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00000000000 BCIRG 001 (1,491 patients) demonstrated  significant superiority of docetaxel / 000000mo000a0 OO00D0I000NNo00oo;
doxorubicin / cyclophosphamide (TAC) over fluorouracil / doxorubicin / cyclophosphamide (FA C)

N . . " i B Patient characteristics at baseline were comparable between treatment arms. Patient characteristics on training dataset were not different compared to B The distributions of MIB-1, p53, MUC 1 cytoplasmic diffuse, MUC 1 cytoplasmic luminal, MUC 1 membrane intercellular. MUC 1 B However, the median values of MUC 1 total, MUC 1 cytoplasmic granular, HER2/CEP17 ratio, Bcl-2 and Bag-1 cytoplasmic on the training dataset
given as adjuvant therapy for N + operable BC in terms of disease-free survival (DFS) and ) . . .
i - e ) patient characteristics on validation dataset. However. the distribution of maximal size of axillary node metastases (less than 2 mm or not) differed slightly membrane peri-aggregate, CEP17 count, C-erbB-2 (CB11) and C-erbB-2 (DAKO), Bcl-X, Bax, Bag-1 nuclear, tubulin type 11 and 1V, were higher than these median values on validation dataset. The median values of HER2 count, and tubulin type 111 on training dataset were lower than
overall survival (0S) [Martin et al. N Eng J Med, 2005]. This ancillary study was aimed to
between training and validation datasets there were 32.3% of patients with micromets only in training set whereas there were 24.3% on validation set Tau protein and glu tubulin were comparable between training and validation datasets. these median values on validation dataset.

identify tumor-associated factors related to DFS and OS.

1000000 SFormalin - fixed primary tumors from  patients in BCIRG 001 were analysed by
immunohistochemistry. Protocol - specified assessment of histological grade (G), tumor size (TS),
estrogen (ER) and progesterone receptors (PR). lymph node status (LN), HER2. MUCI. Mib, 0OI0MD D OI00N00Y 000000 D DD 000000 DN O 0000I0i0 0000000 T OI000NC OI000000 00 OO0 000N 00000 0 O O 0 OO OO0 000000000 OO0 00O DO OO0 O 00 000N 0 00 O 0 OO0 0 00000000 om0 m R a e R )
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IDODT  » In the training dataset, there were a total of 243 DFS events. In the validation dataset, there were a total of 118 DFS events with 66 and 52 in FAC and TAC arms, respectively. DOOCOIIDOI0I000NIODT  »  In the training dataset, there were a total of 131 deaths. In the validation dataset, there were a total of 68 deaths.
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as lower or greater than median values. The samples were randomly split into training (2/3) and DO0Inon;D <49 versus 349 906 | 0915 [0.711-1.177] | 0.4B9 <l 0OOIOOND <49 versus 349 444 0.895 [0.624-1.284] | 0.5480 ey <49 versus 349 906 | 0.863 [0.611-1.217] | 0.3bodlll oommmoom <49 versus 349 444 0941 [0.584-1.514] | 0.8Dp13
eellibidton (143) deto, Asmdbiions v iz prminis @i PFS oF 05 v i [OOOUNONnOD <2.3 versus 2 2.3 906 | 1.707 [1.320-2.208] | < 0.000 L'| DOONDOOTIOD <2.3 versus 2 2.3 444 | 1.575 [1.091-2.275] | 0.0153 [DO0NNO0EnOD <2.3 versus *2.3 906 | 2.015 [1.407-2.884] | 0.0000% | mMODNIOONIOD <2.3 versus *2.3 444 2.260 [1.354-3.803] | 0.0019
