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VOLUME 23 - NUMBER 28 - OCTOBER 1 2005

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Pretreatment Quality of Life and Functional Status
Assessment Significantly Predict Survival of Elderly
Patients With Advanced Non-Small-Cell Lung Cancer
Receiving Chemotherapy: A Prognostic Analysis of the
Multicenter Italian Lung Cancer in the Elderly Study

Paolo Maione, Francesco Perrone, Ciro Gallo, Luigi Manzione, FrancoVito Piantedosi, Santi Barbera,
Silvio Cigolari, Francesco Rosetti, Elena Piazza, Sergio Federico Robbiati, Oscar Bertetto, Silvia Novello,

From the S Giuseppe Moscati Hospital, Maria Rita Migliorino, Adolfo Favaretto, Mario Spatafora, Francesco Ferraii, Luciano Frontini,
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Medical Statistics, Second University of
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tal, Napoli; S Carlo Hospital, Potenza;

Mariano Santo Hospital, Cosenza; S Purpuse
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%E%ﬁg*ﬁ' Table 3. Multivariate Analysis

95% CL
Variable HR  Upper Lower P*
Sex .07
Male (n = 465) Ref
Fermnale (n = 101} 078 059 1.02
Age, years .69
< 75 (n = 337) Ref
75-79 (n = 210) 1.09 089 1.32
=80 (n = 19) 096 057 1.64
Performance status .006
0-1 (n = 480} Ref
2 (n = 1086) 146 1.12 1.88
Charlson score .66
0 (n = 237) Ref
1{n =210} 1.06 085 1.32
2({n =292 112 0856 1.48
=3(n =27 084 052 1.36
ADL A4
Mo dependence (n = 482) Ref
One or more dependence (n = 84) 1.12 0.8b 1.47
IADL 04
Better (n = 188) Ref -
Intermediate (n = 217) 097 076 1.22
Worse (n = 161) 1.31 1.00 1.71
Quality of Life 0003
Better (n = 119) Ref I
Intermediate (n = 294) 1.62 1.24 2.10
Warse (n = 153) 1.76 129 239
Stage J1

A
QOL

Overall Survival

Mo. at risk:

IADL

Cwerall Survival

No. at risk:

1.0,
0.8
0.6+

0.4

0.2

— Worse
= Intermediate
Better

566

1.0

0.8+

0.6

0.4+

0.2+

Maonths
148 70 3 14
— Worse
' Intermediate

===~ Better

566

305

Months

148 70 3 14

Fig 2. Kaplan-Meier-estimated overall survival curves according to pre-
treatment (&) quality of life (QoL) and (B) intermediate Activities of Daily
Living {IADL) categories.

J Clin Oncol 23:6865-6672.
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treatment (&) quality of life (QoL) and (B) intermediate Activities of Daily

Living {IADL) categories.
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m Class comparison

O comparison of gene expression in different groups of
specimens

m Class prediction

[ derivation of predictors of prognosis, response to therapy,
or any phenotype or genotype defined independently of the
gene expression profile

= to predict accurately the class membership of a new sample

m Class discovery
O defining previously unrecognized tumor subtypes
= no classes are predefined

Science 1999, 286:531-7; JNCTI 2003, 95:14-18; 16
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2 97.5
® 95
s 90
=
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0 5. “Optimal” cutpoints in S-phase fraction

Table 2. Optimal cutpoints derived by the minimum P-value approach in the Freiburg DNA breast cancer study®

Population 1, Population 2, Population 3, Population 4, Population 5, Population 6,
all diploid node negative node positive node positive, diploid node positive, ancuploid
(n=207) (n=119) (n=98) (n=109) (n=159) (n=50)

N utpoint 5.4 5.4 9.09.1 10.7-10.9 3.7 10.7-11.2
5{ Pvalue | 037 051 084 007 068 003
ive risk using 1.58 1.87 0.28 2.37 1.94 3.30

optimal cutpoint

95% confidence interval 1.03,2.44 1.00, 3.49 0.07,1.19 1.27,4.44 0.95,3.96 1.49,7.29
| Cormrected P value 403 >5 =5 123 >.5 1063
“PVEIGETrom CoX odel 340 276 >5 061 >.5 031

*Estimated relative risks with 95% confidence intervals (upper pan); corrected £ values (for explanation see text) and P values from a Cox model including SPF as
a continuous covariate (lower part). n = number of patients.

