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2007/6/1S first drafted, 2007/9/8 revised.

Went with neighbors to Golden-chicken Lake just before leaving for Taipei . Lake
is well developed, all too well, with all kinds of modern structures, plus trees,
waterfront, green turf, music, fountain and lights. It is no longer the type of
Suzhou I have been thinking about.
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Never do I believe that the fresh youth can never be recalled
Never have I thought that my longings will be burned to ashes

I would never question Heaven for the cause of my weal and woe
I won’t turn back until I reach the Yellow River
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= -+ = ~ Goddamn pandas(2007.2.4 & gk)

We went to the San Diego zoo last weekend. There was a line of people waiting to see
the Great Pandas. Once we got into the panda enclosure, there were zoo volunteers
who were shushing the excited tourists. “Shh! Don’t disturb the pandas!”. We were
also not allowed to linger as there was a line of people waiting about 100 ft. long.

We also went to the reptile exhibit. Here, there was a poisonous Bermudan snake that
is critically endangered; it’s natural habitat has been reduced to 10 sq. mi. due to
deforestation and development of tropical resorts. The only people looking at the
snake were a bunch of punk kids banging on the glass of the poor snake’s aquarium.
There were no zoo personnel to been nearby.

OK, so pandas are endangered. But (speaking as a biologist) these things have pretty
much evolved themselves into a dead end. They don’t have much to blame for their
endangered status except for their own evolutionary stupidity. The Bahaman snakes,
however, can attribute the eminent demise to unabashed capitalistic human greed. I
suppose I understand that pandas are much fuzzier and cuter than snakes, but I can’t
help but think: goddamn pandas.

From http://rustydomino.blogspot.com/
This is my son’s blog
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@~ 1732 L inis L2 P (hindsight)
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e f o oehe & K p Friedman (1997) » i 3 “Data mining is a commercial
enterprise that seeks to mine the miners ”  ° &

foo (e B vk £ - Bheho b e v sk b4 [Data Mining 0 = %] i 35
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...... while I appreciate the importance of data mining, in practice the profit it
brings has turned out to be surprisingly limited in many key businesses.”
(Kann 2000)
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”Data mining is the process of seeking interesting or valuable information in
large data bases”
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Local view: Pattern detection
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regression (predictive model)

classification (supervised or non-supervised)

decision tree

association analysis (rule extraction)

time series ( for trend)

machine learning (recursive partitioning)

graphic methods (data visualization)

neural network
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Ao TG hr 8 u&j\p—rﬁ; IBM e =k
(http://www.almaden.ibm.com/cs/quest/) :

Identify and extract high-value business intelligence from enterprise data
assets, including :

High-volume transaction data generated by point-of-sale,

ATM, credit card, call center, or

e-commerce applications,

Web navigation patterns.

Bofe 7R AN L e A ERE  BARGR FF ALk

Analysts and business technologists are empowered to discover patterns which
might otherwise be unobserved, across volumes of data they were simply not able
to penetrate with other types of analytical tools. Intelligent Miner provides the
fundamental technology and tools to support the mining process, as well as
application services to enable development of customized applications.
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Miners # - 7% o &= ACM 2 &3 — i ACM Special Interest Group on
Knowledge Discovery and Data Mining (SIGKDD )! » # & # %+~ & KDD Cup *
%2 » &% — % #¥8 7] : Data Mining and Knowledge Discovery® » & % {7 31| %
T X oG iFEyRG pechpst HFHRLAEHD LG T m;’*‘-}—'rjfuiﬁ
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Friedman, J. “Data mining and statistics: What is the connection?”’, The 29th Symposium on the
Interface, Houston, TX, May 1997.
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A Style Guide to Some Academic Papers

Min-Te Chao

Institute of Statistical Science
Academia Sinica

ABSTRACT

This is a style guide to papers submitted to the Journal of the Chinese Statistical
Association. We only discuss superficial requirement, and do not touch the quality of
papers.

Keywords and phrases. equation, figure, literature search, manuscript, style, table.

AMS 1990 subject classifications. Primary 00A99; Secondary 00A22.
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AR LB S5 s
'57’2' o Glded - fron s BT ARE A (Economlsts) 1995 & 3 * #7iaen
HATE R Fehf > Stk F ch& Janmit o

T Y R LT T

Timeliness Availability of Overall quality of
quarterly GDP statistics
Chile 4 Yes A
Hong Kong 21 Yes A
Israel 6 Yes A
Singapore 17 Yes A
South Korea 2 Yes A
Taiwan 1 Yes A
South Africa 8 Yes A-
Czech Rep 5 Yes B+
Argentina 12 No B
Greece 14 No B
Hungary 10 No B
Mexico 6 Yes B
Poland 9 No B
Portugal 16 No B
Turkey 10 Yes B
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Brazil 14 Yes B-
India 17 No B-
Malaysia 19 Yes B-
Philippines 21 Yes B-
Thailand 10 No B-
Indonesia 19 No C+
China 10 Yes C
Russia 21 Yes C
Venezuela 24 no C

Source: Economists March 4, 1995.

# = RB|P~p Canadian Journal of Statistics & 1997 - B =< > v &7 -
BAPE R LA F ot > ABeenn FH P S BRI G et BT oo @
AT E RS L e Bl

# = : Top 25 countries for gross national
publication of statistical research.

Rank Country PAG* PAG ART* ART
1 USA 138544 77974 9484 5493
2 Canada 20933 11805 1588 925
3 UK 16296 9949 1178 749
4 Australia 13891 7782 991 578
5 Germany 8868 5919 622 419
6 Netherlands 6939 4063 468 282
7 Japan 6813 4570 554 379
8 France 5034 2595 351 177
9 India 4252 2322 456 250
10 Denmark 3416 2105 211 135
11 Israel 2589 1450 190 109
12 Taiwan 2489 1433 182 110
13 Norway 2014 1303 126 81
14 Spain 1952 931 138 70
15 Belgium 1947 932 116 55
16 Poland 1784 1050 163 98
17 Sweden 1723 1128 121 83
18 Italy 1428 823 105 62
19 New Zealand |1401 929 115 73
20 Switzerland 1358 754 91 54
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21 Finland 1340 702 96 51
22 China 1287 709 101 58
23 Brazil 967 448 72 35
24 Greece 945 572 76 45
25 841 548 787 53

Source: Genest, C. (1997), Can. J. of Statist., v. 25, 427-443.

IR AL BB BIRT s fAF L - T et T FRP
p @ 12 impact factor 3 i% Eﬁ? et (7435 o

EER e L R

Journal Impact
Rank Abbreviation Factor
1 STAT SCI 2.467
2 T ROY STAT SOC B 2.141
3 J AM STAT ASSOC 1.851
4 ECONOMETRICA 1.712
5 JROY STAT SOC A STA 1.556
6 BIOMETRIKA 1.446
7 SOLID STATE NUCL MAG 1.370
8 J CHEMOMETR 1.174
9 TECHNOMETRICS 1.103
10 STAT MED 1.003
11 INT STAT REV 0.973
12 BIOMETRICS 0.938
13 STOCH HYDROL HYDRAUL 0.909
14 APPL STAT-J ROY ST C 0.852
15 OXFORD B ECON STAT 0.781
16 ANN STAT 0.729
17 BRIT ] MATH STAT PSY 0.667
18 AM STAT 0.633
19 PROBAB THEORY REL 0.624
20 J QUAL TECHNOL 0.608
21 ANN PROBAB STAT SINICA 0.602
22 STAT SINICA 0.538
23 MULTIVAR BEHAV RES 0.491
24 ADV APPL PROBAB 0.479
25 INT J GAME THEORY 0.473
26 J APPL STAT 0.448
27 STOCH PROC APPL 0.445
28 INSUR MATH ECON 0.412
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29  |J THEOR PROBAB 0.398
30 [SCAND JSTAT 0.396
31 |7 APPL PROBAB 0.387
32 |ANNTIHPOINCARE-PR 0.379
33  [ANNISTAT MATH 0.368
34 [Fuzzy SET SYST 0.346
35  [QUAL QUANT 0314
36 [ MULTINARIATE ANAL 0.301
37 [sTATISTICS 0.299
38 [COMPUT STAT DATA AN 0.275
39  [ISTAT PLAN INFER 0.263
40 [BIOMETRICALJ 0.260
41 |CANJSTAT 0.260
42 |COMPUTATION STAT 0.255
43 |7 AUST MATH SOC A 0.250
44 [STAT COMPUT 0.250
45  [STOCH ANAL APPL 0.229
46  |STAT PROBABIL 0.203
47  [COMMUN STAT-THEOR M 0.194
48 [SAFR STATJ 0.174
49  |STAT PAP 0.164
50 |1 SATA COMPUT SIM 0.156
51 |COMMUN STAT-SIMUL C 0.142
52 |UTILITAS MATHEMATICA 0.123
53 |[THEOR PROBAB APPL+ 0.063

Source: Journal Citation Report, Winter 1998.
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I Long-range dependence
£ xd Asym. honest sets
ik EPA
97
R 3R Bandwidth selection
ARR B2 CLT, permutation stat.
RRP 3
Boundary effect
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How is the formula for the variance affected if a body of data is a sample
rather than a population?

107



a. The variance is used for population data and the standard deviation is
used for sample data.

b. The squared deviations of the measurements from the mean are divided
by (n-1) for the sample and divided by N for a population.

¢. The squared deviations are used for a sample and the square roots are
used for the population data.

d. There is no difference in the formulas.

e. None of the above
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' o %% n ffZ% 0 PP €3 mean vector % covariance matrix o % 3t
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“Investiment” — & ¥ > * 7 {i* ehf 514‘5, WIEBRA o e A B 1 (FE A
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® Data collection and checking.

® Factor selection.

® Creation of composite factors.

® Estimation of factor returns and the factor variance-covariance matrix.

® Model testing.

AR AR BN AT A B T AR 4 KR 2
PR EHEZ AR AR E ok LA A ot ﬁ*ui?&;fnpk
(P

b AR IR A R A ‘15'3'}%_" 2 Rosenberg ’P—fg FIARWIAFIR B
7 - R BARRA o @ > P o mﬁ’i(n.»ia % 4£ 4000 3 -

B- &k MMFEER U A REE B EMPNEE S LRES LR
i” T}“ag%é'vv‘&ﬁjf‘r}’o

H] ]+ 2 40 ETS » A. C. Nielsen, Inc. ° aﬂ—%" PR EE  14 ﬁ R e U1
gk gk » L

FRS BT UE S B P ?\”ﬁ Wik @ o Barra Model 718 & 23 % P73
1 5 BTS {6 & 0¥ v B3R > @ A.C.Nielson ehié & &7 35 o ZH |4 > H
FELLE Lopy iR ;Eélﬁa@leg c 1 Ep gt > NG Atk
Bi* 2 (43 Lenpriz > FEPARIE] gFHFFHE -

" R IR K 0 TG T R AR S R S e i
oA & E 9
//\)3 R y?fr w{

e il 0 Bt B S 8 g s g o

S ST S SRS ER R T N A L X
5

DATA------ > STATISTICS ----- >INFORMATION

GRASS----- >COW------ > MILK

109



é&%**?%ﬁ%@’ﬁwﬁ@v?w%m"é’uﬁﬂwm&%
Vo B AT 2P E > AP F R AH O E ~ AR R 2R
B IS R IE R AR SRR > S 2T A et i s R
BESHIHEEARL G H o P G H At 4 4 data mining
£ machine learning o eipd b A - e d o FAEE Hodp R 4R o AP A
i 0 0 =i model < fEERE A ﬁm" Fpt o JIF PR Sl R OB B S fehn
B N POl T jof o et it 5% -

BV PGy 0] S KR arega A4
3\ ,yva TREAIRPFEE > bdrd F 2
cie 4 3 st ehdlgisa 4 0 B F LT

&
-k
\_
4
ﬁm
-
|
-
|

IERFRFRYOZEEFELE > N RPN D gF o
r;‘da\%?zlg ’ jﬁ-&r"?l}i*‘:\? o AV ,‘,‘1,7-,-1.]—‘,? , Eaz]jq‘ EW é__%-\; ! F

S R s i T
x
=3

B
a‘é—% ’ u’f!_—v%l—’f —57\),@7 , g\——fg] 2% e f ho= 4 LR A e r{: j‘f“;%u
;f'E—T_’}J"—F;i%‘jg:?j‘if\?-_l_’/"@._,@;)ﬁ—ygﬁ_i@ @,753””&/47\ %Iﬁ_,"])%”h?
- Fend B BN RGR

FA g fd ehga
HARELA R L ERG7 DRLGRREL AP o 2 BTE o ok
REGRTIBE 2kl o33 €F R % o
SRS AL EEE LR

FER R RGOy i&géﬁ%@_ﬁxéfgﬁﬁ % o i F_
V

¥ computer science = data mining > fr“uiﬂ Fig- e

P

? A A A Aanlar oy R - A gl
b

R ERE R T

“You haven’t told me yet,” said Lady Nuttal, “what is your fiance does for a
living.”

“He is a statistician,” replied Lamia, with an annoying sense of being on the
defensive.

Lady Nuttal was obviously taken aback. It had not occurred to her that
statisticians entered into normal social relationships. The species, she would have
surmised, was perpetuated in some collateral manner, like mules.

“But Aunt Sara, its a very interesting profession,” said Lamia warmly.
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“I don’t doubt it,” said her aunt, who obviously doubted it very much.

“To express anything important in mere figures is so plainly impossible that
there must be endless scope for well-paid advice on how to do it. But don’t
you think that life with a statistician would be rather, shall we say, humdrum?”

Lamia was silent. She felt reluctant to discuss the surprising depth of
emotional possibility which she discovered below Edward’ s numerical

venecer.

“Its not the figures themselves,”  she said finally, “its what you do with
them that matters.”
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PN, BRI RuER AR X
—n

S

~tn-1
e ) i}
P [X —_— Stn—l,]—aﬁ' < ;_t. < X+ Stﬂ—l,l—o[a} = ]_ — ¥

Hep SEEHERNGRER
L= 23tn—],1—n/2

MR o2 = 3,(Xi — X)2/(n — 1) B—EREHEE, T & F TR SR B

BTHBREFERMERERKR—E [HEERENEERM], EPERTFR, E
AR REAERIEE. BRI, 8F — 20 LRI, 15 #EmA M R Al
R, 55— Xk E AN 2K 55 Z R — AR ARigE AR iR,

21§ & Z#47 The Advanced Theory of Statistics, #HR{E 1961 ¥,
3R] 0 RS I Mo SRR U, SR FEG Al SRR A — RS T H0Y,
AR AT — (R R R, Sk = I R = - SR 3 e A S = 38,
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i am SCHYFFE 9

FEULE MR AR ATRER, SESR C. Stein B LIES, SERMELFFER, FIH AT AF)ER
TEAFHIT b, (B2, 80 (el 2, AR BRREFHENT [HAER
EART e =F 0 —BERA ], Stein BIFER, AR TIRNT. ABE=F
%ﬁﬂ’ﬂfﬁﬁ?&ﬁ&mﬁﬁ, ANIRAETHLE [FHanE TRl Refut | EHFEEAZ T LR

3l

EEARPT LAZE BHTERRE A n B3 B E BF A H 2R, FPELE n ST B ERIRFIRIE? Stein
RIMEE KA G AT ST oy (BIERAS, M— B35, FARPRGE ny (EERACHTE i 2RAYR
B, RPN RERMET B ny b4 L BLIT € o TEIEAKRILHEZ T, Stein
gﬁ:ﬁﬂj—%fgﬁ-ﬁﬁﬁ p RESEERNGHEER. EEE, e ANEEETEE: 5

n, 5 IEIIZ ny+mngo

it #i[R —fERRE, Stein BLE AR R I 3n 3 H 2K {H3E FEN % AR : Stein KIfF
TR A P M E — B REEMEIRE? BETLUEE] normal 2SI .. .

A S ] R AT AR 19 SR A o B Tl RERY R, 8 B i 8 iAo 7R LI T B B
D RARREE ... SBLETIIST (sequential analysis) #8, BBl T — (B3 K AR BLE,

Stein B TIE, EHIFRMERAMAREER, 7] LABUHH— AW EE €k KM
R RS, 55 BGREMS AP, mARERENEM. ML ERETHT
18, BLEZ P RF T B2 LR, SR, T REG LTS

HKITESR—ERF. 7

[ f@c(a)

AR RS, RMEER EEER G(r) B—AFWEE SERRMATLLE Gx) WM
HEE—25 % BII0FF Riemann fE2H, MR G(x) B—EB—ESEBNEL, ME
Lebesgue-Stieltjes TR7H, MFARER G(x) FILLAAREZRE—HE, HEEMEGT
RefE B RS, HE dG(2) & —EFFR, BOURE, RF G(z) —/NE—/INEEKE (T
B r BRER y &), ARHENELERE, AEFEN.

BRURE G(x) = B(x) = a Brownian motion, & BRI REET 2T —1%, 8%
HEER T ERIBERMELASY, B(x) B2 —(H T B258HT, (B EET] f4 52 HIEE 8o

SEH, TR T A B SRR
/ f(2)dB(z)

BRIFER (K. Ito” ), N REEIE—, (R ABH AR RE 2 1S3 EiE
E,ﬁiﬁ'ﬁﬁﬁfﬁﬂjﬁfﬁﬂﬁj—@%ﬁ%%ﬁ HTHEFAESR, Y ARTR [RERAT) E

MEREN AR LR

RIAEPER AR (derivatives) , TERYZEE 700 HAESCE WA — IR R ARG K7, B G
ARG, MENZSEEE RS HE—ME LTRENERNESTES. fi X
SRR ST R R ST,
ol dw, 5Tl AR, BARUT (X1, Xa,...) € R, BB MSCRREIAT 5,
TR T K BUE 1046 . A, LA $ F ML stochastic integration 69T IEm 63, e . M.

Steele (2001). Stochastic Caleulus and Financial Applicaations, Spriger , #5594,
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10 B4

NFEI AR R 30 o0, ZAME:, WIS FTLARER 35 ORI RG22 AR,
RIREE M LD 52K s R kAR

rEEmrHSE, BECARK Y. RENEEERT ST RERER. #
FE, ERI AT R, FERXAEE 5

A8 B ELE 1973 48 Y HHEEREH, EHEUEBATER? —HEZENERRE: &
B B RE(E 1522 5 U #0125 2B (A RBR T ESERTE R & . 7E Black 1 Sc-
holes #Y&m (A2, AT E RS, B (AR EEf] ) 38 MRS R IR LE
— g, TIAEEERYIRIT FIRE HERY B2 2K 3 H AT AY Black-Scholes AR, S A3
ﬁi’@ﬂ%ﬁnﬁﬁﬁ"]ﬁiﬁmf’f, #fE4R Black 1 Scholes Fﬁftﬁﬁ’\]%%%lﬁﬁ’\] Furopean option 9]
SEH, {H5E —BhZen, Al RECEM BT RIBNS R —. B +EXK, EFRRK
ﬁiﬁ,ﬁﬁ%ﬁ%ﬂﬁ%ﬁ@ﬁ%fﬁiﬁﬁ&%E@éﬂﬁﬁ, HEA LR 2 EEEPRAE

B Es—ERE, f—T W information J?

A (AR 8 AL, ER M RER 2R ELE R R, — AR AR, SEikE—
(B FREZeHE, REEREEEFERAE,

RRSRHT, information H IR, PUZERGEHEBITENET, information —
), f‘é’ﬂ{;% Fisher’s information . ‘EAYEAIE LR, B 2 AREH Ry, MR Z
B LR, EHEH RN RERNE 7. HI, Fisher's information Ff & $ERRERTE
fl: RSB S, RIOVGAFREMEEEE R

(BB G N 5, F R R R EEATE S 2 MRy fhEt, TAERARY [E: —da i
Weit A BRHEE, RGBT, BEE BB, MERE: AEPVRMEET A, XFS
VHRVEH B T HK?

RTHEMRVENE, KMEAEHE MEERFERT, BABHE A EREE
AR AR, WIEBEERER o, REFREAEEFE 1.

ERMFEREAFFERZ A information , —{HIK S RER LTS EE (T8 -
formation | RIS FRIRMH 2K, TI7EE SRS T M entropy HIIRES,

DA EFEA &2 Shannon (1948) MRS, EEAAEG LREEN—F EERRE
o — 1B S8 2 1R I 2K 0,

R IR PR RV AS

NEVRFIRHIEAREATHES, SLTORZET LM, ARIE—HREAE R R BE IR, B
BAREEHFSTHNBALNYE, ML, WEEaR kTR, BE—
AR REEATE, AR BdR st TR, R E Fe R ERA L g L3RR,
WAL, BE—&, WHERENERZ L, HEE HHE SR EN B EZE, (EmEE

BF. Black and M. Scholes (1973). The pricing of options and corporate liabilities. Journal of Political
Economy 81, 637-654. % ¥ 04 Mt $t@ 4355+ a4 4R AT G4 5,

°C. E. Shannon (1948). A mathematical theory of communication, Bell System Technical Journal 27,
379-423, 623-656.

""IEEE Transaction of Information Theory £]##4 1953, & IEEE #9420 H)2Z—,
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b am SCHIRFH 11
— A A R e, SERRGR L, B—H MR R AR BIRER L.

{540 Dempster 1! (1977) EEB RS wN w22 ERHNTRE L, FHH EM-
Algorithm , #&1H MLE WFE, SFaIMES R, HESEEERRNIE, BEEFE
BHE, SFHAENHRTTZERNEER AR, —ITE, e RRHE

53— B R R B o 5 |2 R E S ) am SR BN B B Efili% (bootstrap method)
#y, BAVHE, — A ] R B2 A AT DABRAAE] [ Kt 3ERET R ay 246 Jo T o
BURHEE 7 R F AT LRTh R (BIERMA ) R R A 7346, {BRET
WA EAER, EErANRT AR AR, RFEEEEILEN %K

EEMGTER2EAIN, ERFAANSE—G PC K, EifiiKE2ELER, &
FEfifE H —& (A ARGt EE e 28040 ] EEZR BB EHZE, R Efron
(1977)12 | ;EthR—RREE .

