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Figure 2

A possible causal diagram based on established relationships
for estimating the incidence of coronary heart disease
(CHD). Other interactions may also be possible.

Population Health Metrics 2003, 1:1-20. 4]
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Bevacizumab Beyond First Progression Is Associated With
Prolonged Overall Survival in Metastatic Colorectal Cancer:
Results From a Large Observational Cohort Study (BRiTE)

Axel Grothey, Mary M. Sugrue, David M. Purdie, Wei Dong, Daniel Sargent, Eric Hedrick, and Mark Kozloff
A B S T R A C T

Purpose
Bevacizumab provides a survival benefit in first- and second-line metastatic colorectal cancer

(mCRC). In a large, observational, bevacizumab treatment study (Bevacizumab Regimens:
Investigation of Treatment Effects and Safety [BRITE]) in patients who had mCRC, a lenger-than-
expected overall survival (OS) of 256.1 months was reported. The association between various pre-
and post-treatment factors (including the use of bevacizumab beyond first progression [BBP]) and
survival was examined.

JCO 2008, 26:5326-34 42
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Table 2. Median OS of Pre- and Post-Treatment Variables and Multivariate Analysis of the Variables on SBP

Ewvaluation Time Pointt

Multivariate Analysis

0s SBP
Variable® Median 95% ClI Median 95% ClI HR$ 96% ClI P
Age at first progression (per 10 years) 1.04 0.97to1.10 284
Ethnicity

White (n = 1,152) 229 21410 261 11.6 10410 13.0 1.0 ireference)

Black (n = 178]) 24.2 20.7 to 31.3 13.7 12.0to 15.8 0.88 0.70to 1.11 .268

Other (n = 96) 275 20.3 to NA 13.2 10.0 to NA 0.77 0.57 to 1.05 103
Baseline ECOG P5%

0in = 8632) 295 27.2 to NA 16.5 16.0t0 19.2 1.0 ireference)

1in = 598) 19.9 17810 21.6 9.6 B841t0 11 1.30 1.10to 1.63 .002

=2(n =287 12.8 10.9 to 16.3 6.2 39t085 1.80 1.21t0 2.12 .001
Baseline albumin, per g/dL 073 0.64to 0.82 = .00
Baseline alkaline phosphatase, per 100 U/L 1.18 1.13t0 1.23 < .001
Site of primary tumor, %

Colon (n = 1,131) 219 204 to 241 11.3 10.2t012.6 1.0 ireference)

Rectum (n = 293) 29.2 26.2 to NA 17.5 12810221 0.79 0.65 to 0.97 .020
Exposure to EGFR inhibitorsY

No (n = 884) 224 19.9 to 26.6 11.0 9.0t013.0 1.0 reference)

Yes (n = b42) 24.8 22.2t027.0 13.4 12.1to 16.7 0.97 0.81t0 1.16 738
Exposure to all three active chemotherapy

agents]|

Mo (n = 681) 202 17.5t022.6 8.7 76t011.1 1.0 ireference)

Yes (n = 745) 26.6 24.7 t0 28.4 14.4 12.7to0 15.9 0.94 0.78to0 1.14 539
Time to first progression, per month 0., 0.89to0 0.93 = .001
Best firstdine response

CR (n = 166) NA 29.2 to NA A 17.8 to NA 1.0 (reference]

PR (n = 468) 27.2 24.7 to 33.2 14.0 11.6t0 15.9 1.64 1.16102.35 007

SD (n = 488) 229 20.2 to 25.2 12.0 10.0to13.4 1.64 1.156t0 2.35 .007

PD (n = 314) 11.6 10.3t0 13.0 75 6.3t09.0 1.33 0.89t0 1.99 158
Post—first progression therapy

No BBP {n = 531} 19.9 18.0t0 22.0 9.5 8.4to11.2 1.0 (reference]

BEP (n = 642} 31.8 27.9to NA 18.2 16.8t0 20.7 0.49 0.41 t0 0.58 < .001

No postprogression treatment (n = 253} 12.6 10.6 to 18.7 3.6 271043 206 1.64 to 2.656 < .001

NOTE. First-line chemotherapy regimen was also included in the model.
Abbreviations: O3, overall survival, SBP, survival beyond first progression; HR, hazard ratio; ECOG PS, Eastern Cooperative Oncolegy Group perfermance
status; EGFR, epidermal growth factor receptor; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; BBP, bevacizumab

use beyond progression.