through univariate analyses using the Kaplan-Meier method (log-rank test) on the training set. Dooo No caucasian vs caucasian | 879 | 0.678 [0.420-1.096] | 0.1130  OooD No caucasian vs caucasian | 420 | 1.070 [0.542-2.111] | 0.8456 oo No caucasian vs caucasian | 879 | 0.983 [0.459-2.106] | 0.954¢ | OO0 No caucasian vs caucasian | 429 | 1.590 [0.577-4.383] | 0.3596
A backward stepwise Cox regression analysis was performed to identify the final model of M Ooooooooo Pre versus post 906 | 1.224 [0.953-1.573] 0.1f 34 Oooooooo Pre versus post 444 | 0.826 [0.564 - 1.209] 0.3ps5 [ Dooonoooo Pre versus post 906 | 1.183 [0.837-1.671] 0.3 1 W8 OoO000000 Pre versus post 444 | 0937 [0.572-1.534] 0.7058
prognostic factors on the training set. Multivariate analyses were applied to the validation set. 5| DomooonDooDn Single versus multi 781 1.113 [0.838-1.480] | 0.458¢=| OODIOIDNDNOOI Single versus multi 405 | 1.174 [0.777-1.774] | 0.4474 [|=| OOODOOORDNOON Single versus multi 781 0.969 [0.650-1.445] | 0.87 85 5| OOMOOINNINOON Single versus multi 405| 1.120 [0.647-1.938] | 0.6864
DODDHOD 1,350 samples were split into a training (n=906) and a validation (n = 444) set. £ IS Other vs mixed ductal/lobular| 887 | 0.496 [0.307-0.801] | 0.0 4 288| CoopomoonDOD Other vs mixed ductal/lobular| 439 | 0.847 [0.485-1.480] | 0.5p98 J&| DonmomooIon Other vs mixed ductal/lobular| 887 | 0.479 [0.243-0.942] | 0.0330FS| CrIDOOEONEOOD Other vs mixed ductal/lobular| 439 | 0.882 [0.421-1.846] | 0.7B92
In univariate GR, TS, LN, ER and PR, Mib Tubulin 111} Taul protein and| HER 2 were  correlated 5] oomooomnmmonon Micro versus macro 903 | 0.890 [0.678-1.167] | 0.3p93 5| OONOOONIOINIOCION Micro versus macro 444 | 0.588 [0.364-0.951] | 0.0804 [I= OOXOOONICINIOOION Micro versus macro 903 | 0.665 [0.446-0.991] | 0.0448 = OOCOOONITINIOONN Micro versus macro 444 0.537 [0.280-1.028] | 0.0606
with DFS in both sets, In multvariate GR, ER, PR, TS, LN, p53 and Tau (all p<005) 8] oowoooomooooon Other vs >80% positive | 901 | 0.443 [0.344-0.571] |< 0.0j00 #&| oomoooomoooooog Other vs >80% positive | 438 | 0.442 [0.304-0.642] |< 0.0j001 [i&| DoNONONIOCOOION Other vs >80% positive | 901 | 0.301 [0.208-0.436] |< 0.0fo o #51 oonnonomonooio: Other vs >80% positive | 438 | 0.255 [0.147-0.444] |< 0.0jo01
were significantly associated with DFS in the training set. In univariate GR. TS, LN, ER and PR =] coooooononoomooooim Other vs >80% positive | 901 | 0.262 [0.158-0.435] |< 0.0000 %=| 0000OXIOOONONENNOONOD Other vs >80% positive | 438 | 0.256 [0.119-0.549] | 0.0005 ||5| 0I0000OI0OCEIOODOD Other vs >80% positive | 901 | 0.159 [0.065-0.388] | 0.0001= OIOIONOIOOCNIONOONO] Other vs >80% positive | 438 | 0.281 [0.102-0.773] | 0.0139
T, DANET. B, Tt (0 aatd T e ] et O [ Coth et [ el I8l oomoono <3 versus 3 896 | 1.889 [1.460-2.445] |< 0.0j00 £5| oomonoo <3 versus 3 441 | 1.735 [1.198-2.512] |< 0.0fo35 W& omomoooo <3 versus 3 896 | 2.623 [1.801-3.819] |< 0.0o0 #5 ommonon <3 versus 3 441 2.108 [1.275-3.486] | 0.00037