#FEISHISIA

A REFEIHI5IA, mﬁﬂ:ﬁimﬁﬁ"zﬁo B0 fast Fourier transform (FTT) ,
AL — AR E o(n?) REJETH, I O(nlogn) o XU Markov chain Monte Carlo
(MCMC) BI85, ZA b4 Bayesian 75 i:#Y 2 BERAMSFETHE m
DAk, SRR, ERE 5 EEZNER,

SR KERERERSR

PR Mie (censored data) Eﬂﬁﬁﬁ%ﬂﬁ, ﬁtﬁﬁmiﬁﬂtﬁﬁ?ﬁﬁﬂ’ﬁu’i@, 18
wWH B, flm Kaplan-Meier estimate , BN P —HEREE AT SR cdf H:’J
fliaT ®AER 3. R Kaplan and Meier (1958) , A @ EEEEBRE KRS, MHE
R BLHAPNARERREBENELRRE X, EETSRER L5 | AREREL X
Z—o

HfhEt cdf EE—4, AP RRERRBCARE S, HERAREGEAREN
iR (Cox 1972)M o R HIRPEA —E MK, FPEEE X B £ (Liang and
Zeger, 1986)157 SEMRIAE R, RESA %M MR E iR i S8 H

SRBXENRE

B TR RYAFIHZC R R ANAIZRAY? R B REIZRBI AR T AR K. EIREX
—BITEAT, fREARAE LR ERAEE, £ R A -2 streBiafuh kB
BAKKIEIE, R TRRR, (RF B HETHI A ARTHE T —R TSRS
WIE, IRAEDTE BUEM AR B, B2 3, R BETE R AN,

"' A. P. Dempster, N. M. Laird and D. B. Rubin (1977). Maximum likelihood from incomplete data via
EM algorithm, J. of Royall Statistical Soc. B, 39, 1-21.

12B. Efron (1977). Bootstrap methods: Another look at the jackknife. Annals of Statistics, —bf 7,
11-26.

13E. L. Kaplan and P. Meier (1958). Non-parametric estimation from incomplete observations. J. of the
American Statistical Association 53, 457-481.

“D. R. Cox (1972). Regression models and life-taaables. JRSSB 34, 187-201.

K. Y. Liang and S. L. Zeger (1986). Longitudinal data analysis using generalized linear models.
Biomelrika 73, 13-22.
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12 bt (73

AT R, AR, WF Bz, E—0h, BPRWE NS, EETREK. —
ORGSR, I FREEM G A L, BMEIRE R T IERAIE 4R, /R TR, HR
FfR35E P EE F 80 R o

EEMERE (AHFRE) FREER—HR. B

FAZRKRF R KPP, L0845 T v RN 28t BES
1, 2B RIESE, sbip—3idn, RV TN, B HFANN, b =3¢
& BREAEAGE, BAGDEG, MALGILE, BEXEIRE, bip 2355, b%¥
E ERFIATEE , RIEVASL EATAFIL], BB REGEN TR,

HARBERFTIRR . BIECBAR(E AR 557, H e 25 JNRE. EREENR
P, BRWALIERIGEE. TRNGEW.

B AR AV AT SCRLIRME R 2, $E3E, KER S AR LAFED 2 wenang st gt 2y, R
FIBSELOIF, EERRIGRNRKGG: EEULTF, MRIRRGELRIROE, WA ZIROH
&, ARILERIKERD X, HARERAT,

KEZREG, EREMEHR [HH N2E P, § 2% (2AEIEERE, AR
EEBMHRE, LA . RERKEMSMEEREaTL, KF5HE!

ik, BA—/NEF I ORMGEHE—B FH—BRE CGRAFIEE):

BT 75 8% AR, A5IRE B, AL RGN BB+, HFE4a
R e-lRE2 e I8 B RAS, SR, TRARASFH, KRS FZ,
di e AMAERAL] L E TEZXAE, AUTLZBARTEZS, 218
EH, FAREMEL, FREREYR Fa 54 T2, 4%, &
U] IBATIA B L E LR, £ AmiF, ABKBO:[3LAFTTRA? &
BB S AREAD AT AT &4, BFLHZFH#b, I FA
Mk, a: [hHAFER REHT?] HBAEL, INF FF22 5
Z, AXSHRTRE, SITAKEHT, MRAKE, SRR KA EXR]

B R RFRTR, R ZERERE?

February 2, 2007
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SE=8R: —A%EmSL

NN s B i am B, HATHR AT EF—YIE RfaF T H SR BRI
5 B E— 3 T8 LR GBI Bz, B, T F ERR AR, WARRHFARETH
ffam 3, AR, BEHRFOCELRM, 5IAER. RIMVEARTIRERTH
HBRHIZWTUR, {58 T8RN ELIES B, 1 B ERIE @3 .

1Al ESGm SRR ERY, ANk B ¥ R R A, RN 362, RESA A R K
IERERY, FEH2E AT K FERN M E T

B R 5w SRV HERR

EmGEEERRE—8: KRR LRSS RIARR . MERGRERME
gg?giﬂ@?ﬁﬁ, am EHK, ER VTR AR IS, (15 IRE R R e i —
W1ITHSFo

WEVEER: BIEEIRES; 38, EDIRAIFHLIE RS B R R o

B R S, B REAS AN RNEE . SR AT
BUBFSE Ak, HERERISSFECTS FtYy, TOalaey BEok KA HIZERV ENk. (Rey T AR IRk
R IR, 30K B0 B A — 5 /B 3. SR B R T L, R
A —BET30E, 25—, ISR IRIDARBIRIREO B, SARIACHAET B E it &5
R BT, RGBS — R R B2 EA Y, B3
SAFESA: S LT AOREIE N, R fE S Ay E i — e th SR, AR5
BEALPGREAL, BBRMAE— AT — SERBEEAE FIAESH
{8 LW, BATIRNH Y, LERNECHRMA BN, EONFE L 2 aRiTife
Hi, EREME. AZNREENERE (AR BIHENES ), B, T
FRABCHES N, £= EHOEE, MRMGEEETRNTR, (15 PHCTB( (
A LT FHERERIE S IS TEEARERDE.

fifBLHaR: BRK, Sl
SR w3

SEHBRRATABIAS: AR A2, BOE BRI e,
fR&sA F B, BB, A {7 R, B X4 T R, (B MR AHHE R
C. IRAEHE C U T, M RRERITIAR R T A B MRH ZRMIEIER,
REIHAE TS T, HORRIE, RERMRIT LR Ea R B, BRI
BIBREHENE, FERSMTINT LR A0y, T3 AT,

HEHE %5, (R0 LKt — B RER G E R A E . FImEASE
%T%ﬂ%ﬁl%% REtBeE L, B E—F EZREHRRES, EEREEZ (large devia-
tion) H: siro

VEX NI AT single-author paper | SE#AE 1698 KTk,
2o AR A K 2249 F 69 $E, 4o sun spot data, iris data, Nile river data 4, R EA #df,
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14 F=EH5
TR —EFF, ZEP Kaplan-Meier estimate (KME) #Y, HiTH 2 KB &8,

KME B8
fa—il [FEEERMR (random censored) | HYEIE:

(min{X;,C;},6;), id i =1,2,...,n

Ht Xi ~ F;Ci ~ G,6; = Ix,<,) o H5 6 = 1, JIRFIRBRE X, 09, 1o 6 =0,
BMRBE ¢ 09fl. ERBRYZSE F R,

gﬁﬁ&u%ﬁﬁﬁﬁ’ﬂ & =1, AIRMIEEBZIFTE X; f91E, 1LhF, A HEZRE A E,

. 1<
Fa(z) = =3 Iix<a
i=l

TR AR AT i RS F, A9, BRI TS, 1038 B ZIA2 A F CLT BRI
RokAH R st A, fHhE, SR X 9 RAHET i, RSB B8, KIHR
EAE G, AFEF T, S EE .

ERAR KMEME, HEEEE s =0, B X; BEITRN (EBELNREZK
THLE X; > C; , AREE C; ). KME Ry H FER T2 ERREEEL (hazard function)
X >0~ F 2—ETHRANEREY FInHEda), B

__J)
Tl =F(x)

W x BERER S, I AME AR
S(x) = 1— F(z) = ¢~ Jo hwdu
G LA B A — Be— B SRR
h(z) = gh(w)ﬂ

h(z)

x>0

)
S(x) = H g~ hlw)A
j

E—Eh REFER) KRR, KME ks, Si2—EERRVER
- n—i \%
Sn(x) = H (n—i+l) 1)

t;<t

Hep ¢, = min{X;,C;},i=1,2,....n,

R (1) BEETE, B2 8089 TE, EER, ik, K5 —2, Fike
SIRBIER F(x) BIfERHIRE, EE DB R RR IR HEHEREE, BE7T
B A FARBRMS R EBATF, AR (BR8] WA ERERE &

SHEGE, B ARG E T, AANFARELT,
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SIS AIR— I AR A SRR f RERERGT IRAE, — B A I, 1 B3R L R
BRBBREC T, N IR THESR B, (AN ZE TR Y RERTRAE HE— 1Ko

Kaplan A1 Meier B9 E, #F 2 R AR HERN [EE k] ITE—&. BAKRH
BRT — AR, MNEE. #ERERIXE. BEEFERIARY, BMG XHARETKREL,
TEHERBHOF, ZHPIALERRE— T EEER ETEXE) EH.

AT KME @HAAR, HERHERATLIRAAE? KM B 1958 & X PHIEA 2
random censoring , A E—EREE, 1T LRETREE T4 —EBtFafS a2
R R EMFET L ERIRRA Fdar, I KME (922 ey, AR, e

P(X e[t,t+dt]|X >t)=P(X e [t,t+dt]|X >t,C > 1t). (2)

EENGEEEHAENESEESE, b randon censoring EER®, E2EAERNGER, B
RIE/RES,

(EEpRAY T Rl A Rl 2 BeAE, (08 B 28 K505, A it 2 Bk B Bk
B, AR ARG BN, BES I E HAR: AR (2) R LIEATGH
BoR ik ERIE? ETRMMAREE, MEERE R, A ENER SXAZAT
#y, B ARAERA T 2EE N, R ATDIRARAT . EAGERERER, HEE, BFRGER
REERNE R RN wmEE WA KME . B, BUSRIRITBIE R, S22 88 E.

IRl PUEE—4, Pk KME &3S R ENIHERRS. EENHEY, EREE KME
ERM AR EER YA HEM, SR, IEFERE T —EGHR, & —ERAATER
fhEtit, P AP AR B B, A EE R aat

KA GRS R BB EHE, B8 H— KRR REHTZE normal approxi-

10,

mation™:
Vn(Sp(-) — S(-)) — Gaussian process
G BSEHET T R B M I TAER o] DA ERAE R, Rkl E, MHS2

fif bR E RN, FOEKEE, BR T AR AN AKRAREK S EHA, HEH? &
&, AR RFRI, 30 8T R, EEEGR 2 LA,

WOE AR, TR, RH ZIRAFR — RE FF, L3 ERNBHHEKR—
AR FEE AL E 2, N QB A —2A SRR B E), ERA (BEMMIRR4) 5
AIREBE LR IR R IEERY, & O Bl A Bz,

BRI tREY 55— R =8 B AL KR . —EEF EETE G R, fafshd 3
W E S, IR R B R, A E A, BT, & EHE D E By a R R

47 — 1R AL E ) TR T8, AR KR £

i B, AR B 69IR I ik, AAIRAREY SR T AT,

“Kalbfleisch and MacKay (1979). Biometrika, 87-90,

"Tsiatis (1975). PNAS 72, 20-22. PNAS $3695% % B AH5EL6) MF], impact factor AR 6.

8Peterson (1976). PNAS, 73, 11-13. K3 EANT B T, ALTH Fi569,

%5 KIA——FIRT, K— Ak KME £ Annals 89 F, #8351 gL TiEh 4%, HA2459)
—RFA Lo

0Breslow and Crowley (1972). Ann. Statist., 437-453. ¥|TAREHFEACETH T, AEELZLHT
TR, $FALHET R L, AL DT EaREHT,

N =ik RSP R IR A F e, Fbid s U m EA AT,

1238 & AT AI0) 1AL, AR A TG IER Y, Ui R A TN AT LR EES §
To b= AEifRGE, i £ 43 non-trivial .

151



16 HEE5Y

—Hinif 2, Hat:aE [ERIEE MBI 7 7%, S0 TR fR4 & R AE (8 B A A
HBAEHER MM A E N R, AN AR GHE T, S T-EEHE — ML
2 [ERUHAD] Ak, BBWARRAEM, BE—-RAXEM. ZREER, hET
AR, BUE— KRR HanE SR 5R!

R, BNGEFERI R, IR e] DA — B RE R RATAS R (BIERE A /2R
B, REBTAHY, Ahprth il USH RS B RAVR R 2R A, B, C .. FEH,
TERY G AR A S AR G 28, B T RERRIRAEFE iR 5, BRI R RE —H R
JI8 a5, (RE0AEA R — (7 HRBAIBI SN MRIRRERERNAE, Mt (BEE
BAfAN ), R ERIFIER.

FEFREBMEE

 BARERLIFURLETES. TELNBIEELE NEMXEEBREER
1, KBRS hERMENER, E2MUMNERY, MAXERREAHMH
1 (public domain) KSR, ZPRIFHBEN, HELZ. KT MPH HEATLL,
Eﬁggﬁﬁ@ﬂ%‘ﬁ@, BEEMA K. HEAIh A G2, RTREGMIEL
] o

WAFRIBUR R B IR 2MNA AR R E IR, E4, (REERER R HstYIA, 208
BRRERSE, NEEALEZNG, MUEEYE, IEERHMEZROBGIRE,
WRMENGRAERE: TR ETERE, TEARLEE, ETERFRE, EE
R FLAAREZRTERERE ... RERA, LR AA L EWmE AT L, W
At RIS A TRAVR .

HR—EHERHWIER: ERRBHEH B RN L0, —FBEITAR
AR PR g, BE R Ria TRE, ARAOE, EFRECE kiR EA a9 H
H. BIREEEERIE RN TE, HRRRERANERAR. CikayAEYEER
FTERRZEFIFY R: ‘T don’t do chisquare”, EEBLZER: Bk, HEEFEIZ,

B R: FEME SR, R TER: B398 ral data? (FEEFAAL, W
AT DAER B &7 0T DA R S BLRLAY B BR 7 S8 TE MR B Smiy LIERE LT, %
Eé%’%fﬂo TEOR R TR IE FR A et fel g, SE S (RIg— 2 T YIAITE I 5 ICIR, ¥)
ERIER

AEABENGRY, HHEEHEAREEN, faAsds, RirAE R 2T ERysS#E 4
& ENES. IFIRFEETEEERBMENEE, NEEEFHIREE,
PLE IR R ERRIHE k0 i, REEAIERE, JOXEmEL, BRAH, MAEHA
BURs AR IS ARG R, BARERIRT.

R I AN BORATAE , ANSREEE B R A ARG R, AR IR G B R E
BURELCR), AR, AT DLE D AT S DI AR, P ol — SRR IR,
— B, MR AN, REIERTIR, BRI — F—HF8IR, 7
DIUar s 0e. TERS—EECHfT.

B B8R E, FHF TR AT, F—LBARE, ML T ARNMESFE {28355
A#\Piﬁn

g ey i, ARRR BT A K, LBRET.

8% (C. C. Li, 1912-2003) , /FALKAIL, 1949 5514 B BILE 2 ML oIS as 184, sa 9 LB, §
s AR, P AT AR, AR AR R, AR, SR,
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KT RIS

KIHERRE KEG B E, B8 REYNE5, @S, BFAR/NE
7, RIL5I1BEAT 2/ stress BN, BERERZMETEEFE (quantal response) ;&2—38
B, RR K THNHRERE, 2 BRAEHRRES EHEREREEHA,

HRE R, AREBHZAMRREEENS: SR, WL 50% §9EHE
%ifgk{&;gg;’ FKLH, ARG RARIRE: ZARIIER, FTLAE 99.99%
YKL 7

Rt —HEEYBEREF LE—MHE, R binary response R 2%, T
B—HFHHAET, EFEHEKS, AE—NE, B L IEOHETZY,

BTERE, MAERX? EFERORTEAL (client) T, FFIARZIEE 60 £y
WAHRE T, &M% B i S R REEHEE R, B —MhERENRERIFT .
Pam AR, RRFCHA AR —AEHFEM, MHFM R RRIRE 1948 19—Feim
X0, ﬁﬂﬁ%%ﬂ?ﬁﬁlﬁ—f Markov chain H1 (Eﬂ*ﬁ&%?, HERA independence
), AR, B % (bootstrap) 2R AT AV EHIRM, MM T 2 MEEE R,
gIA important sampling E’\Jﬁﬁ?, B —E E—E Y important re-sampling B3 F K.
R, AERAREAEREEN 95% GRERAHRE 0% £, &M%
FEHZETSHE] 95%2 .

EHERETAE? 20 LREERE: mXRR SR B AR U R S B 22,
(BRI B, SR, BE R I 0t B BRI 75 (bootstrap FI
important sampling) UG BRI E, 5L [ 2145 ) st 25 IRMAREan] U g — B0
X T B R AR EREIFH RN,

& AR — /NSRRI, BIRIRSMT —@E 3-5 Fa95+H 3, H4F 5000 434
B, PEETR, MR L &R — TREEA AT —E 7T,

mREREIE

BRFHRER, MBLEEBBERKMRIMNCES, (R 8 A0 E— 225
HYH SRR BIAN A Y MR A R e L M, s AP R 3E AR, B C4R

EMBERFHIEER LMD PRI £33 Bk Y RETHI 2438 A ) R SRR M el
HEER, g At MakEEn, £MBNEERES D,
|ATR

— fitam SRR HE R R RATRY, (B R R TE AT sk SF LR AT R REFE Ry
am o B, 7V NEE—— BHERTE—MGn 3, W HH D Bk R R B A

1028 F 3k stress o

7ig " LD-50 ,

BEAAZIT A (1995): (BRI MAT ST SEMEE ), B L hiardt, 3 THE A6,

19Jeff Wu A £ Z# DOE #9258 binary response #3 F, iz 4L F/Me)—ik: e L &4
HAAEE R,

2 Dixon and Mood (1948). JASA 43, 109-126. FivA, 1R —I518, A TIRE |, Any G L2 Fe?

2!Chao and Fuh (2001). Statistica Sinica, 11, 1-21.

2L, WX R M ARost, ML AL T6)? A—WRIS KT T,

RECE NG )
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18 HEE5Y

Fo W ARTHHG, — MR, RESE, BAEHE ARG ST n] AR 2RAY, (B
R BADLAIRR ARG Y , B RE CHRR, ATEENEMO. HRRERD—
B IFRERE, ZPRRERER—RE, BEMET —FEENE. ERHEESHIBE
gigiaisimaE, AE TRERE T SR EKHERTEH,

At BMERNEBEE MERAS B IE, ALK ERC. ABREREEY
e FIGERTIEE A S, t LR R FNET,

M FERR T AR S iz ob, BURR G — DRAIBR T o —EARKE 2R
TAEM R KM, BIRTHE—HFRUZERE

RS, FRIA BB, SUSCEITBUSIR, REML AR, ek ... —H#LE,
ae N, EAANEEREEE RN, HRIESEH, B TERS, SRELRR,
HETBEBTRRT MRIRETH AR, FRE—ERLY, M—ERIHCH,
AEEEEFEIFARR R, HEFREFHRREET LXK, ER [RICERENR, 7
RICIEV L |0 38R, FHRA —EHERFan, (REREBAAEAN R ERFR?

TEERINT LA, 2R R —N TRV,
R ERVE B B R AR

\EonE AT LR, R MERREEERTRBRAUNXE, BLPREFE
B — W EE R, 75 EER R RrI M. X —EHEAT 2%, Ha1E
T, BAR— (8 ZR HE 2 R ERY,

ﬁ—-ﬂﬁ’ﬁﬁﬁbﬁ%’%ﬁﬁk%gﬁu (conjecture)?® AR AMEHE (open problem) o
N BEHRR LAY open problem , 217 A7 & MEFA S, MU RIS AR, KEUZR T
ggg&%ﬁ@%ﬁéﬁa T H 2 SRR . THRRERZ open #Y, S MBI

a—E)eas

D F@)=00+e*) "z e R8I logistic /Y cdf o B X1, X9, X3 ~ iid
F, Ba
Xy <X <Xg)
BTy RFHETE (order statistics) o Jijrd

1
U=X@, V=5Xq+Xga)

SIRT BAZEEA U, v A HEE I 2346, H3E (SR M E B R EBRIL? ie., #5528 X1, X2, X3 ~
iid F, U, v 30§, 8 v, v 89 AAER), B F REE IR logistic 7

Ee H K TERIRAM, EERREE: MBS ERE L E20F 1+ Fh7, s
R, AEREN. BR, (RS RREERY, BREKZEMEN.

