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A Phase |l Study of Irinotecan in Combination with 120-h Infusion of

5-Fluorouracil in Patients with Metastatic Colorectal Carcinoma:
Japan Clinical Oncology Group Study (JCOG9703)

Atsushi Ohtsu', Narikazu Boku', Takashi Yoshioka?, Ichinosuke Hyodo?®, Kuniaki Shirao®, Yasuhiro Shimada®,
Soh Saitoh®, Akira Nakamura®, Noboru Yamamichi’, Seiichiro Yamamoto® and Shigeaki Yoshida'

Purpose: To evaluate the antitumor effect and feasibility of a combination of irinotecan (CPT-
11) and 5-day infusional 5-fluorouracil (5-FU) in a sequential schedule based on our previous
combination phase | studies in patients with metastatic colorectal cancer.

Patients and Methods: Forty chemotherapy-naive patients with metastatic colorectal cancer
received 90-min infusion of CPT-11 at a dose of 150 mg/m? on days 1 and 15 and 120-h pro-
tracted infusion of 5-FU at 600 mg/m?/day on days 3-7, which were repeated every 4 weeks.
Results: The median number of actually administered courses was five, ranging from one to
14. There were 16 (40%) patients who developed grade 3 or 4 neutropenia. Grade 3 or 4
nausea/vomiting and diarrhea were seen in three (8%) and seven (18%) patients, respectively.
Only one early death not related to treatment occurred during the study. There was one com-
plete response and 17 partial responses with a response rate of 45% (95% confidence interval:
29.3-61.5%). With a median follow-up period of 22.5 months for survivors, the median survival
and median progression-free survival times were 15.9 and 7.0 months, respectively.
Conclusions: Although the toxicities were modest, this sequentially combined regimen is
active and feasible in patients with metastatic colorectal cancer.

Jpn J Clin Oncol 2003;33,28-3:2L3

http.//www.icrweb.jp/i  /



ICR

2009/9/9

"
STATISTICAL CONSIDERATIONS

The sample size for the study was calculated from an expected

response rate of 40% and a minimum of 20% with an o and 3
error of 0.1, using Simon’s two-stage minimax design (9). The
estimated sample size was 36 and adding 10% of expected
ineligible cases, then a total of 40 patients including 19 patients
for the first stage were required. Overall survival was calcu-
lated from the date of registration to death due to any cause or
to the last contact date, using the Kaplan-Meier method.
Progression-free survival was analyzed from the date of
registration to date of documented disease progression or, if
patients died without disease progression, to date of death.
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IRINOTECAN PLUS CISPLATIN COMPARED WITH ETOPOSIDE
PLUS CISPLATIN FOR EXTENSIVE SMALL-CELL LUNG CANCER

Kazumasa Noba, M.D., Yutaka NisHiwakl, M.D., Masaakl KawaHara, M.D., SHUNICHI NEGoro, M.D.,
TAKAHIKO SuGIURA, M.D., AKIRA Yokovama, M.D., MasaHiro Fukuoka, M.D., KivosHl Mori, M.D.,
KosHiro WaTanaBe, M.D., TomoHiDE Tamura, M.D., SencHiro YamamoTto, PH.D., AND NaGcaHiro Sawo, M.D.,
FOR THE JAPAN CLINICAL ONcoLOGY GROUP™

Noda et al. New Eng/J Med 2002;346:85-91
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ABSTRACT

Background Irinotecan hydrochloride, a topoisom-
erase | inhibitor, is effective against small-cell lung W Eﬂ:%ﬂiuﬁ‘g1 73\ rp
cancer. In a phase 2 study of irinotecan plus cisplatin
in patients with extensive small-cell lung cancer, there

was a high response rate and a promising median sur- u Primary endeint‘; rp

vival time. IPIFEPK D BEFHAE
ZERTI DD

THAUE?
i dt I = ae t d th
gg?gne;t;ergiléiér;?poside and cilsspﬁ:tilrz :::a resc:JSIE IPO)EP ‘: Yﬂg%{%@'l‘%