o T8, T ] D, ) it s () oo et i il whar g e 2| ooomoooo <3 versus 3 896 | 1.830 [1.268-2.640] | 0.0012/5) OOIMIOOD <3 versus 3 441 | 1.760 [1.040-2.980] | 0.0853 || ODWIO0 <3 versus 3 896 | 2494 [1.406-4.424] | ©0.0018 %) ODIIOOD <3 versus 3 441 2.769 [1.197-6.406] | 0.0173
i 125 LD ols €L LA ek ELLy LET (Elll p=@E) weie fnelpe il @b vl 5] Omimoooo <3 versus 3 896 | 2.003 [1.531-2.620] |< 0.0j00 #=| Ommioog <3 versus 3 441 | 2.671 [1.849-3.859] [< 0.0o01 §&| ommioo <3 versus 3 896 | 2.934 [2.068-4.164] |< 0.0l 0 ¥5| CmmIoo <3 versus 3 441| 3.813 [2.360-6.158] |[< 0.0/001
in the training set. =l oommoooo <3 versus 3 896 | 2.134 [1.659-2.745] |< 0.0/00 %% OODIDOOD <3 versus 3 441 2.055 [1.431-2951] |< 0.0001 |5 ODDIOIDOO <3 versus 3 896 | 3.020 [2.124-4.294] |< 0.000 L% ODOMINIOOD <3 versus 3 441 2590 [1.593-4.211] 0.0001
000010000000 These data suggest that Tau and p53 are independent markers of DFS and OS in O 1000000 None vs involved, extensive | 854 | 1.250 [0.958 - 1.632] 0.1 il Coooon 100000000 None vs involved, extensive | 422 | 1.639 [1.111-2.417] 0.0128 B oo 110000100 None vs involved, extensive | 854 | 1.369 [0.946 - 1.980 ] 0.0955" 00000100110000000 None vs involved, extensive | 422 | 1.394 [0.840-2.313] 0.1p85
patients receiving these forms of adjuvant cl for N+ BC. C analyses will 000IDO00NDI0000 Absent versus present 654 | 1527 [1.172-2.107] | 0.002 000OMN000NDN00I0 Absent versus present 353 | 1.451 [0.974-2.161] | 0.0669 O0NON0O0T000000 Absent versus present 654 | 1.377 [0.930-2.037] | 0.1pog | DONOMOOONONOOID Absent versus present 353 1.760 [1.039-2.982] | 0.0855
be presented. - - D0000IODDD <3 versus 33 892 | 2.017 [1.547-2.630] |< 0.0jo0 # OODOHEDODD <3 versus 33 434 | 2287 [1.543-3.389] |< 0.0j001 O0000IDDDD <3 versus 23 892 | 2.243 [1.550-3.245] |< 0.0o0 #8 oooomrnon <3 versus 33 434 | 2.927 [1.664-5.147] | 0.0f002
0I00I02 000000 a0o0MOI0X D 00I000CrI00 000 O00000000IoD <100 versus 100 906 | 1.572 [0.657-1.193] 0.4p 360 0OI0000DIOD <100 versus 100 444 | 2.024 [1.178-3.480] 0.0l07 000000000000 <100 versus 100 906 | 0.745 [0.504-1.102] 0.1p 068l 0OIOO0OOCIOD <100 versus 100 444 | 1.454 [0.762-2.773] 0.2559
[liainiani) <30% versus 3 30% 902 | 2228 [1.705-2.910] |< 0.0lo0 I CODIMONEOD <30% versus 330% 439 | 2.232 [1.506-3.309] | 0.0001 DIOEMOON0 <30% versus 3 30% 902 | 3.764 [2.492-5.687] |< 0.0lo0 M CoDEDIOONEOD <30% versus 3 30% 439| 2.762 [1.590-4.797] | 0.0003
[iama] £5% versus >5% 898 | 1.305 [1.014-1.680] | 0.088 DDOIDO0IOD £5% versus >5% 436 | 1.191 [0.826-1.716] | 0.3h94 DDOIDONIOD £5% versus >5% 898 | 1.860 [1.311-2.639] | 0.000 DOOIDoNmOD £5% versus >5% 436 1.493 [0913-2441] | 0.10101
[lalitinia s ewims <90% versus 3 90% 854| 0.859 [0.660-1.118] | 0.2583 | OOOMIOINNOONNDD <80% versus 3 80% 417| 0567 [0.381-0.844] | 0.0052 fala kv anatannian] <90% versus 3 90% 854 | 0.857 [0.600-1.226] | 0.3p94 | OONIDIOONOONEID <80% versus 3 80% 417| 0572 [0.338-0968] | 0.0375
