, 18.9) Very low
studies

®  Non-screened: 15.4 (11.6, 19.2)

®  Rate change per 100,000 women: 0% (p=0.99)
Wilkinson: Incidence-based mortality per 100,000 women

®  Screened: 24.1

®  Non-screened: 27.1

®  Rate ratio (95% Cl): 0.89 (0.81, 0.98) (favours screening)

Breast cancer s pec ific mortal ity (a ge 40-49 Y€e€a I'S) (follow-up: 10 years) (assessed with: incidence-based mortality rate ratio)
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Certainty assessment Ne of patients

Certainty Importance
AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin ST fhEolte
studies design ¥ P considerations graphy 9 (95% CI) (95% Cl)

non- very not serious very serious? none 0.92 (95% CI 0.85, 0.99) (favours screening) -100]0) CRITICAL
randomised |  serious® serious® Very low
study

Certainty assessment Ne of patients

Certainty Importance
A Sy Risk of bias | Inconsistency | Indirectness | Imprecision G mammograph no screenin Ret GhEoly
studies | design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer SpECiﬁ c morta I|ty (age 50-64 yea I"S) (follow-up: 8 years) (assessed with: cumulated incidence per 100,000 women)

12 non- very serious’ |  not serious very serious? none e Screened: 48.8 (95% CI 44.4, 53.3) OO0 CRITICAL
ra":t‘ffg;sed serious? o Non-screened: 58.9 (95% CI 53.5, 64.4) Very low

®  Rate change per 100,000 women: -17.1% (p=0.005)

Breast cancer SpECiﬁ C morta I|ty (age 65-69 Y€E€a I"S) (follow-up: 3 years) (assessed with: cumulated incidence per 100,000 women)

12 non- | veryserious' [ not serious very serious? none e Screened: 25.7 (95% Cl 19.4, 32.0) e0O00 CRITICAL
ran:ﬁ: rg;/sed seriouse ®  Non-screened: 31.7 (95% Cl 24.0, 39.4) Very low

®  Rate change per 100,000 women: -18.9% (p=0.23)

Explanations:
a. Outcome is a rare event.

b. Retrospective study; significant opportunistic screening activity in the comparator group, with rates in some comparator jurisdictions being higher than in the
screener provinces; did not correct for major confounding factors.

c. All participants had breast cancer; risk level not reported; type of mammography and number of screening rounds not reported.

d. Retrospective study (n=2); inadequate follow-up length for outcome to occur (n=1); risk of confounding from significant opportunistic screening activity (n=1); did
not correct for major confounding factors (n=2).

e. All participants had breast cancer (n=2); risk level not reported (n=2); type of mammography (n=2) and number of screening rounds (n=1) not reported.

f. Retrospective study; inadequate follow-up length for outcome to occur; risk of confounding from significant opportunistic screening activity; did not correct for
major confounding factors.

g. All participants had breast cancer; risk level not reported; mammography type not reported.
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CI: confidence interval; RR: risk ratio
References
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Table 1.3. Breast cancer specific mortality (cohort studies, long case accrual)

Certainty assessment Ne of patients “
Certainty Importance

LG ST} B3 Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin EEID fhEolte
studies design LES ¥ P considerations graphy 9 (95% ClI) (95% Cl)

Breast cancer SpECiﬁ Cc morta Iity (a Il ages) (follow-up: 5 to 16 years; NR in 2 studies) (assessed with: various measures (8 studies included in analysis; no raw data provided
in 2 studies?6))

1012345 non- very very serious® | very serious® [ serious? none From 5 studies providing n/N: ®0O00 CRITICAL
678910 | randomised | serious e  Screened: 71/2123 Very low
studies

®  Non-screened: 228/1701

®  RR(95% Cl): 0.25(0.19, 0.33)

®  Absolute effect (95% CI): 101 fewer per 1,000 (from 109 to

90 fewer)

Choi:

®  Screened: 2,994/51,547,670 PY

e  Non-screened: 7,271/54,124,644 PY
Duffy:
e  Screened: 2,393/12,210,001 PY

(] Non-screened: 1,003/2,623,762 PY
Morrell:

(] Screened: 873/3,707,483 PY

(] Non-screened: 3,511/5,405,518 PY
Garcia-Albeniz:

®  Screened: Mortality risk: range 2.7-3.8 deaths/1,000 women
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e Non-screened: Mortality risk: 3.7 deaths/1,000 women
Seneviratne:

e HR(95% Cl): 2.81 (1.57, 5.04)

Cernty assessment Ne of patients “

Certainty Importance
— Sl 4250 Inconsistency | Indirectness | Imprecision iy mammograph no screenin LEELTD T
studies | design bias Y P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer specific mortality (age 40-49 years) (follow-up: NR) (assessed with: niN)

1 non- very not serious | very seriousf very none 11149 (0.7%) 4/81 (4.9%) RR0.14 42 fewer per aeO00O CRITICAL
randomised | seriouse seriouss (0.02 to 1.20) 1,000 Very low
study (from 48 fewer to
10 more)

Coldman 20142 2 fewer per 1,000
(age 40-49 (from 2 fewer to 0

years): 1.8/1,000 more)

(0.18%)

Breast cancer specific mortality (age 70-74 years) (folow-up: 8 years; assessed with: RD and HR)

12 non- serioush not serious | very serious' | serious' none e RD:-1.0 (95% Cl 2.3, 0.1) deaths/1,000 women OO0 CRITICAL

randomised o HR:0.78 (95% CI 0.63, 0.95) very low
study

Breast cancer SpECiﬁC mortality (age 275 yea I"S) (follow-up: range 5 to 8 years) (assessed with: various measures)

223 non- very not serious | very serioust |  serious' none Garcia-Albeniz: ®OOO | CRITICAL
randomised | serious e RD:0.07 (95% CI-0.93, 1.3) deaths/1,000 women Very low
. e HR:1.00(95% Cl0.83, 1.19)
llenko:

2 Coldman A, Phillips N, Wilson C, Decker K, Chiarelli AM, Brisson J, et al. Pan-Canadian study of mammography screening and mortality from breast cancer. J Natl Cancer Inst
2014;106(11):dju261.

Table 2.1: All-cause mortality (cohort studies, short case accrual) 50



Unclassified / Non classifié

Screened: 1/57 (2%)
Not screened: 51/283 (18%) (p<0.05)
RR: 0.10 (95% Cl: 0.01, 0.69)

Absolute effect (95% Cl): 162 fewer per 1,000 (from 178 to
56 fewer)

®  Absolute effect (95% CI) using Coldman 20142 (age 70-79
years) rate of 6.1/1,000: 5 fewer per 1,000 (from 6 fewer to 2
fewer)

Certainty assessment Ne of patients
Certainty Importance

s Sty G Inconsistency | Indirectness | Imprecision LI mammograph no screenin ST o)
studies | design bias v P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer speciﬁc mortality (age 40-79 yea rs) (follow-up: mean 7.5 years up to 16 years) (assessed with: n/PY)

245 non- serious™ | very serious® very seriousd none 5387/63757671 | 8274/56748406 RR 0.58 0 fewer per 1,000 | @OOO CRITICAL
randomised serious® (0.0001%) (0.0001%) (0.56 10 0.60) | (from O fewer to 0 Very low
studies fewer)

Breast cancer specific mortality (age 45-69 years) (follow-up: mean 5.5 years; NR in 1 study) (assessed with: RR or HR)

267 non- seriousP not serious very very serious' none Morrell: 10]0]0) CRITICAL
randomised serious? e  Screened: 23.5/100,000 PY Very low
studies Not screened: 65.0/100,000 PY

°
e  Adjusted RR: 0.38 (95%Cl 0.30, 0.49); p<0.0001
°

Absolute effect (95% Cl): 0 fewer per 1,000 PY (from 0 to 0
fewer)
Seneviratne:

e  HR:2.81(1.57, 5.04) (non-screened vs screened); p=0.001

Breast cancer specific mortality (age 50-69 years) (follow-up: median 7 years up to 10 years) (assessed with: niN)

38910 non- very not serious very serioust none 69/1917 (3.6%) 173/1337 RR 0.26 96 fewer per eOO0O CRITICAL
randomised | serious" seriouss (12.9%) (0.20 t0 0.34) 1,000 Very low
studies

Table 2.1: All-cause mortality (cohort studies, short case accrual) 51



Unclassified / Non classifié

(from 104 fewer to
85 fewer)

*rounded to nearest whole number
Explanations:

a. Retrospective study (n=7); study population is a select group of participants (n=4; one hospital or institution in France and the USA and two hospitals in Spain);
inadequate follow-up length for outcome to occur (n=5); did not correct for major confounding factors (n=1).

b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=7); risk level not reported (n=8); used film and digital mammography (n=4); mammography type (n=6), screening interval
(n=2) and number of screening rounds (n=6) not reported.

d. Outcome is a rare event.

e. Retrospective study; study population is a select group of participants (one institution in the USA); no description of ascertainment of screening exposure.
f. All participants had breast cancer; used film and digital mammography; screening interval and number of screening rounds not reported.

g. Wide CI; 95% Cl overlaps no effect (OR=1.0) and Cl fails to exclude important benefit or important harm.

h. Retrospective study.

i. Risk level not reported; mammography type and number of screening rounds not reported.

j. Retrospective study (n=2); study population is a select group of participants (one hospital in France).

k. All participants had breast cancer; risk level not reported; mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2) not
reported.

|. Wide Cls; outcome is a rare event.
m. Retrospective study (n=1); inadequate follow-up length for outcome to occur (n=1).
n. No overlap of 95% Cls; magnitude of statistical heterogeneity is high.

o. All participants had breast cancer (n=2); risk level not reported (n=2); used film and digital mammography (n=1); mammography type (n=1) and number of
screening rounds (n=2) not reported.

p. Retrospective study (n=2).

g. All participants had breast cancer (n=3); risk level not reported (n=3); used film and digital mammography (n=1); mammography type (n=2) and number of
screening rounds (n=1) not reported.

r. Retrospective study (n=1); study population is a select group of participants (two hospitals in Spain); inadequate follow-up length for outcome to occur (n=2).
s. All participants had breast cancer (n=1); risk level not reported (n=2); used film and digital mammography (n=1); mammography type (n=1) not reported.

t. Wide CI.

ClI: confidence interval; HR: hazard ratio; NR: not reported; PY: patient years; RD: risk difference; RR: risk ratio
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Table 1.4. Breast cancer specific mortality (population-based studies, long case
accrual)

Certainty assessment Ne of patients

Certainty Importance
e e Risk of bias | Inconsistency | Indirectness | Imprecision S i mammograph no screenin Relative Absolute
studies | design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer speC|ﬁ ¢ mortali |ty (a Il ages (follow-up: 11 years) (assessed with: age-standardised incidence per 100,000 women)

11 non- serious? not serious very seriouse none e  Screened: 23.3 10]0]0) CRITICAL
randomised seriousb e Non-screened: 26.3 Very low
study

Breast cancer specific mortality (age =75 years) (follow-up: range 6.8 to 11.2 years) (assessed with: n100,000 PY)

12 non- serious? not serious serious? seriouse none e Screened: 57.68 (95% Cl 54.25, 61.33) OO0 CRITICAL
ra"ggg}'fed e Non-screened: 71.78 (95% Cl 67.82, 75.97) Very low

Adjusted mortality rate ratio (95% Cl): 0.78 (0.71, 0.84)
(favours screening)

Breast cancer speciﬁ C morta I|ty (age 30-49 Y€E€a I’S) (follow-up: range 6.8 to 11.2 years) (assessed with: age-standardised incidence per 100,000 women or per 100,000
PY)

212 non- seriouse not serious very seriouse none Hubner: Age-standardised incidence per 100,000 women e&0O00O CRITICAL
randomised serious e  Screened: 10.7 Very low
studies

®  Non-screened: 12.3

Moller: Incidence per 100,000 PY (95% Cl)
e  Screened: 6.70 (6.07, 7.39)
®  Non-screened: 9.15 (8.38, 9.99)

e Adjusted mortality rate ratio (95% Cl): 0.72 (0.63, 0.82)
(favours screening)
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Certainty assessment Ne of patients
Certainty Importance

A Sy Risk of bias | Inconsistency | Indirectness | Imprecision ey mammograph no screenin EED GEETD
studies design y P considerations graphy 9 (95% ClI) (95% Cl)

Breast cancer SpECiﬁ ¢ mortal ity (age 50-69 yea rs) (follow-up: range 6.8 to 11.2 years) (assessed with: age-standardised incidence per 100,000 women or per 100,000
PY)

212 non- seriouse not serious very serious¢ none Hubner: Age-standardised incidence per 100,000 women -10]0]0) CRITICAL
randomised seriousf e  Screened: 47.1 Very low
studies

e  Non-screened: 60.9
Moller: Incidence per 100,000 PY (95% Cl)
e  Screened: 19.21 (17.96, 20.55)
Non-screened: 25.24 (23.69, 26.89)

Adjusted mortality rate ratio (95% Cl): 0.80 (0.73, 0.88)
(favours screening)

Breast cancer s pec ific mortal ity (a ge >70 Y€ea FS) (follow-up: 11 years) (assessed with: age-standardised incidence per 100,000 women)

11 non- serious? not serious very seriouse none e  Screened: 135.3 10]0]0) CRITICAL
randomised serious? e  Non-screened: 137.1 Very low
stud _
y e No apparent difference between groups.
Explanations:

a. Retrospective study.

b. All participants had breast cancer; risk level not reported; type of mammography, screening interval, and number of screening rounds not reported.
c. Outcome is a rare event.

d. All participants had breast cancer; risk level not reported; type of mammography not reported.

e. Retrospective study (n=2).

f. All participants had breast cancer (n=2); risk level not reported (n=2); type of mammography (n=2), screening interval (n=1), and number of screening rounds
(n=1) not reported.