only 154 patients were enrolled. The median survival

was 12.8 months in the irinotecan-plus-cisplatin group \=

and 9.4 months in the etoposide-plus-cisplatin group 1 Dﬂ%ﬁt) TKE DTU L/—C-(/\
(P=0.002 by the unadjusted log-rank test). At two

years, the proportion of patients surviving was 19.5 573\

percent in the irinotecan-plus-cisplatin group and 5.2

percent in the etoposide-plus-cisplatin group. Severe

or Iife—_threatening _myelosuppress_ion was more fre- [:I] Feﬁ@£$ﬁ‘:d: (O CP@{%@

guent in the etoposide-plus-cisplatin group than in the

irinotecan-plus-cisplatin group, and severe or life- = N

threatening diarrhea was more frequent in the irino- '|‘ED\5EBHEEHEE&D@EP

tecan-plus-cisplatin group than in the etoposide-plus-

cisplatin group. % “7_ \
Conclusions Irinotecan plus cisplatin is an effective EI:]'LI: EJT‘Q:_I_ _t- (J

treatment for metastatic small-cell lung cancer. (N Engl

J Med 2002;346:85-91.)

phase 3 study in which we compared irinotecan plus
msplatln with etopc:-mde plus cisplatin in patlents with
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Study Design and Statistical Analysis

This trial was designed as a multicenter, prospective, randomized
phase 3 study. The study protocol was approved by the Clinical
Trial Review Committee of JCOG and the institutional review
board of each participaring instimtion betore the initarion of the
study, and all the patents provided written informed consent before
randomization in accordance with the policies of JCOG in cffect in
1995, when enrollment began. The primary end point was overall
survival, and the secondary end points were the rates of complete
and overall response, progression-free survival, sites of relapse, and
roxicity. The sample size initally planned was 230 patients from
54 participating sites, with 115 patients in each group. The planned
duration of accrual was 3 years_and the planned follow-up time
was 1.5 yes i Thethe study
with 80 ]:H:rc:nt power to detect an improvement of 9 mont
the median survival of the patients in the ctoposide-plus-cisplarin
group and an lmprmcmcnt of 13 months in the median survival of

Ml comparisons of patienTschan IEtics, prognostic variables,
response rates, and rates of toxic effects were performed with Fish-
er's exact test, except for age, for which the t-test was used. Survival
was mecasured as the date of randomization to the date of death or
the date of the most recent follow-up. Progression-free survival was
measured as the date of randomizarion to the dare of the first ob-
scrvation of discase progression or the date of death from any causc
if there had been no progression. If there was no progression and
if the patient had not died, data on progression-free survival were
censored as of the date that the absence of progression was con-
firmed. Ifa patl:nt died without informarion on pmgrcssl::rn data
on progr survival were censore

ich progression could be ruled out by review of follow-up form
Survival curves were calculated by the Kaplan—Meier method™ and
mpared with use of the log-rank test.

http.//www.icrweb.jp/i  /

mterim analyses were planned, with adjustmen mul-
fple comparisons taken into account by the method of Lan 3
DeMets.!! The (’Brien—Fleming type alpha spending functon was)
used. The first interim analysis was planned for the date on whic
f the planned number of patients had been enrolled, and the
ond datc on which all the paticnts had been ¢
boundarics were PULCr Programs pro-
vided by Beboussin er al.'? The current study was designed and con-
ducted on the basis of one-sided testing,, but the results are pre-
sented with two-sided P vnlucs Lnadjustcd I values are reported
because of the conscrva pefdips-funcriion uscd.