000000 OODOI0INII000NDINI00  £60% versus >60% 853 | 0.944 [0.725-1.229] | 0.6p9 I ODOITOONDIOOOONOONIGD  £50% versus >50% 417 | 1.000 [0.684-1.461] | 0.9p98 OODIDIOINININ000ND00I00  £60% versus >60% 853 | 0.992 [0.693-1.420] | 0.9534W OONIDMOOIOINOOONDONNOD  £50% versus >50% 417| 1.247 [0.759-2.048] | 0.3B36
[RIali ) £ 0% versus > 0% 853 | 0.952 [0.602-1.507] | 0.835C | ODDMIDNIONDINOINDONEID 0% versus >0% 416 0.811 [0.410-1.606] | 0.5485 DODDIODIDNI0I0IDONNOD 0% versus >0% 853 | 1.254 [0.718-2.190] | 0.4P61  OODNIDNODIDOIOODINOONIND 0% versus >0% 416 0419 [0.131-1336] | 0.1413
. . . . ) 3 =l ODOIMmo00NI0 00000000000 £ 0% versus > 0% 853 | 0.657 [0.499 - 0.866 ] 0.0029 =] ODDDI0000I0 0100000000100 0% versus >0% 417 | 0.852 [0.579-1.252] 0.4140 =] ODOIMmMO000I0 Q000000000 0% versus >0% 853 | 0.573 [0.390-0.842] 0.0046 =] ODOMINO000I0 Q000000000 0% versus >0% 417 | 0.571 [0.335-0.973] 0.0395
B There are presently no validated immunohistochemical parameters reliably ~predicting patient =| ODDNIDOOOMOINNOIDONNND £ 0% versus > 0% 853 | 1.138 [0.874- 1.482 0.3B68= OONINOOONIOINNNNNDONID 0% versus > 0% 417| 1214 [0.828-1.778] | 0.3206 [i=| OONIDICOOOMIOIOCOMIDONNOD 0% versus >0% 853 | 1.164 [0.813-1.666 0.4p70E| OODIMIOOOONININONINONINAN 0% versus >0% 417| 1.017 [0.612-1.690 0.9480
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outcomes in patients with node positive breast cancer receiving docetaxel - containing. regimens. &| ODNNIDOOONOONIDONOONEID £ 0% versus > 0% 853| 1.017 [0.782-1.324] | 0.8p7 @& ODNINDOOONDINOIDNDONNND 0% versus >0% 417 | 0.577 [0.389-0.856] | 0.0f62 & ODNINIDNOOOIDOMOOONOONIID 0% versus >0% 853 | 1.014 [0.709-1.451] | 0.9B oSl OONIINOOOIDONOONNOONIND 0% versus >0% 417| 0.522 [0.309-0.882] | 0.0150
Preclinical studies have identified a number of biological parameters which might be correlated with =] ooom £123 count vs >123 count | 840 | 1.089 [0.837-1.416] 0.5p60E| ODOm £124 count vs >124 count | 411 | 1.415 [0.964 - 2.078 ] 0.0764 [=| ooom £123 count vs > 123 count | 840 | 1.173 [0.824-1.670] 0.3y s2= 0ODm £124 count vs >124 count| 411 | 1.129 [0.681 - 1.874] 0.6876
disease aggressivity and or sensitivity to docetaxel including apoptosis- related, proliferation - related & oomono <75 count vs 275 count | 839 | 0.965 [0.742-1.256] | 0.7p225| oo <75 count vs 275 count | 410 | 1.204 [0.822-1.764] | 0.3%14 [& onmmo <75 count vs 275 count [ 839 | 0.912 [0.640-1299] | 0.6 08| oOoo <75 count vs 375 count | 410 | 1.094 [0.659-1.816] | 0.7p82
and microtubule-related parameters. =| ODDmInDOIOOr <1.15 versus 2 1.15 839 1.020 [0784-1327] | 0.834 = OOMINODIONOID <1.14 versus 3 1.14 410 | 1.440 [0.981-2.115] | 0.0f28 |5 OODIINOMINONOND <1.15 versus 3 1.15 839 1.012 [0.710-1441] | 0.9148 S| DNDMIODIDONOTD <1.14 versus 31.14 410 1.293 [0.778-2151] | 0.3217
B The BCIRG 001 trial compared FAC and TAC adiuvant chemotherapy in 1,491 with axillar I8 conoononmpooon £ 0% versus > 0% 845 | 1.199 [0.922-1.561] | 0.1 56l oumroncmmnnno 0% versus >0% 411 | 1.210 [0.825-1.775] | 0.3ps1 [f&] DIDODIDIDODOD £ 0% versus > 0% 845 | 1.174 [0.821-1.680] | 0.3 9S8l DINIODINIDODOD 0% versus >0% 411 0903 [0.534-1.527] | 0.7pa0