Cl: confidence interval; PY: patient years; RR: risk ratio
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Table 1.5. Breast cancer specific mortality (case-control studies, short and long
case accrual)

Certainty assessment Ne of patients “
Certainty Importance

s Sy HSE] Inconsistency | Indirectness | Imprecision Sy mammograph no screenin ST GETD
studies | design bias Y P considerations graphny 9 (95% Cl) (95% Cl)

Breast cancer SpECiﬁC mortality (short case accrual; age 50-69 years) (duration of exposure: range 11 to 15 years) (assessed with: OR (no raw data
provided))

1 non- very not serious very very none 0.67 (95% Cl: 0.45, 1.00) (no discernable difference) eOO0O CRITICAL
randomised | serious? serious® serious® Very low
study

Breast cancer specific mortality (long case accrual; age 50-84 years) (duration of exposure: range 0 to 19.9 years) (assessed with: niN)

12 non- very not serious very not serious none Case event rate: 1,827/1907 (95.8%) 10]0]®) CRITICAL
randomised | serious¢ seriouse Very low
study Control event rate: 18,185/18,978 (95.8%)
Explanations:

a. Retrospective study; case definition based on record linkage.

b. Risk level not reported; mammography type, screening interval, and number of screening rounds not reported.

c. Wide CI; 95% CI overlaps no effect (OR=1.0) and Cl fails to exclude important benefit or important harm.

d. Retrospective study; case definition based on record linkage; potential for selection bias because data were restricted to women living in specific municipalities.
e. Risk level not reported; mammography type and number of screening rounds not reported.
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ClI: confidence interval; OR: odds ratio
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Table 2.1. All-cause mortality (cohort studies, short case accrual)

Certainty assessment Ne of patients

Ne of Study Risk of
studies design bias

All-cause mortal |ty (a [l ages) (follow-up: mean 3.9 years up to median 13.7 years) (assessed with: n/N)

Inconsistency

Indirectness | Imprecision

Other
considerations

mammography

no screening

Relative
(95% CI)

Absolute
(95% ClI)

Certainty

Importance

41234 non- very very serious® | very serious® serious? none 37194/761581 | 28473/567488 RR 0.54 23 fewer per -100]0) CRITICAL
randomised | serious2 (4.9%) (5.0%) (0.42 t0 0.68) 1,000 Very low
studies (from 29 fewer
to 16 fewer)
Statistics 35 fewer per
Canada (all 1,000 (from 44
ages): fewer to 24
76.2/1,000 fewer)
(7.6%)
All-cause mortality (age 70-74 Y€E€a I"S) (follow-up: median 13.7 years) (assessed with: n/N)
11 non- very not serious very serious’ [ not serious none 6645/17488 1365/2437 RR 0.68 179 fewer per [-10]0]®) CRITICAL
randomised | seriouse (38.0%) (56.0%) (0.651t00.71) 1,000 Very low
study (from 196 fewer
to 162 fewer)
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Absolute
(95% CI)

Other
considerations

Relative
(95% Cl)

Certainty assessment Ne of patients
Certainty Importance

Ne of Study Risk of Inconsistency | Indirectness | Imprecision mammograph: no screenin
studies design bias Y P graphy g

Statistics 60 fewer per
Canada (age 1,000 (from 66
70- fewer to 55
79):189.5/1,000 fewer)
(19.0%)

Certainty assessment Ne of patients
e - =6
mammography | no screening

Certainty Importance
Relative

considerations (95% Cl) (95% CI)

LA ST} R Inconsistenc Indirectness | Imprecision
studies design bias Y P

All-cause morta Iity (age >75 yea rs) (follow-up: median 5.7 to 10 years) (assessed with: n/N)

11 non- very not serious | very serious’ | not serious none 18427/26997 6492/7713 RR 0.81 160 fewerper | @OOO CRITICAL
randomised | seriouse (68.3%) (84.2%) (0.80 to 0.82) 1,000 Very low

study (from 168 fewer

to 152 fewer)

Statistics 36 fewer per

Canada (age 1,000 (from 38

70- fewer to 34
79):189.5/1,000 fewer)
(19.0%)
All-cause morta I|ty (age 50-68 yea I"S) (follow-up: mean 3.9 years) (assessed with: n/N)
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Certainty assessment Ne of patients

Ne of .
studies mammography | no screening
12

Study Risk of
design bias

Inconsistency

Indirectness | Imprecision

Other
considerations

Relative
(95% Cl)

Absolute
(95% CI)

Unclassified / Non classifié

Certainty

Importance

non- very not serious very not serious none 10311/701116 | 18113/546803 RR 0.44 19 fewer per 10]0]®) CRITICAL
randomised | serious? serioush (1.5%) (3.3%) (0.43 to 0.45) 1,000 Very low
study (from 19 fewer
to 18 fewer)
All-cause mortal |ty (age >70 yea rs) (follow-up: median 5.2 to 13.7 years) (assessed with: n/N)
213 non- very very seriousb | very seriousi | very serious? none 25154/44901 8618/11862 RR 0.57 312 fewerper | @OOO CRITICAL
randomised | serious' (56.0%) (72.7%) (0.35t0 0.93) 1,000 Very low
studies (from 472 fewer
to 51 fewer)
Statistics 81 fewer per
Canada (age 1,000 (from 123
70- fewerto 13
79):189.5/1,000 fewer)
(19.0%)
Explanations:

a. Retrospective study (n=4); study population is a select group of participants (n=1; sample of Medicare beneficiaries in the USA; unclear whether sample is
random); inadequate follow-up length for outcome to occur (n=1); did not correct for major confounding factors (n=1).

b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.
c. All participants had breast cancer (n=2); risk level not reported (n=4); mammography type (n=3), screening interval (n=1), and number of screening rounds not
reported (n=2).

d. Pooled estimate has wide CI.

e. Retrospective study; study population is a select group of participants (sample of Medicare beneficiaries in the USA; unclear whether sample is random).

f. Risk level not reported; mammography type not reported.

g. Retrospective study; inadequate follow-up length for outcome to occur.

h. Risk level not reported; number of screening rounds not reported.

i. Retrospective study (n=2); study population is a select group of participants (sample of Medicare beneficiaries in the USA; unclear whether sample is random);
did not correct for major confounding factors (n=1).

j. All participants had breast cancer (n=1); risk level not reported; mammography type (n=2), screening interval (n=1), and number of screening rounds (n=1) not
reported.
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CI: confidence interval; RR: risk ratio
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Table 2.2. All-cause mortality (cohort studies, short case accrual, screening
interval)

Certainty assessment Ne of patients
Certainty

Importance
Other

considerations

Absolute
(95% CI)

Relative

Inconsistency (95% CI)

mammography no screening

Ne of Study Risk of . -
. ; . Indirectness | Imprecision
studies design ED

All-cause mortality (screening interval <24 months) (age 40-79 years) (follow-up: median 10.5 years) (assessed with: n/N)

11 non- serious? not serious very not serious none 1729/15564 1742/8823 RR 0.56 87 fewer per 10]0]0) CRITICAL
randomised seriousb (11.1%) (19.7%) (0.53 t0 0.60) 1,000 Very low
study (from 93 fewer
to 79 fewer)
All-cause mortal |ty (SC reeni ng interval 224 month S) (all ages) (follow-up: mean 3.9 years up to median 13.7 years) (assessed with: n/N)
223 non- very very serious? very very serious' none 35383/745601 | 25970/556953 RR 0.57 20 fewer per -10]0]0) CRITICAL
randomised | seriousc seriouse (4.7%) (4.7%) (0.35t0 0.92) 1,000 Very low
studies (from 30 fewer
to 4 fewer)
Explanations:

a. Retrospective study.

b. All participants had breast cancer; risk level not reported; mammography type not reported; screening interval and number of rounds varied widely across
participants.

c. Retrospective study (n=2); study population is a select group of participants (n=1; sample of Medicare beneficiaries in the USA; unclear whether sample is
random); inadequate follow-up length for outcome to occur (n=1).

d. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.
e. Risk level not reported (n=2); mammography type (n=1) and number of screening rounds (n=1) not reported.

f. Pooled estimate has wide ClI.

Cl: confidence interval; RR: risk ratio
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Table 2.3. All-cause mortality (cohort studies, long case accrual)

Certainty assessment Ne of patients Effect
Certainty Importance
e Sy HSE] Inconsistency | Indirectness | Imprecision G mammograph no screenin Relte GETD
studies | design bias y P considerations grapny 9 (95% Cl) (95% Cl)

All-cause mortal |ty (a Il ages) (follow-up: median 4.7 years up to 10 years) (assessed with: n/N)

41234 non- very very seriousb | very seriouse | very serious? none 63/2369 264/3954 (6.7%) RR 0.33 45 fewer per 10]0]0) CRITICAL
randomised | serious? (2.7%) (0.21t0 0.51) 1,000 Very low
studies (from 53 fewer
to 33 fewer)
Statistics 51 fewer per
Canada (all 1,000 (from 60
ages):76.2/1,000 fewer to 37
(7.62%) fewer)

All-cause mortal |ty (age <39-70 Y€Ea I"S) (follow-up: median 4.7 to 5.2 years) (assessed with: n/N)
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Importance
Relative

mammography (95% Cl)

no screening (95% Cl)
0

Certainty assessment Ne of patients
Certainty
Ne of Study Risk of . . . Other Absolute
. ) ; Inconsistency | Indirectness | Imprecision ; .
studies design bias considerations
11

non- very not serious | very seriousf seriouss none 51274 (1.8%) | 62/858 (7.2%) RR0.25 54 fewer per o000 CRITICAL
randomised | seriouse (0.10to 0.62) 1,000 Very low
study (from 65 fewer
to 27 fewer)
All-cause morta I|ty (age 50-69 yea I"S) (follow-up: 10 years) (assessed with: n/N)
223 non- very not serious | very serious' | very seriousi none 25/1006 62/836 (7.4%) RR0.26 55 fewer per o000 CRITICAL
randomised | serious” (2.5%) (0.18 t0 0.39) 1,000 Very low
studies (from 61 fewer
to 45 fewer)

Certainty assessment Ne of patients “

Absolute
(95% ClI)

Certainty Importance

Relative

mammography (95% Cl)

no screening

Ne of Study Risk of . . - Other
. . ; Inconsistency | Indirectness | Imprecision : .
studies design bias considerations

All-cause mortality (age >50 years) (follow-up: 10 years) (assessed with: n/N)

14 non- very not serious | very serious' serious! none 25/1089 96/2260 (4.2%) RR 0.54 20 fewer per -100]0) CRITICAL
randomised | seriousk (2.3%) (0.351t0 0.83) 1,000 Very low
study (from 28 fewer
to 7 fewer)
Explanations:

a. Retrospective study (n=2); study population is a select group of participants (n=4; one hospital in Japan, two hospitals in Spain, and seven public hospitals in Singapore); inadequate follow-up
length for outcome to occur (n=2); ascertainment of exposure via self-report (interview or questionnaire) (n=2).

b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate).

Table 2.3: All-cause mortality (cohort studies, long case accrual)
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c. All participants had breast cancer (n=4); risk level not reported (n=2), no criteria provided for unscreened group (n=1), or participants included women of all risk levels (including high risk) (n=1);
used film and digital mammography (n=1) or mammography type not reported (n=3); screening interval (n=1) and number of screening rounds (n=2) not reported.

d. Pooled estimate has wide CI.

e. Retrospective study; study population is a select group of participants (one hospital in Japan); ascertainment of exposure by self-report (interview).

f. All participants had breast cancer; risk level not reported; mammography type, screening interval, and number of screening rounds not reported.

g. Single study with small sample size.

h. Study population is a select group of participants (n=2; two hospitals in Spain in each study); inadequate follow-up length for outcome to occur (n=1).

i. All participants had breast cancer; risk level not reported (n=1) or no criteria provided for unscreened group (n=1); used film and digital mammography (n=1) or mammography type not reported
(n=1).

j- Outcome is a rare event.

k. Retrospective study; study population is a select group of participants (seven public hospitals in Singapore); ascertainment of exposure by self-report (questionnaire).

. All participants had breast cancer patients; participants included women of all risk levels (including high risk); mammography type and number of screening rounds not reported.
Cl: confidence interval; RR: risk ratio
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Table 3.1. Radiotherapy (cohort studies, short case accrual)

Certainty assessment Ne of patients “
Certainty Importance

e Sy Risk of bias | Inconsistency | Indirectness | Imprecision Sy mammograph no screenin ST s
studies | design v P considerations grapny 9 (95% Cl) (95% Cl)

Radiothera Py (a Il ages) (follow-up: median 5.4 years up to mean 12.6 years; NR in 1 study) (assessed with: n/N)

3123 non- very serious® very serioust none 771/921 609/718 (84.8%) | RR1.00 | 0fewerper1,000 | OO0 CRITICAL
randomised |  serious? serious® (83.7%) (0.93101.08) | (from 59 fewer to Very low
studies 68 more)

Adj uvant radiothera Py on Iy (age 45-65 yea rs) (follow-up: median 5.4 years up to mean 12.6 years) (assessed with: n/N)

212 non- seriouse seriousf very very none 417/487 3741417 (89.7%) RR 0.98 18 fewer per o000 CRITICAL
randomised seriouss serioush (85.6%) (0.90t0 1.07) 1,000 Very low
studies (from 90 fewer to
63 more)

Radiotherapy (age 50-69 years) (folow-up: NR) (assessed with: niN)

13 non- very serious' [ not serious very very none 354/434 235/301 (78.1%) RR 1.04 31 more per o000 CRITICAL
randomised seriousik serioush (81.6%) (0.97 t0 1.13) 1,000 Very low
study (from 23 fewer to
101 more)
Explanations:

a. Retrospective study (n=3); ascertainment of exposure by self-report (questionnaire) (n=1).
b. Some overlap of 95% Cls; magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=3); study population is a select group of participants (n=3; one breast care centre in Munster, Germany and one institution
each in Hungary); HDI <0.9 (Hungary) (n=2); risk level not reported (n=3); type of mammography (n=1) and number of screening rounds (n=3) not reported.

d. 95% Cl overlaps no effect and Cl fails to exclude important benefit or important harm.
e. Retrospective study (n=2).
f. Direction of effect is not consistent; magnitude of statistical heterogeneity is moderate.
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g. All participants had breast cancer (n=2); study population is a select group of participants (n=2; one institution each); HDI <0.9 (n=2); risk level not reported
(n=2); number of screening rounds (n=2) not reported.

h. Small sample size; 95% CI overlaps no effect and Cl fails to exclude important benefit or important harm.
i. Retrospective study; ascertainment of exposure by self-report (questionnaire).

j. All participants had breast cancer; study population is a select group of participants (one breast care centre in Munster, Germany); risk level not reported;
mammography type and number of screening rounds not reported.

