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The DBCG IMN studies DBCG
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Modern adjuvant therapies DBCG
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Nationwide prospective population-based cohort study

Inclusion: Node-positive BC patients treated with loco-regional radiotherapy (RT)

Exclusion: Prior malignancies, bilateral BC, primary systemic therapy, recurrence
before RT, and non-standard RT

Endpoints were distant recurrence, breast cancer mortality,
and overall survival (primary endpoint)
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Analyses were intention-to-treat
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Table 1: Patient characteristics

Laterality
Left Right Total

Patient characteristics e ey e

Menopausal status

Premenopausal 681 (29.0%) 648 (29.5%) 1329 (29.3%)
Postmenopausal 1666 (71.0%) 1646 (70.5%) 3212 (70.7%)
Tumor size
0-20 mm 1130 (48.1%) 1032 (47.0%) 2162  (47.6%)
21-50 mm 1119 (47.7%) 1074 (49.0%) 2193  (4B.3%)
>50 mm 98 (4.29) B8 (4.094) 186 (4.194)
Tumor location
6 Centers Medlial or central 1011 (43.1%) 921 (42.0%) 1932 (42.5%)
Lateral 1335 (56.9%) 1273 (5B.0%) 2608  (57.4%)
Mo primary tumaor 1 (0.0%) 0 (0.0%) 1 (0.0%)
Type of surgery
e) Mastectomy 1092  (46.5%) 1017 (46.4%) 2109  (46.4%)
@ . . Breast conserving surgery 1255  {53.5%) 1177 (53.6%) 2432 (53.6%)
4, 541 patlentS ]nClUded IF_,I:;:I_TEDE;:I. median {IQR) 16 (13-20) 17 (14-21) 17 {14-21)
1-3 1610 (68.6%) 1490 (67.99%) 3100 (68.39%)
4-9 512 (21.8%) 469  (21.4%) 981 (21.69%)
210 225 (9.6%) 235  (10.7%) 450 (10.1%)
o) Histologic type
. IDC 2018 (86.0%) 1875 (85.534) 3893  (85.7%)
0\ 665 patients excluded e 2 (659 2o a0 65w
Other 97  (4.1%) 103 (4.7%) 200 (4.49)
Grade of malignancy
Grade 1 649 (27.7%) 618 (28.29) 1267 (27.99%)
Grade 2 1010 (43.0%) 949 (43.3%) 1959  {43.1%)
Grade 3 680 (29.0%) 623 (28.4%) 1303 (28.7%)
. Missing 8 (0.3%) 4 (0.2%) 12 (0.3%)
Pat]ent' ) tU mOI'- and treatment Estrogen receptor status
Negative 371 (15.8%) 321 (14.6%) 692 (15.2%)
. . . . Paositive 1976 (84.2%) 1873 (B5.4%) 3849 (54.5%)
characteristics were evenly distributed HER 2 satus
Negative 1893  (B0.7%) 1793 (B1.7%) 3686 (B1.296)

between right-sided patients and left- o evatuated e sy e e
Systemic Therapy

S-Ided pat]ents Endocrine (ET) 893 (38.0%) 831 (37.9%) 1724  (38.0%)

Chemotherapy (CT) 345 (14.7%) 300 (13.7%) 645 (14.2%)
ET+CT 1077 (45.99%) 1026 (46.8%) 2103 (46.3%)
Trastuzumab 326 (13.9%) 288 (13.1%) 614 [13.5%)

None 32 [1.4%) 37 (1.7%) 62 (1.5%)




Distant recurrence DBGG
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Breast cancer mortality DBGG
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Overall survival
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Age
——— 063 [ 0.23, 1.71] 80.7% 78.4%
0.57 [ 0.43, 0.77] 83.2% 72.1%
— 0.95 [ 0.77, 1.19] 72.0% 72.3%
60-69 years 784 279 762 288 0.90 [ 0.76, 1.06] 59.5% 58.2%
IDC 1875 575 2018 698