All pa#tefit-information forms were collecred and marmaged ar the
data center. In-house interim monitoring was performed at the taga
center to ensure the submission of data, the cligibility of the patients)
compliance with the protocol, safety, and progress of the study o
vehiedule. The m::-nu:nrlng reports were submitted to and revigwéd
by an mdependent monitoring committee semiannua

m fRstEediE+
=1 Sample S|zeuxu+0)$E}k
O PREEEOXDD S
O BRITTOE
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Enrolment

Follow up Mlocation

Analysis

Assessed for eligibility (No of clusters) | 2

Randomised (Mo of clustars) |

Excluded (No of clusters):

Mot meeting inclusion criteria (No of clusters)
Refused to participate (Mo of clusters)
Other reasons (No of clusters) P

154

IP 77 v

Allocated to intervention (No of clusters)
Received allocated intervention
(Mo of clusters, average cluster size,
range of cluster size)
Did not receive allocated intervention; give
reasons (No of clusters, average cluster size,

range of cluster size) 9

EP 77 )

Allocated to intervention (Mo of clustars)
Received allocated intervention
(Mo of clusters, average cluster size,
range of cluster size)
Did not receive allocated intervention; give
reasons (No of clusters, average cluster size,

range of cluster size) 0

+ £

Lost to follow up; give reasons O

(No of clusters, average cluster size,
range of cluster size)

Discontinued intervention; give reasons
(No of clusters, average cluster size,
range of cluster size) 2 2

Lost to follow up; give reasons O
(Mo of clusters, average cluster size,
range of cluster size)
Discontinued intervention; give reasons
(Mo of clusters, average cluster size,
range of cluster size) 2 2

Analysed

(Mo of clusters, average cluster size,
range of cluster size)

Excluded from analysis; give reasons
(Mo of clusters, average cluster size,
range of cluster size)

Analysed

(Mo of clusters, average cluster siza,
range of cluster size)

Excluded from analysis; give reasons
(Mo of clusters, average cluster siza,
range of cluster size)

Fig 1 Recommended format for flow diagram of the progress of clusters and individuals
through the phases of a randomised trial
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TABLE 1. CHARACTERISTICS OF THE PATIENTS.

CHARACTERISTIC

Age (vr)

Median

Range
Sex

Male

Female

ECOG performance status*

1
2
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IRINOTECAN ETOPOSIDE

PLUS
CISPLATIN
(N=77)

63
30-70
63
14
10

61
6

PLUS
CISPLATIN P
(N=77) VALUE

0.12

63

41-70

0.25

69

8
0.61
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Overall Survival

As of March 2001, when the final analysis was con-

j: 73 N T i ‘ r' T T
%D % c\:_ @I_-F *R ducted, the median overall survival was 12.8 months

(95 percent confidence interval, 11.7 to 15.2) in the

irinotecan-plus-cisplatin group and 9.4 months (95
percent confidence interval, 8.1 to 10.8) in the etopo-
side-plus-cisplatin group; 70 patients in the irinotecan-
plus-cisplatin group and 74 in the etoposide-plus-cis-
platin group died (P=0.002 by the log-rank test) (Fig.
1). The rate of overall survival in the irinotecan-plus-

P=0.002

[rinotecan
plus cisplatin

Owverall Survival
(%0 of patients)
o
T

DISCUSSION

207 .
10 Etoposide : ;
1 pluscisplatin I . ;
0 — | h'_l We consider that the trend toward a higher com-

0 6 12 18 24 30 36 42 48 plete-response rate in the etoposide-plus-cisplatin
Months group than in the irinotecan-plus-cisplatin group 1s
due to chance. Although it 1s possible that these results
occurred by chance, we believe that the decision to ter-

minate the trial early was based on generally accepted
scientific and ethical principles and that, despite the
small sample size, we can conclude that the combina-
tion of irinotecan and cisplatin is an attractive option
for patients with metastatic small-cell lung cancer who
have a good performance status.

2009/9/79 http://www.icrweb.jp/i  /
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NEJM’s Guidelines for Reporting Subgroup Analysis (2007)

SPECIAL REPORT

Statistics in Medicine — Reporting of Subgroup

Analyses in Clinical Trials

Rui Wang, M.S., Stephen W. Lagakos, Ph.D., James H. Ware, Ph.D., David ). Hunter, M.B., B.S.,
and Jeffrey M. Drazen, M.D.