Cl: confidence interval; HDI: Human Development Index; NR: not reported; RR: risk ratio
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Table 3.2. Radiotherapy (cohort studies, long case accrual)

Certainty assessment Ne of patients “
Certainty Importance

— ity Risk of bias | Inconsistency | Indirectness | Imprecision iy mammograph no screenin IEAD ol
studies | design Y P considerations graphy 9 (95% CI) (95% Cl)

Radiothera Py (a Il a ges) (follow-up: median 4.2 years up to 10 years; NR in 2 studies) (assessed with: n/N (6 studies included in analysis; no raw data provided in 1 study?))

71234567 non- very very serious® very not serious? none 2609/3825 2319/3883 RR1.04 24 more per 1,000 [ OO0 CRITICAL
randomised |  serious? seriouse (68.2%) (59.7%) (0.97to 1.11) [ (from 18 fewer to Very low
studies 66 more)
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Certainty assessment Ne of patients “

Certainty Importance
LG ST Risk of bias | Inconsistency | Indirectness | Imprecision el mammograph no screenin EEID GEETD
studies design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Radiothera py (a Il ages (incI udi ng <40 yea rs)) (follow-up: median 4.2 to 4.6 years) (assessed with: n/N)

11 non- very not serious | very serious very none 181/301 209/359 (58.2%) RR1.03 17 more per 1,000 | OO0 CRITICAL
randomised |  seriouse seriouss (60.1%) (0.91t01.17) | (from 52 fewer to Very low
study 99 more)

Radiothera Py (age 40-49 Y€E€a I"S) (follow-up: NR) (assessed with: niN)

12 non- very not serious | very serious' very none 93/149 (62.4%) | 53/81 (65.4%) RR 0.95 33 fewer per o000 CRITICAL
randomised |  serioush seriousd (0.78 t0 1.17) 1,000 Very low
study (from 144 fewer to
111 more)

Radiothera Py (a ge 70-74 Y€E€a I"S) (follow-up: 8 years) (assessed with: standardised percentage)

13 non- serious! not serious very not serious none e Screened: 51.0% (95%Cl: 50.3-51.8) o000 CRITICAL
randomised seriousk e Not screened: 39.9% (95% Cl: 38.6, 41.3) Very low
study
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Certainty assessment Ne of patients “

Certainty Importance

A Sy Risk of bias | Inconsistency | Indirectness | Imprecision el mammograph no screenin EEID GEETD
studies design y P considerations graphy 9 (95% Cl) (95% CI)

Radiothera Py ( age 75-84 yea rs) (follow-up: 8 years) (assessed with: standardised percentage)

13 non- seriousi not serious very not serious none e Screened: 41.2% (95% Cl: 40.4-41.9) o000 CRITICAL
randomised seriousk e Notscreened: 31.9% (95% Cl: 30.7-33.1) Very low
study

Radiothera Py (age 50-69 Y€E€a I’S) (follow-up: mean 4.3 years up to 10 years; NR in 1 study) (assessed with: n/N)

3456 non- serious' seriousm very not serious none 1787/2286 865/1183 RR 1.08 58 more per 1,000 | OO0 CRITICAL
randomised serious” (78.2%) (73.1%) (1.01t0 1.16) (from 7 more to Very low
studies 117 more)

Radiothera Py (age >50 Y€e€a I'S) (follow-up: mean 10 years) (assessed with: n/N)

17 non- very not serious very serious? none 548/1089 1192/2260 RR 0.95 26 fewer per [100]®) CRITICAL
randomised serious® serious? (50.3%) (52.7%) (0.89 t0 1.02) 1,000 Very low
study (from 58 fewer to
11 more)

Adjuvant radiotherapy only (age 50-69 years in 2 studies; all ages in 1 study) (follow-up: mean 4.3 years up to median 4.6 years; NR in 1 study)

(assessed with: n/N)

3145 non- serious! serious’ very seriousd none 939/1206 634/920 (68.9%) RR1.08 55 more per 1,000 | OO0 CRITICAL
randomised seriouss (77.9%) (0.99t0 1.18) (from 7 fewer to Very low
studies 124 more)
Explanations:

a. Retrospective study (n=6); ascertainment of exposure by self-report (questionnaire) (n=1).
b. Some variability in point estimates; magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=6); study population was a select group of participants (n=6; one hospital in Australia, one institution in the USA; two
hospitals in Spain; seven public hospitals in Singapore; one academic cancer program in two cities in the USA; and four major public hospitals in Australia); risk
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level not reported (n=5) or participants included women of all risk levels (including high risk) (n=1); used film and digital mammography (n=1); mammography type
(n=5), screening interval (n=3), and number of screening rounds (n=6) not reported.

d. 95% Cl overlaps no effect (RR=1.0) (n=5) and Cl fails to exclude important benefit or important harm.
e. Retrospective study; unclear whether participants with recurrent cancer were excluded.

f. All participants had breast cancer; study population is a select group of participants (academic cancer programs in two cities in the USA); risk level not reported;
type of mammography, screening interval, and number of screening rounds not reported.

g. Small sample size; 95% Cl overlaps no effect and Cl fails to exclude important benefit or important harm.
h. Retrospective study; no description of ascertainment of exposure.

i. All participants had breast cancer; study population was a select group of participants (one institution in the USA); risk level not reported; used film (14% of
women) and digital mammography; screening interval and number of screening rounds not reported.

j. Retrospective study.

k. Risk level not reported; mammography type and number of screening rounds not reported.
|. Retrospective study (n=2).

m. Magnitude of statistical heterogeneity is high.

n. All participants had breast cancer (n=3); study population is a select group of participants (n=3; one hospital in Australia, two hospitals in Spain, and four major
public hospitals in Australia); and one study population was somewhat representative (subset of patients treated at four major public hospitals); risk level not
reported (n=2) or no criteria provided for risk in unscreened group (n=1); mammography type (n=3), screening interval (n=1), and number of screening rounds
(n=2) not reported.

0. Retrospective study; ascertainment of exposure by self-report (questionnaire).

p. All participants had breast cancer; study population is a select group of participants (seven public hospitals in Singapore); participants included women of all risk
levels (including high risk); mammography type and number of screening rounds not reported.

g. 95% Cl overlaps no effect and Cl fails to exclude important benefit or important harm.
r. Some overlap of 95% Cls; magnitude of statistical heterogeneity is high.

s. All participants had breast cancer (n=3); study population is a select group of participants (n=3; one hospital in Australia, two hospitals in Spain, and an
academic cancer program in the USA); risk level not reported (n=2) or no criteria provided for risk level in the unscreened group (n=1); mammography type (n=3),
screening interval (n=2), and number of screening rounds (n=2) not reported.

Cl: confidence interval; NR: not reported; RR: risk ratio
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Table 4.1. Chemotherapy (cohort studies, short case accrual)

G ALY el Inconsistency | Indirectness | Imprecision el mammograph no screenin
studies design ES Y P considerations graphy 9

Chemothera 0}V (a Il a ges) (follow-up: median 5.4 years up to mean 12.6 years; NR in 1 study) (assessed with: n/N)

Certainty assessment

Ne of patients

Relative
(95% CI)

Absolute
(95% CI)

Certainty

Importance

3123 non- very serious® very serious® | serious? none 413/921 397/718 (55.3%) RR 0.82 100 fewer per eO00 CRITICAL
randomised | serious? (44.8%) (0.67 t0 0.99) 1,000 Very low
studies (from 182 fewer to
6 fewer)
Adj uvant chemothera Py on Iy (age 45-65 Y€E€a I'S) (follow-up: median 5.4 years up to mean 12.6 years) (assessed with: n/N)
212 non- very very serious very very none 230/487 238/417 (57.1%) RR 0.83 97 fewer per aeO00O CRITICAL
randomised | serious® seriouss serioush (47.2%) (0.59t0 1.18) 1,000 Very low
studies (from 234 fewer to
103 more)
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Certainty assessment Ne of patients “

Ne of Study Risk of
studies design ES

Chemotherapy (age 50-69 years) (follow-up: NR) (assessed with: n/N)

Inconsistency

Other
considerations

mammography

no screening

Relative
(95% CI)

Absolute
(95% CI)

Unclassified / Non classifié

Certainty

Importance

13 non- very not serious | very serious’ seriousk none 183/434 159/301 (52.8%) RR 0.80 106 fewer per eOO0O CRITICAL
randomised | seriousi (42.2%) (0.68 to 0.93) 1,000 Very low
study (from 169 fewer to
37 fewer)
Explanations:

a. Retrospective study (n=3); study population is a select group of participants (n=3; one breast care centre in Munster, Germany and two institution in Hungary);
ascertainment of exposure by self-report (questionnaire with 64% participation rate) (n=1).

b. Magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=3); HDI <0.9 (Hungary) (n=2); risk level not reported (n=3); mammography type (n=1) and number of screening rounds
(n=3) not reported.

d. Small sample size.

e. Retrospective study (n=2); study population is a select group of participants (n=2; single institutions in Hungary).

f. Direction of the effect is not consistent; magnitude of statistical heterogeneity is high.

g. All participants had breast cancer (n=2); HDI <0.9 (Hungary) (n=2); risk level not reported (n=2); number of screening rounds not reported (n=2).
h. Small sample size; 95% CI overlaps no effect (RR=1.0) and CI fails to exclude important benefit or important harm.

i. Retrospective study; study population is a select group of participants (one breast care centre in Munster, Germany); ascertainment of exposure by self-report
(questionnaire with 64% participation rate).

j. All participants had breast cancer; risk level not reported; mammography type and number of screening rounds not reported.
k. Single study with small sample size.
Cl: confidence interval; HDI: Human Development Index; NR: not reported; RR: risk ratio
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Table 4.2. Chemotherapy (cohort studies, long case accrual)

Certainty assessment Ne of patients “

Certainty Importance
126 Study design Risk of bias Inconsistenc Indirectness Imprecision Other considerations mammograph no screenin Relallye pLsoute
studies y deslg ¥ P graphy 9 (95% Cl) (95% Cl)

Chemothera 0}V (a Il a ges) (follow-up: median 4.2 up to 10 years; NR in 2 studies) (assessed with: n/N (7 studies included in analysis; (no raw data provided in 1 study?))

812345678 non- very very very not serious none 1725/4400 2863/5100 RR0.69 174 fewer per eOO0O CRITICAL
randomised [  serious? serious® serious® (39.2%) (56.1%) (0.60 to 0.79) 1,000 Very low
studies (from 225 fewer to
118 fewer)

Chemothera Py (age 40-49 yea rs) (follow-up: NR) (assessed with: n/N)

11 non- very not serious very very seriousf none 65/149 53/81 (65.4%) RR 0.67 216 fewer per eO00O CRITICAL
randomised |  serious? seriouse (43.6%) (0.52 t0 0.85) 1,000 Very low
study (from 314 fewer to
98 fewer)

Chemothera Py (age 70-74 yea rs) (follow-up: 8 years) (assessed with: standardised percentage (no raw data provided))

12 non- serious? not serious very not serious none Percentage (95% Cl): e0O00O CRITICAL
randomised serious" e Screened: 15.2% (14.7%, 15.8%) Very low
study

®  Non-screened: 21.1% (20.0%, 22.1%)
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Certainty assessment Ne of patients “
Ne of . . .
Study design Risk of bias

Inconsistency

Indirectness Imprecision

Other considerations

mammography no screening

Relative
(95% Cl)

Chemothera 0}V (age 75-84 yea rs) (follow-up: 8 years) (assessed with: standardised percentage (no raw data provided))

Absolute
(95% Cl)

Unclassified / Non classifié

Certainty

Importance

12

non-
randomised
study

seriousd

not serious

very
serioush

not serious

none

Percentage (95% Cl):

®  Screened: 8.6% (8.3%, 9.1%)

®  Non-screened: 11.5% (10.6%, 12.3%)

®0O00
Very low

CRITICAL

Certainty assessment Ne of patients “
e

Ne of . . :
Study design | Risk of bias

Chemothera Py (a ge <39-70 yea I'S) (follow-up: median 4.7 to 5.2 years) (assessed with: n/N)

Inconsistency

Indirectness Imprecision

Other considerations

Relative
(95% Cl)

Absolute
(95% CI)