=
HAe G S iR,
4T LI PRLAT I SRR T VARA — A B
20 4 064 PYA T T,
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— i 19

P E R RABHRRE B BB, LRER SCI/SSCI T, AT EMILS
T SREMTIRPERER TS, AR AT, RRGEA S HEE, X
SCELAE I 8 AT RSE T IABE B R e, CRR SRaRE, 5218
i, RIS RS, FEAAH, FCTATE, HEL2. —EX s 5

R EFEAELE RET TR PSRRI Z? ERER: (ROFRLE IRBE /AT H R HEN
Eiﬂ;, F REREITARE A [, AR (idea) , RTZEBEHIARGE T, RAZHE
4F o

SEEARTERERACRENS WILRIT, BEEAR—IRERBREL, B
PHHFAD, WATRAE ENTRE), HEERAESTRAR, (RE e
ST SIS AR EIREE, MERTERETA, RIEMORELT AR
B, (REOI G T8 % 8. BLART (50 B E R HB IS8, SR AEH, 8
BHEA SIS EIERGE FUHEREM) MK T, a3 AT 28 AR R &
RINITI LB, BB T3, BB H MR ATE (B8R | _EI5H,

Firal [#rE ), RES A ASTESER, FrlA— B8 iR 20K, HIT R AR ER: —
" %ﬁfﬁéﬁﬁ%ﬁ%%ﬂ@ﬁ%&%@ﬁ%o HERIMEREYG, TR HIRTME

R E T

E%@iﬁ?ﬂ?iﬁ)‘ctpﬁﬁﬁﬁmﬁlﬁ bEES (al)sf.ract) S (introduction) o AR £
R BUREEEAFY, RIETK, eI, E R R R,

W BRIBFEIEGR, (RS B — AN, AR SRR
RO, MRREEIE B, MFREA LR ANE, ARETEEREET
NEEMSHR R, BEEAXIERE, (RS ER = BEESsSaaE
4 55— B A SO 2| E A B O . FESL T Elk, PRB s (RERsienysioy) s
TR, GRAGELY, #REA, ¥ XURERAEHATIS, ST HRE iR
W% —— sE—YI R B R BRI, A9 0 5 S0 EUMEFTRE, {8
XA FIE Qs E T T SE— TR, — A FUR A 0B AALRES, B4
FIULTH DT FH D, RSB RAY,

TSR AT AL, BT, & (RN A TR R ML RS, Al
TR FEE MBI TR, 1 H, FEEH, LSRR SHE TR
—F, ERAA, (RS, CETS R EB K. REAMHEEC TR
R — AR E AR —ERFERY E AN AT, e niasEs
PIAISHRMI BAR . LA R By, AL RIFR BTG, BRI T
FEf— KR SR, TR TR BRI A BRETL, TR IR B A T R B M 28
A 0 L TR R U S P ST AR BE o R BLES FUBSE AT S AT, 2

T — {87 %% & —T Kotz and Johnson #) Encyclopedia of Statistical Science, 3t/Uft, X—{8% ¥ H169
MI%5T5, TIREMR 3 $ 88 16 Mt L. AERE Citation Inder, 2TERMAF|EF, ERETHAET, 25—
BT R E 4. EARLRRF 209 TAF, WAL HRATHAFT,

B i+, ~+FRK.

PRERARZRPEB LG WEE Y =FF, TAB $, 10, SREFATHALN?

0RIA BB B AR IAE AL FE, FARG T Ioill? SHEFRTRN, ALARGTER LiF,

AT —RE L FAEFIROY AT, BT A LT B o 2RATLAMK B, Ko FLieE TAEL ¥ 1b
AT AR,



20 BERRSY
), IEREF SR AT 1 A R, — A RAF, BEARLH LK RTZ2E SRR TF.

[E3, BIAXENE R, B FFE. £—RIY B BT 2%, TRIrES
BXERGHER BREHE -REZXWER. HEC=4%: §— EXENFETY
Eﬂ%}’jﬁ:, ER BB &= HERER [ET ), mHERHIIKE, B4
am 4 AR S ?

SEAIRTIERIMIRTOA, BRI RR A AN, MMty LT, REIZ
B A, SRTHIHS (R, BRI, 7ERTTHS 6 N A — P ROGE, XTI
TG, B A— T BB E IR k., AT RN, ERRAA
H —BsXiER, I—BANEL—E: SAS—RRBERN, TH SIS T
A, TEAEARE.

EZH/MEE (make an impact)

T BP0 am BT IR, RUNFER R, BRI B2 T HEBEEM, MOFHES infor-
mation theory , tHE¥F—RFFFRRY M, HRE G, R —HEEMM R %, b
HE—EF/, FI0 Ito’s lemma , BFEEM M T EG. BREEFEEMEC ¥R
#, RAEBRERINE 2 B EKRERZTE.

REMGE e XHYR A IRARATZF MRS O, BAER — iRm0, R IR
R HERAFRNBMEEYE, AMETKEENBEERY?, I8 THENE
#Y: 55T REEEAFRIMITI LR KR, BEESHI5IA (citation) , B[R (FRIEEAT, FFIE
KEVBERY, 1R FI 20 LR SOREE, (Rl e, RIrREIRARIEE. BS (2
TRAVE] ¥ REMHBWHARSHERVELF R,

Pl —RXERREHE, TR REHENAERES: REEHNEH, B,
FEIYIARS, RIS, FEIRR.

i —RaAaXEaHHA, REERERAMTE. AIFEEROREHRM
an XHERRE. R, ARARERER X EHRE®, AT GEN, MARATEREX
g!;f? it S AR AT A0, R B RTEE A REIRARERE, thER I RmEE a3 s 03¢

TEamSGETEaR i, THERECHERTEE, EROE AT RS, S5
NEBHB#MEFRBYE: “Be positive 1" |, HEEIRIIERYI, BIFRIRAI LR

T

TR ZERF R B ACHE BE R W AN EARME, ARG Pl —iam P SEimayAT
ﬁ%%, A HRY conjecture , Eﬁi@ﬁ@ﬁ@%ﬂmﬁﬁ, ffKB'J%Eff, ﬁﬁ@ime‘gﬁﬁ%’éﬁ

32—t AR TEGEATHER . ALK 9404F30 L, 184 T .

BT By E P RFAR 0 — AT 51 M.

MREBRFA TS, SRELRE, BXERHEMd, B, AR, FTUSRRT 254 R, T
VK BRRT,

B lkd 3 eek, SRR EILAT IR B BAEKSTR, St S ¥R, FEREEIR
a7 2R A KA, A EA il R, BT A E—6Me:, BEFAEIL, MW FRAL TR £+
ZAEH BARBZR AN 52T 5446 introduction!

3038 AARRAA—MMK BAR, 22 AR— 102 B AR, OF § G5 ok,

338 —FAE A MRS L0 AR 5 696
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—fHL i X 21
reg e, R teT e o, @R, §ARIAEN, G4, AEE K.

PR RRINFRE SRR, MEHEIREF, HF R TERIREH
o, B HiRLARAGREREREBIARNG X, ARSERTEERETEH
g%;;gﬂﬂgékﬁﬁﬁi@ﬁ’ﬁnﬁﬁk%ﬁﬁ CHEE. EHEBCTH, ARG, AIRe

(BRJET S IEEE FRAEM, SLERMAREM, PIBRIEHL, IRt rTREEE; BITRE,
IR AT REREESCHAR o 150 FIRFFTRE 0 A0 5 PR A HHE A% 3 HH2RAY o

AR REER

EFHP R E—BSER corollary . ABRIAGGXHHFERABC &3, Akt
iOFigay HEFFRS T, R AR, RN E? — FRIFZFEER. Kaplan
I Meier ¥ RIERIRERPR 2 54, KME & AT, GBS T Kalbfleish fl MacKay £
XIE; T Kalbfleish F1 MacKay 1324 82 HALMIRI &G, 2B TH KME BB KaE,
SEREL T Tsiatis #93CTE,

A8 L 3 F R B AT i BT 2, SEXRRYAER, RSO, TR, hRAE R
RIS AREIEXERGRFEELE, 2P U E5IERE.

February 2, 2007

38 {5 Jo £ 32 5 SRARER B X RTRE ST AR 4T open o, 3k 588 312500,

306}t ) TR G —F FUB S T —HALe

0Pk o ARTEA ISR, A [NSE ) A, T ARSI T A i — B A BB 0HCF,
L, B R, S AT b ikeh i,
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SEPUERD: BYFEX

HARAGRRE TR L. BT 2&, B CARHTRIATORNR, Mt SHmaA
ME. H2MERXME, FORER2EHREOAL, REERE T EENIR 2R,
HIART R H S, TRREBO, EETR—REm X Pifam XERGHEND, ¥F
AFTRIES, 24 BB DRSS RLH, 1 Bl 5 AF AR R E

FEIRERE A BC =ZERR, MEMITZR, ASREPHEEERHAE, B
gigmmﬁ%ﬁ BRERERTEANL, AT IR RRIREHE R ZEIET
1 Ao

MBI AT DU RAR: ARG RE R S e, (R IS TR AT
B, FHEFBE A7 76 C R EIR 84 1, FERLIEHE 3| AAFOT (i S0 ) 2
RSB H %, R A Bk, SR, 1 MEA0TZRE, AT LUE R A —
Bh ik A BRI S,

FoHHERIE

Foam MR IEIC, 1B B A28 1 IRRH Zena Rasia bl A, I, BR S —, i
B o et R HCR IR, R AR EERE, RERR It & 2,
——5Ii, BAFE R E ML AR N REIEGF 7T LU, (BIR1G—E —l it
Ht, FIREITEATR L,

BRI, AR CAEREKERTH CHER . ARERE HEWTE
B ES, FIUMEF BE—R—RARBRESBWES b, ENETF70, FEEFR
it FRERA—. AEHE—R—1F, EL—FEEH. KMNZEEREBLAPHL
RyfETE, t ERERFATR, 5 —E8FRANREERET S, WRIFE
fﬁﬁﬁéﬁfyéﬁﬁgﬁﬁ WREH, AR BRI AEEEELIK, —R#3 update

ggﬁiﬁﬁiﬁ%@%%ﬁﬁﬁiﬁ&@%%ﬂ@ﬁﬁﬁ% EEIR [TROEFR ) EESEK, #4158
Ho

A, BETE, falE—ELE T RER.
WesE B

Ky am LB EE R ZEiBAMAE, OGRS Z Bk, R WS — a5
X, H—EiEam ARHERE CRIRRSELF, HIARMFARRENE. HHRERE

'l bedr s B 893k, B (FUELE) B8R L RS,

Ao, 2 TRSEANES ) [BREALTAD | GO FET Wb, BREEL, £ELEE—K
SEREIHASM,

SR, A4 EGEM T A Y, TAIEAA B A ARTIE0 8%, £ AR HT,

VRS Lok, L85 HACEL TUATHFES RN G IR EAGT A RS T8, 1
FOA o Sy R, KAAT R LT KO P 2R A R il AR | 40T AT 2 ek fE 7
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24 FER S

(A B TEH — (RN SREY lemma 1), #85m T 2 AOILESIHE, (AL STt fr i
RS — BAE, BB B CEALT

REFEBHER. i (introduction) FEHZ (MR — BIRHIA BN BAEER
Fo AEBARE, FREN TR

BN

am ORI AR, KHAERE], BERSINTIRT @A — L BR, BN, HiK—450
B BT, H—TER/ [ Instruction to Authors J, RZEANZHE T . (HEREEH
— T IR THRE S8t (scope) J, Hiif2 4> €55 BA fth 795 #RMEF —JEAY XX Fe

L E P LAE (section) Ko, MMAELE (chapter) xir. BEtBE, EEHEEEH,;
g, HB—Ram, — JetH—EHE,

@ZTEIE%/J\_@?] (sul)scction) P ﬁ&k_;ﬁgﬁ}lj\d\ﬁfj (Sllb-Slll)SCCtiOll) ’ ﬁﬁ@%
AHIT S, bF—Lefyim 3, TEIEEERE, W &R T — e G adm itz ant SR B 3 A
HIRBRGREY, SMARRRR: F—Ei#H motivation , —(ARAR: FKEHIEERHE,
BA BN _E/NERAE, 20

4. Estimation Procedure

4.1 Estmation equation

THOHEEGHK T
4. Estimation Procedure

At least one paragraph of text here. At least one paragraph of text here. At least one
paragraph of text here. At least one paragraph of text here. At least one paragraph of
text here. At least one paragraph of text here. At least one paragraph of text here.

4.1 Estimation equation

AP AN ERGER, BRBECAHERER, AR —EmEREEE—E, L
AEMBRERZEEN. B, EEUNETART BT R, WS HRERE BT
& — FHTEER ERtMMRER, RR2MR XK BRE DR AL, MR
$isa7e, MEATMME BT EFHCHAR. MEBRMEERR, R TAFZENE
ﬁ%#%—fﬁlﬁ@ﬂﬂﬁ 4 31772 AR A O] 8 A iRy | —— SERNEMYS BB ERE—T
SR,

EREARESCPEMAERR, FEIFE, (RALESD, RRERIRENIEE
PRA YA IR AL SO TR iR B, REAEIE X A—1TFR

(Insert Table 3 about here)

Siedk, b pliE,
Sho AT 3.4.4 #p, %10,
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BF1EX 25

AT,
XERGAAY, ARERRT. Sin R E A AFN, B R fHEn

aHo

mMAm R, B EEE R EGE—Y RIS R IR, EXRERE X
MFURAYIEX . ERME, RSt BH L RIHE AEIRE G XEIARRE R P HF. TI%
i XA £ B B2 B FACHR (documentation) , RJCERIELE (AT ABEMIT TR FHAEATE
B (FiT LA 8% 85 8 ok ). IR B RIR A LA A 6 ALOMSReER X, B8R ZEa A
e, IMEre S R. AEmd NGt sEE B S —EF R

— A ER R ERIESZEANEFEA, TR BHIRAAIE, HEH &, RHT
?g;ﬁ%ﬂ’l ZTNES GRENSETNRMETEES B, AL, FRIELE, it

A2, PEIEIREF— BT XK, RAE—-FRXXES , Hhy—ELXFHR
B 100 3T, MR T UM, BEASIEE, TilfufT, RAZRKHER:

The computation, although tedious, can in fact be carried out. (L)l"Fﬁ}E%&‘J{ﬁEﬁﬁ
HBEBRERR)

BEEEAR, ERXERENGEZ, BERE L 20 B, BIaE#REZ.
FERE

ERBZ R, AAFE, EFRBERE, e —BERTIEALRE, TR MR
i, ERFELERE, BRIMH Smith (1999) , FEHR AT 1999 E B RAT—FR A
FHE, BRATRIEARKREGR. /DEds. HtEE L. ER2RNk L. EREE
B EREEt. @ltt, YEF 5| Dr. Taguchi, Professor Ito, or Sir Fisher? Gik: o
iR XFZIFE CRah. EREE OB, tE—&K XEEMERRRR, HRi#
R, FEXHMREXGEFHEXERER O, #R, B TEH AR
{RLABS KRR & 2 NEPE & 3% R A TR R A 6%

3B AR R R AGEIF SCRERIHERL o (B AR credit B SEALMIR G SORER, T
SRR [FF ] A —EEERE: EVERE L, R8I CERMAK ISR — 8z
FEY, TRRZH T, Sk FERET UTEBRE AN, SABIRRIRIRE

=4
af 130

RENER

TERTH A BGED, A EURAE PR R AT HE RO B 3 EA IR T A R INE

TRAGYET AR ST, AT K Eag M2
8Chao (1987). Biometrika T4, 426-429.
CIREAFHRRCEN S MRFRIRERS,
MR F P T IARHRARCOE AR R AT E [Ba] g, A THREELT. BFT R
HNTleY R fes] 5, B AK K ihHkE,
URIPHFE RERA SEY, LT T T E AT 12785
AT SR, IR IR : TR T T A
AT LM FHRN T35 3P doab ATF 4 BIE &) o9k, VARAT 60 P4 AR S i id, 2id LI T 50k
il ITA,

—_
—
[—y
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26 HYER 5
iF, BRIEIRAES MR, B RIR AP T AE RS

HENBERRBETF /NS T, RIFIR—L,
RN EBIFTE

K SCEERE . BNE s B9, RIS TN L. B R8T 16, Wit B Cll
SR RLER), TEHABEDBTEAGRIR——JZ, T RIRE T ki
HF, RUZIEFEATF . ETT, IRERSUFOEIN (REATE) HEHR—F

BIAREX S5 LR 2., 2BHHA, BHERILEEZSGEE, B2 E M
BR, BETREDNETITH. IR, IRHTHIE, can not 1 cannot , Bi—1{E%S?
Disqualified 75 unqualified 7 EEAR[E?

SO BR R B, FUINIRIEXTE PR, 1998 4, A T Al ; 2002 4£ BT Bl,
SEREA T, Braodisy, UAAAZR (08 fl 02 BERZE), T UABER (Bl
WA AL R ) SEMIRERS i, BRAEAEm S AR AT LAR, (B, 7E[R] —GmoC 1,
PRI ARER, XIES— a8 AR AR, 82 LT HE.

BARI, BEIRE. BB AR/ NE, EEREREZE, MAZESERTH,
ﬁﬂ%iﬁﬁﬁ%a

William Strunk, Jr. The Elements of Style.
RARKEHIHERFFE T
Elementary rules of usage

Form the possessive singular of nouns with ’s

In a series of three or more terms with a single conjunction, use a comma after each term
except the last

Enclose parenthetic expressions between commas

Place a comma before and or but introducing an independent clause

Do not join independent clauses by a comma

Do not break sentences in two

A participial phrase at the beginning of a sentence must refer to the grammatical subject
Divide words at line-ends, in accordance with their formation and pronunciation

Elementary principles of composition

Make the paragraph the unit of composition: one paragraph to each topic
As a rule, begin each paragraph with a topic sentence; end it in conformity with the

e BANEY], R—IUROIE, RABYEIENT,

;ﬁfrﬁﬂﬁiﬁ!%miiﬁi 5% SCI/SSCI &7 s, PX69AL, HLEHRRLZAAM, IRAL
AR MR,

R, 6 $ A2 4R spell check, —& &3k KB 1R A 44, 284775,

A — M F RIS A AR TR A L [ R 8REDLR, SHRK, A XO —iRA#, A SdtE ety
RSt | it XO B £,

BEPIR AR T 20 AL~ iEA8-E AN AT SN0 I TS G Ak e, AR BIFAAR L
o 5k, A1y BT Y Ao th—Sde LGS T,
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#F1EX 27

beginning

Use the active voice

Put statements in positive form

Omit needless words

Avoid a succession of loose sentences

Express co-ordinate ideas in similar form

Keep related words together

In summaries, keep to one tense

Place the emphatic words of a sentence at the end

A few matters of form
‘Words and expressions commonly misused

‘Words commonly misspelled

HE el
HETEY SHS TRRRRZ sloppy IR, B —EnEk,
—F—5

2, —ELFEE— 0, TEES S, rERE A |, B THENE, X
ijﬁB %ﬁj‘gﬁiﬂ%@iﬁ—%, {RE X TP A] DU — 2[R 7, (BN RAE A Bl Y 24
L i-EL_. o

A3, — AR5 RAER— M, MRTA f(z) RFER X B pdf, HELRERXEE,
TREL T REAIRIERRY f(x)2KEK Y /Y pdf , BRIE XY BRI M. Ham b, 2CHIRFHTET
B3, EEREMEAETRFENFREGE BCEEETER%

MEERFHEE

A S — RERET 4T, FESR — KR B AR E . T —ERIEH IERGER, A
HHERMA.

HESENSREE—HE

BN IE X O$2E] Wang (2002) , FEE R %R References 1, FLa%iFat X (ﬁ@(k
%) F Ao EZ, % EM References PFH Wang (2002), HIIE SR R Te 1 B A S FE Bk,
M —— MBS —H D —EF ARG, 2Rt AER — R E AR L &
A= (3EM), MIEXPFEFEEIR TRE= (3&DM) ).

HLHTH TR B Bk RES | PV S, A0 SO — SEHCB
R IR ST, AR T MEEe G SBRITE, R T (hH R0,
ERMAM AR, BHERRER. RECHMT), ERA—E footnote FRBIHRER

103k AT FIBTITR [4230)s Bl o7, E(X), Var(X) TIATHIMEE 1M, 42 ¢ (N(0,1) 8 pdf) LT
HEHN—T. &R+, sk 100% #iaT,

0 f LA £ T LA N E B S,

AR 0 I (LIRS | 8 5% — 48 0,
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28 HER 5
ig, f o E R 5 138, (i B L, A H, MR aRATR, B8 IFE] (R

ERNEPRHEEFEMKKE, QAR AA RN, BREETEE, ARBRAR
FANBERERRE, SRR TRT . ELENERLTMAFAFNLA T, MR FE,
A4 BIRR—1Ro FETE TR RIS R 790 7 FE05?

FPRIREHRE

RSCE, MEAE: AR, BO RN, REYERIE AT RN,
LRI, (MEE R AR — FITERIE, SRR
B, RRTE G EAKRE [ HEIANHRRE— EESMAREAR, IS
T EBEN B,

REBAE RS E— SRR IR BB HIAS credit — —RESIARFHIFR
REERY, BB AYGR 3. SER MR IRIHER: AL amUEHIN, A, SELHNIT
ARHGER, AR ABARETELE SRS |, BEIATATE, BORERH R,

TR EBE S FE R IR A U R AR, EEZ Rl UK SR (literature search) ZS52 re-
search F—E45, BEEZREEN—D. ERVIAITENER, LEEMFKSLEE
—EiFEZ R, Bz,

AOgkaR

am PR, [l REERE. ENSTEG B CEE, 2% —T . r9
HAE A EF TSR], :E—FE MR, 241w CE e, SRR IAT &
SRR (BRI IRER). BTG E BRI CEZRE,

ERFRRE, IRREE—, £, £=, BXRMMECHER—, HE, MEER
REZ, BEZEABR—, FRNE=, ZBEER ", MEFRAWE, XEFRES
KOR=, BFREK—, EHRRIKSE, B R REAERE Do
T X

3 TRRARME, FRT R 2 LU, fli0

L.e., viz., ad hoc, et al., per se, ibid., e.g., ...