- REQSBHETRE, BELTHDE plE >> BEKE
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B TYICEDIZHEIR, cont.

m {RBICDE ETCOHEFENEZFHET D
0 KBORBODDE5E 2K BOET IV ZLLE
O Lb#R T BIEIE : Akaike Information Criterion (AIC) /&
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ZYMOIESE  Validaton

m Feinstein B

1 "Validation is one of those words — like health, normal,
probability, and disease — that is constantly used and seldom
defined. We can ... simply say that, in data analysis, validation
consists of efforts made to confirm the accuracy, precision,
or effectiveness of the results."

Feinstein AR (1996). "Multivariable Analysis: An Introduction ” 45

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/

45



ICRHP kiR ZEEMITI FRIZEMNET DR

RBRFEFBTRREFREREV— THE—

g

ZYMOIESE  Validaton

m Feinstein B

— ==

A FERASNDITODDH S IZICESR

T—YDMICTHNTIS. BROIEEE

JEDICTOHNDEENC K > TRERRSN
\\

"Validation"(d. R, [E®. R, EIREEV\O>CEFBEERRIC

DBSNZEVNEFETHD.
. BE. MREERITD

F -

s [FRITETIV] [CXIT DEAMEDIESE
O FRIETIVOETIVBRICBWNZEBD LS
"BRd" T YU CET DR FAEREEEDOOED

Feinstein AR (1996). "Multivariable Analysis: An Introduction ” 46

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/

46



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

g
[ ZBMEOIREE) DMIEMED ?
BEEDRR

O BNEBERE/TETILE UTRENREDOSN GRRM)
0 EFTIV/EHOERNDN T —HICEDLCEICKD over-fitting

s ARTHAVDORR
O @B FREDFFIMREED NP CENDU (Ro2&ERD
O RAEZEBRE ULXIREZFNAIT D ENZBUY (N1 7))
O AADETVTIVT A X (R+DISFEE)

—MIEIREEDAE | 15[ - BB EEZRZIRNERRE TEE0)
0 “case-mix"DIEFS5DEICKD B DB TOFAINMEELESRICET
» BERFERRFICENDHDIE

47

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/ 47



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

g

FUMDOIEEDT S 1Y ¢ internal or external

m Internal validation
0 —DDT—AEBERICEZYMHOREIEICERIND
O BAULE TETIVEBEE] O (RtY) HFLUMORSENE

s External validation
0 JRVIMD"ERI5D"T—A % validation set ELTHEIT D
= 0% and/or IBPANERISD
0 — b B DFHEmN E
s ERDINREM | KA—-FH, BK—B%

48

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/ 48



ICRHP kiR ZEEMITI FRIZEMNET DR

RBRFEFBTRREFREREV— THE—

" S

FHMOIEEE . internal validation®DF3)%

= Split sample &
m Cross-validation (CV) }%
0 Split-half CV %
0 Leave-one-out %= (LOO-CVIE)

0 K-fold CV &

=<h

R

49

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/

49



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

g
3505 © Split-sample 3

Data NA

i )

Training set Validation set

= FRIMAESTE - 5 )UBZEICAU/Ztraining setMAADT—H &S
1 Random or Non-random

» EFT/UVEZEIC(E training set DHZFIA
0 training set & test set (XIREIANE ZA7E L. no “crossing”

0 RS © +DBEARESDONAME .
5

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/

50



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

.