Certainty

Importance

13 non- very serious' | not serious | very serious’ seriousk none 87/274 437/858 RR 0.62 194 fewer per 10]0]0) CRITICAL
randomised (31.8%) (50.9%) (0.52 0 0.75) 1,000 Very low
study (from 244 fewer to
127 fewer)
Chemothera Py (age 50-69 yea rs) (follow-up: mean 4.3 up to 10 years; NR in 1 study) (assessed with: n/N)
3456 non- very serious' | not serious very not serious none 741/2286 654/1183 RR 0.61 216 fewer per 100]0) CRITICAL
randomised seriousm (32.4%) (55.3%) (0.56 to 0.66) 1,000 Very low
studies (from 243 fewer to
188 fewer)
Chemothera Py (a [gE >50 yea rs) (follow-up: up to 10 years) (assessed with: n/N)
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Certainty assessment Ne of patients
Certainty Importance
gesm; ?;;Zlgtg
non- very not serious very not serious none 548/1089 1192/2260 RR 0.92 42 fewer per 10]0]0) CRITICAL
randomised |  serious” serious® (50.3%) (52.7%) (0.86 t0 0.97) 1,000 Very low
study (from 74 fewer to
16 fewer)

Neoadjuva nt chemothera py onIy (age 50-69) (follow-up: median 4.2 to 4.6 years) (assessed with: n/N)

18 non- very not serious very very none 181/301 209/359 RR 1.01 6 more per 1,000 | #OOO CRITICAL
randomised |  seriousP seriousd seriousk (60.1%) (58.2%) (0.88t0 1.14) [ (from 70 fewer to Very low
study 82 more)

Adj uvant chemothera Py on Iy ( all a ges) (follow-up: mean 4.3 years; NR in 1 study) (assessed with: n/N)

3458 non- very serious’ very very serioust very none 540/1206 560/920 RR0.76 146 fewer per eOO0O CRITICAL
randomised seriouss serioust (44.8%) (60.9%) (0.47 t0 1.23) 1,000 Very low
studies (from 323 fewer to
140 more)
Explanations:

a. Retrospective study (n=7); study population is a select group of participants (n=7; one institution in the USA; cancer program in two cities in the USA; one
hospital each in Australia and Japan; two hospitals in Spain; seven public hospitals in Singapore; four major public hospitals in Australia); ascertainment of
exposure by self-report (interview or questionnaire) (n=2); no description of ascertainment of screening exposure (n=1); length of follow-up in the non-screened
group was unclear (n=1).

b. Point estimates vary widely; insufficient overlap between Cls (not all Cls overlap with at least one point estimate); magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=7); risk level not reported (n=6); used film (14% of women) and digital mammography (n=1); mammography type (n=7) not
reported; screening interval (n=4) and number of screening rounds (n=7) not reported.

d. Retrospective study; study population is a select group of participants (one institution in the USA); no description of ascertainment of screening exposure; length
of follow-up in the non-screened group was unclear.

e. All participants had breast cancer; risk level not reported; used film (14% of women) and digital mammography; screening interval and number of screening
rounds not reported.

f. Single study with small sample size; wide ClI.
g. Retrospective study.
h. Risk level not reported; mammography type and number of screening rounds not reported.
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i. Retrospective study, study population is a select group of participants (one hospital in Japan); ascertainment of exposure by self-report (interview).
j. All participants had breast cancer; risk level not reported; mammography type, screening interval, and number of screening rounds not reported.
k. Single study with small sample size; wide Cl; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

I. Retrospective study (n=2); study population is a select group of participants (n=3; one hospital in Australia, two hospitals in Spain, and four major public hospitals
in Australia).

m. All participants had breast cancer; risk level not reported (n=2); mammography type (n=3), screening interval (n=1), and number of screening rounds (n=2) not
reported.

n. Retrospective study; all participants had breast cancer; study population is a select group of participants (seven hospitals in Singapore); ascertainment of
exposure by self-report (questionnaire).

o. All participants had breast cancer; participants included women of all risk levels (including high risk); mammography type and number of screening rounds not
reported.

p. Retrospective study; study population is a select group of participants (academic cancer programs in two cities in the USA); no demonstration that the outcome
was not present at the start of the study.

g. All participants had breast cancer; risk level not reported; type of mammography, screening interval, and number of screening rounds not reported.

r. Retrospective study (n=2); study population is a select group of participants (n=3; cancer program in two cities in the USA, one hospital in Australia, and two
hospitals in Spain).

s. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

t. All participants had breast cancer (n=3); risk level not reported (n=2); mammography type (n=3), screening interval (n=1), and number of screening rounds (n=2)
not reported.

u. Wide confidence interval around effect estimate; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.
Cl: confidence interval; NR: not reported; RR: risk ratio
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Table 5.1: Breast surgery (cohort studies, short case accrual)

Certainty assessment Ne of patients Effect

_ Certainty Importance
LG ST Risk of bias | Inconsistency | Indirectness | Imprecision oliey mammograph no screenin EED GEETD
studies design y P considerations graphy 9 (95% ClI) (95% Cl)

All types of breast su rgery (a Il ages) (follow-up: median 5.4 years up to mean 12.6 years; NR in 1 study) (assessed with: n/N)

3123 non- very serious? |  not serious very serious® none 788/921 610/718 (85.0%) RR 1.02 17 more per o000 CRITICAL
randomised serious® (85.6%) (0.98 to 1.05) 1,000 Very low
studies (from 17 fewer to
42 more)

All types of breast surgery (age 50-69 years) (follow-up: NR) (assessed with: n/N)

11 non- very serious? | not serious very seriousf none 303/434 197/301 (65.4%) RR1.07 46 more per 10]0]0) CRITICAL
randomised seriouse (69.8%) (0.96 to 1.18) 1,000 Very low
study (from 26 fewer to
118 more)

Breast conservin g surgery (a [l ages) (follow-up: median 5.4 years up to mean 12.6 years; NR in 1 study) (assessed with: n/N)
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Certainty assessment Ne of patients

Neof | Study | pick of bias
studies design

Inconsistency

Other
considerations

mammography

no screening

Relative
(95% Cl)

Absolute
(95% CI)

Unclassified / Non classifié

Certainty

Importance

3123 non- very serious? | not serious very serious® none 657/921 493/718 (68.7%) RR1.05 34 more per 10]0]0) CRITICAL
randomised serious® (71.3%) (0.98t01.12) 1,000 Very low
studies (from 14 fewer to
82 more)
Mastecto my (age 45-65 yea rs) (follow-up: median 5.4 years up to mean 12.6 years) (assessed with: n/N )
223 non- very seriousd | not serious very serious’ none 131/487 117/417 (28.1%) RR 0.90 28 fewer per +10]0]0) CRITICAL
randomised serioush (26.9%) (0.73t0 1.12) 1,000 Very low
studies (from 76 fewer to
34 more)
Explanations:

a. Retrospective study (n=3); study populations is a select group of participants (n=3; one breast care centre in Munster, Germany and one institution each in
Hungary; ascertainment of exposure by self-report (participation rate 64%) (n=1).

b. All participants had breast cancer (n=3); HDI <0.9 (Hungary) (n=2); risk level of participants not reported (n=3); mammography type not reported (n=1) and
number of screening rounds (n=3) not reported.

c. 95% Cl overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

d. Retrospective study; study population is a select group of participants (one breast care centre in Munster, Germany); ascertainment of exposure by
questionnaire (participation rate 64%).

e. All participants had breast cancer; risk level not reported; mammography type and number of screening rounds not reported.

f. Single study with small sample size; wide CI.

g. Retrospective study (n=2); study population is a select group of participants (n=2; one institution each in Hungary).

h. All participants had breast cancer (n=2); HDI <0.9 (Hungary) (n=2); risk level (n=2) and number of screening rounds (n=2) not reported.
i. 95% Cl overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm; small sample size and wide CI.

ClI: confidence interval; HDI: Human Development Index; NR: not reported; RR: risk ratio

References

1. Braun B, Kurosinski MA, Khil L, Tio J, Krause-Bergmann B, Hense HW. The mode of detection is not associated with quality of life in
women with breast cancer. Breast Care (Basel) 2020;15(5):498-505.

Table 6.1: Surgical management of axilla (cohort studies, short case accrual) 77



Unclassified / Non classifié

2. Ujhelyi M, Pukancsik D, Kelemen P, Kovacs E, Kenessey I, Udvarhelyi N, Bak M, Kovacs T, Matrai Z. Does breast screening offer a
survival benefit? A retrospective comparative study of oncological outcomes of screen-detected and symptomatic early stage breast cancer
cases. Eur | Surg Oncol 2016;42(12):1814-20.

3. Varga Z, Balog K, Seb6 E, Arkosy P, Téth D. Beyond a decade: a comparative study of 15-year survival rates in screen-detected vs.
symptomatic breast cancer patients in Hungary. Ir | Med S¢i 2023;193(1):57-63.

Table 5.2: Breast surgery (cohort studies, long case accrual)

Ne of Study Risk of
studies design bias

Certainty assessment

Inconsistency

Indirectness | Imprecision

Other
considerations

mammography

no screening

Relative
(95% ClI)

Absolute
(95% ClI)

-

All types of breast su rgery (a Il ages) (follow-up: mean 2.9 years up to 10 years; NR in 2 studies) (assessed with: n/N; 7 studies included in analysis (no raw data in 1 study’; no
variability between groups in 1 study)) !

0123456789

non-
randomised
studies

very
seriousa

very serious®

very
seriouse

serious?

none

3320/3747
(88.8%)

4257/4616
(92.2%)

RR 1.01
(1.00 10 1.03)

9 more per
1,000
(from 0 fewer to
28 more)

®000
Very low

CRITICAL

All types of breast su rgery (age 50-69 yea rs) (follow-up: mean 2.9 years up to 10 years; NR in 1 study) (assessed with: n/N; (3 studies included in analysis (no variability
between groups in 1 study))!

41234 non- very very seriousf very serious? none 237812674 1386/1576 RR 1.02 18 more per [-100]@) CRITICAL
randomised | seriouse serious? (88.9%) (87.9%) (0.99 to 1.06) 1,000 Very low
studies (from 9 fewer to
53 more)
All types of breast surgery (age =50 years) (follow-up: <10 years) (assessed with: n/N)
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Certainty assessment Ne of patients “

Certainty Importance
- LT LG Inconsistency | Indirectness | Imprecision Sy mammograph no screenin R dhsohie
studies design LIES y P considerations graphy 9 (95% Cl) (95% CI)

15

non- very not serious | very serious' | not serious none 1084/1089 2239/2260 RR1.00 0 fewer per 100]0) CRITICAL
randomised | serioush (99.5%) (99.1%) (1.00 to 1.01) 1,000 Very low
study (from 0 fewer to
10 more)

Breast conservi ng surgery (a [l ages) (follow-up: mean 1.3 years up to 10 years; NR in 1 study) (assessed with: n/N; 6 studies included in analysis (no raw data in 1 study?))

71234789 non- very very serious® very very none 2374/3005 15912717 RR1.19 111 more per o000 CRITICAL
randomised | seriousi seriousk serious? (79.0%) (58.6%) (0.93t0 1.52) 1,000 Very low
studies (from 41 fewer to
304 more)

Certainty assessment Ne of patients “

Certainty Importance
LG ST HEE Inconsistency | Indirectness | Imprecision oliey mammograph no screenin Rt G
studies design bias ¥ P considerations grapny 9 (95% Cl) (95% Cl)

Breast conservin g surgery (age 70-74 yea I"S) (follow-up: 8 years) (assessed with: percentage)

17 non- serious' | not serious very not serious none Standardised percentage (95% Cl): 000 CRITICAL
randomised serious™ e Screened: 52.6% (51.8%, 53.4%) Very low
study e Non-screened: 36.5% (35.2, 38.0%)

Breast conservi ng surgery (age >75 Y€E€a I"S) (follow-up: median 1.3 years up to 8 years) (assessed with: percentage or n/N)
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Certainty assessment Ne of patients “
Certainty Importance
o 1L LG Inconsistency | Indirectness | Imprecision e mammograph no screenin L) Aksolte
studies design LIES y P considerations graphy 9 (95% CI) (95% ClI)
279

non- very not serious very not serious none Garcia-Albeniz: Standardised percentage (95% Cl) (lumpectomy) 10]0]®) CRITICAL
randomised | serious" serious° e Screened: 48.8% (47.9%, 49.5%) Very low
studies e Non-screened: 32.6% (31.5%, 33.8%)

llenko (lumpectomy plus sentinel lymphadenectomy):
Screened: 14/57 (24.6%)

Non-screened: 145/283 (51.2%)

RR (95% Cl): 0.48 (0.30, 0.77)

Absolute effect (95% Cl): 266 fewer per 1,000 (from 359
fewer to 118 fewer)

Breast conserving surgery (age £39-70 years) (follow-up: median 5.1 years) (assessed with: niN)

18 non- very not serious very serious’ none 209/274 (76.3%) 463/858 RR1.41 221 more per o000 CRITICAL
randomised | serious? seriousd (54.0%) (1.29 to 1.55) 1,000 Very low
study (from 156 more
to 297 more)

Mastecto my (a Il ages) (follow-up: mean 2.9 years to 5.8 years; NR in 2 studies) (assessed with: n/N)

6123689 non- very very serious® | very serioust very none 378/1881 885/2225 RR 0.68 127 fewer per -100]0) CRITICAL
randomised | seriouss serioust (20.1%) (39.8%) (0.33t0 1.38) 1,000 Very low
studies (from 266 fewer

to 151 more)
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Ne of Study Risk of
studies design bias

Mastectomy (age 40-49 years) (follow-up: NR) (assessed with: niN)

Certainty assessment

Inconsistency

Indirectness | Imprecision

Other
considerations

o patients “
—

Absolute
(95% Cl)

Relative
(95% Cl)