B2, RIAET (LR, EEZARET).
A2 PE T H AR — (B FEFS

HERNMEE, BES—XHBRRGH 24, FI0 [maximum likelihood (ML)J, ['gen-
eralized linear model (GLIM)],

Mz, A FEIRERERE, FXAMF R RER R RIE, THE %6 AR e
=i LKA, LA Ao A 51, 3 T AR89 53,
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BF1EX 29
o HATRAF, B RGN XGEAHERS,

o TEHEERARTER,

o XFEERRRTT AR, BRI, fRiERE IR TR R, BIARRETE
5. BIERERARNTEE, #R, XFIFERILEE.

o JTEAMT, S8 Tk SCF AP BH AR T A

o BAEINERYGR O, TR T ARG, Tk 5K a5
;LJ;TB{EQ HH 1020 R, HRERST FRIEMARF/INR. BOTREH
!

5 S8

R — PR, — Fan X G i B o (A RIFRA A A RE 2R G il B —EI
R EBLORE T fibie FIIE TR £ BEE2 FI R TETAY F BER G ER IR A 3BT, L2 IE T st 1
BhpRue, S i st PR PR R A S FE?

BB EER BN UARE T EE TimKERE R T Em XA A, EHEE
R, B RO THRAR, ERXENR TBE. —FL ERHERER
E#Y, AR/NER—IR—IE, FEREEXFE IS KRB RS A RMHAR
Ao EHKFIHA-EH KAV By, R GIEET 38 [81FE B HHFREMA A
HoS2 sloppy 3@—{EIERES, BLSIERRE T

RiRIZR

Rk ERNEL -2 ROEERE S, 5B XE—ERNBRATIZREFE
EE’J% EJE'J)J\E’JKE%’E%H’J? BIREAREBEAS? ER, R NEMIXEREHE
= i‘-l.é_.. %:I o

EREMRTRE sC1/SSCl, E#—FtHl, KHKR, 1 H5HFE L2 GRS
gg%ﬁa@mu, BPEA KA. BTER RS W3NG IT, HE A 4FEY, — At

AT b, B DA HRE S R SRR R SR, B /HE ME power
point HEERS, 2 BIZREMIE, EPEIEE. BN R HRNE,

February 2, 2007

BRERFARET—40E F7ESH,

HAE T i AR LG F, e — 84 FAF B e

5 PIRGG L TR TS ITA, FEUTR?

03 R E TR AL FFAT AR T EA M,

27 f5]4= M. Schminke (2004). Raising the bamboo curtain. Academy of Management Journal 47, 310-314,
AT 4R (B4 PR S B IRR),
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fEaE—af s, RIMMEBAFRYFET T LBk T 8 R X, M EMVRMENRERT TR
MAFRE w— T MIEPGERRZE LXF0Mm 0, RAZEFE FHE, HELRIN—
58 — Fam SCHk IR, AT T UFE: Annals, ?-iornetr‘ﬂ.‘a, JASA, JRSSB AR
FUBHHER, AU AESLRE 100% 0030 EHE, EIALIFIART 32 [H— (frst tier)
1 W BPRBEET AT BEJE, AR IR W e SCRETEE BUU T B odesz, & T —(EwEat
%EE%%%ﬁ?&ﬁETo TR L, FREEE R GEEFME , HEEEHNE—

Bl FERTEI R IR [#am ] /Y5830, MRS RE EMAvE RN R, EEXXENwm
REEK MRS, B2, ERRRMTE, X ESHH: BEEL R B XED
wham, A RRMRE [ REMSCGEERET)?

Green ¥l Maridic FIX =

& —RBTE Biometrika (2006) 93, 235-254. i& EHIFILE 1901 F£AIF), EH 105 8, 2
— (BB 8 AR AR T, EER: “Bayesian alignment using hierarchical mod-

els, applications in protein bioinformatics” o

BHER T #8445, Bayesian 2K FH A, FEHZE RN EEF random vari-
able TI#&—1& prior H}]—'E?ﬂ?ﬁmfﬂ?ﬁg Alignment %f‘éﬁﬁ(, ?Uiﬁﬁﬁﬁﬂﬁﬁﬁo Hier-
archical model SIZEIE—XARIHEEHRAY, AL FH EHRAGE, HEATTLURIGR, KIER
ARSI EIELR T, RAEREI T HEMA, AT “protein (EAH)”, “bioinformatics (£
B MEFEE B A, Ak, XEEE, i+ BRE%RT,

MR RERR, E bavcE, 2EMNER,

An important problem in shape analysis is to match configurations of points in space
after filtering out some geometrical transformation. (3£—) In this paper we introduce
hicrarchical models for such tasks in which the points in the configurations are either
unlabelled or have at most a partial labelling constraining the matching and in which
some points may only appear in one of the configurations. (3£ ) We derive procedures
for simultaneous inference about the matching and the transformation, using a Bayesian
approach. (=) Our hierarchical model is based on a Poisson process for hidden true
point locations; this leads to considerable mathematical simplification and efficiency of
implementation of EM and Markov cchain Monte Carlo algorithms. We find a novel use
for classical distributions from directional statistics in a conditionally conjugate specifica-
tion for the case where tne gometrical tansformation includes an unknown rotation. (if
7.) Throughout we focus on the case of affine or rigid motion transformations. (F£7%)
Under a broad parametric family of loss functlsan optimal Bayesian point estimate of the
matching matrix can be constructed that depends only on a single parameter of the family.
(3:£) Our methods are illustrated by two applicaations from bicimformatics. The first
problem is of matching proteib gels in two dimensions and the second consists of aligning
active sites of proteins in three dimensions. In the latter case we also use information
related to the grouping of the amibo acid, as an example of a more general capability of
our methodology to include partial labelling information, We discuss some open problems
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and suggest directions for future work. (&f/\)

af—: FEEREREH shape analysis K&, EARAART G, AREFETEN OLS F

E¥geenysda, AR ERHE—T. EEMHER “to match configurations of points in
space after filtering out some geometrical transformation” 38 1~ —E & ix B 2RI fE&E, 2
f&ﬂ%?ﬁ important , #878 —&ARIR, HH, FERMTE LR, “transformation” —Fath
HRHISE T,

H HESTZIBARIE, A& A hierarchical models X%*&I{/FB"J, meggdRA
gﬁ (labels) BIRIRE, 2 E WAHZE A HCAVES, B E ATRET RN, EREA T REE

#F=: E#M, 5§ “inference about the matching” , {J58 “inference about the trans-

formation” #EH1E. HERRREE, B AT,

FRaA’F Egﬂﬁﬁfﬁﬂ, H “hidden location” , R —TE R latent B’Jlﬁiiﬁ, At
F| EM ﬁé@?, Z» MCMC , HIRHEE Bayesian B ﬂﬁﬁ’?lﬁ?‘é‘.‘i‘:, PR £ 1Y R
1875, Fhaea .

HAE: BRUHEREMFIZERZET directional data FRIARZEE, THE R T RIMLA
transformation 5 —HEZiH#f (rotation) o

A fEH RGN transformations, £ affine fl rigid motion, — (AR ERE
0, H—EMR YR, WHHEA—T, RURTHZEEEY, BRTRYEN A
aa), ok o S S R,

a%tg:q SEETR, matching matrix (K4, RENAX—EEEE) BACEMEH

H\ RESBFIWHEER, BEEERERNEIE, B XHE THE-EFH bioinformatic

— 5o

AR SRR B—, FERZH PRANRETLMEYE? HEELE
e REAENEER, FrLLER—MEEANAEYEFRE, EME 7T R3IBX] 1Y
R, R, VEETRT 1%, F Poisson process RAG 2RI EE, BEARR L EEM A2,
HER ML AEE S £ Y Proesss o B2 T hidden location, ELiEFIEAY
FERE—LT, BHMEEREL, BERE (AR =, MEEZRHK
FHEEALIA, jﬁéﬁ%@{ﬁ%%@@ﬂm% “optimal Bayes point estimate of the matching
matrix” o Fxf, MR M A2 E T8I,

BRI ENRE [HTDHE |, BRMEZE AR, FI0 “optimal
Bayes point estimate of the matching matrix” BTER2 LA RENREER? 3%
HEMEHBREBHARE? {888, RMBTHZE, matching G RIFEH, HES
e B B S A — R AT A R BB R R B R ERT|
R —EREERITT . AR EMERE 250, S URLEERA R AL
R, 4t matching matrix F matching = E—4EnE? ﬁf@ﬂ@%@f’ﬁ%ﬁﬁﬁﬁ'?

BB B—THamaia .
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Various new challenging problems in shape matching have been appearing from differ-
ent scientific areas including bioinformatics and image analysis. In a class of problems in
shape analysis one assumes that the points in two or more configurations are labelled and
these configurations are to be matched after filtering out some transformation. Usually
the transformation is a rigid transformation or similarity transformation. Several new
problems are appearing in which either the points of configuration are not labelled or the
labelling is ambiguous, and in which some points do not appear in cach of the configura-
tions. An example of ambiguous labelling arises in understanding the secondary structure
of proteins, where we are given not only the three-dimensional molecular configuration
but also the types of amino acid at each point. A generic problem is to match two such
configurations, where the matching has to be invariant under some transformation group.
Descriptions of such problems can be found in the review article by Mardia et al. (2003).

We now describe two datasets related to protein structure. One is of two-dimensional
gel data, where each point is a protein itself and the transformation group is affine. In
this case we have a partial matching, identified already by experts, that we can use to
assess our procedures, In the second example we have a three-dimensional configuration
of two active sites of two proteins which also has additional chemical information. Here
the underlying transformation to be filtered out is rigid motion. In this problem, one of
the main aims is to take a query active site and find matches to a given database, in some
ranking order. The matches will give some idea of the functions of the unknown proteins,
leading to the design of new enzymes, for example.

There are other related examples from image analysis such as the matching of buildings
when one has multiple two-dimensional views of three-dimensional objects; see for example
Cross & Hancock (1998). The problem here requires one to filter out the projective
transformations before matching. Other examples involve matching outlines or surfaces;
see for example Chui & Rangarajan (2000) and an unpublished 2002 Ph.D. thesis from the
Technical University of Denmark by L. Pedersen. Here no labelling of points is involved,
and we are dealing with a continuous contour or surface rather than a finite number of
points. Such problems are not addressed in this paper.

The prineipal innovations in our approach are the fully model-based approach to align-
ment, the fact that the model formulation allows us to integrate out the hidden point
locations, the prior specification for the rotation matrix, and the Markov chain Monte
Carlo algorithm.

— R EREE RN FEL ERERMETER, AEERERGIET S, EAR
Hjllﬁ_,l’ bioinformatic Zﬂ, ﬁ;ﬁ image analysis , 1@%%‘%7{:%, HE%&{H%E Mardia
et al. (2003) o

RIRIE BRI B FER B ECE, MR E R, WA ig. BILELA

RAYMEIE “In this problem, one of the main aims is to take a query active site and find
matches to a given database, in some ranking order.” WFASUR AT G £, ARLER
KHZTEH.

RIS AFIR T =B 3 1998, 2000 F1 2002 Wyt 13430, (B2 E IR ER X HEAA

ML L F AP R,
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%%gg FFREMIZ image analysis, W RFBIHERIALL FrARETRIA S 2 AR

RRREIAXE R #TF2H 2NN, BEERGRE? UITFETHLXK, B
@i@ matching matrix Eﬁﬁfﬁﬁ% %E%%{ﬁﬁrg, ﬁ%ﬁ%z:%%ﬁﬁ matching ﬁﬁk
ﬁﬁﬁ%ﬁi%mﬁiﬂﬁﬁﬁ matching , ﬁ??‘ﬁ?ﬁﬁﬁ%ﬁ‘?, B % HAEEH—T match-
ing WG B2

d AT AR X, AR EIFE T RS ZRERE MR R, stttk
SURBELFA %, SERDREAETE T, TR TR,

) Zheng, Salganik and Gelman EDYd

38 FASCETIAE 2006 B Journal of the American Statistical Association, 101, 409-423.
382 REET 2 BT YRR, ZAFEEKE Columbia K&, K1, Salganik 2
it fr SR o A FLAt R AL RD R AR RAY E Rl

R 4HRER: “How many people do you know in prison?: Using overdispersion in

count data to estimate social sructure in networks”, %%ﬁx‘g@@ﬁ, B ANREGRKE—
TER X E %%EW?E?E: EERIFEA (using), TIAZRF oversispersion & {FEIH
FRIBRARI/INDEEER, GERH B E R ES N, MEERHE K e,

XEAEEAT:

Networks sets of objects connected by relationships are important in a num-
ber of fields. The study of networks has long been central to sociology, where researchers
have attempted to understand the causes and consequences of the structure of relation-
ships in large groups of people. Using insight from previous network research, Killworth
et al. and McCarty et al. have developed and evaluated a method for estimating the sizes
of hard-to-count populations using network data collected from a simple random sample
of Americans. In this article we show how, using a multilevel overdispersed Poisson re-
gression model, these data also can be used to estimate aspects of social structure in the
population. Our work goes beyond most previous research on networks by using variation,
as well as average responses, as a source of information. We apply our method to the data
of McCarty et al. and find that Americans vary greatly in their number of acquaintances.
Further, Americans show great variation in propensity to form ties to people in some
groups (e.g., males in prison, the homeless, and American Indians), but little variation for
other groups (e.g., twins, people named Mchael or Nicole). We also explore other features
of these data and consider ways in which survey data can be used to estimate network
structure.

EisFH%EE: (1) Social network RJEHZE, HILES: (2) fEEM “multilevel overdis-
persed Poisson regression model” K{&'lfr}*ﬁ (3) ¥4 E hard-to-find ﬁﬁj\fﬂ\ﬂ’ﬂﬁﬁt}.?
%«%%T Killworth et al. and McCarty et al. (E%@L EfﬁﬁEEPZ:%H%EﬁS[H’Jﬁﬁ}%&
5R); (4) FIFH variation A SCEMT L AT, MILIRTHER XL, WHRTIES, (5) BEE
AWt ZEm, 2E®K; (6) EEFEFNAI{EET network structure BERZES

W AR AB—tIAIHA L, Tab X A%, BT+ 2ok,
LR, Edodt Sk, SRR AL, R FRT YW ok, @ ARCH Z 6y M A2 A0
o
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BRAN AT SE 2% — A #EAE 5T network structure o
B AR BT, TEREAR social network Z4 1EHI—AR 5, AMEHERE
HES, WAl — L8, ERERRMNERE, FELB TP IE X HEELET
B8 R EIFTHY. MM EEE S overdispersion, Y B A &R T EE &%,

i am seoa PR (FPOCHYER 2 BN _EAY):

Recently a survey was taken of Americans asking, among other things, “How many
males do you know incarcerated? in state or federal prison?” The mean of the responses
to this question was 1.0. To a reader of this journal, that number may seem shockingly
high. We would guess that you probably do not know anyone in prison. In fact, we would
guess that most of your friends do not know anyone in prison either. This number may
seem totally incompatible with your social world.

E — BB R 18 AN R E S DTELE? FHYR—MBA? EREERK
M7 ARG R—PRIARERM? KRR TAmEE TEKEARBIR, Rk
FR R IRARE: RS KRR AR L, S RRe —i%, SP%E
B EMERINe BRIMLERER, 872708, E M8 [F5—A) RUEHEHL2RET?

So how was the mean of the responses 17 According to the data, 70% of the respon-
dents reported knowing 0 people in prison. However, the responses show a wide range of
variation, with almost 3% reporting that they know at least 10 prisoners. Responses to
some other questions of the same format, for example, “How many people do you know
named Nicole?” show much less variation.

E— A &R R Y variation BEK —— AR A LR A5,
E, 0% BB LEN A,

This difference in the variability of responses to these “How many X’s do you know?”
questions is the manifestation of fundamental social processes at work. Through careful
examination of this pattern, as well as others in the data, we can learn about important
characteristics of the social network connecting Americans, as well as the processes that
create this network.

Il T P B2 A 1 BT P RR (B8 —BRBASATE A T social network BARERITE BGE
it EREH AR ERER T,

2

This analysis also furthers our understanding of statistical models of two-way data, by
treating overdispersion as a source of information, not just an issue that requires correction.
More specifically, we include overdispersion as a parameter that measures the variation
in the relative propensitics of individuals to form ties to a given social group, and allow
it to vary among social groups. Through such modeling of the variation of the relative
propensities, we derive a new measure of social structure that uses only survey responses
from a sample of individuals, not data on the complete network.

iz —EXF##% “include overdispersion as a parameter that measures the variation in the

A9 0 & (R Lo
S AT F
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relative propensities of individuals” JILAZREA, i EREAFELIFIA “modeling of the variation

of the relative propensities”, ¥ # | “a new measure of social structure that uses only
survey responses’.

Background

Understanding the structure of social networks, and the social processes that form
them, is a central concern of sociology for both theoretical and practical reasons (Wasser-
man and Faust 1994; Freeman 2004). Social networks have been found to have important
implications for the social mobility (Lin 1999), getting a job (Granovetter 1995), the dy-
namics of fads and fashion (Watts 2002), attitude formation (Lee, Farrell, and Link 2004),
and the spread of infectious disease (Morris and Kretzenmar 1995).

i —BE Al — &R social network BY—E 3R, EEENZANERHA, EHETZ
— (A BE A S, HEDEREER . R FEREAE R 8T HE,

When talking about social networks, sociologists often use the term *
which, in practice, has taken on many different meanings, sometimes unclear or contra-

‘social structure,”

dictory. In this article, as in the article by Heckathorn and Jeffri (2001), we generalize
the conception put forth by Blau (1974) that social structure is the difference in affiliation
patterns from what would be observed if people formed friendships entirely randomly.

FISCFERBAAR ST ATEERY social structure BHEFEEE, BB HEBA: # [FEHZE
g:{l HAE social structure 55 0 RERE, HA, EEEE RN TR, RE0HREAH

Sociologists are not the only scientists interested in the structure of networks. Meth-
ods presented here can be applied to a more generally defined network, as any set of
objects (nodes) connected to each other by a set of links (edges). In addition to social
networks (friendship network, collaboration networks of scientists, sexual networks), ex-
amples include technological networks (e.g., the internet backbone, the world-wide web,
the power grid) and biological networks (e.g., metabolic networks, protein interaction
networks, neural networks, food webs); reviews have been provided by Strogatz (2001),

Newman (2003b), and Watts (2004).

GE—REAAAERN, ER [FIUEERER] —RASAGEED, BIFE
FERX BRVGEBATFIR SR ES, SRR AR,

Overview of the Article

In this article we show how to use “How many X's do you know?” count data to learn
about the social structure of the acquaintanceship network in the United States. More
specifically, we can learn to what extent people vary in their number of acquaintances, to
what extent people vary in their propensity to form ties to people in specific groups, and
also to what extent specific subpopulations (including those that are otherwise hard to
count) vary in their popularities.

O3 M A T 69 30 0%, AT R 51 MARLAE $a6Y, A FIAHIRAT 4 R ook
Tho R ARAT AR B O HARE, T4 A 36 9508 A AL T H54% ),
BE £ T b i i s )00 4k 3y
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SR BR A AT, X —FFARE “How many X's do you know?” TI#, ArLA

J& count data o

The data used in this article were collected by McCarty, Killworth, Bernard, Johnsen,
and Shelley (2001) and consist of survey responses from 1,370 individuals on their acquain-
tances with groups defined by name (e.g., Michael, Christina, Nicole), occupation (e.g.,
postal worker, pilot, gun dealer), ethnicity (e.g.. Native American), or experience (e.g.,
prisoner, auto accident victim); for a complete list of the groups, see Figure 4 in Section
4.2, Our estimates come from fitting a multilevel Poisson regression with variance com-
ponents corresponding to survey respondents and subpopulations and an overdispersion
factor that varies by group. We fit the model using Bayesian inference and the Gibbs-
Metropolis algorithm, and identify some areas in which the model fit could be improved
using predictive checks. Fitting the data with a multilevel model allows separation of indi-
vidual and subpopulation effects. Our analysis of the McCarty et al. data gives reasonable
results and provides a useful external check on our methods. Potential areas of further
work include more sophisticated interaction models, application to data collected by net-
work sampling (Heckathorn 1997, 2002; Salganik and Heckathorn 2004), and application
to count data in other fields.

& —ERRAEERI IR (McCarty, Killworth, Bernard, Johnsen, and Shelley (2001))
HM—A% 800, FrAZEIRAER (a multilevel Poisson regression with variance components),
jZigzEliomm=] (Bayesian inference and the Gibbs-Metropolis algorithm) B E FERE R BT DA
BT (identify some arcas in which the model fit could be improved using predictive

checks)o FEE B social network W%E’Jﬁ‘é@, FIREHK,

FHEAER PR ZEH T “a new measure of social structure that uses only sur-
vey responses” o & PRt @AM AR T HEER, HETHEE EATERL
new measure, j&F R 2Hll EEEED,

Buhlmann H@]SZE

ia X IEEFTE 2006 B Annals of Statistics, 34, 559-581. Annals J&BIPE SRR HETER
AR T, BURGERIRGE, BENEEURIBER, B, SRR RN (G
AR ), FERIEENIEGR, PRIEVRRATE SR A RIS, AT i 2K M T 2
JETAE, Bd—EHE p.565 F LI THEL] HEAR Y EETREEREZH,

ERBE—/IMEABREG . EER “Boosting for high-dimensional linear models” o &
R T —E8 4 HAY &5 boosting - 38 & FKE AR M E2E (machine learn-
in% ,5%%%%%—@@%5% (TR 7%, RAKEREZ % (R 7R boosting
), Bt o

TR RE boosting A HM, HKMHETDPRFMAHE, (HMSOER ARG
AR, Bt — T EREE:

We prove that boosting with the squared error loss, LaBoosting, is consistent for very

OF Bt 18 L E K @A VR o 8 TANME R AN AT A FHEGETIT, HiddaL s, th4 £ A A
AR, ARG Aot i, A/ TR LG TR & Moy,

RV R o KA 51% 9T R R AR 65k K5k, AT M boosting 09k, & & 69 5k 04 5]
90% , boosting % LA AL AT,
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high-dimensional linear models, where the number of predictor variables is allowed to grow
essentially as fast as O(exp(sample size)), assuming that the true underlying regression
function is sparse in terms of the £;-norm of the regression coefficients.