S nosidve b P s o o ) N dpy o a 4 5] omonImenoooo <5% versus 3 5% 441 1.388 [0.952-2.025] | 0.0884/=| OINIOOIONDOODD <5% versus 2 5% 201 | 0903 [0.530-1.539] | 0.7p72 [=| DINIOOIDMOODOD <5% versus 3 5% 441 2041 [1.185-3518] | 0.0§01s} mmOOINIOODOT <5% versus * 5% 201| 0.824 [0.376-1.807] | 0.6292
node positive breast cancer. Six cycles of chemotherapy were administered after surgery. 8| oooimomono Negative versus positive 839 | 1.624 [1.230-2.144] | 0.0p06fS| OOOMmIOODD Negative versus positive 410| 1.568 [1.049-2.343] | 0.0p84 JSI OOOIDIIOIOD Negative versus positive 839 | 1.852 [1.283-2.674] | 0.0 1088 OOOIDITINOD Negative versus positive 410| 1.354 [1.786-2.333] | 0.2752
The randomization was stratified by center. hormone receptors status and number of axillary lymph =l Dommmonmon <80% versus 2 80% 881 | 0.640 [0.493-0.830] | 0.0008=| OomIOMONIOD <70% versus 2 70% 432 | 0.736 [0507-1.067] | 0.1p55 |=| oommmommon <80% versus 2 80% 881 | 0.567 [0.395-0.815] | 0.002 1= OOIMIOONNOD <70% versus 2 70% 432 0550 [0.330-0918] | 0.0223
nodes (1-3 versus 4 +). Treatment regimens were as follows: &l oomoomon <80% versus 2 80% 880| 0.935 [0.724-1.209] | 0.6bod= oommmmon <80% versus * 80% 432| 1314 [0.907-1.902] | 0.1487 = DonmoNTOD <80% versus 2 80% 880 0911 [0.641-1.296] | 0.6p5 MW= CODmONTOD <80% versus 2 80% 432| 1.176 [0.722-1.916] | 0.5)54
» ODDD docetaxel 75 mg/m? as 1 hour iv infusion on day 1 every 3 weeks in combination = Doommommn <80% versus 3 80% 883 0.917 [0.711-1.183] | 0.503¢ | OONDIDONOOD <80% versus ? 80% 432| 0919 [0.637-1.324] | 0.6495 |5 OommmonmoD <80% versus 3 80% 883 0.832 [0587-1.179] | 0.3D07 - OUIDIOONTOD <80% versus 3 80% 432 0631 [0387-1.028] | 0.0645
with doxorubicin 50 mg/m? as an iv bolus and cyclophosphamide 500 mg/m? as iv bolus = Coommomooomooneog <60% versus 3 60% 852 0.952 [0.734-1.235] | 0.70122 | OOOIDMOIOIOONOOD <50% versus 3 50% 419 0.884 [0.607-1.287] | 0.5085 |2 COOINIIOOCDONEOD <60% versus 3 60% 852 0.814 [0.569-1.164] | 0.25885 OOOILIINIONOONIND <50% versus 3 50% 419 0.849 [0.517-1.394] | 0.5077
on day 1 every 3 weeks, S Walalwhigsilanialiinlgsiiin] £20% versus >20% 852 | 1.062 [0.819-1.377] | 0.64 98l OIOINIDONOONDONNND £20% versus >20% 419| 0,673 [0.457-0.989] | 0.0441 [I=) OODIOIDONIOONNONNOD £20% versus >20% 852| 1.069 [0.747-1.529] | 0.7 65=) OOOIIOONOONNONNND £20% versus >20% 419| 0.680 [0.409-1.132] | 0.1378
» ODDOD 5-fluorouracil 500 mg/m?2 as an iv bolus on day 1 every 3 weeks in combination [OO0NDUEIDON £40% versus >40% 850 | 0.879 [0.677-1.140] | 0.3p9 7 MODNONIOONIOD £40% versus >40% 417 | 1352 [0.928-1.972] | 0.1}65 mo NDO0Iog £40% versus >40% 850 | 0.770 [0.537-1.104] | 0.15488 D peentean) £40% versus >40% 417| 1.581 [0.945-2643] | 0.0810
with doxorubicin 50 mg/m? as an iv bolus and cyclophosphamide 500 mg/m? as an iv bolus OONEONENOO0ITn0 <40% versus 3 40% 808 | 1.280 [0.979-1.673] | 0.0714 | MOOIOIEINOONNID <50% versus 3 50% 397 | 1.394 [0.951-2.045] | 0.0887 OOOECEOO0Ean <40% versus 3 40% 808 | 1.849 [1.270-2.603] | 0.0014 | MONIDENOONNDD <50% versus 3 50% 397 1.943 [1.135-3.327] | 0.0155