FHMOIEEE . internal validation®DF3)%

= Split sample & B4
m Cross-validation (CV) & n
Split-half CV .
0 Split-half CV & | RS
1 Leave-one-out ;& (LOO-CViE) JE
1 K-fold CV 3 2

51

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/ 51



ICRHP kiR ZEEMITI FRIZEMNET DR

RBRFEFBTRREFREREV— THE—

it Eh
piE)Es

= S

81, SimonbdD¥Y=al—Y3Y
n BUSTIEZAVN TR UIZ 23 M ORGSR

Cl=)

1.00
- :I Cross-validation: none (resubstitution method)
7 Cross-validation: after gene selection
£ |Cross~vaﬁdation prior to gene selection |
& 0.95 1
B
o S0 Z \¥A 7 (o) —/\
3 ulz:\‘D $ 50 %)0)}__] @ ’ ﬁi
E A "
= 0.90//” f \ a
E o104, 4
o0 : / /1
© 2
c z
o Z
s |
,d
4 7
8 0.05 ?
/
a Z
/
2
',l
A ] ¥ & &
ﬂﬂU T rlﬂ T T T “ ” “ T U T T l-. i = = - o o =
01 2 3 4 5 8 7 8 9 10 11 12 13 14 15 16 17 18 19 20
— S8 L\ KB %K . . .
200D DB MFRITFEEN Number of misclassifications
(BE10/+2> ~O—)L10%1)

Journal of the National Cancer Institute, Vol. 95, No. 1, January 1, 2003 52

2009/8/5 #EBREREZELE http://www.icrweb.jp/icr/

52



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

g

M OESE - TRIMTEEDIEZ
s JRODENTRED ? SRBUBE discrimination
s FAEHERBICTND? #1F/#E  calibration

53

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/ 53



ICRHP kiR ZEEMITI FRIZEMNET DR

RBRFEFBTRREFREREV— THE—

.

Z3MDRREE - FA

TREDISIZ

s URDDENTRED?
OBl URDDEEDBHERDE

= FABHOERAIBISEND ?

S BIBE  discrimination

BIE/®IE  calibration

54

2009/8/5 #EEREREZEIE http://www.icrweb.jplicr/

54



ICRH#kiRE SEEMFID FRZEMET HEMN RBRFEFBTRREFREREV— THE—

Molecular Classification (Class Prediction)
-Oncotype DX Assay
Prol ifgration HER2 Estrogen
Jhas HERZ por ey by — + 0.47 x HERZ Score
CCNBI (gyclin B1) SCUBE? A3 - 0.34 x ER Score
ML mEsste) 1.04 x Proliferation Score
Reference =8 ™+ 0.10 x Invasion Score
Invasion ACTB (B-actin) + 0.05 X CD68
MMP11 (stromolysin 3) iifgg -0.08 x GSTMI
CTSLZ (cathepsin L2) T?;‘Z - 007 % BAG‘I
RiEBEFER
100 o, =, Ctmmg ow ris|
B ol e e ™ _m The recurrence score has
Eﬁ. 704 e High s been validated as quantify-
£ES o0 . . . .
£% o ing the likelihood of distant
S a0 I N R ) X
El i IAT bR recurrence in tamoxifen-
E ] treated patients
1 & & 8 b & B I
Years (&) NEJM 2004, 351:2817-2826. 55
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{5l. Calibration

EuroSCORE (MEFMDFMIETEDFZRAIETIL)

. M/ IV g'o EUROPEAN FOURMNAL
hd @ﬁé |$EH714 CARDIOSTHORACTC
& i SURGERY
ELSEVIER European Journal of Cardio-thoracic Surgery 29 (2006) 441 —446

www. elsevier.com/ locate /ejcts

Validation of the EuroSCORE model in Australia™

Cheng-Hon Yap®'"*, Christopher Reid®', Michael Yii®', Michael A. Rowland ",
Morteza Mohajerid”, Peter D. Skillington @1 Siven Seevanayagam b1 Julian A. Smith &'

Table 4

N =\
Predicted and observed mortality by EurcSCORE risk level for isolated CABG cohort EE/EU Thﬁ\”
Patients (deaths) Observed mortality (95% CI) Predicted mortality (95% CI)
EuroSCORE additive
0-2 (low risk) 1955 (8) 0.41% (0.18-0.80) poor‘ 1.03% (0.99-1.06)
31-5 (medium risk) 1996(17) 0.85% (0.50-1.36) 3.90% (3.B7-3.94)
&+ (high risk) 1641 (87) 5.30% (4.27—6.50%) — 8.52% (8.39-8.65)

Total 5592 (112) 2.00% (1.65—2.40) 4.25% (4.16—4.34)