“Sample sizes (n) relate to patients who had an investigator-assessed disease response and were included in the multivariate model.
tUnadjusted median overall survival and survival beyond first progression for patients whe had investigator-assessed disease progression.
#Multivariate result for survival beyond first progression performed only on patients who had an investigator-assessed disease response.
§Unknown performance status score (n = 109) was included in the model as a separate level.
flincludes cetuximab and/or other epidermal growth factor receptor monoclonal antibodies.
|Active chemotherapy agents include FU (or capecitabine), irinotecan, and oxaliplatin.

JCO 2008, 26:5326-34 44
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Table 2. Median OS of Pre- and Post-Treatment Variables and Multivariate Analysis of the Varialla

Ewvaluation Time Pointt

0s SBF
N w o,
Variable™ Median 95% CI Median 95% CI /\-U- I\tt‘ 95 /°CI P1E

Age at first progression (per 10 years) 1.04 0.97to1.10 284
Ethnicity / \

White (n = 1,152) 23 = 04t013.0 1.0 ireference)

Black (n = 178} 24 _Qlﬂ %Ei L/E ? 20to16.8 0.88 0.70to 1.11 .268

Other (n = 96) 2] . A 0.0 to NA 0.77 0.67to 1.05 103
Baseline ECOG PS§ Fln

0 (n = 632) 29 . A*E 5.0t019.2 1.0 (reference)

1 (n = 598) 14 84t011.1 1.30 1.10to0 1.63 .002

=2(n=287 13 ° PS 38t0 85 1.60 12110 2.12 .001
Baseline albumin, per g/dL . A I b 073 0.64to 0.82 = .00
Baseline alkaline phosphatase, per 100 U/L 1.18 1.13t0 1.23 < .001
Site of primary tumor, % . A P

Colon (n = 1,131) 2 L 02t0126 1.0 ireference)

Rectum (n = 293) 2 . %\%‘é 2.81022.1 079 0.65 to 0.97 .020
Exposure to EGFR inhibitorsY =

No (n = 884) 23 ° EGFRBH = %ﬁ 9.0t012.0 1.0 (reference)

Yes (n = b42) 24 o 5 2.1to 16.7 0.97 0.81t0 1.16 738
Exposure to all three active chemotherapy Key Dr‘ugE

agents]| . BEMA Y ~
No (n = 681) 2 HU/U%U XY 76t011.1 1.0 (reference)

Jto 159 0.94 0.78t0 1.14 539

0.01 0.89 t0 0.93 < 001
/1 1 s to

Yes (n = 745) - BEBEDOTTP
Time to first progression, per month
- ~(DResponse

Best firstdine response

CR {n = 156) NAX
PR (n = 468) AT

1.0 (reference]

: 1.64 1.15t0 2.35 .007
SD (n = 488) 229 20.2 to 25.2 e : = 13 1.64 1.15t02.35 .007
= B/48B

PD (n = 314) R 11.6 10.3t0 13.0 = \5%72 3.0 1.33 0.89 to 1.99 158
Post—first progression thera) f§ M=)

Mo BBP (n = 531) - 280t022.0 Bﬂ%b\EE@ 11.2 1.0 (reference)

BBP (n = 642) e \%0)37)5 s:ﬁ1 &Hgﬂx 7.9 to NA 19.2 16.8t0 20.7 0.41100.58 <.001

No postprogression treatment (n = 253} 12.6 10.6 to 18.7 3.6 27t043 _ 1.64 to 2.656 OuU
NOTE. First-line chemotherapy regimen was also included in the model. BBPC‘:F NICBBPOD ﬁﬂHR
Abbreviations: O3, overall survival, SBP, survival beyond first progression; HR, hazard ratio; ECOG PS, Eastern Cooperatwe Oncol <:=lgf’3.r GrZ-u_p performanD;U;

status; EGFR, epidermal growth factor receptor; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; BBP, bevacizumab
use bevond progression.