EEREAEET, RERFR XA p.559 HE p.56s THEEE—AERERE, £4X
ERERET. T

y=XB+e (y=nx1,X=nxppB=pxl)

A ERE AR R D, —RABE R n > p, RGN [HBEEAH o BIR p > o, G
fAfisat E(y|X) EEERHRE? —AERRNT, GRIRMEABAVFHERET. B
=, MRARZHH g NESRR/NFETZEFRE?

B KL ER g EERER/N E‘Jf%ﬁ:,_ul”ﬁ( sparse o & ha 3 5 FTEG BARYZ, 1E sparse
FIEHT, 2T LAEE| E(y| X) 8y [—Efh T (consistent estimate) ] #YJo

In the language of signal processing, this means consistency for de-noising using a
strongly overcomplete dictionary if the underlying signal is sparse in terms of the £}-norm.
We also propose here an AIC-based method for tuning, namely for choosing the number
of boosting iterations. This makes LoBoosting computationally attractive since it is not
required to run the algorithm multiple times for cross-validation as commonly used so far.

& E—BR, T boosting B, H—{E [FRMREIKRE] BRHFHAH. FERMEH

We demonstrate LyBoostwg for simulated data, in particular where the predictor di-
mension is large in comparison to sample size, and for a difficult tumor-classification
problem with gene expression microarray data.

B — BRI BRSO SRR, SERETE, BB, R EEAR T,
B, BERRE LM, EATEIFS B Oy, REEREDRLK @
£, BRI ER n < p BN AR, ERBIRO R RTFER £ HRH),

EEFEREEDE — RERZRGRITAGN — €REV a s At
R E B R,

ERERAER. HERZEEIMER. AFOT:

Freund and Schapire’s [11] AdaBoost algorithm for classification has attracted much
attention in the machine learning community (cf. [20] and the references therein) as well as
in related areas in statistics [1,13], mainly because of its good empirical performance with
a variety of datasets. Boosting methods were originally introduced as multiple prediction
schemes, averaging estimated predictions from reweighted data. Later, Breiman [1, 2]
noted that the AdaBoost algorithm can be viewed as a gradient descent optimization
technique in function space. This important insight opened a new perspective, namely
to use boosting methods in contexts other than classification. For example, Friedman
[12] developed boosting methods for regression which are implemented as an optimization
using the squared error loss function: this is what we call LyBoosting. It is essentially the
same as Mallat and Zhang’s [19] matching pursuit algorithm in signal processing.
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i —BURAGIA IR boosting B UK. EEURMRAEM T LM TIE, BIEHT LoBoosting
A FB (FEhE LyBoosting #Y7E 28, BHEMBERFETHYCEE, F ik frka i BIREE
%E}‘J), HEE BT [1, 2] Wi 3CE, 3] “This important insight opened a new perspec-
tive” o @ﬁﬁﬂﬁ@?ﬁ%ﬁ, %Z:%Eiﬁo f@fl_f_iﬁtﬂ LQBoostingr F1 match prusit Z[E—[F=
B EER ME—-BRART ERSEN EFZEEEN, EEE R LoBoosting HY
HE M, KRR FEREAT.

Recently, Efron, Hastie, Johnstone and Tibshirani [10] made a connection for linear
models between forward stagewise linear regression (FSLR), which seems closely related to
LyBoosting, and the £j-penalized Lasso [22] or basis pursuit [5]. Roughly speaking: under
some restrictive assumptions on the design matrix of a linear model, FSLR approximately
yields the set of all Lasso solutions (when varying over the penalty parameter). This
intriguing insight may be useful to get a rough picture about LoBoosting via its relatedness
to FSLR: it does variable selection and, shrinkage, similar to the Lasso. However, it should
be stated clearly that the methods are not the same; an example showing a distinct
difference between LgBoosting and the Lasso is presented in Section 4.3. Moreover, we
point out in Section 2.1 that FSLR and LzBoosting are different algorithms as well.

E— B T — BRI S, REPIBLTA LyBoosting HIFAIT, fEEMES
E{EE}‘J BELTER LaBoostinge ﬂﬁ%ﬁiﬂ!ﬁ “it should be stated clearly that the
methods are not the same” i‘éﬁﬁﬁﬁﬁ%’ékﬁ%ﬂ%% = LsBoosting H’J%T%E?-’Ff%
TaER T, i T~ ARSUBHWEE, MELE 220, HraE.

As the main result, we prove here that LyBoosting for linear models yields consistent
estimates in the very high-dimensional context, where the number of predictor variables is
allowed to grow essentially as fast as 0(exp(sample size)), assuming that the true under-
lying regression function is sparse in terms of the ¢1-norm of the regression coefficients.

EEERAA I EEBR,

This result is, to our knowledge, the first about boosting in the presence of (fast)
growing dimension of the predictor.

A BRI G A WO E R ER R R —— R E CAFRBRHRIIA S 33

Some consistency results for boosting with fixed predictor dimension include [17, 18]
as well as [25]. Except for Jiang’s [17] result, these authors consider versions of boosting
either with £1-constraints for the boosting aggregation coefficients or, as in [25], with a
relaxed version of boosting which we found very difficult to use in practice due to the
nonobvious tuning of the relaxation, that is, how fast the boosting aggregation coefficients
should decay. The result by Zhang and Yu [25] may be generalized without too much
effort to a setting with increasing dimension of the predictor variable, but their theoretical
work includes only a rigorous treatment of the classification problem (besides the above
mentioned disadvantage of their relaxed boosting algorithm).

EERECUFHIRNER B M. dBIFEEHTRARE, TEZORE
. FHRERNARTRGEREER. XFTER AR,

YRR [AANERITS ] 65k, 2% —— LT [19], 8248 “signal processing” , i8FH T
[ #&/ 71k machine learningJ,
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We believe that it is mainly for the case of high-dimensional predictors where boosting,
among other methods, has a substantial advantage over more classical approaches. Some
evidence for this will be given in Section 4.1, and other supporting empirical results have
been reported in [3] in the different context of low- or high-dimensional additive models
for comparing LoBoosting with more traditional methods such as backfitting or MARS
(restricted to additive function estimates). Notably, many real datasets nowadays are
of high-dimensional nature. Besides the well-documented good empirical performance
of boosting, we identify it here as a method which can consistently recover very high-
dimensional, sparse functions.

iR R EHERY R R EEE%E‘]_FEFH, jﬁﬂ@;ﬁﬁ “a substantial advantage over more
classical approaches” , tH FERKZEENEIR GE—-HHEEARENE). H, HFEE
iy, fEE R E B RE R — K,

We may also view our result as a consistency property for de-noising using LoBoosting
with a strongly overcomplete dictionary. In contrast to a complete dictionary, for example,
Fourier- or wavelet-basis, the strongly overcomplete noisy case is not well understood. Our
result yields at least the basic property of consistency.

E—BR, 1FE XA ER YR R, EEFRENGERR/INR, SPETRL
%*%TE{’FO ﬂE%%ﬁ “Our result yielcls at least the basic property of consistenc:", {E_JE
—EEEE [BERE] WnkE EEEEEULGEEMER, BFEERNE
FNFEX & AL, (BE IEF HRAR B—H5,

Besides the theoretical consistency result, we propose here a computationally efficient
approach for the tuning parameter in boosting, that is, the number of boosting iterations.
We give an easily computable definition of degrees of freedom for LyBoosting, and we then
propose its use in the corrected AIC criterion. Unlike cross-validation, our AIC-tuning
does not require boosting to be run multiple times. This makes the AIC-type data-driven
boosting computationally attractive: depending on the data, it is sometimes as fast as
the very efficient LARS algorithm for the Lasso with tuning by its default ten-fold cross-
validation [6, 10].

E—EY RIS AR, (B A A AIC R I ik, iR SRR RS 240
ENRERE. KX RE—@EEER, BIFEAFFEEBMAT 25 HAY Annals pages,
FHEFEH AR HEMOREMERHA S MEA, AT 55 HE L5 EE5 85,
TFHREEFEESHNE, ASIMNEETRERNETFEANEE. EHEEREBE
B MRFENSZEY), HEERLEEN.

We demonstrate on some simulated examples how our LyBoosting performs for (low-
and) mainly high-dimensional linear models, in comparison to the Lasso forward variable
selection, ridge regression, ordinary least squares and a method which has been designed for
high-dimensional regression [14]. We also consider a difficult tumor-classification problem
with gene expression microarray data: the predictive accuracy of LyBoosting is compared
with four other, commonly used classifiers for microarray data, and we briefly indicate the
interpretation of the L2Boosting fit along the lines of a linear model fit.

Hix R AR B BN R ST IR I, DUR SR XA M A9 L.
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B Eﬁiﬁﬁ& Journal of the Royal Statistical Society, Series B (2006) 68, 571-609.
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Multitiered experiments are characterized by invoving mutiple randomizations, in a
sense that we make explcit. We compare and contrast six types of multiple randomizations,
using a wide range of exampls, and discuss their use in designing experiments. We outline
a system of describing the randomizations in terms of sets of objects, their associated tiers
and the factor nesting, using randomization diagrams, which gave a convenient and readily
assimilated summary of an experiment’s randomization. We also indicate how to formuate
a randomiztion-based mixed model for the analysis of data from such experiments.

BT “tier” —3, BATR—RAVEBRRET (DOE) #A L¥ R, HEREH
AF ra_ndomization —Ei &R (é‘ﬂ%&)ﬁﬂ%ﬁiﬁﬂﬂ)o REERHAXZEREBSH
TR w2 HRERCAYEHERY, $323] T “randomization diagrams”, FIZOfAIEEFE “randomization-
based mixed model” o BB R A ELEAY, REBEA KN . DOE BEIEH FiL
Ak e 2 F), RS PR MR R AR I, (F 2 —H) Bailey I AYH AR
(NRATRHER), BEHRA S, RIEAERE PIARE] RS,

ER AT

Experiments are distinguished from observational studies and happenstance data by
the purposive application of treatments to observational units. Nelder (1965a, b). White
(1975), Bailey (1981,1991) and Heiberger (1989) formulated methods for the analysis of
experiments that take this distinction into account by classifying factors in the experiment
as either ‘block’ or ‘treatment’ factors. Here we interpret block and treatment factors to
mean the sets of unrandomized and randomized factors respectively. Many researchers
have advocated the use of such a distinction (Fisher (1935), Wilk and Kempthorne (1957),
Cox (1958), section 6.3, Yates (1975), Mead and Curnow (1983), section 14.1, Brien (1983)
and Piepho et al. (2003)). The distinction enables the direct construction of analysis-of-
variance tables exhibiting all the confounding, as well as the inclusion, in a mixed model,
of all terms that are warranted by the randomization.

E—BRRATKTFE, EEE (block) f (treatment) R [RERAE ) #0 TREER1E) 2K 5
ft, FERIABTHKE,

Of course, it is possible to formulate an analysis without making this distinction. For
example, in the analysis of a randomized complete-block design as a ‘two-way analysis of
variance’ based on a two-factor, no-interaction model, no distinction is made between the
treatments that are randomly assigned and the blocks that result from inherent features
of the observational units. As Kempthorne (1955) noted, this results in the same analy-
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sis for the randomized complete-block design and the two-way factorial experiment, even
though they differ markedly in the randomization that is employed. This is because the
confounding that is inherent in each experimental situation has not been recognized (Brien
and Payne, 1999). Similarly, the common description of the classic split-plot experiment
in terms of only the three factors blocks, mainplot treatments and subplot treatments also
fails to distinguish between randomized treatments and inherent features of the observa-
tional units.

HGA—EE DOE M AAPHIGE “this results in the same analysis for the randomized
complete-block design and the two-way factorial experiment, even though they differ
markedly in the randomization that is employed”, {HZH# Brien and Payne (1999) ifi
BEEATEAOANRD T, BEREH TS| “the confounding that is inherent in each
experimental situation has not been recognized”, %ﬁ%ﬁﬁﬁﬁ@ﬁﬁﬁfiﬁ@ﬂﬁj?

Brien (1983) identified experiments that involve more than the single randomization of
treatments to plots and concluded that two sets of factors are not enough to describe the
randomization in"such experiments. The general term ‘tiers’ was introduced for the sets
of factors in an experiment which result from the classification of the factors according
to their status in the randomization: see also Cullis et al. (2003). Experiments that
involve multiple randomizations, and hence more than two tiers, were labeled ‘multitiered’.
Multitiered experiments include two- phase, some superimposed and some single-stage
experiments, and some multistage experiments using the same units at each stage; they
do not represent a collection of new designs, but are a class of designs made up of several
existing design types.

E—Eﬁﬁﬂﬂ £ DOE EF', “experiments that involve more than the single randomization
of treatments” BT, 20 SEFTRE R K, WHISIA “tier —, W EHN [BEEAL]
FEE, IREREI R AT (B8 “Multitiered experiments include two-phase, some
superimposed and some single-stage experiments, and some multistage experiments using
the same units at each stage” HIE5EE, BUATIE T, Bl T —Bh LRI, thEFAI Ll
impress B R EEo

Two-phase experiments were introduced by Mclntyre (1955) and were discussed by Cox
(1958), although Cox used the term ‘stage’ rather than ‘phase’. They are characterized
by the following:

(a) a complete experiment in the first phase, although not necessarily with the measure-
ment of response variables;
(b) the randomization of the units from the first phase to the units in the second phase.

Blptr, BZERYFASCERIR) OB Z T SRR T o @ RERFZERA, HZ,
gt e SRR RRFMNEE N, ERXF, REGHUTRNMHE,

A common situation in which they occur is where the produce from a field trial has to
be processed in a laboratory or an evaluation phase (Brien, 1983; Brien et al., 1987; Wood
et al., 1988; Brien and Payne, 1999; Cullis et al., 2003; Kerr, 2003). All of the examples
of two-phase experiments that have been published in the literature employ only one of
the simplest type of multiple randomization.
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In this paper we distinguish between stages and phases in experiments, the former
including the latter as a special type. We note that usage of stages and phases in experi-
ments is unrelated to that in sampling. Multistage experiments are conducted in several
distinct time intervals with randomization of factors for each interval. They include two-
phase, superimposed and change-over experiments (but not longitudinal studies), as well
as multistage reprocessing experiments, in which the response is measured only after sev-
cral stages of processing the same units (Miller (1997), Mee and Bates (1998) and Box
and Jones (1992), section 5). Not all multistage experiments are multitiered as they do

not involve multiple randomizations the usual repeated measurements experiments
that are discussed in text-books are not. Single-stage experiments that involve multiple
randomizations include some grazing and some plant experiments. For example, Brien and
Demetrio (1998) discussed multiple randomizations in the context of continuous grazing

trials and Preece (1991) described a multitiered horticultural experiment.

Lﬁgﬁxﬂmﬁﬁﬁﬁ?ﬁﬁ%ﬁlﬁiﬁﬁﬁﬁﬁﬁlfﬁ FERBAA P ATAE “stage” A “phase” FEK

Although the experiments do not involve new designs, there has been uncertainty and
difficulty in their randomization and analysis. The purpose of this paper is to describe
and compare six different types of multiple randomization and how they are employed in
a range of multitiered experiments. We concentrate on equireplicate designs, because they
demonstrate all the relevant issues but without extra complications. We hope to increase
understanding of the way in which multiple randomizations can be employed in designing
experiments. We also develop randomization diagrams for depicting the randomization in
an casily absorbed form. In Section 2, we introduce and define the terms that are required
and illustrate their use in the context of two-tiered experiments. Section 3 describes a sim-
ple three-tiered experiment. The six types of multiple randomizations are then described:
Section 4 discusses and gives examples of multiple randomizations in which the two con-
stituent randomizations can be performed in either order, whereas Section 5 does the same
for the inclusive multiple randomizations. Section 6 gives examples involving more than
one type of multiple randomizations, and hence three or more randomizations. A strategy
for formulating a mixed model for analyzing multitiered experiments is outlined in Section
7. Section 8 addresses some general issues concerning terminology and multiple random-
izations. Further examples involving multiple randomizations are available in Brien (1992)
and from the multitiered experiment Web site at http://chris.brien.name/multitier/.

E—RRA B, EHEEERES TR, FIEE " to describe
and compare six different types of multiple randomization and how they are employed in
a range of multitiered experiments” ] “develop randomization diagrams for depicting the

randomization in an easily absorbed form” , %, A T88k] 58, SFHEABE
WR— B SO — 1F T, SE R GRAVE, SR, e XTI, stoR abha.

KRR, AR R —R AP B GG —— THERRRY DOE HER B
INEE. AR ERBRY, TREFERRGIECELT, MEFE DOE WHEREEXEAR.
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The relative performance of the tests are assessed by applying them to simulated data and
comparing their size and power; one of the modified tests (the CW test) is shown to be
superior.

Introduction

Functional Magnetic Resonance Imaging (FMRI) is a non-invasive method that pro-
duces a time sequence of images of a subject’s brain that are sensitive to changes in blood
oxygenation caused by neural activation. The vast majority of analytical techniques that
are applied to FMRI data assume the transfer function between neural activation and
subsequent changes in blood oxygenation, the haemodynamic response function (HRF),
is known fully and the data follow the Gaussian distribution. In this article, we consider
the analysis of FMRI data collected in one of two states, called “activation” and “rest” i
based on two-sample tests. From knowledge of the length of the haemodynamic delay,
measurements during the transition period between activation and rest can be omitted.
The validity of the classical two-sample t-test is based on the assumption that the activa-
tion data and the rest data are Gaussian with equal variances. In this article, we propose
use of a modified two-sample test for FMRI data that allows for departures from this as-
sumption. We study three competing tests. One is the Welch test (Welch, 1937) which is
a modification of two-sample t-test that allows unequal covariances. A second competitor
is the Cressie-Whitford (CW) test (Cressie and Whitford, 1986) that can be used with
non-Gaussian data. The third competitor is the Wilcoxon rank (WR) test (Wilcoxon,
1945). In what follows, we compare the classical t-test with the Welch, CW, and WR
tests for FMRI data based on a block design, where the blocks alternate between periods
of activation and rest.

The next section describes the physiological background and physical processes used in
FMRI and the most common methods used to process FMRI data; it also defines the four
two-sample tests (including the classical two-sample t-test) that are compared in Section 4.
Section 3 discusses the application of the two-sample tests for FMRI data and describes
the methods used to identify and quantify departures from Gaussianity for each voxel.
The size and power of the four tests are compared in Section 4 using a simulation study
of FMRI data, from which recommendations are given. Section 5 contains discussion and
conclusions.

F_ R

An Evaluation of Multiple Behavioral Risk Factors for Cancer in a Work-
ing Class, Multi-Ethnic Population

Abstract

Behavioral risk factors for cancer tend to cluster within individuals, which can com-
pound risk beyond that associated with the individual risk factors alone. There has been
increasing attention paid to the prevalence of multiple risk factors (MRF) for cancer, and
to the importance of designing interventions that help individuals reduce their risks across
multiple behaviors simultaneously. The purpose of this paper is to develop methodology
to identify an optimal linear combination of multiple risk factors (score function) which
would facilitate evaluation of cancer interventions.
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Introduction

Despite the considerable biomedical advances of the last half-century, facilitating im-
provement in lifestyle behaviors remains the most efficacious population-level strategy for
reducing cancer risk. Estimates vary, but suggest that over fifty percent of new cancer
cases and up to one-third of cancer mortality could be prevented though improvements
in health behavior practices (American Cancer Society, 2004; Doll and Peto, 1981). A
19 percent decline in the rate at which new cancer cases occur, and a 29 percent decline
in the rate of cancer deaths, could potentially be achieved by 2015, if prevention efforts
were heightened and behavior change sustained. This would translate to the prevention
of approximately 100,000 cancer cases and 60,000 cancer deaths each year, by the year
2015 (National Cancer Policy Board and Institute of Medicine, 2003). There is ample
epidemiological evidence for the consideration of red meat consumption, physical activity,
and folic acid intake in cancer prevention efforts. Regular physical activity lowers the risk
of cancers of the colon, breast, and possibly prostate (Colditz, Cannuscio, and Frazier,
1997; Friedenreich and Rohan, (1995)). An additional 30 percent of cancer deaths can be
attributed to adult diet (Anonymous, 1996); higher intake of red meat has been associated
with increased risk of colon (Sandhu, White and McPherson, 2001) and prostate cancers
(Michaud, Augustsson, Rimm, Stampfer, Willett, and Giovannucei 2001). Associated with
both physical mmactivity and diet is obesity, which may account for between 25-30 percent
of cancers of the colon, breast (postmenopausal), endometrium, kidney, and esophagus
(Vainio and Bianchini, 2002). Folic acid is protective against colon cancer (Giovannucci
et al. 1998); long-term multi-vitamin use, in particular has been found to reduce risk for
colon cancer, likely because of its folic acid content (Giovannucci et al. 1998). The risk for
many diseases, including colon cancer, is associated with multiple behavioral risk factors
(MRF); these behaviors are highly interrelated and tend to cluster within individuals. For
example, those who eat high-fat diets are also more likely to be sedentary, suggesting that
the behaviors may be mutually reinforeing (see e.g., Emmons, Marcus, Linnan, Rossi, and
Abrams, 1999). Change in one behavioral risk factor thus may serve as a stimulus or gate-
way for change in the other health behaviors (see e.g., Emmons et al. 1999), and there
are overarching behavioral principles and intervention frameworks that guide behavior
change efforts across risk factors. Consequently, to facilitate population-level reductions
in cancer risk, it may be inefficient to target discrete behavioral risk factors, when similar
principles might be applied simultaneously to multiple behaviors (Institute of Medicine,
2000). The literature provides little consensus as to the most appropriate analytic strategy
for evaluating the efficacy of MRF interventions; most studies have analyzed the various
outcomes independently or by creating a simplistic sum (e.g., 1 RF + 1 RF = 2RF%)
(see e.g., Prochaska and Sallis 2004; Campbell, James, Hudson, Carr, Jackson, Oakes,
Demissie, Farrell, and Tessaro, 2004). This could be problematic, because the use of sep-
arate analytic strategics may result in improper inferences regarding the effect of an MRF
intervention because of correlation among the factors. Such strategies may overlook the
clustering effect brought about by the agglomeration of multiple behavioral risk factors
and have been criticized as being too simplistic. The purpose of this paper is to develop a
methodology to identify an optimal linear combination of multiple behavioral risk factors
(MRF score function) for cancer that would best facilitate evaluation of an MRF cancer
intervention.