EuroSCORE logistic

Low risk 1864 (8) 0.43% (0.19—0.84) pOOF‘ 1.24% (1.22—1.25)

Medium risk 1864 (14) 0.75% (0.41—1.26) 2.91% (2.88—2.94)

High risk 1864 (90) 4.83% (3.90-5.90) ¢ > 14.43% (13.79—15.07)
Total 5592 (112) 2.00% (1.65-2.40) 6.19% (5.93—6.46)

Eur J Cardio-thorac Surg 2006, 29:441—446. D7
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n {5. Calibration

Anaesthesia, 2005, 60, pages 323-331

Assessing the applicability of scoring systems for predicting
postoperative nausea and vomiting
gL - BHEZFRIITDRIPY YT IYRTAICEET IZBMHR

J. E. van den Bosch,” C. J. Kalkman,? Y. Vergouwe,®> W. A. Van Klei,* G. J. Bonsel,’
D. E. Grobbee® and K. G. M. Moons’

1 PhD Student, 2 Professor, 4 Resident in Anaesthesiology, and 7 Associate Professor, Department of Perioperative Care
and Emergency Medicine, University Medical Centre Utrecht, the Netherlands

1 PhD Student, 3 Assistant Professor, 6 Professor and 7 Associate Professor, Julius Centre for Health Sciences and
Primary Care, University Medical Centre Utrecht, Ulrecht, the Netherlands

5 Professor, Department of Public Health, University Medical Centre Amsterdam, Amsterdam, the Netherlands

(3TEA perfect calibration \
() 1.0 (FRI=8AD (b) 1.0-
0.9- 0.9
5 087 5 0.8
c 0.7 1 £ 0.7 -
3 06- E'J 0.6
L 05 i 05 -
8 04+ ? 04
g B E B
$ 037 $ 034
& o2 S 02
0.1 Apfel et al.’s scoring system 0.1 Koivuranta et al.’s scoring system
0.0- 0.0

T T T T T T T T T T T T T T T T T T T T T
00 01 02 03 04 05 08 07 08 09 1.0 00 01 02 03 04 05 08 07 08 08 1.0

Predicted Probability - :EU Predicted Probability
J Anaesthesia 2005, 60:323—31. 98
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m REMARKAA RS54 (McShane et al. 2005)
NFROBZ LITBRCEZEHHNE U TERZEIE

COMMENTARY

Reporting Recommendations for Tumor Marker

Prognostic Studies (REMARK)

Lisa M. McShane, Douglas G. Altman, Willi Sauerbrei, Sheila E. Iaube,
Massimo Gion, Gary M. Clark for the Statistics Subcommittee of the

NCI-EORTC Working Group on Cancer Diagnostics

Despite years of research and hundreds of reports on tumor
markers in oncology, the number of markers that have
emerged as clinically useful is pitifully small. Often, initially
reported studies of a marker show great promise, but subse-
quent studies on the same or related markers yield inconsis-
tent conclusions or stand in direct contradiction to the
promising results. It is imperative that we attempt to under-
stand the reasons that multiple studies of the same marker
lead to differing conclusions. A variety of methodologic prob-
lems have been cited to explain these discrepancies. Unfortu-
nately, many tumor marker studies have not been reported in
a rigorous fashion, and published articles often lack sufficient
information to allow adequate assessment of the quality of the
study or the generalizability of study results. The development

Journal of the National Cancer Institute. Vol. 97, No. 16. August 17, 2005 60

Specimen availability may be related to tumor size and patient
outcome (72). and the quantity, quality, and preservation method
of the specimen may affect feasibility of conducting certain
assays. There can also be biases or large variability inherent in
the assay results. depending on the particular assay methods used
(13—17). Statistical problems are commonplace. These problems
include underpowered studies or overly optimistic reporting of
effect sizes and significance levels due to multiple testing. subset
analyses, and cutpoint optimization (18).