Medical ress
sess il Such analyses, which assess the heterogeneity of treat-
and cc ) . .

weue|  ment effects in subgroups of patients, may provide useful

varielinformation for the care of patients and for future

possib
ocencil  research.
tients,
of pati
ronp|  HOWever, subgroup analyses ... can lead to overstated
es and\_and misleading results.
295;{;;%:%&?:%%%5‘5 with conducting and TEPOTTI e cor example, Jackson et al.” reported the outcomes
analyses, and it sets forth guidelines for their use of a study in which 36,282 postmenopausal
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NEJM’s Guidelines for Reporting Subgroup Analysis (2007)
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D2 Lymphadenectomy Alone or with Para-aortic Nodal
Dissection for Gastric Cancer

Mitsuru Sasako, M.D., Takeshi Sano, M.D., Seiichiro Yamamoto, Ph.D., Yukinori Kurokawa, M.D.,
Atsushi Nashimoto, M.D., Akira Kurita, M.D., Masahiro Hiratsuka, M.D., Toshimasa Tsujinaka, M.D.,
Taira Kinoshita, M.D., Kuniyoshi Arai, M.D., Yoshitaka Yamamura, M.D., and Kunio Okajima, M.D.,
for the Japan Clinical Oncology Group

institution. Analyses of two prespecified sub-
croups (Borrmann macroscopic type and clinical
T stage) and nine post hoc subgroups were also
conducted ro evaluate interacrions berween treat-
ment and subgroup with the use of Cox regres-
sion; we report the result of all these analyses.
Mo more than one significant interaction test re-
sult (P<0.05) would be expected on the basis of
chance alone as a result of muldple estng.
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NONRANDOMIZED COMPARISON BETWEEN DEFINITIVE

CHEMORADIOTHERAPY AND RADICAL SURGERY IN PATIENTS WITH
T, sNony My SQUAMOUS CELL CARCINOMA OF THE ESOPHAGUS

SHuicHI Hirowarga., M.D..* Atsusmr OuTsu. Pu.D..* Narkazu Boku, M.D..*
ManaBu Muto., M.D..* Fumio Nacasama, M.D..* Hrok1 Sarro, M.D..* SHIGEAKI YosHIDA, M. D *
Mitsuvo Nisanvura, M.D..T Masatora Haruno, M.D..? Satosar IsHkura, M.D..5
Takasar Ocmo. M.D..¥ Sencaro Yamamorto. Pu.D..! anp Atsusar Ocurar. Pu.D.T

Purpose: To compare the treatment results between radical surgerv and definitive chemoradiotherapy for
resectable squamous cell carcinoma of the esophagus and to identify useful climicopathologic and biclogic
markers to select better treatment.

Methods and Materials: Between August 1992 and April 1999, 98 consecutive patients were selected for this
study; 33 were treated with chemoradiotherapy and 45 with surgeryv. The patients in the chemoradiotherapy
group received 5-fluorouracil combined with cisplatin plus 60 Gv of radiation, and those in the surgerv group
receiverl an esophagectomy with radical node dissection. Biologic markers were investigated immunohistochemi-
cally using pretreatment biopsyv specimens.

Results: The baseline clinical TNM stage was more advanced in the chemoradiotherapy group than in the surgerv
group. With a median follow-up period of 43 months, the 5-vear survival rate was 46% in the chemoradiotherapy
and 51% in the surgery group, without statistical significance (p = 0.47, log—rank test). Cox regression analysis
for prognosis revealed that epidermal growth factor receptor positivity, high microvessel density, and cyvchn D1
positivity vielded a low value for relative risk (0.66, 0.54, and 0.62, respectively), which favored chemoradio-
therapv over surgerv, without statistical significance.

Conclusion: This nonrandomized study showed a trend for the chemoradiotherapy in the treatment of esopha-
geal carcinoma, but the results need to be confirmed by additional study. © 2003 Elsevier Inc.

Esophageal cancer, Chemoradiotherapy, Surgery. Biologic marker.