F=R

Reducing Subjectivity in the Likelihood
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Abstract

Some scientists prefer to exercise substantial judgment in formulating a likelihood
function for their data. Others prefer to try to get the data to tell them which likelihood is
most appropriate. We suggest here that one way to reduce the judgment component of the
likelihood function is to adopt a mixture of potential likelihoods and let the data determine
the weights on each likelihood. We distinguish several different types of subjectivity in the
likelihood function and show with examples how these subjective elements may be given
more equitable treatment,

Introduction

We propose methods for modeling the likelihood function that will require fewer subjec-
tive judgments. We first discuss the nature of the problem of subjectivity in the likelihood
function; then we review some related research; and finally, we define a mixture likelihood
function and suggest estimation procedures that reduce the effects of subjective views
imposed on the observed data.

1.1 Statement of the Problem

It is sometimes desirable that beliefs of experimenters should be brought into a scien-
tific analysis in ways that minimally distort the measured data (see, for example, Hogarth,
1980; Kyberg and Smokler, 1980; Lad, 1996). But that having been said, scientists observ-
ing data sometimes interpret the data points subjectively, according to what they want
the data to show, and according to how precisely they believe the data points were mea-
sured. The latter procedure is of course quite common. This subjective interpretation of
observed data may be totally at the unconscious level, or it may be purposeful (with the
purposeful interpretation, the analysis may become fraudulent; see for example, Grayson,

1995, 1997; Howson and Urbach, 1990; and Press and Tanur, 2001).

The subjective interpretation of empirical data in medicine was discussed by Kaptchuk

(2003). He stated (page 1, op. cit.):

“Doctors are being encouraged to improve their critical appraisal skills to make bet-
ter use of medical research. But when using these skills, it is important to remember
that interpretation of data is inevitably subjective and can itself result in bias. Facts do
not accumulate on the blank slates of researchers’ minds, and data simply do not speak
for themselves. Good science inevitably embodies a tension between the empiricism of
concrete data and the rationalism of deeply held convictions. Unbiased interpretation
of data is as important as performing rigorous experiments. This evaluative process is
never totally objective or completely independent of scientists’ convictions or theoretical
apparatus”.

Statistical analysis of a data set most often proceeds by summarizing the distribution of
the data in terms of its likelihood function. In order to specify the form of the likelihood
function, various assumptions are made about the data, such as mutual independence,
identical distributions, unimodality, ete. After the likelihood function has been specified,
additional assumptions are sometimes made (significance levels thought to be appropriate
are specified, a prior distribution about the underlying unobservable quantities may be
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brought in, ete.). Analysis of the data generally proceeds by trying to keep the likelihood
function treatment of the data as simple as possible, so that the scientist or analyst will
introduce minimal distortion of the data. The analyst tries not to discard data, and tries
to maximize the chance of understanding what nature is trying to tell us through the
revealed data about the underlying phenomenon. In this way, when the analysis of the
data has been completed, the claim can reasonably be made that the conclusions drawn
from the analysis approximate, if not precisely reflect, the laws of nature, rather than the
possible misinterpretations and misunderstandings of the laws of nature by human beings.
It will be useful to first briefly define what we mean by objectivity and subjectivity, in
this context.

According to Mandik, 2001,

“The word objectivity refers to the view that the truth of a thing is independent
from the observing subject. The notion of objectivity entails that certain things exist
independently from the mind, or that they are at least in an external sphere. Objective
truths are independent of human wishes and beliefs. The notion of objectivity is especially
relevant to the status of our various ideas, and the question is to what extent objectivity
is possible for thought, and to what extent it is necessary”.

This is but one of many definitions that have been suggested. The elusive quest for
objectivity in science has been, and remains, an important topic of discussion among
historians and philosophers of science (for extensive additional discussions of the meaning
of “objectivity”, see for example, Bower, 1998; Porter, 1995, 1996; and Daston and Galison
1992). For some, scientific objectivity involves the search for certainty in knowledge about
one of nature’s well-kept secrets, independent of what human beings believe; but in many
cases, we find that what we earlier thought to be true about nature, turns out later to be
questionable.

In an interesting example from physics, Folger, 2003, pointed out that:

“Pioneer 10, launched in 1972, is now some 8 billion miles from home. But is has
been slowing down, as if the gravitational pull on it from the sun is growing progressively
stronger the farther away it gets. Milgrom proposed (see the MOND pages-MOdified
Newtonian Dynamics) that Newton’s laws might change at these accelerations. If Milgrom
is right, Newton’s and Einstein’s laws will be in for some major tweaking.”

Sometimes the scientist has such deep understanding and insight into the phenomenon
he/she is studying that the scientist’s own predictions of what should be found from the
analysis are far superior to what the data analysis seems to indicate. In some cases the
beliefs of the scientist or analyst are so strong, even before actually taking any data that
bear on the phenomenon, that the data are interpreted or manipulated so that they will
reflect these preconceived views of the scientist. Any preconceived personal views (views
held before taking any data), weak or strong, are what we refer to in this context as
subjectivity.

1.2 Related Research

One approach to reducing the effects of differing assumptions about likelihoods may
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be found in a line of research that involves use of the empirical likelihood function. In
this approach, most useful in large samples, a discretized, binned, version of the empirical
cdf, instead of a specific likelihood function, is used. Inference is then made from a multi-
nomial distribution. An unfortunate feature of this approach is the additional unknown
parameters that are concomitantly introduced into the model. See: Owen, 1988, 2001.
For typically small and moderate size samples this could be a problem, but for the massive
data sets typical of data mining applications (see, for example: Berry & Linoff (1997); and
Hastie, Tibshirani, and Friedman, 2001) such an approach could be a helpful alternative.

We show in the next section how we might understand and account for some types
of subjectivity that sometimes enters the likelihood function, and might not be desired.
We will use the definition and form of the likelihood function in which for absolutely
continuous random variables, up to a proportionality constant, it is the joint probability
density function of the observables given the unobservables.

SR

Application of One Sided t-tests and a Generalized Experiment Wise Er-
ror Rate, GFWER(k), to High-Density Oligonucleotide Microarray Ex-
periments: An Example Using Arabidopsis

Abstract

Motivation: A formidable challenge in the analysis of microarray data is the identifica-
tion of those genes that exhibit differential expression. The objectives of this research were
to examine the utility of simple ANOVA, one sided t tests, natural log transformation, and
a generalized experiment wise error rate methodology for analysis of such experiments. As
a test case, we analyzed a Affymetrix GeneChip microarray experiment designed to test
for the effect of a CHD3 chromatin remodeling factor, PICKLE (PKL), and an inhibitor
of the plant hormone gibberellin (GA), on the expression of 8256 Arabidopsis thaliana
genes.

Results: The GFWER(%) is defined as the probability of rejecting k& or more true null
hypothesis at a given p level, and ignores the probability of making less than k& Type I
errors. The method was shown to be simple to apply and greatly increases power. A k value
as small as 2 or 3 was concluded to be adequate for large or small experiments respectively.
A one sided t-test along with GFWER(2)=.05 identified 43 genes as exhibiting PKL-
dependent expression. Expression of all 43 genes was re-examined by qRT-PCR, of which
36 (83.7%) were confirmed to exhibit PKL-dependent expression.

Introduction

The advent of inexpensive microarray technology has enabled individual laboratories
to easily obtain a global perspective on the expression pattern of thousands of genes. This
powerful technology has allowed investigators to diagnose early cancers (Kim, J.W. and
Wang, X.W., 2003; Zhang, H. et al., 2003), discover genes that contribute to quantitative
traits (Gu, C.C. et al., 2002), and detect coordinated gene regulation during pivotal de-
velopmental events such as embryogenesis and sexual maturation (Girke, T. et al., 2000;

Lo, J. et al., 2003; Ruuska, S. A. et al., 2002).
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The first generation microarrays were generally based on two dye methodologies. These
c¢DNA microarray experiments involve hybridizing two mRNA samples, each of which has
been converted into cDNA and labelled with its own fluorophore, on a single glass slide that
has been spotted with 10,000-20,000 ¢cDNA probes (Yang and Speed, 2002). In contrast,
more recent high-density oligonucleotide microarrays, such as those offered by Affymetrix
, provide direct information about the expression levels in an mRNA sample and can have
a much higher density (Yang and Speed, 2002).

The majority of methodologies for microarray analysis have been developed for two dye
spotted arrays (Kerr et al. 2000; Kerr and Churchill, 2001; for review see Quackenbush,
2001 and Yang and Speed, 2002). Unfortunately these two-dye spotted arrays also pose
other statistical issues, such as normalization to correct for dye bias. Furthermore if more
than 2 treatments are used, it is not possible to compare all treatments on the same chip
thus necessitating an Incomplete Block Design (IBD) type design (Kerr and Churchill,
2001). As such, special experimental designs, such as the reference and rotational design
are needed for correct analysis (Kerr and Churchill, 2001; Quackenbush, 2001 and Yang
and Speed, 2002).

In contrast, oligonucleotide microarrays use a single dye technology and pose some
advantages, including a greatly increased density of genes and simplified experimental
design because treatment effects are tested independently on each chip, eliminating the
need for IBD designs. Nevertheless, statistical issues remain, such as normality of residuals,
homogeneity of residual variance, correlation of errors within an array, and correlation of
biological samples across arrays.

Mixed model methods for analysis of microarray experiment, proposed by Wolfinger
et al. (2001), solves most of these issues (see Craig et al., 2003 for review). However,
the complexity of analysis dramatically increases with these advanced methods. Unfor-
tunately, many of the current practitioners of microarray technology do not possess the
mathematical expertise necessary to meaningfully employ these methods. On the other
hand ANOVA is a tool that is easy to implement with methods common to most re-
scarchers. Kerr and Churchill (2001) conclude that “The analysis of variance (ANOVA)
is a natural tool for studying data from experiments with multiple categorical factors”.

The first objective of this research was to examine the utility of simple ANOVA for
analysis of replicated oligonucleotide microarrays experiments. The motivation was given
eloquently by Kerr and Churchill (2001) who stated “An advantage of model based data
analysis such as ANOVA is that a model helps the analyst explore the data. If one finds a
model inadequate, discovering why it is inadequate can help the analyst identify sources
of variation and bias.” A secondary objective of this study was to show how using a
one sided t-test can be used to increase power, The final objective was to introduce an
alternative method to increase power by accepting a base number of false positive with
high probability.

The ANOVA is particularly suited to analyzing data from microarray experiments
that employ a replicated factorial arrangement of t reatments. An example of such an
experimental design is one in which the investigator looks at gene expression in wild-type
and mutant plants in the presence or absence of an added chemical. Many microarray
studies incorporate this type of experimental design, e.g. the response of genes in non-

183



H A% R 51

tumorigenic and tumorigenic tissues to different concentrations of toxic or therapeutic
drugs (Lundquist, H. et al., 2002; Martinez, J.M. et al., 2002) or the response of genes
from different tissues to estrogen or other hormones (Abe, H. et al., 2003; Faccioli, P. et
al., 2002; Fujita, N. et al., 2003; Goda, H. et al., 2002). This design easily extends into
any number of genotypes (or tissues) by any number of developmental time points (or
biochemical exposures).

The primary biological objective of this research was to understand how a CHD3-
chromatin remodeling factor, PICKLE (PKL), and a plant growth regulator, gibberellin
(GA), regulate gene expression during germination of Arabidopsis seeds (Rider, S.D. et al.,
2003). PKL is necessary for repression of embryonic traits in Arabidopsis (Ogas, J. et al.,
1997). Expression of the embryonie state in pkl seedlings is inhibited by the plant growth
regulator gibberellin (GA) and is enhanced by application of uniconazole-P, an inhibitor of
GA biosynthesis (Izumi, K. et al., 1985; Ogas, J. et al., 1997). Specifically, gene expression
was examined in wild-type and pkl seeds grown in the absence and presence of 10-8 M
uniconazole-P. Thus the genotypes were 'wild type’ vs. the pkl mutant, and biochemical
exposure was to either 10-8 M uniconazole-P or no uniconazole-P during seed germination.

Our working hypothesis was that PKL functions during germination to repress genes
that promote embryonic identity. In support of such a hypothesis, the transeript levels of
two positive regulators of embryogenesis, LEAFY COTYLEDONI (LEC1) and LEAFY
COTYLEDON2 (LEC2) (Lotan, T. et al., 1998; Stone, S.L. et al., 2001), are elevated
during germination of pkl scedlings (Ogas, J. et al., 1999; Rider, S.D. et al., 2003). Our
interest was to find new genes that exhibited PKL-dependent expression, i.e. were up
regulated. As such, we had a natural one sided test.

February 2, 2007
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The impact of FDI on regional innovation capability:

a case in China

Abstract: FDI have been traditionally considered as an important channel in the dif-
fusion of advanced technology. Whether it can promote technology progress for the host
country or not is a focused problem in recently decades. This paper analyzes the rela-
tionship between FDI and regional innovation capability (RIC). We find that the spillover
effects of FDI are not significant as we usually thought. The impact of FDI on RIC is weak;
the entry of FDI has no use for enhancing indigenous innovation capability. The research
manifests, increasing domestic R&D inputs, strengthening the innovation capabilities and
technology absorbency in domestic enterprises are determinants to improve RIC.

Key words: FDI, less developed countries, regional innovation capability, spillover effect,
the level of entrepreneurship

1. Introduction

Multinational companies (MNCs) play an important role in the process of global eco-
nomic integration. Through capital outward, MNCs maintain tight connection with the
international economy. The foreign direct investment (FDI) concomitant with MNCs has
already become vital source for many less developed countries (LDCs) to obtain interna-
tional capitals and advanced technology increasingly. Chinese government always attaches
lots of importance to attracting foreign investment since the reformation and the ”open-
door” policy was carried, They implemented the "market for technology” policy, and tried
to facilitate the technological progress through attracting inward FDI. China has already
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received the total amount of foreign investments over 562.1 billions dollars until the end
of 2004, and since 1993 China has been the largest FDI recipient in the LDCs. In 2003,
despite of the breakout of the epidemic SARS, the amount of inward FDI reached 53.505
billions dollars which surpassed America and made China become the most inward FDI
country all over the world. In 2004, the amount of inward FDI reached 60.63 billions
dollars. Now the ratio of FDI to GDP has surpassed 40 percent. [Gong, 2005]

FDI is the important driving force to boost economic development in China. The
impact of FDI has penetrated into many aspects of the national economy with the increase
of total amount. The negative function appeared gradually such as the homogeneous
expansion of Chinese manufacturing and the international trade dissension because of
the excessive reliance of FDI and FDI technology. How about the strategic effect of the
"market for technology” policy? Does FDI facilitate the technology progress in domestic
enterprises? More and more Chinese scholars begin to think about the FDI strategy
retrospectively. Many international scholars plunged into the vehement dispute.

As the main way of international capitals fluxion, the impact of FDI on the economy
and technology to the host country has been paid more and more attention by interna-
tional researchers. Many researches showed that FDI was important to facilitate economic
development and technological progress for the host country, especially for the develop-
ing countries [Kokko, 1994; Kokko et al., 1996; Sjoholm, 1999; Borenztein et al., 1998].
However, the empirical research on the spillover effects of FDI didn’t support standpoints
above. Recently some empirical researches indicated that the spillover effects of MNCs
were weak, and the positive effects of FDI on economy development should have some
certain conditions [Young, 1992; Haddad and Harrison, 1993; Kokko, 1994; DeMello,
1996, 1997]. For many LDCs, the correlation between FDI and technological progress or
productivity growth was not significant, except for those export-oriented countries [Bala-
subramanyam, Salisu, and Sapsford, 1996] and those countries having high-level of human
capitals [Borensztein, DeGregorio, and Lee, 1998).

Whether FDI can bring the technology progress in China? Chinese scholars also have
different opinions. Two scholars in Chinese Academy of Social Sciences Xiaojuan Jiang
and Chunfa Wang raised some researches on this problem in 2001 and 2003 respectively.
They both investigated the enterprises invested by MNCs and after analyzing the collected
data, they obtained contrary conclusions. According to the view of Xiaojuan Jiang, FDI
can boost technology progress. There need not any precondition. MNCs will definitely
bring their advanced technology, machine and equipments to share Chinese market and
consequently enlarge their proportions. While Chunfa Wang considered that the technol-
ogy spillover effects of FDI were not distinct. Advanced machine and equipments are not
equal to technological capabilities. On the contrary, FDI enterprises would decrease and
squeeze out R&D activities in domestic enterprises.

Foreign direct investments are carried through by MNCs primarily. MNCs have obvi-
ous advantages relatively compared to domestic firms, and hold the most vigorous parts in
the world economy. The contribution of MNCs through direct investments on technology
transfer is obvious in theory. MNCs combine their own predominance including capital,
technology, management skills, marketing channel, R&D and so forth with the advantages
in the host country including nature resources, human resource and market scale and so
forth to realize the advantage being repaired with each other in the whole world. MNCs
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pay more great attention on the R&D of new products. The direct investments of MNCs
may bring precious resources including capitals, technology, management skills, R&D ca-
pabilities, and the network of international trade for the host country. LDCs attract FDI;
bring technology spillover effects through demonstration, imitation, reverse engineering,
individual contact, diffusion of management skills, and the exploitation of international
market. This is beneficial to shrink the gap in high-technology with developed coun-
tries, to upgrade the industrial technology in acceleration, and to fetch up the technology
indentations and lag in the course of development. Furthermore, MNCs have stronger
technology consciousness and skills; they make use of research institutions, universities
and other service organizations more positively, so MNCs can facilitate the construction
of national innovation system for the host country to some extent.

FDI may also bring negative spillover effects. The technology spillover effects of MNCs
are likely to very feeble. It is one kind of crucial means that MNCs invest in LDCs in order
to keep their own technology advantages and at the same time to share the cost advan-
tages with LDCs. MNCs mostly invested the capital-intensive and technology-intensive
industries which were laggard in China under the consideration of the global strategy and
they aimed to occupy Chinese market in the long term. MNCs have obvious competitive
advantages compared to domestic firms. They always bring more advanced technology
and equipments through FDI. However, the spillover effects can’t come into being auto-
matically. Imbriani and Reganati (1997) represented that the spillover effects from FDI
enterprises were in inverse proportion to the size of technology gap between foreign and
domestic firms from the Italian evidence. Kokko (1994), Kokko, Tansini and Zejan (1996)
also found that a positive and statistically significant spillover effect only in plants with a
moderate technology gap. There almost were not any spillover effects when the technology
in foreign firms was much higher than domestic firms according to the research of Mexico
and Uruguay. Generally speaking the introduced technology must be suitable with the
factor endowments in the host country. If the technology gap were too large, although
there may be many opportunities for domestic firms to imitate and learn, domestic firms
may have not enough technological capabilities to absorb and imitate advanced technology
from FDI enterprises and can’t make the advanced technology be endogenetic. Thus it
results in little spillover effects. Because of the stickiness of information, most technology
and knowledge are tacit knowledge. Only through practice can they be mastered. Just as
the study of Borensztein (1998) showed that the introduction of more advanced technology
and the requirement of absorptive capability in the host country were twinborn factors of
economic growth. FDI was more productive than domestic investment only when the host
country had a minimum threshold stock of human capital. DeMello (1999) discovered that
FDI had positive effects to the countries with high technology and had negative effects
on the followers. So the contribution of FDI not only depends on the technology level
brought by foreign investment, but also depends to a large extent on the ability of absorp-
tion and assimilation of advanced technology of domestic firms. To acquire the spillover
effects of FDI, the host country must be in possession of enough human capital that has
received good education and trainings, and proceeds to reform and innovate constantly
after utilizing the acquired technology effectively.

Because MNCs possess more advanced technology and management skills compared
with domestic firms, their entries monopolize the original competition market in the host
country, squeeze out the domestic firms in the industry and lower the market share of do-
mestic enterprises. Kokko (1994) found that no evidence would show the positive effects
of FDI on domestic productivity growth when the market share of MNCs was big and the
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technology gap was too large. Demonstration and competition effects are really effective
mechanism of spillover effects, but this must be based on corresponding technology capa-
bilities in domestic firms. MNCs invest, incorporate and purchase the potential rivals in
the host country, which may cause the innovation activities in the purchased enterprise be
decreased, be transferred or be closed; furthermore decrease the regional R&D activities,
make us excessively rely on foreign countries about key technology and bring the negative
influence.