on day 1 every 3 weeks. [OO0I0NOIOO0D <90% versus *90% 854 | 0.796 [0.608-1.044] | 0.0H89MN mNOINEDIDONNOD <90% versus 2 90% 418 | 0.957 [0.637-1.437] | 0.8B11 [OO0N0InIOO0n <90% versus *90% 854 | 0.671 [0.468-0.962] | 0.0%00MN MOONOMNOIOONNID <90% versus 2 90% 418 0.962 [0.555-1.669] | 0.8p16
o ) , ) ) OoIDIoNog £80% versus >80% 854 | 0.465 [0.352-0.616] |< 0.0/00% | DODIIND £80% versus >80% 416 | 0.535 [0.362-0.791] | 0.0017 [OOUDIO00m £80% versus >80% 854 | 0.382 [0.255-0.573] |< 0.0000%  mOIDIOID £80% versus >80% 416 | 0.399 [0.228-0.699] | 0.0013
W In this trial the primary end-point was Disease- Free Survival (DFS). defined as the time from OIMOONNmONND <60% versus 2 60% 830 | 1.295 [0.995-1.684] | 0.0 448 OOMIONNOIOODOID <60% versus 2 60% 413 | 0941 [0643-1376] | 0.7521 NIMO0I0INONND <60% versus 2 60% 830 | 1.273 [0.887-1.826] | 0.1 99 DOIMOOIOMONNOD <60% versus 3 60% 413 | 1.009 [0.609-1672] | 0.9F08

randomization until the first to occur among breast cancer relapse, appearance of a secondary

primary malignancy or death. The second interim analysis, mandated by the IDMC, was performed 8 0 0 T 0 0 [ 00000D00000000D000000 L 000 0 00 000000000000 0ID000000
0D0000000I000000000100000000000

once 400 DFS events were reported. With a median follow-up of 55 months the estimated rates SRR SRR REE T TR T
of DFS at 5 years were 75% in the TAC group and 68% in the FAC group. The overall survival at 0000000000000000000010000000000000000
5 years was 87 % in the TAC group and 81% in the FAC group [M Martin, T Pienkowski, M Mackey 0000000000000 0oooon
et al. Adjuvant Docetaxel for Node Positive Breast Cancer. N Engl | Med 2005: 352: 2302-13] Q0000000000
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O0000OM00N000mI000 TAC/FAC 0.730 [0.550-0.960 ] 0.0p 44 00DODOMINOOIDIOOO TAC/FAC 0.690 [0.460 - 1.030] 000000D0000I00000 TAC/FAC 0.730 [0.500 - 1.070] . 000000/00000000000 TAC/FAC 0.560 [0.320-0.980]
00000000000000000 Other versus >80% positive 0.610 [0.450 - 0.840 ] 0.0p 24 0oM0000mOo0oonD Other versus >80% positive|  0.600 [ 0.380 - 0.940 ] 0000000000000 Other versus >80% positive|  0.470 [0.300 - 0.740 ] : 00000D00000000000 Other versus >80% positive|  0.330 [0.170 - 0.660 ]
DI0000000000M0000000 Other versus >80% positive 0.370 [0.200-0.660 ] 0.0p 0§ OI0O00IN0OO00RON0000D Other versus >80% positive| ~ 0.350 [0.150 - 0.800 ] O00000I00000080000000 Other versus >80% positive| ~ 0.350 [0.140 - 0.900 ] . fuialalawlailalalwlwiilallo Other versus >80% positive| ~ 0.540 [0.160 - 1.770]
D DD D D D D[[ D D D |:| D D [mfiminna)) <3 versus 3 1.490 [1.080 - 2.050 ] 0.0[1 49 OOimiooo <3 versus 3 1.700 [1.070-2.710] [l nfial{afala] <3 versus 3 1.910 [1.250-2.910] . [mfinfialifalus] <3 versus 23 2.000 [1.070-3.730]
{salm{ulusiosnlaf]uli <2.3 versus 323 1.450 [1.090-1.930] 0.0 19 MOONMININOD <2.3 versus 323 1.160 [0.780-1.730] {a]m wlinivia/amiii{m]i] <2.3 versus 223 1.800 [1.210-2.660] o {alm{ulusuin(aiin]ml] <2.3 versus 223 1.500 [0.840-2.690]
T e 00000IOODD <3 versus ®3 1.780 [1.340 - 2.360 ] < 0.000 | ODONNIDODD <3 versus ®3 2.410 [1.580-3.670] O0000IOOnD <3 versus *3 2.040 [ 1.370-3.040] . O0000[mOnnD <3 versus 23 3.570 [1.860 - 6.860 ]