IMN RT  No IMN RT IMN RT No IMN RT | | | | | | | |
Study n_ Events n  Events HR 95% Cl 15y OS 15y OS
< 35 years 37 7 42 9
S b l 35-49 years 486 73 499 122 ——
u g ro u p a n a yseS 50-59 years 605 151 692 173 -4
<
hd 270 years 282 165 352 224 — 0.86 [ 0.69, 1.06] 34.6% 27.0%
Ove ra S u rV] Va Test for interaction, P=0.06
Histologic type
‘ 0.84 [ 0.75, 0.94] 65.1% 61.0%
ILC 216 81 232 92 —— 0.93 [ 0.69, 1.26] 58.6% 55.8%
Other 103 19 97 26 —

— 0.68 [ 0.37, 1.25] 77.7% 69.2%
Test for interaction, P=0.63

Menopausal status
Premenopausal 648 104 381 160 —— 0.64 [ 0.50, 0.82] 81.8% 73.5%

Consistent effect of IMN RT across  rommme 1sie 571 o0 s @ %0080 101 s86% s5%
SUbgroupS est for interaction, P=0.|

Positive LN

1-3 1490 361 1610 451 ‘ 0.85 [ 0.73, 0.97] 72.3% 68.0%
4-9 469 185 512 220 - 0.92 [ 0.75, 1.12] 55.3% 51.6%
210 235 129 225 145 —— 0.75 [ 0.59, 0.96] 39.2% 31.1%

Test for interaction, P=0.47

Subtype

ER+/HER2+ 256 64 268 87 —— 0.71 [ 0.51, 0.99] 69.7% 64.1%
ER+/HER2- 1596 485 1680 579 ’ 0.85 [ 0.76, 0.96] 64.8% 60.8%
ER-/HER2+ 118 47 152 43 —* 149 [ 0.98, 2.25] 57.7% 68.2%
ER-/HER2- 197 66 213 89 — 0.69 [ 0.50, 0.95] 65.3% 54.4%

Test for interaction, P=0.02

Tumor Location
Medial or central 921 286 1011 344 ’ 0.89 [ 0.76, 1.05] 64.0% 63.4%
Lateral 1273 389 1335 471 ’ 0.81 [ 0.71, 0.93] 65.8% 58.9%
Test for interaction, P=0.33

Tumor size

0-20 mm 1032 252 1130 295 4 0.91 [ 0.77, 1.08] 70.9% 68.6%
21-50 mm 1074 389 1119 478 ‘ 0.80 [ 0.69, 0.91] 60.1% 53.4%
> 50 mm 88 34 98 43 — 0.96 [ 0.60, 1.54] 55.0% 55.2%
Test for interaction, P=0.43

Overall ‘ 0.85 [ 0.76, 0.94] 65.0% 60.8%

Favors IMNI Favors no IMNI
.25 5 1 2



Subgroup analyses (overall survival) DBCG

IMN RT  No IMN RT IMN RT No IMN RT @

Study n Events n Events HR 95% CI 15y OS 15y OS
Positive LN

1-3 1490 361

4-9 469 185 512 220 g 0.92 [ 0.75, 1.12] 55.3% 51.6%
210 235 129 225 145 —— 0.75 [ 0.59, 0.96] 39.2% 31.1%

Test for interaction, P=0.47

Tumor Location
Medial or central 921 286 1011 344 ’* 0.89 [ 0.76, 1.05] 64.0% 63.4%
Lateral 1273 389 1335 471 ‘ 0.81 [ 0.71, 0.93] 65.8% 58.9%
Test for interaction, P=0.33

Tumor size

0-20 mm 1032 252 1130 295 " 091 [ 0.77, 1.08] 70.9% 68.6%
21-50 mm 1074 389 1119 478 ‘ 0.80 [ 0.69, 0.91] 60.1% 53.4%
> 50 mm 88 34 98 43 — 0.96 [ 0.60, 1.54] 55.0% 55.2%

Test for interaction, P=0.43



Breast cancer mortality vs cardiac mortality DBGG
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Conclusion

IMN RT reduced distant recurrences and BC mortality leading to an improved
overall survival in BC patients, even despite the use of modern adjuvant

treatments

No subgroups identified for safe IMN RT omission

DBCG
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Conclusion DBCG
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O Der er lavet grundig kvalitetssikring af RT i dette studie - der var vekslende
=  dosisdeekning af IMN pa tvaers af afdelingerne = sandsynligt at gevinsten af IMN
RT er endnu sterre nu, hvor der i hgjere grad bruges gating
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