Unfortunately. many tumor marker studies have not been
reported in a rigorous fashion, and published articles often lack
sufficient information to allow adequate assessment of the qual-
ity of the study or the generalizability of study results. Such
reporting deficiencies are increasingly being highlighted by sys-
tematic reviews of the published literature on particular markers
or cancers (10-29)
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Table 1. Reporting recommendations for tumor marker prognostic studies (REMARK)

INTRODUCTION Journal of the National Cancer Institute. Vol. 97, No. 16, August 17, 2005

1. State the marker examined, the study objectives, and any prespecified hypotheses.

MATERIALS AND METHODS

Patients
2. Describe the characteristics (e.g., disease stage or comorbidities) of the study patients. including their source and inclusion and exclusion criteria.
3. Describe treatments received and how chosen (e.g., randomized or rule-based).

Specimen characteristics
4. Describe type of biological material used (including control samples) and methods of preservation and storage.

Assay methods
5. Specify the assay method used and provide (or reference) a detailed protocol, including specific reagents or kits used, quality control procedures,
reproducibility assessments, quantitation methods, and scoring and reporting protocols. Specify whether and how assays were performed blinded to the study
endpoint.

Study design
6. State the method of case selection, including whether prospective or retrospective and whether stratification or matching (e.g . by stage of disease or age) was
used. Specify the time period from which cases were taken, the end of the follow-up period, and the median follow-up time.
7. Precisely define all clinical endpoints exammed.
8. List all candidate variables mitially examined or considered for inclusion in models.
9. Give rationale for sample size; if the study was designed to detect a specified effect size, give the target power and effect size.

Statistical analysis methods
10. Specify all statistical methods, including details of any vaniable selection procedures and other model-building 1ssues, how model assumptions were verified,
and how missing data were handled.
11. Clarify how marker values were handled in the analyses; if relevant, describe methods used for cutpoint determination.

RESULTS

Data
12. Describe the flow of patients through the study. including the number of patients included in each stage of the analysis (a diagram may be helpful) and reasons
for dropout. Specifically, both overall and for each subgroup extensively examined report the numbers of patients and the number of events.
13. Report distributions of basic demographic characteristics (at least age and sex), standard (disease-specific) prognostic vanables, and tumor marker, including
numbers of missing values.

Analysis and presentation

14. Show the relation of the marker to standard prognostic vanables.

15. Present univanate analyses showing the relation between the marker and outcome, with the estimated effect (e.g.. hazard ratio and survival probability).
Preferably provide similar analyses for all other vaniables being analyzed. For the effect of a tumor marker on a time-to-event outcome, a Kaplan—Meier plot
1s recommended.

16. For key multivariable analyses, report estimated effects (e.g.. hazard ratio) with confidence intervals for the marker and. at least for the final model, all other
variables in the model.

17. Among reported results, provide estimated effects with confidence mtervals from an analysis in which the marker and standard prognostic vanables are
included. regardless of their statistical significance.

18. If done, report results of further investigations, such as checking assumptions, sensitivity analyses, and internal validation.

DISCUSSION

19. Interpret the results in the context of the prespecified hypotheses and other relevant studies; include a discussion of limitations of the study. 61
20. Discuss implications for future research and clinical value.
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fifx. Simon5DYZIa L —Y3VDFER

Fig. 1. Effect of various levels of cross-valida-
tion on the estimated error rate of a predictor de-
rived from 2000 simulated datasets. Class labels

were arbitrarilx assig ned to the sEecimens within

each dataset, so poor classification accuracy IS ex-
pected. Class prediction was performed on each D52z LiEE

“E N It 1=
dataset as described in the supplemental infor- L.:.UV)ﬁ‘Hj_E_
: e eanc . - =BICIELRTF
mation (http://jncicancerspectrum.oupjournals. 1520
org/jnci/content/vol95/issuel/index.shtml and  gg@His()
http://linus.nci.nih.gov/~brb), varying the level
of leave-one-out cross-validation used in the pre-
ﬂiction. Vertical bars indicate the proportion of
Loocvixs  simulated datasets (of 2000) resulting in a given

number of misclassifications for a specified

cross-validation strategy. | B
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Table 1. Cutpoints for SPF used in the literawre and P values for different patient populations in the Freiburg DNA breast cancer study

Population 5,  Population 6,
Population 1,  Population2, Population3, Population4, node positive, node positive,