36
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Fig_ 1. Survival curves of chemoradiotherapy group (CET. solid line) and surgery group (dotted line) with Kaplan-Meier

method. Median survival was 34 months in chemoradiotherapy group and not reached 1n surgery group. No statistical
significant difference was found in both groups in overall survival (p = 0.47).
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Table 5. Univanate and multivariate analvses of relative nisks of chemoradiotherapy against surgerv on survival in 95 esophageal

cancer patients

Univanate analysis

Multivanate analysis™

Category H EER 95% (1 r RR' 95% CI v
N stage

0 51 1.64 0.68-3.96 0.27 1.01 0.38-2.71 0.98

1 44 0.67 0.30-1.47 032 0.81 0.35-1.87 0.62
pa3

Negative 34 1.46 0.514.11 048 0.77 0.33-1.80 0.55

Positive 61 1.10 0.54-2.23 0.79 0.96 0.48-1.94 0.91
Ki-67

=64 34 1.33 0.49-373 0.57 0.77 0.31-1.93 0.58

=64 61 1.10 0.53-2.26 081 0.94 0.48-1 85 0.85
EGFR

Negative 44 1.23 0.55-2.78 0.61 1.26 0.62-2.57 0.53

Positive 51 1.20 0.52-2.79 0.68 0.66 0.30-1.47 0.31
Cyclin D1

Negative 31 3.86 0.86-174 0.08 3.25 0.68-15.5 0.14

Positive 64 091 0.45-1.84 0.80 0.62 0.30-1.30 0.21
MVD

=50 36 1.82 0.75—4.38 0.19 1.35 0.31-3.55 0.35

=50 39 0.74 0.34-1.64 0.46 0.54 0.22-131 0.17
VEGF

Negative 51 1.24 0.53-294 0.62 1.04 0.43-2.50 0.94

Positive 44 0.97 0.43-2.19 094 0.77 0.33-1.79 0.54

Abbreviations: BR. = relative nisk; CI = confidence interval: EGFR. = epidermal growth factor receptor: MVD = mucrovessel density;

VEGF = wascular endothelial growth factor.
* Adjusted by N stage, p33, K1-67, EGFE. cyclin D1, MVD, and VEGF.

T When relative risk =1. surgery had better survival than chemoradiotherapy.

http://www.icrweb.jp/i
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Prognostic Factors in Patients with Hepatocellular Carcinoma Treated
by Transcatheter Arterial Embolization

Masafumi Ikeda', Shuichi Okada', Seiichiro Yamamoto?, Tosiya Sato3, Hideki Ueno, Takuji Okusaka', Hitoshi
Kuriyama', Kenichi Takayasu¢, Hiroyoshi Furukawa* and Ryoko Iwata*

Background: Transcatheter arterial embolization induces marked antitumor response in
patients with hepatocellular carcinoma, but the survival benefit of transcatheter arterial embol-
ization remains to be determined. This study investigated prognostic factors in patients with
advanced hepatocellular carcinoma treated by transcatheter arterial embolization.

Methods: A total of 128 consecutive patients with non-resectable hepatocellular carcinoma,
who had undergone transcatheter arterial embolization between May 1990 and August 1998,
were analyzed to investigate prognostic factors.

Results: Median survival time and survival proportions at 1, 3 and 5 years were 3.3 years,
92.0, 54.6 and 23.4%, respectively. By multivariate analysis using the accelerated failure time
model, age <60 years, hepatitis C virus antibody positivity, serum albumin >3.5 g/dl, absence
of portal vein invasion and serum a-fetoprotein level <400 ng/ml were significantly associated
with favorable survival. For clinical application, we also propose a prognostic equation with
combination of specific prognostic factors, by which survival curves of each patient could be
predicted directly.

Conclusion: The findings of the current study may be helpful in predicting the life expectancy
of hepatocellular carcinoma patients treated by transcatheter arterial embolization and in
designing future clinical trials of transcatheter arterial embolization for hepatoceliular carci-
noma.

