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Table 1. Trials Included

Trial

Accrual
Period

NSABP C01'4
NCCTG 784852'%
FFCD'®

NSABP Cc02'7
INT 00358
Siena'®

NCIC'®

NSABP C03%°
NCCTG 8746512’
GIVIO'®

NCCTG 89465122
NSABP C0423
INT 0089%*
NSABP C05°°
NCCTG 9146532
SWOG 9415%7
QUASAR?2°

J

\

Phase Il
1854 E&

Treatment Arm(s) No. of Patients

1977-1983
1978-1984
1982-1990
1984-1988
1984-1987
1985-1990
1987-1992
1987-1989
1988-1989
1989-1992
1989-1991

1989-1990
1990-1992
1991-1994
1993-1998
1994-1999
1994-1997

\1996-1999 4

1977-1999

Control v MOF 724
Control v FU/LEV 247
Control v FU/LV 239
Control v PVI/FU 896
Control v FU/LEV 926
Control v FU/LV 256
Control v FU/LV 359
MOF v FU/LV 1,042
Control v FU/LV 408
Control v FU/LV 867
FU/LV = LEV for 6 or 12 months 815
FU/LEV v FU/LV v FU/LV/LEV 2,083
FU/LEV v FU/LV (HD or LD) v FU/LV/LEV 3,561
FU/LV v FU/LV + IFN 2,136
FU/LV + high-dose or standard LEV 878
Bolus v infusional FU/LEV/LV 939
FU/LV (HD or LD) = LEV 3,617
Bolus v infusional FU/LV 905

[ 20,898 |

Abbreviations: NSABP, National Surgical Adjuvant Breast and Bowel Project; NCCTG, North Central Cancer Treatment Group; FFCD, Fondation Francaise
de Cancerologie Digestive; INT, Intergroup; NCIC, National Cancer Institute of Canada; GIVIO, Grupo Interdisciplinare Valutazione Interventi Oncologia;
SWOG, Southwest Oncolegy Group; QUASAR, Quick and Simple and Reliable; GERCOR, Groupe d'Etude et de Recherche Clinique en Oncologie et
Radiothérapie; MOF, semustine, vincristine, and fluorouracil; FU, fluorouracil; LEV, levamisole; PVI, portal vein infusion; LV, leucovorin; HD, high dose; LD,
low dose; IFN, interferon alfa-2a.
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Table 2. Patient Characteristics (N = 20,898)

Characteristic %

Age, years

<50 16

50-b9 26

60-69 39

=70 19
Sex

Male bb

Female 45
Stage

I 1

Il 33

I 66
Treatment

Surgery alone 12

Surgery plus chemotherapy 88
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s* Predicted OS
4| r=0ss & P Observed DFS redicte
. -4 Hazard Ratio Hazard Ratio 95% PI*
1.0 4
- . ool 0.50 0.57 0.49 to 0.65
' __.’-‘; 0.60 0.65 0.58 to 0.73
i (R i B 0.70 0.74 0.68 to 0.81
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Fig 2. Disease-free survival (DFS) versus overall survival (OS) hazard ratios

(HR) by trial.
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Fig 2. Hazard ratios (HRs) for 3-year disease-free survival (DFS) v b-year overall
survival (OS) by stage for 25 within-trial comparisons. (A} Stage |l patients; (B)
stage |l patients.
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Fig 3. Hazard ratios (HRs) for 2-year median disease-free survival (DFS) v 5-year
overall survival (OS) for 25 within-trial comparisons.

Table 3. Association Measures for Other Time Points and Outcome Measures

DFS 3-Year Minimum DFS 3-Year Median DFS 2-Year Median DFS 1-Year Minimum QS 3-Year Minimum QS 3-Year Median

95% ClI

0S 2-Year Minimum

Measure Estimate 95% ClI Estimate 95% ClI Estimate 95% ClI Estimate 95% Cl Estimate Estimate 95% Cl Estimate 95% CI

B-year OS rate® (R% n = 43) 0.85 0.75100.90 0.85 0.751t00.89 0.74 0.58100.82 0.62 041100.73 0.96 094t00.97 093 0.88tc0.95 085 0.75t00.89

5-year 0S:T HR (RZ; n = 25) 0.92 0.821t00.94 0.90 0.80t00.94 0.81 063t00.88 0.86 0.721t00.91 0.93 085t0095 069 043t0080 078 057t00.86
Trial level concordance® 23/25 23/25 23/25 22/25 22/25 21/25 19/25

Trial level associations 0.81 0.661t00.97 0.78 0.60t00.96 072 0511t00.94 068 043t00.92 NA NA NA

Positive predictive value,| % 71.4 71.4 71.4 62.5 62.5 60.0 40.0

Negative predictive value,y % 100 100 100 100 100 a0 8b

Abbreviations: DFS, disease-free survival; OS, overall survival; HR, hazard ratio; NA, not applicable {formal surrogacy model cannot assess the association of an end
point with itself at an earlier time).