The majorities of MNCs invest in our country and engage in only the production and
operation of the final product at present. Those key intermediate products were usually
supplied by MNCs internally. So the linkage effects were limited. MNCs integrate with
the Chinese base of manufacture very slowly to protect their own technology and the
manufacturing expertise. Also, they seldom have relation with Chinese universities and
research institutes. MNCs usually take the global production strategy and arrange every
kind of functional behaviors in the whole world to excavate the competitive advantages on
each step. Chinese enterprises are just one of its manufactured chains in the global pro-
duction. This is manufacture transfer but not technology transfer. Technology circulation
happened only within the MNCs. This is one kind of floating economic with bad ground-
work. The advanced technology and equipment can’t be transferred to domestic firms
automatically. The technology stream can’t be transformed into endogenetic technology
capabilities easily.

The purpose of this paper is to analyze quantitatively the relationship between FDI and
regional innovation capabilities (RIC) and to find the determinants of RIC. We will em-
pirically do research on the correlation between FDI and RIC using data of each province
in China; verify whether the more of inward FDI in a province will lead to a higher level
of innovation capability. The paper is organized as follows. Section 2 presents our re-
search method. Section 3 gives the concept of regional innovation capabilities. Section
4 researches empirically the relationship between FDI and RIC using multivariate statis-
tics analysis. Section 5 constructs empirical model to analyze the impact of FDI on RIC
further. Section 6 analyzes the effect of FDI to the level of entrepreneurship. Section 7
concludes.

2. Research design

In this paper, we focus on the relationship between FDI and RIC and highlight the
role of FDI in the RIC in China. What is the regional innovation capability? This is the
principal issue we should conduct on. So we make certain the concept of RIC firstly. In
fact, the connotation of RIC is very abundant. Inward FDI is just one of the main factors
of RIC; it means the ability of technology introducing and transfer. On the basis of the
comprehension on the meaning of the concept, we establish a series of indictors to reflect
RIC completely and objectively. Then we construct synthetic evaluating function. The
score of the constructed function can represent RIC accurately.

We use principal component analysis of multivariate statistics to obtain synthetic eval-
uating function. We adopt the first principal component (PCR1) as the synthetic evaluat-
ing indictor to appraise RIC and calculate the correlation between FDI and RIC. Because
PCRI is the weighted sum of each original variable, and its variance is the biggest, it can
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reflect majority of the information of all original data. The factor loadings of each original
variable on PCR1 are the correlation of each original variable and PCR1. Through this
analysis we can also obtain the determinants of RIC. We will elaborate on the character-
istics of some typical regions. We conduct on detailed compare and analysis to summarize
the rules of development of RIC.

We establish the empirical model with regression analysis to compare the importance of
each factor that be related to RIC using the number of patent applications to measure RIC.
Then we use correlation analysis through scatter diagram and the determinate coefficients
of regression model to manifest the impact of FDI on the level of entrepreneurship. All
analyses are dealt with SAS statistical software.

All data used In this research are obtained from China Statistical Yearbook, China
High-tech Industry Statistical Yearbook, and China Science and Technology Statistical
Yearbook. These three yearbooks are compiled by National Bureau of Statistic of China.
Some of the variables can’t be directly obtained and we proceed to some simple computa-
tion. All data are the most up-to-date currently available.

3. What is the regional innovation capability?

Technological innovation is a concept of economic category; it means the economic-
technological activities including R&D, production and commercial applications of new
technology (include new product and new craftwork). Technological innovation is one kind
of commercial activities which creates new economic value by means of new technology
(entirely new or modification). It is the first commercial application of new technology,
and realizes the combination of economy and technology. Technological innovation has
three particular characteristics. First, it emphasizes that the degree of market realization
and acquisition of the business benefits are the ultimate standard to verify whether the
innovation is successful or not. Second, it emphasizes that it is a systematic engineering
from the research and development of new technology to the first commercial applica-
tion. Third, it emphasizes that the business enterprises are the subjects of technological
innovations.

Technological innovation has two types of realization modes, namely the independent
innovation mode based on R&D, and the second-innovation mode based on introducing
in and assimilating advanced technologies. The investments on independent innovation of
new technology and new products are considerable, and the risk is also stupendous. It
needs very strong capability of R&D and needs large amounts of funds for support. Because
of the large technology gap between developed countries and China, the second-innovation
mode is usually taken in China. With the fast development in technology and science, the
scope of technological innovations become more and more wide, the competence of making
use of the exterior knowledge has become an important part of technological innovation
capability.

The regional innovation vitalities are enslaved to innovation capabilities. The regional
innovation capabilities are the potentialities of producing streams of innovations related
to commerce in a region, They refer to the capabilities of converting knowledge into new
product, new craftwork, and new service. The regional innovation capabilities are not
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merely the capabilities of science and technology, nor just the technological competition
ability, for they pay more attention to the economic applications of new technology. The
strong technological competition ability of a region doesn’t means that the innovation
capabilities are strong too. The regional innovation capabilities are made up of those
factors as follows: Technology human resource, the creators of knowledge and employees
who grasp the subjects of craftsmanship; the ability of knowledge fluxion, that is the
ability of making use of all kinds of resources in the world constantly, and the ability of
knowledge fluxion among each innovation units; the capabilities of technological innovation
in enterprises; innovation environments and the economic performances of innovations,
that is the output of innovations.

The innovation capabilities will decide the long-term economic competitiveness in a
region. The innovation capabilities are the most important factor to explain the differ-
ences of the degree of economic prosperity among high-income nations. For LDCs to say,
obtaining and developing the technology has become an essential driving force to improve
the competitiveness [The Global Competitiveness Report 2002-2003]. For LDCs to say, in-
troducing in advanced technology and assimilating, realizing the second-innovation is the
shortcut to improve the regional innovation capabilities and international competitiveness.

4. The correlation analysis between FDI and RIC

4.1. To establish the series of indictors of RIC

To evaluate the correlation between FDI and RIC accurately, we need to deseribe RIC
exactly first, so we must establish a series of indictors to evaluate RIC. The establishment
of the series of indictors of RIC is the further step of comprehension on the essence and the
meaning of the concept of innovation, and is also the development of innovation theory.
The connotation of RIC is very abundant; the determinants include education, science and
technology resources, innovation capability in enterprises, regional synthetic strength and
information condition; and also include the regional policy and management skill. The
series of indictors of RIC must reflect the present conditions and the utilization efficiency of
regional knowledge and technology objectively and try to evaluate the RIC completely and
objectively. The indictors being chosen should be brief and terse. On the basis of reflecting
RIC accurately, try to select those synthetic indictors which have the commonness and
are maneuverable. Therefore, we select 22 indictors altogether to measure RIC as listed
in table 1.

Table 1 about here

4.2 The principle component analysis

We use the principal component analysis to establish the synthetic variable evaluating
RIC of each province. Its excellence is that the weights are based on the inherent configura-
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tion relationships of the variables from the data analysis, there doesn’t have any influence
of subjectivity, and is objective perfectly. This is beneficial to analysis and appraise syn-
thetically. We analyzed the data of 31 provinces in China about above 22 variables with
principal component analysis, using SAS software to deal with. The biggest eigenvalue of
the correlation matrix values 11.1167 and the first principal component reflects 50.53

Table 2 about here

By the eigenvector of the biggest eigenvalue in table2, we can get the expression of the
first principal component (PCR1) as following:

PCR1 = 0.1237TRFUND + 0.1338FDI + 0.2793TVMARKET - 0.0814EX PPT
+ 0.197T1EX PIT + 0.1107TRR&D + 0.0818RS&T + 0.2875UTILITY
+ 0.2380DESIGN + 0.0727OVEQUIP — 0.0136EX PTR
+ 0.2426NEWSALES + 0.2404NEW RATFE + 0.2580COLLEGE
+ 0.2781HIGHEDU + 0.2611BOOKEXP + 0.2685NS&FE
+0.223TNPTE + 0.2303NHTE + 0.259TNNE
+ 0.2871PGDP + 0.1447TLPRODUCT

The expression shows, PCR1 is the weighted sum of each original variable, most of the
cocflicients are positive excluding two indictors of EXPPT and EXPTR. Indictor EXPPT
means the average expenditure on purchase of domestic technology of each enterprise.
Generally speaking, the higher of technological capabilities, the less domestic technology
enterprises would purchase. So the negative value of the coefficient is reasonable. Indictor
EXPTR means the average expenditure on technology renovation of each enterprise. The
coefficient is negative, but the number values only -0.0136, so its influences is not big. We
can neglect it. Thus PCRI can reflect the innovation capability of each province synthet-
ically. So we use PCRI1 as the synthetic evaluating indictor to appraise RIC.

4.3 The impact of FDI on RIC

The loadings in table 2 are the factor loadings of each original variable on PCR1. Fac-
tor loadings are the correlations of each original variable and the principal component in
fact. The correlation coefficient between FDI and PCR1 is only 0.4462, there has no signif-
icant correlation between FDI and RIC. By table 2 we find that the variables having high
relationship with RIC include: TVMARKET (respects the ability of technology trans-
fer), UTILITY and DESIGN (respect the ability of design in enterprises), NEWSALES
and NEWRATE (respect the ability of innovation output in enterprises), COLLEGE,
HIGHEDU, BOOKEXP (respect the caliber of employees), NS&E (respects the human
resource in S&T), NNE (respect the level of entrepreneurship) and PGDP (respects the
performance of innovation). Therefore, for a nation or a region to say, the determinants
of innovation capability include: paying attention to the investments of S&T, the ability
of upgrading the human resource in S&T and making full use of all kinds of resources
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of S&T; the technological innovation capability in enterprises; having good environments
beneficial to innovations, the mechanism and system that is open and can make full use
of the local special resources and the global S&T resources; the outstanding performance
of local economic, which become the powerful pull force of innovation. We analyze the
correlation between FDI and RIC further using the synthetic variable obtained from the
principal component analysis, drawing the scatter diagram, establishing the regression
model and obtaining the regression curve. See as figure 1.

Figure 1 about here

‘We can observe the relationship between FDI and regional innovation capability clearly
by picture 1. From the scatter of points that represent each region in picture 1, we can
discover that there have many points far away with the regression curve, such as Beijing,
Shanghai, Tianjin, Guangdong and Jiangsu. The determinate coefficient R2 is only 0.1991,
it indicates that FDI can explain 19.91

By picture 1, we can also find that there have a lot of points almost gathered together.
These points represent the provinces in which both FDI and RIC are all lagged behind.
These provinces locate in the centered or western region of China, are less developed in
economy because of the lagged notion, policy and geographic location. The behindhand
innovation capabilities are mainly induced by the lagged economic conditions. To eliminate
the influence of economic development, we calculate the correlation again canceling the
regions in which both FDI and RIC are all lagged behind and obtain the correlation is
minus 0.3626. This indicates that FDI has the negative impact on RIC.

FDI in Guangdong and Jiangsu are the biggest. The amount of FDI in Guangdong
1s 11.334 billions dollars in 2002, and 10.19 billions dollars in Jiangsu. The amount pre-
ponderated over other regions greatly. But their regional innovation capabilities lie in the
fourth and the fifth respectively, and just bigger than the latter regions a little. Then
we compare each original variable carefully and discover that on three variables that re-
spect the caliber of employees, which are number of college and higher level per 10000
populations (COLLEGE), number of graduates from institutions of higher education per
10000 populations (HIGHEDU), the books sales per capita (BOOKEXP), Guangdong lo-
cated in 12 and 13 and 2lrespectively in the whole country. Variable that respects the
human resource in S&T, number of scientists & engineers per 10000 populations (NS&E),
Guangdong located in No.7. And Jiangsu located in 20, 6, 4and 5 on above variables re-
spectively. These show that the level of human capital doesn’t match the amount of FDI
in Guangdong and Jiangsu, Whether the stock of human capital is high or low will decide
the spillover effects directly, and influence a nation’s independent innovation capabilities
and potentiality directly, Only when the volume of FDI match the stock of human capital
and technological capabilities, can the RIC be developed and enhanced.

The region with the strongest RIC is Shanghai, followed by Beijing, while FDI in these
two regions listed in the fourth and the eighth respectively. What drive the innovation
capability in Bejjing and Shanghai? Obviously we can’t get the reasonable explain only
from the FDI. The superiority in Beijing include the abundant S&T resources, strong abil-
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ity of creating new knowledge, attaching importance to the investments for S&T, having
the most excellent employees, and the good environments for innovation. While in Shang-
hai, there have a good foundation for industrial innovation; the ability of technological
innovation of enterprises in Shanghai keep ahead in the whole country; and there have the
strong financial strength and powerful capital advantage. Zhejiang is the province in which
private economy developed very well, the capability of innovation in private enterprise is
extraordinary. Zhejiang developed quickly because of the dual superiorities of S&T and
the system. People have great enthusiasm to start-up an enterprise. There have the per-
fect system for regional scientific and technological innovation, investment and financing
and supporting for the talented person in Zhejiang. Zhejiang is the apotheosis of making
full use of local resources to improve the innovation capability.

Therefore, being open to external, attracting FDI is not the unique means to increase
RIC, and it isn’t the important means either. The speed of reformation and the degree
of marketization in economy will decide the level of innovation, the notion and system
will influence the innovation capability. The determinants of the innovation capability
include the original drive force of innovation, the technological innovation capability in
enterprises, the ability of making full use of the local special resources and all kinds of
S&T resources, having the good environments beneficial to innovation, perfect mechanism
and system for regional scientific and technological innovation. Besides above factors, the
local economic condition is the strong pull force for innovation. On the other hand, the
level of GDP will be high in the regions that have strong innovation capability, and the
international competitiveness will be strong too.

5. The empirical model of the effect of FDI to the innovation capability

We measure the innovation capability with various different variables in the above
analysis. But scholars often use the patent data to measure the technological innovation,
because when an mventor or creator apply patent to the patent censorship, this is usually
the potential sign of economic value of innovation and representation of the innovation
capability. Furthermore the patent data are complete, accurate and can be obtained easily.

In less than 20 years, China has made tremendous progress in establishing a legal
system for the protection of innovation. China's first patent law was enacted in 1984 and
came into effect in 1985. Since then, the law has been amended twice. Since the passage of
the 1984 patent law, the central government has issued over 20 regulations and guidelines
so as to promote innovation activity in China. Today’s patent law in China is pretty much
in line with the international standard [Kui-yin Cheung, 2004].

The patent law of China divides patents into three categories: invention, utility model,
and external design. The invention patent refers to the new techno-project put forward on
the product, method or its modification, which can form the products having independent
intelligent property. The utility model patent means the new practical techno-project put
forward on the shape, structure of the products or their combinations. The external design
patent is the new design which is full of pleasant impression and suited for the application
in industry about the shape, pattern, color, or their combinations of the products. The
innovative level is relative low of the utility model patent and the external design patent.
The term of protection is 20 years for invention patents and 10 years for utility model and
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external design patents. Among three types of patents the invention patents are regarded
as major innovations, they can represent the innovation level mostly.

The number of patent authorized was influenced by the abilities of the patent censor-
ship, so in this text we use the number of patent applications in our country to measure
the regional innovation capabilities.

We use the following model to estimate the spillover effects of FDI on innovation
capabilities in China.

Patent = f(FDI,PGDP,S&TEXP)

We use the number of patent applications (Patent) as a measure of innovation capability.
FDI refers to the realized values of FDI lagged one period considering that FDI inflow
to China impacts on domestic innovations within a short period of time. As measures
of input to R&D activity, we use expenditures on science and technology development
(S&TEXP). Finally, considering the fact that different provinces are at different stage of
economic development so that their innovation capabilities should also differ, we include
the level of per capita GDP (PGDP) in our estimation.

The model can also be expressed as: Patent = A-FDI*PGDPPS&TEXP?, then we

take logarithm in both sides, and the model can be written as following:

LnPatent =C+aln FDI + fIn PGDP +yInS&TEXP +u

Where C is the estimated intercept of the equation, u is the statistic error, the coef-
ficient «, 3 and 7~ is the elasticity of the increase of FDI, PGDP, S&TEXP to the patent
increase respectively. For convenience, the equation was written as follows:

Patent = By + BiF DI + $PGDP + 33S&TEX P

The cocfficients 31, 39, 33 measure magnitude of the influence of FDI, PGDP and
S&TEXP respectively. The data are taken from China Statistical Yearbook and China
Technology Statistical Yearbook, covering 30 provinces. Tibet is excluded in our analysis
because most of the relevant data for it is either not available or zero during the time
period examined.

We used SAS software to estimate the equation with the ordinary least squares (OLS).
And we estimated the equation for each type of patent (invention, utility model, and
design) as well as the total patent applications.

Table 3 about here

By table3, the determinate coefficients R? of four models are all above 0.77, and the
values of F-statistic are significant at the level of 0.0001. This shows that four models all
have great statistic significance and they can explain the variations of all types of patent
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applications more than 77 percents. For the amount of invention patent, the coefficient of
FDI is positive, but it is statistically insignificant even under the level of 0.10. So FDI has
no significant effect to the amount of invention patent. There has positive effect for FDI
to the amount of utility patent, and has significant effect to the amount of external design
patent and total patent. S&TEXP has significant effect to the amount of all three types
of patent and the total patent under the significant level of 0.0001, except the external
design patent is under the significant level of 0.05.

The results manifest that S&CTEXP is the most important factor to increase the innova-
tion capabilities. FDI has positive spillover effects to some extent, but has no significant
effect to increase creative inventions and the inventions having independent intelligent
property rights.

6. The effect to the level of entrepreneurship

We use the number of new registered enterprises (NNE) and private technology enter-
prises (NPTE) and high technology enterprises (NHTE) as a measure of entrepreneurial
level. FDI refers to the realized values of FDI lagged one period considering that FDI
inflow to China impacts on innovation activities within a short period of time.

The effect of FDI to the entrepreneurial level can be showed as the following figures.

Figures 2, 3, 4 about here

We observe three scatter plots in which each point represent each province, and find
that there have many points far away with the red regression curve. Three correlation
coefficients between FDI and the number of all kinds of new enterprises and the determi-
nate coefficients of regression equations are all very low. So we can make conclusions that
FDI has no direct significant effect to the level of entrepreneurship. The more FDI will
not bring the higher entrepreneurial level.

This result may be induced by the crowing-out effect of FDI. Because of the high risk
to start-up an enterprise, a successful entrepreneur must be adventurous pioneer daring
to take the tremendous risk and failure. The presence of foreign enterprises may pro-
vide higher wage for employees and increase the competition in the market, this increase
the difficulty of successfully starting an enterprise. So it is likely that many people hav-
ing certain entrepreneur spirits would rather select the secure and steady job in foreign
enterprises than undertake the risk to carve out.

7. Conclusions and policy implications

As far as LDCs are concerned, introducing in advanced technology is the shortcut to
facilitate the technology progress. FDI has been regarded as an important channel for
technology diffusion. However, the results in this paper demonstrate as follows.
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First, the correlation between FDI and RIC is insignificant statistically. The impact of
FDI on the regional innovation capability is inappreciable. The regions which attract more
FDI haven't the higher regional innovation capability. Only when the volume of FDI match
the stock of human capital and technological capabilities, can the RIC be developed and
enhanced. This finding is the same to Borensztein (1998). Attracting FDI is not the unique
means to increase RIC, and it isn’t the important means either. The determinants of RIC
include the original driving force of innovation, the technological innovation capability in
enterprises, the ability of making full use of the local special resources and all kinds of S&T
resources, having the good environments beneficial to innovation, and the local economic
conditions.

Second, the results of the statistical model indicate that investment in R&D activities
is the most important factor to enhance the innovation capabilities. FDI has positive
spillover effects to some extent, but has no significant effect to increase creative inventions
and indigenous innovation capabilities.

Third, through three scatter diagrams and correlation coefficients between FDI and
the number of new enterprises and the determinate coefficients of regression equations, we
find that FDI has no direct significant effect to the level of entrepreneurship.

To sum up above results, NINCs have the technological advantages to some certain;
the inward FDI will facilitate the technology progress and improve the regional innovation
capabilities in some degree. But we can’t think blindly that we introduce in FDI the
more the better. The advanced technology and equipments of FDI can’t be transferred to
domestic firms automatically. There have no significant correlation between FDI and RIC,
the more of FDI will not necessarily bring the stronger innovation capabilities and spirits.
So we can barely rely on FDI to improve RIC. The determinants to improve RIC include
such factors as following: increasing domestic R&D investments, enhancing the stock
of human capitals, improving the technological innovation capabilities and technology
absorbency in domestic enterprises, having good environments for innovations.

The findings in this paper may provide some insights for both the host countries and
foreign investors. Based on above analysis we put forward some policy implications as fol-
lows, which may also be effective to other LDCs. Firstly, it is urgent for China to improve
the stock of human capital and indigenous R&D capabilities. Whether the stock of hu-
man capital is high or low will decide the spillover effects directly, and influence a nation’s
indigenous innovation capabilities and potentiality directly. It is necessary for China to
enlarge investments in fostering human capitals, especially the investments for fostering
R&D personnels. It is necessary for China to strengthen cultivating the independent R&D
capabilities, particularly supporting for the R&D activities of techno-intensive industries.
These are important to shrink the technology gap between domestic enterprises and foreign
capital enterprises. Only when the host country has certain technological talented persons,
can MNCs arrange R&D projects in the host country and train the native high techno-
logical talented persons, to reduce the cost of human resource and make products locally
better. Therefore making native innovative systems perfect, cultivating R&D capabilities
of domestic enterprises positively, promoting and stimulating independent innovations in
domestic enterprises are the basis for improving technological progress from making use
of the spillover effects of FDI. Secondly, Chinese government should focus on the quality
of inward FDI and insist on the sticking point to advance independent innovation capa-
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bilities. Try to urge and guide FDI to be on the trajectory which is beneficial to improve
our independent innovation capabilities. Thirdly, China should try to create a fair compe-
tition environment for domestic enterprises to compete with foreign enterprises, and keep
sufficient rivalrousness of the market. Under the intense competition environments it may
force MNCs to mncrease the degree of technology transfer to our country.