Jpn J Clin Oncol 2002;32,455-460 41
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Table 2. Median survival times and ratios of survival time by prognostic factors for patients with HCC treated by TAE in univariate and multivariate analyses

n Median Univariate analysis® Multivariate analysis®
survivaltime o of 95% CI P Ratio of 95% CI P
(years) survival time survival time

Host-related factors

Age (years) =60 90 3.0 0.90 (0.67-1.20) 0.47 0.69 (0.5-0.95) 0.02
<60 38 38 =b -

Gender F 26 33 0.90 (0.62-1.32)  0.60 0.81 (0.56-1.18) 0.27

102 3.4 - -

Alcohol abuse? + 30 38 1.02 (0.75-1.39) 0.90 1.10 (0.80-1.51) 0.57
- 08 3.0 - -

HBs Ag + 21 29 0.96 (0.67-1.38)  0.82 1.01 (0.62-1.64) 097
- 107 i3 - _

HCV Ab + 101 34 1.27 (0.92-1.74) 0.14 1.77 (1.11-2.81) 0.02
- 26 29 - -

Prior hepatectomy + 62 38 1.25 (0.94-1.65) 0.12 0.95 (0.70-1.27) 0.71
- 66 28 - -

Total bilirubin 22.0 mg/dl 7 2.7 0.93 (0.53-1.64) 0.81 1.13 (0.69-1.86) 0.63
<2.0 mg/dl 121 33 - _

Albumin >3.5 g/dl 93 35 1.30 (1.06-1.48) 0.02 1.37 (1.16-1.54) <0.01
<3.5 g/dl 35 27 - -

GOT =82 U/l 44 3.0 0.89 (0.67-1.18) 0.41 0.77 (0.52-1.14) 0.19
<82 IU/I 84 35 - -

GPT =70 TU/I¢ 54 35 1.05 (0.79-1.39) 0.74 1.11 (0.75-1.63) 0.60
<70 1U/1 73 3.0 - -

Lactic dehydrogenase =500 U/ 26 3.0 1.19 (0.81-1.74)  0.38 1.20 (0.84-1.70) 0.32
<500 1U/] 102 i3 - -

Cholinesterase =100 IU/ 115 34 0.64 (0.41-1.00) 0.05 0.91 (0.57-1.46) 0.71
<100 U/ 1 2.5 - -

http.//www.icrweb.jp/i
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n Median Univariate analysis® Multivariate analysis*
;‘;"a:;;‘] time Ratoof  95%CI P Ratoof  95%Cl P
survival time survival time

Tumor-related factors

No. of tumors Multiple 90 3.0 0.70 {0.50-0.98) 0.04 0.76 (0.51-1.13) 0.17
Single 38 38 - -

Tumor distribution Bilateral 55 29 0.68 (0.51-0.91)  0.01 0.78 (0.56-1.09)  0.15
Unilateral 73 38 - -

Tumor size >25% 18 1.0 0.54 (0.38-0.77)  <0.01 0.78 (0.56-1.10)  0.16
<25% 110 3.5 - -

Portal vein invasion + 4 0.8 0.81 (0.42-1.54) 0.52 0.58 (0.30-1.11) 0.10
- 124 33 - -

a-Fetoprotein 2400 ng/ml 26 1.4 0.56 (0.40-0.77)  <0.01 0.64 (0.44-0.93)  0.02
<400 ng/ml 101 35 - —

Treatment-related factors

Anticancer agents MMC + ADR 17 29 0.83 ({1.18-9.86) 0.54 0.91 (0.64-1.28) 0.59
SMANCS 24 35 1.08 (0.58-1.19) 0.86 (0.55-1.35) 0.52
ADR 87 3.5 - -

HBs Ag, hepatitis B surface antigen; HCV Ab, hepatitis C virus anti
doxorubicin; MMC, mitomycin; SMANCS, zinostatin
accelerated failure time models. "Reference category.

years. “2.5 times upper normal limit.

20097979
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body: GOT, glutamic oxaloacetic transaminase; GPT, glutamic pyruvic transaminase; ADR,
stimalamer. *Ratio of survival time, its 95% confidence intervals and P-value estimated by univariate
“Accerelated failure time models with all prognostic factors in the models. “Ethanol intake >80 g/day for =5
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