: DDOIDONII0 £5% versus >5% 1.470 [1.100 - 1.960 ] 0.0p 94 OO0 £5% versus >5% 1.160 [0.770 - 1.760 ] ODOID00o0 £5% versus >5% 1.780 [1.200 - 2.650] . DD0IDONNI0 £5% versus >5% 1.150 [0.660-1.990]
W Formalin-fixed primary tumors were collected for 1,350 patients among the 1,491 included in the mOInO0moo £80% versus >80% 0.670 [0.500 - 0.900 ] 0.0p 74 momommog £80% versus >80% 0.810 [0.550-1.210] [ualalis[apimiia] £80% versus >80% 0.580 [0.390 - 0.850 ] . DOIOOomog £80% versus >80% 0.780 [0.450-1.330]
trial (91 % ). Immunohistochemical analyses and central review of tumor characteristics were
performed by three participating laboratories. 1000000 ODIn00 000000 N 0O 0010000000 00000000i00000n000aL ] 000IDXND DD D 00000000 0IC (0 D000l 00D 0 0l00E000I0 000 00000! DI000000INDDID 00000000 NC 0 o000 00O 00l0I00I0 000 00000! DI00000DINDDID 00000 0D OO 00000 00N00I D 00]00n00000000 00000
H 00000MO0000M00000I D00 0001000000000 [ n(ufin[a]a]m]uf W 00ooo 1004 1004 — 1004 e 1004 & - —
alaluma i 000000000000, tDoamonoig i
R E(r;)ge'n"and » U or muliocal 1D0000DI0000n < < s s
St ni or multifocal B 4 B 4 B i B 4
Progesteron disease, 4 ll;;’gblul!m : 80 : 80 ; 80 : 80
receptors. > Tumor size, > Bdl-2 » bTubulin = E £ =
> MIB-T. X . » Bax, woe 11 5 60 3 60 2 60 ) 2 60 -
y b3 » Histologic grade . ype 1. 3 DFS curves for p 53 % positive . K DFS curves for Tau % positive . 3 05 curves for p 53 % positive , 3 05 curves for Tau % positive ,
p3. b Histologic type, > Bll-X, > bTubulin g (p 53 dichotomized at median = 5 %) —p53 £5% g (Tau dichotomized at median = 80 %) — Tau £80% g 1 (p53 dichotomized at median = 5 %) — P53 £5% g (Tau dichotomized at median = 80 %) — Tau £80%
» HER2 e » Bag-1 type IV, © 40 P53 >5% » 40 - Tau >80% o 40 P53 >5% o 404 - Tau >80%
neu status, » Vascular invasion, cytosolic and » Tau protein, z All patients z All patients z All patients z All patients
» MUCT » Lymph nodes status. nuclear. » Glu Tubulin. = 2 n =898 (missing = 8) = 2 n =854 (missing = 52) = 2 n =898 (missing = 8) £ 2 n =854 (missing = 52)
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B Results of analysis included intensity and percentage of positive cells. The data were entered in the R Hazard ratio = 1.470 (95% CI [1.100-1.960]: p = 0.0094) 3 Hazard ratio = 0.670 (959% CI [0.500-0.900]; p = 0.0074) s Hazard ratio = 1.780 (95% C1 [1.200-2.650]; p = 0.0041) s Hazard ratio = 0.580 (95% C1 [0.390-0.850]; p = 0.0049)
study data base maintained by the CIRG. Patients characteristics (age. race, menopausal status o ie, worse prognosis for high p53 (>5%) o ie, worse prognosis for low Tau ( £80 % ) 0 ie, worse prognosis for high p 53 (>5%) 0 ie, worse prognosis for low Tau ( £80 %)
and Karnofsky index for performance status) were obtained from the CIRG central data base. T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
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) » 1- Hypotheses generation on 2/3 of the data e HebnAr O e
B The analysis was conducted in two steps » 2- Validation of hypotheses on 1/3 of the data £00 000 OO0 OO0 000 OO0 OO0 000 000 000 000 00 il £000] 000 000 OO0 000 000 000 OO0 000 000 OO0 00 il £ 000 000 OO0 000 000 OO0 OO0 000 000 000 000 00 €000 000 000 OO0 000 000 OO0 000 000 000 000 00 oo