“Sample sizes (n) relate to patients who had an investigator-assessed disease response and were included in the multivariate model.

tUnadjusted median overall survival and survival beyond first progression for patients whe had investigator-assessed disease progression.

#Multivariate result for survival beyond first progression performed only on patients who had an investigator-assessed disease response.

§Unknown performance status score (n = 109) was included in the model as a separate level.

flincludes cetuximab and/or other epidermal growth factor receptor monoclonal antibodies.

|Active chemotherapy agents include FU (or capecitabine), irinotecan, and oxaliplatin. JCO 2008, 265326-34 45
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Other 0.77 CVVDBMIEDETIV
ECOGPS O 1.00 0 [White. PS=0. no-BBPJ ICLEATE
1 1.30 [White. PS=0. BBPJ DHR=0.49
=2 1.60 0 [White. PS=0, no-BBPJ [CLENTE
P [White. PS=2. BBPJ MDHR=1.60X0.49
ok No-BBP 1.00 o TWhite, PS=0, no-BBPJ ICLLATE
BBP 0.49 MBlack. PS=2. BBPJ
No Tx 2.05 HR=0.88 X1.60%X0.49

0 HRIBESRIBIC RIF o —

CEEfBI NS — R
JCO 2008, 26:5326-34 46

BBP, Bevacizumab Beyond First Progression.
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JCO 2008, 26:4244-4252
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BRITISH MEDICAL JOURNAL VOLUME 292

Comparison of treatment of renal calculi by open surgery,
percutaneous nephrolithotomy, and extracorporeal shockwave

lithotripsy

C R CHARIG, D R WEBB, S R PAYNE, ] E A WICKHAM

Abstract

This study was designed to compare different methods of
treating renal calculi in order to establish which was the most cost
effective and successful. Of 1052 patients with renal calculi, 350
underwent open surgery, 350 percutaneous nephrolithotomy,
328 extracorporeal shockwave lithotripsy (ESWL), and 24 both
percutaneous nephrolithotomy and ESWL. Treatment was de-
fined as successful if stones were eliminated or reduced to less
than 2 mm after three months. Success was achieved in 273 (78%)
patients after open surgery, 289 (83%) after percutaneous
nephrolithotomy, 301 (92%) after ESWL, and 15 (62%) after
percutaneous nephrolithotomy and ESWL. Comparative total
costs to the NHS were estimated as £3500 for open surgery,
£1861 for percutaneous nephrolithotomy, £1789 for ESWL, and
£3210 for both ESWL and nephrolithotomy. ESWL caused no
blood loss and little morbidity and is the cheapest and quickest
way of returning patients to normal life.

kidney stones to be broken up in situ by using focused shock
generated by an ultrashort, high tension underwater ele
discharge; it obviates the need for invasive surgery, althou
anaesthetic is still required.” In all, 750 treatments have now
performed at the London Stone Centre and over 80 000 have
performed world wide (Dornier Svstems, West Germany).

With any new and capitally expensive treatment three que
need to be answered: What is the difference in mortality? W
the difference in morbidity? Which mode of treatment is the
cost effective? We tried to define the current place of extracor)
shockwave lithotripsy (ESWL.) in the management of renal ¢
by comparing 350 cases of open stone removal, 350 ca
percutaneous nephrolithotomy, and 352 cases of ESWL
patients were treated by the same team of surgeons under the
supervision of one consultant. Patients in all groups were unse!
and treated consecutively over 14 years (open surgery from '
1980, percutaneous nephrolithotomy from 1980 to 1985
ESWL in 1985).

BMJ 1986, 292:879-82. ¢4
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BMJT 1986, 292:879-82.

SioOfEEmOEEAINEIS

O BEkgit 78% (273/350)
O ﬁﬁﬁ’]?ﬁﬂjﬁi(PNL) 83% (289/350)
FREEAUNE ) FICEL\EE |

BE (<2cm/2cm=) TR THDE - - -
» <2cm  BRIRT 93% (81/87)

PNL 83% (234/270)
= =2cm BT 73% (192/263)
PNL 69% (55/80)

Success defined as no stones at three months or stone reduced to particles <2 mm in size. §5
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