Unclassified / Non classifié

Certainty

Importance

16 non- very not serious very serious’ none 45/149 (30.2%) | 39/81 (48.1%) RR 0.63 178 fewer per o000 CRITICAL
randomised | serious¥ serious¥ (0.45t0 0.87) 1,000 Very low
study (from 265 fewer
to 63 fewer)
Mastecto my (age 70-74 yea rs) (follow-up: 8 years) (assessed with: percentage)
17 non- serious! not serious very not serious none Standardised percentage (95% Cl): o000 CRITICAL
randomised serious™ Simple mastectomy: Very low
study e Screened: 11.3% (10.8,% 11.8%)
®  Non-screened: 10.4% (9.5%, 11.3%)
Radical mastectomy:
e  Screened: 13.9% (13.4%, 14.5%)
®  Non-screened: 18.2% (17.0%, 19.4%)
Mastecto my (a [2E 275 yea rs) (follow-up: median 1.3 years up to 8 years) (assessed with: percentage or n/N)
219 non- very not serious very not serious none Garcia-Albeniz: Standardised percentage (95% Cl) Simple mastectomy: 10]0]®) CRITICAL
randomised | serious” serious° e Screened: 10.8% (10.3,% 11.2%) Very low
et e Non-screened: 10.1% (9.4%, 10.9%)
Radical mastectomy:
®  Screened: 14.2% (13.7%, 14.6%)
®  Non-screened: 17.0% (16.0%, 17.9%)
llenko:
®  Screened: 41/57 (71.9%)
®  Non-screened: 50/283 (17.7%)
®  RR(95% Cl): 4.07 (3.02, 5.49)
®  Absolute effect (95% Cl): 542 more per 1,000 (from 357
more to 793 more)
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o patients “
Certainty Importance

Certainty assessment

Absolute
(95% Cl)

Relative
(95% Cl)

LG ST B3 Inconsistency | Indirectness | Imprecision oliey mammograph no screenin
studies design bias ¥ P considerations grapny 9

Mastectomy (age <39-70 yea rs) (follow-up: median 5.1 years) (assessed with: n/N)

18 non- very not serious very serious’ none 65/274 (23.7%) 393/858 RR 0.52 220 fewer per o000 CRITICAL
randomised | seriousp serious? (45.8%) (0.41 to 0.65) 1,000 Very low
study (from 270 fewer
to 160 fewer)
Explanations:

a. Retrospective study (n=7); study population is a select group of participants (n=8; one hospital each in Australia, France, and Japan; one institution in the USA;
two hospitals in Spain; seven public hospitals in Singapore; and four major public hospitals in Australia); ascertainment of exposure by self -report (interview or
questionnaire) (n=2) or not reported (n=1); study did not correct for major confounding factors (n-1).

b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); direction of the effect is not consistent;
magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=8); all participants =75 years of age (n=1); participants included women of all risk levels (including high risk) (n=1) or risk
level not reported (n=8); used film and digital mammography (n=2); mammography type (n=7), screening interval (n=4), and number of screening rounds (n=7) not
reported.

d. 95% ClI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

e. Retrospective study (n=2); study population is a select group of participants (n=4; one hospital in Australia, two hospitals each in Spain, and four major public
hospitals in Australia).

f. Insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

g. All participants had breast cancer; used film and digital mammography (n=1); risk level not reported (n=3); mammography type (n=3), screening interval (n=1),
and number of screening rounds (n=2) not reported.

h. Retrospective study; study population is a select group of participants (seven public hospitals in Singapore); ascertainment of exposure by self-report
(questionnaire).

i. All participants had breast cancer; participants included women of all risk levels (including high risk); mammography type and number of screening rounds not
reported.

j. Retrospective study (n=5); study population is a select group of participants (n=6; one hospital each in Australia, France, and Japan, two hospitals each in Spain,
and four major public hospitals in Australia); ascertainment of exposure by self-report (interview) (n=1); study did not correct for major confounding factors (n=1).

k. All participants had breast cancer (n=6); all participants =75 years (n=1); risk level not reported (n=6); used film (14% of women) and digital mammography
(n=1); mammography type (n=6), screening interval (n=3), and number of screening rounds (n=5) not reported.

|. Retrospective study.
m. Risk level not reported; mammography type and number of screening rounds not reported.
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n. Retrospective study (n=2); study population is a select group of participants (n=1; one hospital in France); study did not correct for major confounding factors
(n=1).

o. All participants had breast cancer (n=1); risk level not reported (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2)
not reported.

p. Retrospective study; study population is a select group of participants (one hospital in Japan); ascertainment of exposure by self-report (interview).

g. All participants had breast cancer; risk level not reported; mammography type, screening interval, and number of screening rounds not reported.

r. Single study with small sample size; wide CI.

s. Retrospective study (n=4); study population is a select group of participants (n=6; one hospital each in Australia, France, and Japan, two hospitals in Spain, and
one institution in the USA); ascertainment of exposure by self-report (interview or questionnaire) (n=2); study did not correct for major confounding factors (n=1).

t. All participants had breast cancer; included participants 275 years (n=1); risk level not reported (n=5); used film and digital mammography (n=2); mammography
type (n=4), screening interval (n=3), and number of screening rounds (n=4) not reported.

u. 95% ClI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm; one extreme outlier (llenko).
v. Retrospective study; study population is a select group of participants (one institution in USA); no description of ascertainment of exposure.

w. All participants had breast cancer; risk level not reported; used film mammography (14% of women) and digital mammography; screening interval and number
of screening rounds not reported.

ClI: confidence interval; NR: not reported; RR: risk ratio
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Table 6.1: Surgical management of axilla (cohort studies, short case accrual)

Certainty assessment Ne of patients

Certainty Importance
Absolute

(95% Cl)

Relative
(95% CI)

A Sy Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin
studies design ¥ P considerations graphy 9

Sentinel Iymph node biOpSV (age 45-65 years) (follow-up: mean 12.6 years) (assessed with: n/N)

11 non- very not serious very very serious® none 18/208 (8.7%) | 6/101 (5.9%) RR 1.46 27 more per o000 CRITICAL
randomised |  serious? serious® (0.60 to 3.56) 1,000 Very low
study (from 24 fewer to
152 more)
Su rgery on axilla (age 45-65 yea rs) (follow-up: mean 12.6 years) (assessed with: n/N)
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Certainty assessment Ne of patients “
Certainty Importance

A Sy Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin EEID G
studies design y P considerations graphy 9 (95% Cl) (95% ClI)

non- very not serious very serious¢ none 190/208 95/101 (94.1%) RR0.97 28 fewer per -100]0) CRITICAL
randomised |  serious? serious® (91.3%) (0.91to0 1.04) 1,000 Very low
study (from 85 fewer to
38 more)
Explanations:

a. Retrospective study; study population is select group of participants (one institution in Hungary).

b. All participants had breast cancer; HDI index <0.9 (Hungary); risk level and number of screening rounds not reported.

c. Single study with small sample size; wide Cl; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.
d. Single study with small sample size; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

Cl: confidence interval; HDI: Human Development Index; RR: risk ratio
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Table 6.2: Surgical management of axilla (cohort studies, long case accrual)

Certainty assessment Ne of patients “
Certainty Importance

e S Risk of bias | Inconsistency | Indirectness | Imprecision S mammograph no screenin LR ol
studies | design Y P considerations graphy 9 (95% Cl) (95% Cl)

Sentinel Iymph node blopsy (age <39to 70 Y€Ea rs) (follow-up: mean 4.3 years up to median 5.1 years; NR in 1 study) (assessed with: n/N)

3123 non- very not serious very not serious none 897/1179 746/1419 RR 1.44 231 more per [-10]0]®) CRITICAL
randomised |  seriousa serious? (76.1%) (52.6%) (1.35t0 1.54) 1,000 Very low
studies (from 184 more to
284 more)

Sentinel lymph node biopsy and/or axillary lymph node dissection (age <39 to 70 years) (follow-up: median 5.1 years) (assessed with:
niN)

1 non- very not serious very serious® none 270/274 833/858 (97.1%) RR 1.01 10 more per o000 CRITICAL
randomised |  seriousc seriouse (98.5%) (1.00 to 1.03) 1,000 Very low
study (from 0 fewer to 29
more)

Su rgery on axilla (a Ila ges) (follow-up: mean 2.9 years up to median 5.2 years; NR in 1 study) (assessed with: n/N (3 studies included in analysis; no raw data provided in 1 study*))

41234 non- very serious’ | very serious? very serious! none 1036/1179 1187/1419 RR1.15 125 more per -100]0) CRITICAL
randomised serious” (87.9%) (83.7%) (1.00 to 1.31) 1,000 Very low
studies (from 0 fewer to
259 more)

Su rgery on axilla a nd/o r mastectomy (age 275 yea I’S) (follow-up: mean 3.1 years) (assessed with: no raw data provided)

14 non- very serious | not serious very not serious none . Included in Invasive surgery (mastectomy and/or axillary eO00O CRITICAL
randomised serious¢ dissection) outcome. Very low
study

e Study noted that the outcome favoured screening (p<0.05).
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Certainty assessment Ne of patients “
Certainty Importance

e Sy Risk of bias | Inconsistency | Indirectness | Imprecision iy mammograph no screenin Ret s
studies | design ¥ P considerations grapny 9 (95% Cl) (95% Cl)

Su rgery on axilla (age <39to0 70 yea I"S) (follow-up: median 5.1 years; NR in 1 study) (assessed with: n/N)

213 non- very not serious very serious™ none 139/669 441/1025 RR0.52 207 fewer per o000 CRITICAL
randomised |  seriousk serious' (20.8%) (43.0%) (0.44 t0 0.62) 1,000 Very low
studies (from 241 fewer to
163 fewer)

Su rgery on axilla (age 50-69 Y€E€a rs) (follow-up: mean 4.3 years; NR in 1 study) (assessed with: n/N)

223 non- very very seriouss very very serious? none 766/905 354/561 (63.1%) RR 1.24 151 more per o000 CRITICAL
randomised |  serious” serious® (84.6%) (0.88 t0 1.75) 1,000 Very low
studies (from 76 fewer to
473 more)
Explanations:

a. Retrospective study (n=2); study population is a select group of participants (n=3; one hospital each in Australia and Japan and two hospitals in Spain);
ascertainment of exposure by self-report (interview) (n=1).

b. All participants had breast cancer (n=3); risk level not reported (n=3); mammography type (n=3), screening interval (n=1), and number of screening rounds (n=2)
not reported.

c. Retrospective study; study population is a select group of participants (one hospital in Japan); ascertainment of exposure by self-report (interview).
d. All participants had breast cancer; risk level not reported; mammography type, screening interval, and number of screening rounds not reported.
e. 95% Cl overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

f. Retrospective study (n=3); study population is a select group of participants (n=4; one hospital in Australia, France, and Japan and two hospitals in Spain);
ascertainment of exposure by self-report (interview) (n=1); study did not correct for major confounding factors (n=1).

g. Point estimates vary widely; insufficient overlap between Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

h. All participants had breast cancer (n=3); risk level not reported (n=3); mammography type (n=4), screening interval (n=2), and number of screening rounds (n=3)
not reported.

i. Wide CI; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

j. Retrospective study; all participants had breast cancer; study population is a select group of participants (one hospital in France); study did not correct for major
confounding factors.
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Unclassified / Non classifié

k. Retrospective study (n=2); study population is a select group of participants (n=2; one hospital each in Australia and Japan); ascertainment of exposure by self-
report (interview) (n=1).

I. All participants had breast cancer (n=2); risk level not reported (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2)
not reported.

m. Small sample size and wide CI.

n. Retrospective study (n=1); study population is a select group of participants (n=2; one hospital in Australia and two hospitals in Spain).

o. All participants had breast cancer (n=2); risk level not reported (n=2); mammography type (n=2) and number of screening rounds (n=1) not reported.
p. Small sample size and wide Cl; 95% CI overlaps no effect (RR=1.0) and Cl fails to exclude important benefit or important harm.

Cl: confidence interval; NR: not reported; RR: risk ratio
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Table 7.1: Stage of cancer (cohort studies, short case accrual)

Certainty assessment Ne of patients “
e

Neof | Study 1 pick of bias
studies design

Breast cancer stagi ng, stage [l (age 70-74 Y€e€a rs) (follow-up: median 13.7 years) (assessed with: cumulative incidence rate per 100 women)

Inconsistency

Indirectness | Imprecision

Other
considerations

Relative
(95% CI)

Absolute
(95% CI)

Unclassified / Non classifié

-

11 non- very not serious very serious¢ none Localised invasive, adjusted cumulative incidence per 100 women (95% o000 CRITICAL
randomised seriousa serious? Cl): Very low
study e  Screened: 3.84 (3.58, 4.11)
®  Non-screened: 2.56 (2.05, 3.20)
Breast cancer stagi ng, stage Il (age 75-84 yea FS) (follow-up: median 10 years) (assessed with: cumulative incidence rate per 100 women)
11 non- very not serious very seriouse none Localised invasive, adjusted cumulative incidence per 100 women (95% OO0 CRITICAL
randomised |  serious? serious® Cl): Very low
study e  Screened: 3.15 (2.95, 3.38)

e  Non-screened: 1.50 (1.21, 1.86)

Breast cancer stagi ng, stagell a nd higher (a Il ages) (follow-up: median 5.4 to 13.7 years; NR in 2 studies) (assessed with: n/N (4 studies included in analysis; no raw

data provided in 1 study’)

512345

non-
randomised
studies

very
seriousd

very seriouse

very serious'

serious?

none

7076/23522
(30.1%)

9821/22784
(43.1%)

RR 0.68
(0.58 10 0.79)

138 fewer per
1,000
(from 181 fewer to
91 fewer)

®O00
Very low

CRITICAL

Breast cancer stagi ng, stage Il and h ighe r (a I ages) (follow-up: median 5.4 to 13.7 years; NR in 2 studies) (assessed with: n/N (4 studies included in analysis; no
raw data provided in 1 study?))