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W The 1,350 samples were randomly split into training (n=906) and validation (n=444) sets.
In order to ensure that each dataset is representative of the whole study, the randomization
was stratified by 4 factors: completeness of tumor marker data (complete versus incomplete). OOON00IDOI0 0000 O 00O0I000D00INnD 0 1 ] o
";‘“’"EZ‘ group (TAC versus FAC). actual nodal status (1-3 versus 4 +). and DFS event W Univariate analyses have shown that MIB-1, HER2 status. tubulin M Multivariate analyses taking into account both the biological and classical prognostic variables showed that overall, DD (HR = 1.47) and (00 M Univariate analyses showed that M1B-1, MUC-1 cytoplasmic luminal, Bcl-2, Tubulin M Multivariate analyses taking into account these variables and classical prognostic variables showed that in addition to
observed (yes versus no). type 111 and Tau protein were associated with DFS in both training IO N OO0 0000000000000 N0 000 D DD D0 D000 0 0I000N MO 0NMI000 HR = 1.16 and 0.81. respectively )] type 111 and Tau protein were associated with OS in both training and validation datasets. estrogen and progesterone receptors, tumor size, number of positive nodes and MG grade, OTITI(HR = 1.78) andITOOT
B In the first step, correlations between tumors markers, tumor characteristics, patient characteristics and validation datasets as well as estrogen and progesterone receptors, D0000N0000 0000 000] DomIn: DID0I00I0000000N0I T00IDO0N00N000 0000000 In these analyses, MG grade, nodes CRF and estrogen and p53 was correlated with OS on the training series and associated with a trend (p=0.11) (HR = 0.58)100002100000000000000 0000000000 0D IN D 0I000Im00i0I0000000000 However. p53 and Tau were not confirmed
and Disease-Free Survival (DFS) and Overall Survival (OS) were investigated through univariate tumor size, number of positive nodes, NG, AG, MG and OHG grades. progesterone receptors were independently associated with DFS on the both training and validation datasets. in the validation series. 00II00ID0N00000ID000000buti O 0000000 000IDo0
analyses using the Kaplan-Meier method (log-rank test).
0I000000NO0000000000C 0000 000000000000:
B Then, the univarietly significant covariates (p <0.10) were included in a multivariate Cox model
with backward elimination procedure on the training dataset to identify the final model of 000000000000000
prognostic factors. |:| D DD D |:| H 000000000000M000000000000mOiiD0O0CMComidii 0000000000000 000000000 Co00iO0iCmmiO000OoiiOMmoIo00 00000t mO00IbI0 000 0I00000000000000000000000i0 0000000 000mI0 0000 0000000000000 m A Allard : Sanofi - aventis statistician,
" ?";’.”y' multivariate analyses were performed on the validation dataset to validate the previous |0 1 0 0 0 0 0 0 000 0 00 00 T v W"f“’"LS",d A P["Z"Vt‘,“ f‘fhc data ‘”‘a"age”
indings. or their contribution to these analyses
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