*Correlation between absolute rate for each end point and the 5-year median OS, by arm; based on 43 individual treatment arms.

tCorrelation between the within-trial HR for each end point and the within-trial HR for OS after b-year median follow-up; based on 25 within-trial comparisons.
tProportion of times a log-rank test for OS after b-year median follow-up and a log-rank test for that end point reached the same conclusion.

§Association (from 0 to 1) from a bivariate surrogate end point model.””

[IProportion of times a trial was positive (P = .05) for 5-year OS when positive at a given time point and outcome measure.

fIProportion of times a trial was negative (P > .0b) for b-year OS when negative at a given time point and outcome measure.
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Table 1. Copula R? Values and Corresponding 95% Cls

b-Year Median OS

6-Year Median OS

7-Year Median OS

Factor R? 95% ClI R? 95% ClI R? 95% ClI

Association with 3-year DFS (median)

Actual data 0.75 0.55t0 0.95 0.78 0.60 to0 0.96 0.82 0.67 t0 0.97

Double TRD 0.51 0.181t0 0.83 0.67 0.42 10 0.92 0.70 0.48 10 0.93

Recurrence dependent 0.54 0.23t0 0.85 0.64 0.37 10 0.91 0.76 0.56 t0 0.95

Stage dependent 0.44 0.10t0 0.78 0.61 0.321t00.89 0.68 0.43 10 0.92

Treatment dependent (surgery only v chemotherapy) 0.29 0.0to 0.64 0.41 0.06 to 0.76 0.49 0.16 10 0.82
Association with 2-year DFS (median)

Actual data 0.73 0.51t00.94 0.77 0.58 10 0.96 0.80 0.63 t0 0.96

Double TRD 0.51 0.18t0 0.83 0.67 0.41 10 0.92 0.70 0.46 to0 0.93

Abbreviations: OS, overall survival; DFS, disease-free survival; TRD, time from recurrence to death.

s BEMORTEFTCOHEZEERDE=IZIGLC TEHRZE
> Recurrence dependent: BFEFE TORREIZHLT

» Stage dependent: X7—v
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Trial Accrual | # Experimental %o stage
Period patients | treatment arm | III
MOSAICH 199801 | 2246 FOLFOX4 60
X_ACTI5 1998-01 | 1987 Capecitabine 100
NSABP C-0616 1997-99 | 1557 Uracil/tegafur 53
NSABP C—07V7 200002 | 2434 FLOX 71
CALGB 8980318 | 1999-01 | 1264 IFL 100
PETACC-31° 200002 | 3188 FOLFIRI 71

Key:

FOLFOX = Oxaliplatin. bolus and mfusional 5-FU. Leucovorin

FLOX = Oxaliplatin. bolus 5-FU. Leucovorin

IFL = Irnotecan. bolus 5-FU. Leucovorin

FOLFIRI = Irinotecan. infusional 5-FU. Leucovorin
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Association between 2 and 3yr DFS with 5 and 6yr OS, for all patients and stage ITT patients only

All Patients Stage III Patients
- - WLS R? Copula R? WLS R? Copula R?

DFS Years | OS5 Years n P - puia’
(95% CI)’ (#5% CI) | (95% CI)" | (93% CT)

- - 0.58 37 0.91 0.86
B B (0.02-1.00) | (0.00-0.98) | (0.54-1.00) | (0.64-1.00)

“ 6 0.76 0.49 0.93 0.38
B (0.37-1.00) | (0.00-1.00% | (0.60-1.00% | (0.70-1.00)

3 = 0.60 0.20 0.93 0.81
B (0.04-1.000 | (0.00-0.78) | (0.78-1.00% | (0.54-1.00)

3 6 0.73 0.17 0.89 0.79
(0.33-1.00) | (0.00-0.72) | (0.74-1.00% | (0.50-1.00)

Tfl'J:n? confidence intervals of WLS B2 were calculated based on 1,000 bootstrap samples.
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95% Prediction Intervals for Hazard ratios for 5 and 6yr OS based on observed 2yr DFS hazard ratio, Stage ITT Patients

OS D FAIFER

Trial | Observed 2 Predicted 5 Ohbserved 5 Predicted 6 Observed 6
Year DFS Year 05 HE Year 05 Year 05 HE Year 08

HE (9524 CI) HE (9324 Ch HE

1 0.77 0.82 (.84 Q.82 0.84
(0.73-091) (0.75-0.900

2 0.87 0.91 (.97 Q.90 0.88
(0.83-0.99) (0.84-0.96)

3 1.08 1.08 1.05 1.08 1.07
(0.96-1.21) (0.98-1.17

4 .87 0,50 (.84 0,90 0.84
(0.82-0.99) (0.83-096)

3 1.13 1.12 1.08 1.10 1.06
(1.01-1.23) (1.02-1.1%

] 0.87 0.91 (.90 090 087
(0.83-0.99) (0.84-0.96)

Table 3
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