512345 non- very very seriouse | very seriousf |  serious¢ none 6974/23522 9672/22784 RR 0.65 149 fewer per 210]0]0) CRITICAL
randomised serious? (29.6%) (42.5%) (0.55t0 0.78) 1,000 Very low
studies (from 191 fewer to
93 fewer)
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Unclassified / Non classifié

Certainty assessment Ne of patients “

Certainty Importance
LG ST Risk of bias | Inconsistency | Indirectness | Imprecision LI mammograph no screenin Rt G
studies design ¥ P considerations graphy 9 (95% ClI) (95% CI)

Certainty assessment Ne of patients “

Certainty Importance
LG L] Risk of bias | Inconsistency | Indirectness | Imprecision LT mammograph no screenin LT GEEEIND
studies design Y P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer stagi ng, stage lll a nd IV (age 70-74 yea rs) (follow-up: median 13.7 years) (assessed with: cumulative incidence rate per 100 women)

11 non- very not serious very seriouse none Regionalldistant, adjusted cumulative incidence per 100 women (95% Cl): aeO00O CRITICAL
randomised |  serious? serious® e Screened: 1.00 (0.85, 1.17) Very low
study ®  Non-screened: 0.90 (0.61, 1.34)

Breast cancer stagi ng, stage lll an dIv (age 75-84 yea rs) (follow-up: median 10 years) (assessed with: cumulative incidence per 100 women)

11 non- very not serious very seriouse none Regional/distant, adjusted cumulative incidence per 100 women (95% Cl): | @OQOQO CRITICAL
randomised |  serious? serious® e 0.78(0.66,0.92) Very low
study o 0.74(0.55,100)

Breast cancer stagi ng, stage Y (a Il ages) (follow-up: median 5.4 to 10.5 years; NR in 2 studies) (assessed with: n/N)

42345 non- very very serious' | very seriousi seriouse none 532/23522 1461/22784 RR 0.32 44 fewer per -10]0]0) CRITICAL
randomised |  serious" (2.3%) (6.4%) (0.20 to 0.52) 1,000 Very low
studies (from 51 fewer to
31 fewer)
Explanations:

a. Retrospective study; study population is a select group of participants (sample of Medicare beneficiaries in the USA; unclear whether the sample is random).
b. Risk level not reported; type of mammography not reported.
c. Wide CI.

d. Retrospective study (n=5); study population was a select group of participants (n=2; one institution in Hungary and sample of Medicare beneficiaries in the USA
(unclear whether the sample is random)); inadequate follow-up length for outcome to occur (n=1); did not correct for major confounding factors (n=1).

e. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.
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Unclassified / Non classifié

f. All participants had breast cancer (n=4); HDI <0.9 (Hungary) (n=1); risk level not reported (n=5); mammography type (n=4), screening interval (n=1), and number
of screening rounds (n=3) not reported.

g. Wide CI; outcome is a rare event.

h. Retrospective study (n=4); study population was a select group of participants (n=1; one institution in Hungary); inadequate follow-up length for outcome to
occur (n=1); study did not correct for major confounding factors (n=1).

i. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); direction of the effect is not consistent;
magnitude of statistical heterogeneity is high.

j. All participants had breast cancer (n=4); HDI <0.9 (Hungary) (n=1); risk level not reported (n=4); mammaography type (n=3), screening interval (n=1), and number
of screening rounds (n=3) not reported.

ClI: confidence interval; HDI: Human Development Index; NR: not reported; RR: risk ratio
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Unclassified / Non classifié

Table 7.2: Stage of cancer (cohort studies, long case accrual)

Certainty assessment Ne of patients “
Certainty Importance

— =il ] Inconsistency | Indirectness | Imprecision it mammograph no screenin SEEUD palis
studies | design bias ¥ P considerations grapny 9 (95% Cl) (95% CI)

Breast cancer stagi ng, stage [l and h Igh er (a Il ages) (follow-up: mean 2.9 years up to 10 years; NR in 6 studies) (assessed with: n/N or RR (13 studies included in
analysis; no raw data provided in 1 study, but reported RR included in analysis*))

1312345 non- very very serious® | very seriouse serious? none 23433/120816 24261/71128 RR 0.59 140 fewer per 10]0]0®) CRITICAL
6789101 | randomised | serious? (19.4%) (34.1%) (0.48100.74) 1,000 Very low
11213 studies (from 177 fewer to
89 fewer)

Breast cancer staging, stage |l and higher (age 40-49 years) follow-up: NR) (assessed with: n/N)

11 non- very not serious | very seriousf seriouss none 53/106 (50.0%) | 54/71 (76.1%) RR 0.66 259 fewer per eO00O CRITICAL
randomised | seriouse (0.52 t0 0.83) 1,000 Very low
studies (from 365 fewer to
129 fewer)

Breast cancer staging, stage |l and higher (age =75 years) (follow-up: median 3.1 years) (assessed with: n/N)

12 non- very not serious | very serious’ seriouss none 15/57 (26.3%) | 210/283 (74.2%) RR0.35 482 fewer per aO00O CRITICAL
randomised | serioush (0.23 to 0.55) 1,000 Very low
studies (from 571 fewer to
334 fewer)

Breast cancer stagi ng, stage Il and h |ghe r (a Il ages) (follow-up: mean 2.9 years up to 10 years; NR in 6 studies) (assessed with: n/N or RR (13 studies included in
analysis; no raw data provided in 1 study, but reported RR included in analysis*))
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Unclassified / Non classifié

Certainty assessment Ne of patients “
Certainty Importance

LG S B3 Inconsistency | Indirectness | Imprecision oliey mammograph no screenin SR fhEolte
studies design LES y P considerations graphy 9 (95% Cl) (95% Cl)

1312345 non- very very serious® | very seriouse serious? none 21627/120816 21618/71128 RR 0.43 173 fewer per o000 CRITICAL
6789101 | randomised | serious? (17.9%) (30.4%) (0.33 t0 0.58) 1,000 Very low
112,13 studies (from 204 fewer to
128 fewer)

Certainty assessment Ne of patients “
Certainty Importance

LG S Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin Rt GEETD
studies design y P considerations graphy 9 (95% ClI) (95% Cl)

Breast cancer staging, stage Il and higher (age 40-49 years) (follow-up: NR) (assessed with: n/N)

11 non- very serious’ very serious serious? none 16/106 (15.1%) | 24/71 (33.8%) RR 0.45 186 fewer per OO0 CRITICAL
randomised | seriouse (0.26t0 0.78) 1,000 Very low
studies (from 250 fewer to
74 fewer)

Breast cancer staging, stage Il and higher (age >75 years) (follow-up: median 3.1 years) (assessed with: n/N)

12 non- very not serious | very seriousi serious9 none 4/57 (7.0%) 88/283 (31.1%) RR0.23 239 fewer per OO0 CRITICAL
randomised | serious" (0.09 to 0.59) 1,000 Very low
studies (from 283 fewer to
127 fewer)

Breast cancer stagi ng, stage \Y) (a Il ages) (follow-up: mean 2.9 years up to 10 years; NR in 4 studies) (assessed with: n/N or RR (no raw data provided in 1 study, but reported
RR included in analysis*))
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Unclassified / Non classifié

Certainty assessment Ne of patients “
Certainty Importance

LG S Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin Rt GEETD
studies design y P considerations graphy 9 (95% ClI) (95% CI)

912456, non- very very seriousb | very serious!' serious? none 1502/55476 2824/45158 RR0.29 44 fewer per 10]0]®) CRITICAL
791012 | randomised | seriousk (2.7%) (6.3%) (0.22t0 0.39) 1,000 Very low
studies (from 49 fewer to
38 fewer)

Breast cancer stagi ng, stage IV (age 40-49 yea I"S) (follow-up: NR) (assessed with: n/N or RR (no raw data not provided in 1 study, but reported RR included in
analysis4))

214 non- very seriousi very serious? none Total sample size: 1839 100]0®) CRITICAL
randomised | serious™ serious” ° RR: 0.26 (95% C10.16, 0.41) Very low
studies e Absolute effect (95% Cl): 73 fewer per 1,000 (from 83 fewer
to 58 fewer) (using the baseline risk from Plecha)

Breast cancer staging, stage IV (age =75 years) (follow-up: median 3.1 years) (assessed with: niN)

12 non- very not serious | very serious serious? none 0/57 (0.0%) 48/283 (17.0%) RR 0.050 161 fewer per 10]0]®) CRITICAL
randomised | serious" (0.003 to 1,000 Very low
studies 0.810) (from 169 fewer to
32 fewer)
Explanations:

a. Retrospective study (n=11); study population was a select group of participants (n=6; one hospital in France and Japan; one institution in Poland and the USA;
two hospitals in Spain; and seven public hospitals in Singapore); inadequate follow-up rate (n=1); did not correct for major confounding factors (n=2).

b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=12); HDI <0.9 (Poland) (n=1); participants included women of all risk levels (including high risk) (n=1) or risk level not
reported (n=11); used film and digital mammography (n=4); type of mammography (n=9), screening interval (n=5), and number of screening rounds (n=10) not
reported.

d. Wide CI.

e. Retrospective study; study population is a select group of participants (one institution in the USA); no description of ascertainment of screening exposure; length
of follow-up in the non-screened group was unclear.

f. All participants had breast cancer; risk level not reported; used film (14% of women) and digital mammography; screening interval and number of screening
rounds not reported.

g. Single study with small sample size; wide ClI.
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Unclassified / Non classifié

h. Retrospective study; study population was a select group of participants (one hospital in France); did not correct for major confounding factors.
i. All participants had breast cancer; risk level not reported; mammography type, screening interval, and number of screening rounds not reported.
j. Point estimates vary widely.

k. Retrospective studies (n=8); study population was a select group of participants (n=5; one hospital in France; one institution each in Poland and the USA; seven
public hospitals in Singapore; and four major public hospitals in Australia); inadequate rate of follow-up (n=1); did not correct for major confounding factors (n=2).

I. All participants had breast cancer (n=8); study population was a select group of participants (n=5; one hospital in France; one institution in Poland and the USA;
seven public hospitals in Singapore; and four major public hospitals in Australia); HDI <0.9 (Poland) (n=1); participants included women of all risk levels (including
high risk) (n=1) or risk level not reported (n=7); used film and digital mammography (n=2); mammography type (n=7), screening interval (n=4), and number of
screening rounds (n=7) not reported.

m. Retrospective study (n=2); study population was a select group of participants (n=1; one institution in the USA).

n. All participants had breast cancer (n=2); study population was a select group of participants (n=1; one institution in the USA); risk level not reported (n=2); used
film and digital mammography (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2) not reported.

Cl: confidence interval; HDI: Human Development Index; RR: risk ratio
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Certainty assessment Ne of patients “
Certainty Importance
AAC ST Risk of bias | Inconsistenc Indirectness | Imprecision OLIET mammograph no screenin ST G
studies design y P considerations graphy 9 (95% CI) (95% ClI)

Breast cancer staging, stage Il (all ages) (follow-up: NR) (assessed with: incidence per 100,000 women)

1 non- very not serious | very serious® |  serious* none e  Screened: 47.2 OO0 CRITICAL
randomised |  serious? e  Non-screened: 42.2 Very low
study T

Breast cancer stagi ng, stage Il (50-69 yea rs) (follow-up: NR) (assessed with: incidence per 100,000 women)
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Certainty assessment Ne of patients “

Unclassified / Non classifié

Certainty Importance
AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammography | no screening ST G
studies design considerations (95% CI) (95% ClI)
1 non- very not serious | very serious® seriouse none Incidence per 100,000 women o000 CRITICAL
randomised |  serious? e  Screened: 104.0 Very low
study ®  Non-screened: 101.4
Breast cancer stagi ng, stage [l (270 yea rs) (follow-up: NR) (assessed with: incidence per 100, 000 women)
1 non- very not serious | very serious® |  serious® none e  Screened: 144.4 000 CRITICAL
randomised |  serious? e  Non-screened: 126.3 Very low
study T
Breast cancer stagi ng, stage [l and h |gh er (50-69 yea FS) (follow-up: >10 years) (assessed with: incidence rate ratio)
12 non- seriousd not serious | very seriouse serious® none Before and after incidence rate ratio (95% Cl) 10]0®) CRITICAL
randomised e Screened: 0.96 (0.90, 1.02) Very low
study ®  Non-screened: 1.46 (1.41, 1.52)
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Certainty assessment Ne of patients “
Certainty Importance

LG By Risk of bias | Inconsistency | Indirectness | Imprecision LI mammograph no screenin Rt GEETD
studies design ¥ P considerations graphy 9 (95% ClI) (95% Cl)

Breast cancer staging, stage Il and higher (=70 years) (follow-up: range 2,386,061 to 3,394,055 PY (1 study); >10 years (1 study)) (assessed with: n/N or incidence

rate ratio)

223 non- very not serious | very seriouss | not serious none Jargensen: Before and after incidence rate ratio (95% Cl) o000 CRITICAL
randomised |  serious e Screened: 1.25 (1.16, 1.34) Very low
studies o Non-screened: 1.81 (1.72, 1.90)
de Glas:

e Screened: 5774/14075 (41.0%)
Non-screened: 2286/3428 (66.7%)
RR 0.62 (95% CI 0.60, 0.63)

Absolute effect (95% Cl): 253 fewer per 1,000 (from 267
fewer to 247 fewer)

Breast cancer staging, stage Ill (all ages) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- seriousd not serious very serioush serious® none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised (95% Cl) Very low
study e Screened: 44.4 (43.6,45.2)

®  Non-screened: 22.6 (22.0, 23.2)
Incident rate ratio per 100,000 women relative to prescreening (95% ClI):
1.96 (1.90, 2.03)

Breast cancer stagi ng, stage lll (age 40-49 yea I"S) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- serious? not serious | very serioush seriouse none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised (95% ClI) Very low
study e Screened: 62.3 (60.0, 64.5)

®  Non-screened: 39.8 (37.7, 42.0)
Incident rate ratio per 100,000 women relative to prescreening (95% Cl):
1.82(1.70, 1.94)
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Certainty assessment Ne of patients “