Cutpoint Investigators, y (ref. No.) Method all* diploidt node negativet node positived diploidll aneuploid|
26 Dressler et al., 1988 (21) Median .369 338 459 953 704 333
30 Fisher et al., 1991 (8) Median 479 520 485 928 .B05 692
4.0 Hatschek etal., 1990 (22) # 108 181 572 135 307 170
50 Amerloev et al., 1990 (/0) Not given 178 272 B84 129 .403 094
6.0 Hatschek et al., 1989 (23) Median . 160 232 920 088 381 A15
6.7 Clark et al., 1989 (12) “Optimal” . 170 280 B84 104 .565 084
7.0 Baak et al., 1991 (24) Not given .345 452 670 133 .B36 066
7.1 O'Reilly e al., 1990 (15) Median 540 566 330 .158 .836 091
13 Ewers et al., 1992 (25) Median . 540 566 330 158 .836 091
15 Sigurdsson et al., 1990 (9) Median .739 260 330 232 802 074
8.0 Kute et al., 1990 (/1) Median . 524 996 407 106 19 023
9.0 Witzig et al., 1993 (26) Median . 999 852 838 044 .962 023

10.0 O'Reilly et al., 1990 (/4) “Optimal” 483 581 164 012 962 006

10.3 Dressler et al., 1988 (21) Median 316 581 229 012 962 006

12.0 Sigurdsson et al., 1990 (9) “Optimal” 603 613 463 144 994 060

12.3 Witzig et al., 1993 (26) ** 55 631 406 133 .994 047

12.5 Muss et al., 1989 (27) Median 911 £31 463 233 994 094

14.0 Joensuu et al., 1990 (/6) “Optimal” 616 835 490 953 994 736

15.0 Joensuu and Toikkanen, 1991 (28) “Optimal” 220 835 490 352 994 530

Journal of the National Cancer Institute, Vol. 86, No. 11, June 1, 1994 65
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Fig 2 | Distribution of risk scores from full model for patients
who survived at least 12 months or died within 12 months. The
verticalline represents arisk score of 1.4, corresponding to

an estimated death risk of 80%. The specificity (90%) is the
proportion of patientsin the upper panel whose risk is below
1.4.The sensitivity (46%) is the proportion of patients in the
lower panelwhoserisk score is above 1.4
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Fig 1|Receiver operating characteristic (ROC) curves for
three multivariable models of survival with kidney cancer
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Fig. 1. Receiver operating characteristic (ROC) curves. Area under the curve is
0.83 for the additive and logistic Euro5CORE models when applied to the entire

study cohort.
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Framingham Risk Score in men

BESNCDE (FAD JL—-IUIC
E DU\ TIOFREDCHDRYE') XD
ZBHTED

Step 1: Sum of Points

Age

Total Cholesterol

HDL-C

Systolic Blood Pressure

Smoking Status

Point Total

Step 2: 10-year CHD Risk

Smoking Status Points

Point | 10-year | Point | 10-year | Point | 10-year

Total Risk Total Risk Total Risk
<0 <1% 6 2% iLE 12%
0 1% 7 3% 14 16%0
1 1% 8 4% 15 20%
2 1% 9 5% 16 25%
8 1% 10 6% =17 >30%
4 1% 11 8%
5 2% 12 10%0

Age Age Age Age Age
20-39 | 40-49 | 50-59 | 60-69 | 70-79
Nonsmoker 0 0 0 0 0
Smoker 8 5 S 1 1
HDL-C Points
Age Points HDL-C (mg/dl) Points
Years Points >60 -1
20-34 -9 50-59 0
35-39 ) 40-49 1
40-44 0 <40 2
) & SBP Points
204 ° SBP If If
55-59 8 (mmHg) treated | untreated
60-64 10 <120 0 0
65-69 11 120-129 0 1
70-74 12 130-139 1 2
75-79 13 140-159 1 2
>160 2 S
Total Cholesterol Points
TC Age Age Age Age Age
(mg/dl) 20-39 40-49 50-59 60-69 70-79
<160 0 0 0 0 0
160-199 4 3 2 1 0
200-239 7 5 3 1 0
240-279 9 6 4 2 1
>280 11 8 5 8 1
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