Certainty Importance
LG S Risk of bias | Inconsistency | Indirectness | Imprecision ey mammograph no screenin SR fhEolte
studies design y P considerations graphy 9 (95% CI) (95% Cl)

Breast cancer staging, stage Il (age =70 years) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- very not serious | very serioush seriouse none Age-standardised incidence per 100,000 women relative to prescreening -10]0]®) CRITICAL
randomised |  serious? (95% CI) Very low
study e Screened: 100.9 (97.0, 104.7)

e Non-screened: 48.1 (45.3, 51.0)

Incident rate ratio per 100,000 women relative to prescreening (95% Cl):
2.10(1.95, 2.23)

Breast cancer sta gl ng, stage lll (5 0-69 yea I"S) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- very not serious | very serioush seriouse none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised |  serious? (95% CI) Very low
study e Screened: 106.9 (104.2, 109.7)

®  Non-screened: 52.5 (50.6, 54.4)
Incident rate ratio per 100,000 women relative to prescreening (95% Cl):
2.04 (1.95,2.13)

Breast cancer staging, stage Il and hlgher (aII agE‘S)(foIIow-up: NR) (assessed with: incidence per 100,000 women)

1 non- very not serious | very serious® |  seriouse none e  Screened: 22.3 10]0]0) CRITICAL
randomised |  serious? e  Non-screened: 29.1 Very low
study T

Breast cancer staging, stage Il and higher (50-69 years) (follow-up: NR) (assessed with: incidence per 100,000 women)

1 non- very not serious | very serious® |  serious none e  Screened: 45.7 OO0 CRITICAL

rangtc;rg;sed serious? e  Non-screened: 66.2 Very low
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Certainty assessment Ne of patients “
Certainty Importance

LG By Risk of bias | Inconsistency | Indirectness | Imprecision LI mammograph no screenin Rt GEETD
studies design ¥ P considerations graphy 9 (95% ClI) (95% Cl)

Breast cancer staging, stage Il and higher (=70 years) (follow-up: range 2,386,061 to 3,394,055 PY (1 study); NR (1 study)) (assessed with: n/N or incidence per
100,000 women)

213 non- very not serious | very seriousi seriousk none de Glas: o000 CRITICAL
randomised |  serious e Screened: 1759/14075 (12.5%) Very low
studies

e  Non-screened: 654/3428 (19.1%)
e  RR0.66 (95% Cl 0.60, 0.71)
[ ]

Absolute effect (95% Cl): 65 fewer per 1,000 (from 76
fewer to 55 fewer)

Hubner: Incidence per 100,000 women
(] Screened: 94.1
(] Non-screened: 116.1

Breast cancer staging, stage IV (all ages) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- very not serious | very serioush serious® none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised |  serious? (95% CI) Very low
study e Screened: 7.2 (6.9, 7.5)

®  Non-screened: 4.1 (3.9, 4.4)
Incident rate ratio per 100,000 women relative to prescreening (95% ClI):
1.74 (1.61,1.87)

Breast cancer staging, stage IV (age 40-49 years) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- very not serious | very serioush serious® none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised | seriousd (95% CI) Very low
study e Screened: 9.3 (8.3, 10.3)

e  Non-screened: 5.8 (5.0, 6.6)
Incident rate ratio per 100,000 women relative to prescreening (95% ClI):
1.60 (1.34,1.91)
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Unclassified / Non classifié

Certainty assessment Ne of patients “
Certainty Importance

LG By Risk of bias | Inconsistency | Indirectness | Imprecision LI mammograph no screenin Rt GEETD
studies design ¥ P considerations graphy 9 (95% ClI) (95% CI)

Breast cancer stagi ng, stage IV (50-69 yea rs) (follow-up: NR) (assessed with: incidence per 100,000 women)

14 non- very not serious | very serioush seriouse none Age-standardised incidence per 100,000 women relative to prescreening o000 CRITICAL
randomised | seriousd (95% CI) Very low
study e Screened: 16.9 (15.8, 18.0)

®  Non-screened: 9.4 (8.6, 10.2)
Incident rate ratio per 100,000 women relative to prescreening (95% ClI):
1.80 (1.62, 2.00)

Breast cancer sta g i ng, sta ge \Y) (270 yea rs) (follow-up: range 2,386,061 to 3,394,055 PY (1 study); NR (1 study)) (assessed with: n/N or incidence per 100,000 women)

234 non- very serious!' very seriousk none de Glas: 10]0]®) CRITICAL
randomised |  serious' serious™ e Screened: 553/14075 (3.9%) Very low
. Non-screened: 283/3428 (8.3%)

[ ]

®  RR0.48(95% Cl 0.41, 0.55)

e  Absolute effect (95% CI): 43 fewer per 1,000 (from 49

fewer to 37 fewer)

Jacklyn: Age-standardised incidence per 100,000 women relative to
prescreening (95% Cl)

®  Screened: 22.9 (21.1,24.7)

®  Non-screened: 12.5 (11.1, 14.0)
Incident rate ratio per 100,000 women relative to prescreening (95% ClI):
1.83(1.59, 2.11)

Explanations:

a. Retrospective study; potentially confounded by opportunistic screening in the screened group prior to the start of screening and in the non-screened group.
b. All participants had breast cancer; risk level not reported; type of mammography, screening interval, and number of screening rounds not reported.

c. Outcome is a rare event.

d. Retrospective study.

e. All participants had breast cancer; risk level not reported; mammography type and number of screening rounds not reported.

f. Retrospective study (n=2); age ranges of screened and non-screened groups were different (range 70-84 years versus 70-75 years) (n=1).

g. All participants had breast cancer (n=2); risk level not reported (n=2); type of mammography type (n=2), screening interval (n=1), and number of screening
rounds (n=2) not reported.
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Unclassified / Non classifié

h. All participants had breast cancer; risk level not reported; used film and digital mammography; number of screening rounds not reported.

i. Retrospective study (n=2); age ranges of screened and non-screened groups were different (n=1).

j. All participants had breast cancer (n=2); risk level not reported (n=2); mammography type (n=2), screening interval (n=2), and number of screening rounds (n=2).
k. Outcome is a rare event (n=1).

I. Direction of effect is not consistent.

m. All participants had breast cancer (n=2); risk level not reported (n=2); used film and digital mammography (n=1); mammography type (n=1), screening interval
(n=1), and number of screening rounds (n=2) not reported.

Cl: confidence interval; NR: not reported; PY: patient years; RR: risk ratio
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Table 8. Health-related quality of life (cohort studies, short case accrual)

Certainty assessment

Certainty Importance
Ne ?f Stu.d v Risk of bias | Inconsistency | Indirectness | Imprecision cher.
studies design considerations

Health-related quality of life (age 50-69 years) follow-up: NR) (assessed with: scale):

1 non- very not serious very serious? none e Screened (n=346): mean 68.8 [-100]@) CRITICAL
randomised |  seriousb serious® Very low

Non-screened (n=301): mean 69.8
study

Study reported no difference between groups (p-value not
reported).

Health-related quality of life (age 50-59 years) follow-up: NR) (assessed with: scale)?

1 non- very not serious very seriousd none e Screened (n=346): mean 66.9 o000 CRITICAL
randomised |  serious® serious® Non-screened (n=301): mean 70.7 Very low
study ) )

Study reported no difference between groups (p-value not
reported).

Health-related quality of life (age 60-69 years) follow-up: NR) (assessed with: scale):

1 non- very not serious very serious? none e Screened (n=346): mean 69.0 [-100]@) CRITICAL
randomised |  serious® serious* Non-screened (n=301): mean 69.8 Very low
stud ' '
y Study reported no difference between groups (p-value not
reported).
Explanations:

a. EORTC QLQ-C30 v. 3 and parts of the QLQ-BR23 were used to assess quality of life, score range 0 to 100 (higher scores correspond to better functioning).

b. Retrospective study; study population was a select group of participants (one breast care centre in Munster, Germany); ascertainment of exposure by self-report
(questionnaire with 64% participation rate).

c. All participants had breast cancer; risk level not reported; mammography type and number of screening rounds not reported.
d. Single study with small sample size.
NR: not reported
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References

1. Braun B, Kurosinski MA, Khil L, Tio J, Krause-Bergmann B, Hense HW. The mode of detection is not associated with quality of life in
women with breast cancer. Breast Care (Basel) 2020;15(5):498-505.

Table 9.1. Interval cancer in the screening group (cohort studies, short case
accrual)

Certainty assessment Ne of patients Proportion (95%Cl)
Certainty Importance
e S G o] Inconsistency | Indirectness | Imprecision S i
studies design ED Y P considerations

Interval cancer (age 50-69 Y€E€a I"S) (follow-up: NR) (assessed with: n/N (screening group only))

212 non- very very serious? very very serious? none 2653/8159 (32.5%) 0.22 (0.05 t0 0.48) -10]0]0) IMPORTANT
randomised | serious® seriouse Very low
studies
Explanations:

a. Wide range of values reported across the studies.

b. Retrospective study (n=2); study population is a select group of participants (n=1; one breast care centre in Munster, Germany); ascertainment of exposure by
self-report (questionnaire with 64% participation rate) (n=1).

c. All participants had breast cancer (n=2); risk level not reported (n=2); mammography type (n=2), screening interval (n=1), and number of screening rounds (n=2)
not reported.

d. Wide Cls.
ClI: confidence interval; NA: not applicable; NR: not reported
References
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2. Woods .M, Rachet B, O'Connell DL, Lawrence G, Coleman MP. Are international differences in breast cancer survival between
Australia and the UK present amongst both screen-detected women and non-screen-detected women? survival estimates for women
diagnosed in West Midlands and New South Wales 1997-20006. Inz | Cancer 2016;138(10):2404-14.

Table 9.2. Interval cancer in the screening group (cohort studies, long case
accrual)

Certainty assessment Ne of patients Proportion (95%Cl)

Certainty Importance
Ne of Study Risk of . . " Other
. . . Inconsistency | Indirectness | Imprecision ) .
studies design ES considerations

Interval cancer (a Il a ges) (follow-up: mean 4.3 years up to median 7 years; NR in 3 studies) (assessed with: n/N)

71234567 non- very very serious® very very serious? none 18022/191043 (9.4%) 0.13 (0.06 to 0.23) ®@OOQO | IMPORTANT
randomised | serious? serious® Very low
study

Interval cancer (age 40-49 years) (follow-up: NR) (assessed with: niN)

12 non- very not serious | very seriousf seriouss none 25149 (16.8%) 0.17 (0.11 t0 0.23) ®@OOQ | IMPORTANT
randomised | serious® Very low
study

Interval cancer (age 45-69 Y€E€a I’S) (follow-up: mean 5.5 years) (assessed with: n/N)

13 non- serioush not serious | very serious' | not serious none 218/1324 (16.5%) 0.16 (0.15t0 0.19) ®@OOQO | IMPORTANT
randomised Very low
study
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Certainty assessment Ne of patients Proportion (95%Cl)

Certainty Importance
Ne of Study Risk of . . - Other
. ) . Inconsistency | Indirectness | Imprecision ) .
studies design ES considerations

Interval cancer (age 49-74 years) (follow-up: NR) (assessed with: niN)

14 non- serioush not serious | very seriousi | not serious none 17362/64096 (27.1%) 0.27 (0.27 t0 0.27) ®@OOQ | IMPORTANT
randomised Very low
study

Interval cancer (age 50-69 Y€E€a I’S) (follow-up: mean 4.3 years up to 7 years; NR in 1 study) (assessed with: n/N)

41567 non- very serious' serious™ serious” none 417/125474 (0.3%) 0.003 (0.003 to 0.004) ®@OOQO | IMPORTANT
randomised | seriousk Very low
study

Explanations:

a. Retrospective study (n=5); study population is a select group of participants (n=4; one hospital in Australia, one institution in the USA, and two hospitals in
Spain).
b. Point estimates vary widely; insufficient overlap between 95% Cls (not all Cls overlap at least one point estimate); magnitude of statistical heterogeneity is high.

c. All participants had breast cancer (n=7); risk level not reported (n=6); used film and digital mammography (n=3); mammography type (n=4), screening interval
(n=1), and number of screening rounds (n=5) not reported.

d. Wide CI of pooled point estimate.
e. Retrospective study; study population is select group of participants (one institution in the USA); no description of ascertainment of screening exposure.

f. All participants had breast cancer; risk level not reported; used film mammography (14% of women) and digital mammography; screening interval and number of
screening rounds not reported.

g. Single study with small sample size.

h. Retrospective study.

i. All participants had breast cancer; risk level not reported; mammography type and number of screening rounds not reported.

j. All participants had breast cancer; risk level not reported; used film and digital mammography; number of screening rounds not reported.
k. Retrospective study (n=2); study population is a select group of participants (n=3; one hospital in Australia and two hospitals in Spain).
I. Wide range of values reported across the studies.

m. All participants had breast cancer (n=4); risk level not reported (n=3); used film and digital mammography (n=1); mammography type (n=3) and number of
screening rounds (n=2) not reported.
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n. Outcome is rare event.
ClI: confidence interval; NA: not applicable; NR: not reported
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Table 10. General screening population, all outcomes (cohort studies, short and
long case accrual)

Certainty assessment Ne of patients “
Certainty Importance

LAy L] Risk of bias | Inconsistency | Indirectness | Imprecision oy mammograph no screenin LT bl
studies design ¥ P considerations graphy 9 (95% Cl) (95% CI)

Breast cancer specific mortality (short case accrual; all ages) (follow-up: median 5.7 years up to 16 years) (assessed with: niN or adjusted cumulative
incidence per 100 women (1 study included in analysis; no raw data in 1 study'))

212 non- serious? not serious very serious® none 873/187558 479/74792 HR 0.61 2 fewer per [10]0]®) CRITICAL
randomised seriousP (0.5%) (0.6%) (0.55 t0 0.68) 1,000 Very low
studies (from 3 fewer to
2 fewer)

Breast cancer SpECiﬁC mortality (short case accrual; age 70-74 years) (follow-up: median 13.7 years) (assessed with: adjusted cumulative incidence
per 100 women)

11 non- very not serious very seriouse none e Screened: 0.35 (95% C 0.26, 0.48) [10]0]®) CRITICAL
randomised |  serious? seriouse . Very low
study ®  Notscreened: 0.41(0.22, 0.76)

HR: 0.86 (95% CI 0.44, 1.68)

Breast cancer specific mortality (short case accrual; age 75-84 years) (follow-up: median 10 years) (assessed with: adjusted cumulative incidence per
100 women)

11 non- very not serious very seriouse none e Screened: 0.36 (0.29, 0.46) o000 CRITICAL

i i d i e
rar;(til:)(;ril;ssed Serious! serious o Notscreened: 0.42 (0.28, 0.64) Very low

HR: 0.87 (95% C1 0.55, 1.37)

Breast cancer specific mortality (long case accrual; all ages) follow-up: median 7.5 to 8.4 years; NR in 1 study) (assessed with: n/N)
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Certainty assessment Ne of patients “
Certainty Importance
AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision ey mammograph no screenin Rt soley
studies design y P considerations graphy 9 (95% ClI) (95% Cl)
234

non- very seriousf seriouss very serious® none 3867/55255153 | 10782/59530162 RR0.40 0 fewer per 100]0) CRITICAL
randomised serioush (0.00007%) (0.00018%) (0.33t0 0.47) 1,000 Very low
studies (from 0 fewer to
0 fewer)

Certainty assessment Ne of patients
Certainty Importance

A Sy Risk of bias | Inconsistency | Indirectness | Imprecision G mammograph no screenin ST GhEoly
studies | design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer specific mortality (long case accrual; age 70-74 years) follow-up: 8 years; assessed with: RD or HR)

15 non- serious not serious | very seriousi | serious none RD: -1.0 (95% CI: -2.3, 0.1) deaths/1,000 women 000 CRITICAL
ra”:gg;sed HR: 0.78 (95% CI 0.63, 0.95) Very low

Breast cancer SpECiﬁC mortality (Iong case accrual; age >75 years) (follow-up: 8 years) (assessed with: risk difference or hazard ratio)

15 non- serious! not serious | very seriousi serious® none RD: 0.07 (95% Cl -0.93, 1.3) deaths/1,000 women o000 CRITICAL
randomised HR: 1.00 (95% C 0.83, 1.19) Very low
study

All-cause mortality (ShOI’t case accrual; all ages) (follow-up: mean 3.9 years up to 3.7 years) (assessed with: n/N)
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Certainty assessment Ne of patients

Ne of
studies
216

Study | pick of bias
design

non-
randomised
studies

very
seriousk

Inconsistency

very serious'

very
serious™

not serious”

Other
considerations

none

mammography

353831745601
(4.7%)

no screening

25070/556953
(4.7%)

Statistics
Canada (all
ages): 76.2/1000
(7.62%)

Relative
(95% CI)

RR 0.57
(0.3510.0.92)

Absolute
(95% CI)

20 fewer per
1,000
(from 30 fewer
to 4 fewer)

33 fewer per
1,000 (from 50
fewer to 6 fewer)

Unclassified / Non classifié

Certainty

e000
Very low

Importance

CRITICAL

Certainty assessment Ne of patients

Neof | Study | pick of bias
studies design

All-cause mortality (short case accrual; age 70-74) follow-up: median 13.7 years) (assessed with: n/N)

Inconsistency

Other
considerations

mammography

no screening

Relative
(95% ClI)

Absolute
(95% ClI)

Certainty

Importance

"

non-
randomised
study

very
serious?

not serious

very
seriouse

not serious

none

6645/17488
(38.0%)

1365/2437
(56.0%)

Statistics
Canada (age 70-
79 years):
189.5/1,000
(18.95%)

RR 0.68
(0.65 10 0.71)

179 fewer per
1,000
(from 196 fewer
to 162 fewer)

61 fewer per
1,000 (from 66
fewer to 55
fewer)

e000
Very low

CRITICAL

All-cause mortality (ShOI"t case accrual; age >75 years) (follow-up: median 5.7 years to median 10 years) (assessed with: n/N)
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Certainty assessment Ne of patients

Unclassified / Non classifié

Certainty Importance
Ne of Study . . . . - Other . Relative Absolute
InconSIStency S mammography S (95% CI) (950/0 CI)
11 non- very not serious very not serious none 18427/26997 6492/7713 RR 0.81 160 fewerper | @OOO CRITICAL
randomised |  serious¢ seriouse (68.3%) (84.2%) (0.80 0 0.82) 1,000 Very low
study (from 168 fewer
to 152 fewer)
Statistics 36 fewer per
Canada (age 70- 1,000 (from 38
79 years): fewer to 34
189.5/1,000 fewer)
(18.95%)
Radiothera Py (Iong case accCrua |,' age 70-74 yea rs) (follow-up: 8 years) (assessed with: standardised percentage)
15 non- serious! not serious | very seriousi | not serious none Standardised percentage (95% Cl) -100]0) CRITICAL
randomised e Screened: 51.0% (95%Cl: 50.3-51.8) Very low
studies e Notscreened: 39.9% (95% CI: 38.6, 41.3)

Importance
Other

considerations

Absolute
(95% CI)

Relative

no screening (95% Cl)

Certainty assessment Ne of patients
Certainty

Ne of Study . . . . -
Risk of bias | Inconsistency mammography

Radiothera py ( lo Nng case accrua |,' age 75-84 yea I'S) (follow-up: 8 years) (assessed with: standardised percentage)

15 non- serious' not serious | very seriousi | not serious none Standardised percentage (95% Cl) o000 CRITICAL
randorgised e Screened: 41.2% (95% Cl: 40.4-41.9) Very low
study

®  Not screened: 31.9% (95% Cl: 30.7-33.1)
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Other
considerations

Relative
(95% CI)

Absolute

mammography (95% Cl)

no screening

Certainty assessment Ne of patients
Certainty Importance

Ne ?f Stu.d v Risk of bias | Inconsistency | Indirectness | Imprecision
studies design

Chemothera Py ( lon g Case accrua |,' age 70-74 yea rs) (follow-up: 8 years) (assessed with: standardised percentage)

15 non- serious' not serious | very seriousi | not serious none Standardised percentage (95% Cl) o000 CRITICAL
randomised e Screened: 15.2% (14.7%, 15.8%) Very low
study o Non-screened: 21.1% (20.0%, 22.1%)
Chemothera 0}V (|O Nng case accrua |; age 75-84 yea rs) (follow-up: 8 years) (assessed with: standardised percentage)
15 non- serious’ not serious | very seriousi |  not serious none Standardised percentage (95% Cl) -100]0) CRITICAL
randomised e Screened: 8.6% (8.3%, 9.1%) Very low
study e Non-screened: 11.5% (10.6%, 12.3%)
Breast conserving surgery (long case accrual; age 70-74 years) (follow-up: 8 years) (assessed with: standardised percentage)
15 non- serious not serious | very seriousi [ not serious none Standardised percentage (95% Cl) o000 CRITICAL
randtorgised e Screened: 52.6% (51.8%, 53.4%) Very low
study

®  Non-screened: 36.5% (35.2, 38.0%)
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Unclassified / Non classifié

Importance

Certainty assessment Ne of patients
Certainty

AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin SR fhEolte
studies design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

Breast conserving surgery (long case accrual; age =75 years) (follow-up: 8 years (assessed with: standardised percentage)

15 non- serious' not serious | very serious | not serious none Standardised percentage (95% Cl) o000 CRITICAL
randtofgised e Screened: 48.8% (47.9%, 49.5%) Very low
study

®  Non-screened: 32.6% (31.5%, 33.8%)

Mastecto my ( lon g Case acCcCrua |; age 70-74 Yea rs) (follow-up: 8 years) (assessed with: standardised percentage)

15 non- serious' not serious | very serious | not serious none Standardised percentage (95% Cl) o000 CRITICAL
randomised Simple mastectomy: Very low
study ®  Screened: 11.3% (10.8,% 11.8%)

®  Non-screened: 10.4% (9.5%, 11.3%)
Radical mastectomy:

e  Screened: 13.9% (13.4%, 14.5%)

®  Non-screened: 18.2% (17.0%, 19.4%)

Mastecto my ( lon g Case accCrua |; age 275 yea rs) (follow-up: 8 years) (assessed with: standardised percentage)

15 non- serious' not serious | very serious | not serious none Standardised percentage (95% Cl) o000 CRITICAL
randomised Simple mastectomy: Very low
study e Screened: 10.8% (10.3,% 11.2%)

®  Non-screened: 10.1% (9.4%, 10.9%)
Radical mastectomy:

®  Screened: 14.2% (13.7%, 14.6%)

®  Non-screened: 17.0% (16.0%, 17.9%)

Breast cancer staging, stage Il (short case accrual; age 70-74 years) (follow-up: median 13.7 years) (assessed with: cumulative incidence rate per 100
women)
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Certainty assessment Ne of patients

Certainty Importance
AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin SR fhEolte
studies design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

11

non- very not serious | very seriousi | not serious none Localised invasive (stage Il), adjusted cumulative incidence per 100 o000 CRITICAL
randomised |  seriousd women (95% CI): Very low
study e Screened: 3.84 (3.58, 4.11)

®  Non-screened: 2.56 (2.05, 3.20)

Certainty assessment Ne of patients
Certainty Importance

AGy Sy Risk of bias | Inconsistency | Indirectness | Imprecision G mammograph no screenin ST sl
studies | design Y P considerations graphy 9 (95% Cl) (95% Cl)

Breast cancer stagi ng, stage Il (short Ccase accCrua |; age 75-84 yea rs) (follow-up: median 10 years) (assessed with: cumulative incidence rate per 100
women)

1 non- very not serious | very serious | not serious none Localised invasive (stage Il), adjusted cumulative incidence per 100 000 CRITICAL
randomised |  seriousd women (95% Cl): Very low
study e Screened: 3.15 (2.95, 3.38)

e  Non-screened: 1.50 (1.21, 1.86)

Breast cancer staging, stage Ill and IV (short case accrual; age 70-74 years) (follow-up: median 13.7 years) (assessed with: cumulative incidence

rate per 100 women)

1 non- very not serious | very serious | not serious none Regional/distant (stage IIl/IV), adjusted cumulative incidence per 100 o000 CRITICAL
randomised |  seriousd women (95% Cl): Very low
study e Screened: 1.00 (0.85, 1.17)

e Non-screened: 0.90 (0.61, 1.34)

Breast cancer staging, stage Ill and IV (short case accrual; age 75-84 years) (follow-up: median 10 years) (assessed with: cumulative incidence

per 100 women)
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Unclassified / Non classifié

Importance

Certainty assessment Ne of patients

Certainty
AAC ST Risk of bias | Inconsistency | Indirectness | Imprecision OLIET mammograph no screenin SR fhEolte
studies design ¥ P considerations graphy 9 (95% Cl) (95% Cl)

11

non- very not serious | very seriousi [ not serious none Regional/distant (stage IIl/IV), adjusted cumulative incidence per 100 OO0 CRITICAL
randomised |  seriousd women (95% CI): Very low
study e Screened: 0.78 (0.66, 0.92)

®  Non-screened: 0.74 (0.55, 1.00)

Breast cancer staging, stage Ill and higher (long case accrual; all ages) (follow-up: median 7.5 to 8.4 years) (assessed with: niN)

14 non- serious® not serious very not serious none 14358/6125603 | 13208/7201265 RR 1.28 1 more per 10]0]®) CRITICAL
randomised serious? (0.23%) (0.18%) (1.25t0 1.31) 1,000 Very low
study (from 0 fewer to
1 more)

Breast cancer staging, stage IV (long case accrual; all ages) follow-up 7.5 to 8.4 years) (assessed with: niN)

14 non- serious® not serious very not serious none 1325/6125603 | 2213/7201265 RR0.70 0 fewer per o000 CRITICAL
randomised serious? (0.02%) (0.03%) (0.66 to 0.75) 1,000 Very low
study (from 0 fewer to
0 fewer)

*rounded to nearest whole number

Explanations:

a. Retrospective study (n=2).

b. Risk level not reported; mammography type (n=2) and number of screening rounds (n=1) not reported.

c. Outcome is a rare event.

d. Retrospective study; study population is a select group of participants (n=1; sample of Medicare beneficiaries in the USA; unclear whether sample is random).
e. Risk level not reported; mammography type not reported.

f. Retrospective study (n=1); inadequate follow-up of participants (n=1).

g. Magnitude of statistical heterogeneity is high.

h. Risk level not reported (n=2); used film and digital mammography (n=2); number of screening rounds not reported (n=1).
i. Retrospective study.

j. Risk level not reported; mammography type and number of screening rounds not reported.

k. Retrospective study (n=2); inadequate follow-up length for outcome to occur (n=1).
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Unclassified / Non classifié

I. Point estimates vary widely; insufficient overlap between confidence intervals (not all confidence intervals overlap at least one point estimate); magnitude of
statistical heterogeneity is high.

m. Study population is a select group of participants (n=1; sample of Medicare beneficiaries in the USA; unclear whether sample is random); risk level not reported
(n=2); mammography type (n=1) and number of screening rounds (n=1) not reported.

n. Pooled estimate has wide confidence interval.

o. Inadequate follow-up of participants.

p. Risk level not reported; used film and digital mammography.

ClI: confidence interval; HR: hazard ratio; NR: not reported; RD: risk difference; RR: risk ratio
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