References are omitted, end of paper for correction.

September 4, 2006
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Testing for Activation in Data from FMRI Experiments

Abstract: The traditional method for processing functional magnetic resonance imag-
ing (FMRI) data is based on a voxel-wise, general linear model. For experiments con-
ducted using a block design, where periods of activation are interspersed with periods
of rest, a haemodynamic response function (HRF) is convolved with the design func-
tion and, for each voxel, the convolution is regressed on prewhitened data. An iitial
analysis of the data often involves computing voxel-wise two-sample t-tests, which
avoids a direct specification of the HRF. Assuming only the length of the haemody-
namic delay is known, scans acquired in transition periods between activation and rest
are omitted, and the two-sample t-test is used to compare mean levels during acti-
vation versus mean levels during rest. However, the validity of the two-sample t-test
is based on the assumption that the data are Gaussian with equal variances. In this
article, we consider the Wilcoxon rank test as well as modified versions of the classical
t-test that correct for departures from these assumptions. The relative performance
of the tests are assessed by applying them to simulated data and comparing their size
and power; one of the modified tests (the CW test) is shown to be superior.

Key words:  Excess kurtosis, haemodynamic response function, Shapiro-Wilk test,
skewness, two-sample t-test, Welch test, Wilcoxon Rank test.

1. Introduction

Functional Magnetic Resonance Imaging (FMRI) is a non-invasive method that pro-
duces a time sequence of images of a subject’s brain that are sensitive to changes in blood
oxygenation caused by neural activation. The vast majority of analytical techniques that
are applied to FMRI data assume the transfer function between neural activation and
subsequent changes in blood oxygenation, the haemodynamic response function (HRF),
is known fully and the data follow the Gaussian distribution. In this article, we consider
the analysis of FMRI data collected in one of two states, called “activation” and “rest,”
based on two-sample tests. From knowledge of the length of the haemodynamic delay,
measurements during the transition period between activation and rest can be omitted.
The validity of the classical two-sample t-test is based on the assumption that the activa-
tion data and the rest data are Gaussian with equal variances. In this article, we propose
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use of a modified two-sample test for FMRI data that allows for departures from this as-
sumption. We study three competing tests. One is the Welch test (Welch, 1937), which is
a modification of two-sample t-test that allows unequal covariances. A second competitor
is the Cressie-Whitford (CW) test (Cressie and Whitford, 1986) that can be used with
non-Gaussian data. The third competitor is the Wileoxon rank (WR) test (Wilcoxon,
1945). In what follows, we compare the classical t-test with the Welch, CW, and WR
tests for FMRI data based on a block design, where the blocks alternate between periods
of activation and rest.

The next section describes the physiological background and physical processes used in
FMRI and the most common methods used to process FMRI data; it also defines the four
two-sample tests (including the classical two-sample t-test) that are compared in Section 4.
Section 3 discusses the application of the two-sample tests for FMRI data and describes
the methods used to identify and quantify departures from Gaussianity for each voxel.
The size and power of the four tests are compared in Section 4 using a simulation study
of FMRI data, from which recommendations are given. Section 5 contains discussion and
conclusions,

2. FMRI Experiments

2.1 Some physiology

All neuronal activation is linked to an increase in oxygen consumption, causing a
local increase in the blood flow. The body’s response is to supply more oxygen than is
required for the neuronal activity. Due to the different magnetic properties of oxygenated
and de-oxygenated blood, the excess oxygenated blood that circulates during neuronal
activation alters the magnetic properties of the venous blood, resulting in the so-called
blood oxygenation level dependent (BOLD) signal. FMRI produces a sequence of brain
images that is sensitive to changes in the BOLD signal.

In a classical FMRI experiment, the subject is scanned every few seconds to obtain
an image of the brain; the subject is exposed to an experimental stimulus in some time
periods, and is in a rest state during the remaining time periods. The stimulus can
either be applied for brief periods in rapid, possibly random succession (an “event-related”
experimental design, Josephs et al., 1997), or for longer periods with interspersed rest
periods (a “block” experimental design, Frackowiak et al., 1997). In this paper, we focus
on FMRI experiments conducted using a block experimental design.

Even though neuronal activation occurs immediately after exposure to the experimen-
tal stimulus, the vascular response evolves more slowly, resulting in the BOLD signal.
The temporal relationship between neuronal activation and the observed BOLD signal is
called the haemodynamic response. To model the haemodynamic response, it is common
to convolve the experimental design with a so-called haemodynamic response function

(HRF). Poisson, gamma, and Gaussian distributions are used widely as HRF's (Friston et
al., 1994).

The region of the brain where there is neural activation is found by regressing the
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observed FMRI data on the expected BOLD signal, obtained as a convolution of the
experimental design with the HRF. Of course, this depends on a well-specified HRF.

2.2 FMRI data

Observed FMRI data are four-dimensional, in space and time. At each time point, a
three-dimensional image of the brain is acquired, called a volume. Each volume consists
of voxels, and each voxel has an associated one-dimensional time series of observed signal
intensities.

The most common approach to the analysis of FMRI data is to consider the voxels
independently. A widely-used approach assumes a general linear model (GLM) for the
voxel-wise time series (Friston et al, 1995). For example, after various preprocessing
steps, including prewhitening to achieve approximately independent errors, a two-sample
test statistic is computed for each voxel where the two samples correspond to activation
data and rest data. A voxel is declared to be significant if the test statistic exceeds
some threshold. The distribution theory associated with this approach is based on the
assumption of Gaussianity of the observed data and the proper specification of the HRF
leading to the expected BOLD signal.

For initial data analysis, it is enough for us to know the length of the haemodynamic
delay between neural activation and changes in the BOLD signal (Banddettini et al., 1993).
This knowledge is used to omit scans acquired in transition periods between possibly
“activated” BOLD signals and “resting” BOLD signals. The delay between the neural
activation and changes in the BOLD signal depends on many different factors; the type
of stimuli, the duration of each stimulus, and the brain activation regions can all effect
the length of the delay. Empirical studies have proposed methods for estimating HRF's
that can adapt to different experimental designs. By using the block designs described in
Section 2.1 and deleting transition data in our preliminary analysis, we have a sample of
data acquired under activation and a second sample of data acquired under rest. In the
next section, we describe four possible two-sample tests that might be used to test for the
presence of activation at each voxel.

2.3 Two-sample tests

The null hypothesis of no difference between the means of two populations can be
investigated with appropriate two-sample tests. In what follows, we summarize the four
tests to be compared where, under activation the voxel data are FY, = {Yi}icra and,
under rest the voxel data are FY; = {Yj}jerr; here FA and FR denote the activation
and rest acquisition times, respectively.

The classical two-sample t-test

The classical two-sample t-test assumes:
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(A1) Observations FY, and FY, are uncorrelated.

(A2) The observations within each of FY, and FY, have identical Gaussian distributions;
that is,

FY; ~ Gau(us*F1, o} «FI); fe{a,r}

(A3) 02 = 02.

To test the hypothesis:
Hy: po <pp versus Hy: pg > pg, (2.1)
the classical two-sample t-test uses test statistic,

T= Yo ¥r , (2.2)

1 1 (na—1)s2+(nr—1)s?
¢(E + m) ( Na+nr—24 )

-2
Y;-Y
YD) e,

with

— 1 .
71w aa - D
" icF f
where F is the set of activation times FA (rest times FR) if f = a (f = r), and n, (n,)
is the number of the observations in the sample FY, (FY,).

If Assumptions (A1), (A2), and (A3) are satisfied, the classical two-sample t-test with
significance level « is:
Accept Hp if T < t4(l—a)
Accept Hj otherwise,
where t4(1—a) is the 100(1 — ) percentile of the ¢ distribution on d = ng+n, — 2 degrees
of freedom.

The Welch test

The Welch test (Welch, 1937) is used to test the same hypotheses (2.1), but it assumes
only (A1) and (A2); that is, it is possible that o2 # 2. Welch (1937) has shown that

under the null hypothesis Hp, the test statistic

T = H (2.3)

has approximately a t distribution with

2 2
ga _|_&
Na nr

1

ol ot
(na(nrn + n%{nfl))
2 2

degrees of freedom. In practice, the population variances o, o; in (2.4) are estimated
from data using sample variances s2, s2. The Welch test with significance level a is:

a?

Accept Hp if T* < t.(1—a)

€

(2.4)

207



AR 77

Accept Hj otherwise,
where the cut-off value ¢.(1 — a) is based on fractional degrees of freedom and is obtained
by interpolation of the t43(1 — a) cut-off levels based on the nearest integers d to e.

The CW test

The CW test (Cressie and Whitford, 1986) also tests hypotheses (2.1), but makes only
Assumption (Al); that is, it is possible that the data are non-Gaussian with unequal
variances. To account for this, we use the same statistic T* given by (2.3) as Welch, but
modify its null distribution according to the skewnesses as,, asr and the excess kurtoses
(v4q, a4y of the non-Gaussian activation and rest distributions, respectively.

By calculating the Cornish-Fisher expansion of T*, Cressie and Whitford (1986) show
that under Assumption (A1) and Hp, the distribution of T* is approximately that of the
random variable,

r‘r:mﬂ'? _ ﬂr:;rﬂ'g ﬂ.’!nﬂﬂu _ ﬂ:h—l‘i':,;i 1
2 na n2 nz
V=U+ ﬁw? -1 - ﬁvz - 39UZ, (2.5)

6(Za 4 2= 2(% 4 &

(#+%) (7 +%)

where U, Z are ii.d. N(0,1) and
24 1/2

S—é(a4a +2) +;i§(a4r+2) (‘ﬂ;—z"s‘* —“7—,{,531)

(2.6)

Q
I

2 2y 2 2 2y 3
(7 + %) (% +%)
The CW test with significance level « is
Accept Hp if T* < v(1 — a)
Accept Hj otherwise,
where v(1 —a) is the 100(1— ) percentile of the distribution of V', obtained by simulation.
As for the Welch test, the population moments in (2.5) and (2.6) are estimated from data
using sample versions; see Section 3.3.

The Wilcoxon Rank (WR) Test

The WR test (Wilcoxon, 1945) makes only assumption (Al), as does the CW test. In
addition, it assumes that the distribution function F(y) of the observations FY', is contin-
uous and the distribution function of the observations FY, is F(y — ¢), for § € R. Then
the WR statistic tests the hypotheses,

Hyp: 6§ <0 versus Hy: 6> 0. 2.7

In order to test (2.7), the WR test sums the ranks of each of the FY, values in the
combined sample of N = n,+ n, data consisting of the FY; and FY,. values ordered from
smallest to largest. Let R; denote the rank of Y;; i € FA. The test statistic for the WR

test is
W=> R

icFA
An exact p-value is then computed based on the null distribution (§ = 0) of W, which
is obtained by considering all possible N! permutations of ranks of the FY, and FY,.
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However, this is computationally demanding for large n, and n,. For large n, and n,, we
approximate the distribution of the centered and scaled version of W,

W — .5 —ng(ng +n,+1)/2
\/nanr(na +n,+1)/12

with a standard normal (Hollander and Wolfe, 1999). Hence the WR test with significance
level « is:

W* =

3

Accept Hp if W* < 2(1 - «a)

Accept H) otherwise,
where 2(1 — a) is the 100(1 — a) percentile of the Gaussian distribution with zero mean
and unit standard deviation,

3. Methods of Analysis and Comparisons

In this section, we continue to consider inference based on a single generic voxel.
Simultaneous inference involving all voxels is considered in Section 4.

3.1 Application of Two-Sample Tests to FMRI Data

Let T be the set of acquisition times of the observed intensities associated with the
given voxel. Assuming the subject was exposed to only one type of neural activation,
T can be divided into three groups: the time points FA where activation of the BOLD
signal is expected, the time points F? during which the BOLD signal is expected to be in
a rest state, and the time points B corresponding to the transition periods between the
activation and the rest times. An example of such a division of time points is illustrated
in Figure ??. In the two-sample tests considered in this article, one sample corresponds
to FA and other sample corresponds to FR; intensities corresponding to B are omitted
from further analysis.

Figure 1 about here

Consider the two-sample tests of Hy versus Hj given in Section 2. For a given voxel
and a given test, accepting the alternative hypothesis H1 means that the associated voxel
1s declared to be activated by the experimental stimulus.

3.2 Simulated FMRI data

Six datasets were obtained from 3 healthy volunteers (1 female, 2 males) using a 1.5T
Signa scanner. The data were collected under rest conditions; that is, the subjects were
not exposed to any stimulus during the experiment and they were instructed to relax in
the scanner with their eyes closed. One such rest dataset was obtained from the first male
subject (30 years old), two rest datasets were obtained from the second male subject (27
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years old), and three rest datasets were obtained from the female (30 years old). Each
dataset consisted of 200 volumes, every observed volume contained 28 slices, and each slice
had 64x64 voxels. These datasets were preprocessed for motion correction and prewhitened
to make the time series uncorrelated (using the software FEAT, which is part of the FSL
package; see Smith et al., 2001).

We created activation datasets by essentially adding a signal having known magnitude
and location of the activation to each preprocessed rest dataset. The signal component was
calibrated against an image acquired from a previous unrelated visual-activation FMRI
experiment; see Figure ?7 for an example. By applying the signal in the locations acquired
from a previous visual experiment, we avoided the possibility of applying the signal near so-
called default regions (regions which show decreased neuronal activity during the activation
of the stimulus) and their confounding effects on the simulated signal. The activation
datasets alternated blocks of 10 time points of rest with 10 time points of activation. The
average peak-signal change, defined as a ratio between the average of the intensities under
the activation and the average of the intensities measured during the rest periods for the
most activated voxel, was set to be 3%. Each dataset contains 200 time points; the three
sets of time points FA, FR, and B were obtained assuming a haemodynamic delay of 3
time periods, resulting in n, = 70 and n, = 73.

Figure 2 about here

3.3 Violations of equal variances and Gaussianity assumptions

Several methods were used to assess the degree of departure of the activation datasets
from (A2) and (A3). Consider a generic voxel and recall from Section 1 that FY, =
{Y;}icra make up the so-called “activated” sample and FY, = {Y}}jepﬁg make up the
“rest” sample.

To investigate the violation of Assumption (A3) given in Section 2, thereby allowing
o2 # o2, we computed the sample variances for FY, and FY, for each voxel in each
activation dataset. The pairs of sample variances of active and rest samples for all voxels
that are located in subject’s brain (out of all 64 x 64 x 28 = 114,688 voxels, only 2, 2340
of them were located in subject’s brain) are plotted in Figure ??; the 45-degree line
corresponding to equal variances is superimposed. In all panels, and especially in 3(c), we
see some points far from the diagonal, which suggests that the assumption of homogeneity
is violated for three voxels. A formal F-test (o = 0.05) of equal variances detected 1,225
out of 22,340 (5.5%) brain voxels to have significantly different sample variances, and
visual inspection of these voxels indicated no spatial pattern. This indicates that, overall,
unequal variances may not be a serious problem for these FMRI data.

Figure 3 about here
To investigate departures from Gaussianity, Assumption (A2), we computed the sample

skewness and sample excess kurtosis for FY, and FY ., for all six activation datasets. For
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the activation sample these are:

B = Via Y icpa(Yi = Ya)?
{Dicpa(Yi = Yo)2 3%

~ _ TNa EieFA (Yi — Ya)4

Qda = v 212
{Xiepa(Yi —Y4)?}

and likewise we computed @3, and dy, for the rest sample.

To illustrate graphically the relationship between skewness and kurtosis, we chose one
activation dataset. The pairs (434, &4,) for the 22,340 brain voxels from one activation
dataset are plotted on the left panel of Figure ??, and the pairs (as,, o4,) are plotted on
the right panel. For Gaussian data, the plotted pairs should be very close to the origin.
In Figure ??, we observe strong departures from zero skewness and zero excess kurtosis in
both panels. Thus, we might expect an improvement in hypotheses testing for activation
using the CW test or the WR test over the classical two-sample t-test or the Welch test.

Figure 4 about here

More formally, we calculated the Shapiro-Wilk test (e.g., Royston, 1982) for normality
(a = .05) for each voxel and rest/activation combination. For the dataset used in Figure
??, Table 77 summarizes the number (out of 22,430) of brain voxels that were significantly
non-Gaussian. About 12% of activated samples and about 11% of rest samples were de-
clared significant by the Shapiro-Wilk test; if the samples were Gaussian, we would expect
only 5% to be declared significant. More than 20% of voxels were declared significant in
at least one of the activated or rest samples.

|4

Table 1: Brain-voxels declared significant using Shapiro-Wilk test (a = .05),
based on one of the six datasets.

Activated samples

Significant Not significant Total
Rest Significant 647 2095 2742 (12.3%)
samples | Not significant 1774 17824 19598
Total 2421 (10.8%) 19919 22340

The spatial distribution of the voxels declared significant is shown in Figure ??; while
they are distributed fairly homogeneously between regions of the brain, there is some
indication that, within a region, they can clump together.

Figure 5 about here

4. Results
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All four two-sample tests were used to test for activation in each voxel. We obtained
p-values as in Section 2 where the p-value for the CW test was obtained from simulation
of the random variable given by (2.5) and that for the WR test was obtained from the
standard normal approximation to W*.

Because of the multiple hypotheses being tested (one for each brain voxel), the voxels
declared as active were obtained by comparing the p-values with a* = a/{# of brain voxels}
with o« = .05. This is the voxelwise Bonferroni-adjusted level of significance based on an
overall level of significance of @ = .05. Voxels with p-values less than or equal to o were
pronounced active. Because the activation pattern of each dataset was known, we can
estimate and compare the sizes and powers of the two-sample tests.

Let A denote the set of voxels to which an activation signal has been added and R
the set of voxels with no added activation. Let A right denote the voxels in A declared
to be active, and let Aw rong denote the voxels in A not declared active. All voxels from

category R can be similarly divided into er ht» those non-activated voxels not declared
active, and Rwrong, those non-activated voxuls which were declared active.

The achieved size of each test was estimated by

a = (|Rwrong| / [R]),

where |C| = # voxels in the region C of the brain. The quantity & is also called the
false-positive rate and should be comparable to the desired familywise level of significance
a (= .05). If @ < a, the test is conservative. The power of each test was estimated by

T= (|'Ar1ght| / |A|)

which is the true-positive rate.

Table ?? lists the estimated sizes and powers of each test for all six simulated FMRI
datasets. All four tests were consistently very conservative, with the Wilcoxon test being
the most conservative. The classical t-test and Welch test had equivalent power, which was
consistently greater than that of the Wilcoxon test. The CW test was the most powerful
test, uniformly over the six datasets.

Table 2: Estimated size and power of the four two-sample tests for the six

datatsets.
TEST

Dataset Classical t-test Welch CwW WR

a T & T & T & T
1 A96E-4 280  496E-4 288 992E-4 .305 0 277
2 0 208 T7.466E-4 .208 19.927E-4 .224 4.479E-4 .200
3 0 221 0 217 0 .235 0 .202
4 583E-4 233  583E-4 .233 1.750E-4 .253 .583E-4 .224
5 0 205 0 .205 0 223 0 .188
6 0 239 0 237 27.527E-4 .251 1.101E-4 .227
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Table ?? gives a more detailed comparison of the classical t-test and the CW test for
one of the datasets. While 626 out of 2,173 activated brain voxels were correctly detected
as significant by both tests, 37 additional activation voxels were correctly detected by the
CW test that were not identified by the classical t-test. Only one activation voxel was
identified by the classical t-test that was missed by the CW test.

Table 3: Comparison of the performance of the CW test and the classical t-test,
based on one of the six datasets

CW test
Voxels from A Voxels from R
Aright | Awrong Rright | Rwrong
Voxels ATight 626 1 . .
Classical | from A | Awrong 37 1509 . .
t-test Voxels Ry oht . . 20165 1
from R R\VI‘OI],‘: i . 0 1

5. Discussion and Conclusions

While the results were obtained from only one type of scanner, the 1.5T Signa GE, and
with FMRI data for three subjects, they show that FMRI data can exhibit both unequal
variances and non-Gaussianity. Using the Shapiro-Wilk test, more than 20% of voxels in
the dataset were declared significant in one or both of the rest or activated samples. We
believe that more powerful scanners will lead to data that are even more non-Gaussian,
since their finer spatial resolution involves less averaging of the response.

The Welch test is valid for unequal variances but when non-Gaussianity is suspected,
the CW test accounts for both. The WR test is a nonparametric analog of the classical
t-test. In the six datasets studied in Section 3, non-Gaussianity was a bigger problem
than unequal variances. The results in Section 4 showed that the CW test performed
better than the other three tests. These results suggest that the CW test should replace
any standard use of the classical parametric or nonparamentric two-sample tests based on

FMRI data.
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An Evaluation of Multiple Behavioral Risk Factors for Cancer in a
‘Working Class, Multi-Ethnic Population

Abstract:  Behavioral risk factors for cancer tend to cluster within individuals, which
can compound risk beyond that associated with the individual risk factors alone. There
has been increasing attention paid to the prevalence of multiple risk factors (MRF) for
cancer, and to the importance of designing interventions that help individuals reduce
their risks across multiple behaviors simultaneously. The purpose of this paper is to
develop methodology to identify an optimal linear combination of multiple risk factors
(score function) which would facilitate evaluation of cancer interventions.

Key words: Community based research, conditional logistic regression, multiple risk
factors, random effects,

1. Introduction

Despite the considerable biomedical advances of the last half-century, facilitating improvement
in lifestyle behaviors remains the most efficacious population-level strategy for reducing cancer
risk. Estimates vary, but suggest that over fifty percent of new cancer cases and up to one-third of
cancer mortality could be prevented though improvements in health behavior practices (American
Cancer Society, 2004; Doll and Peto, 1981). A 19 percent decline in the rate at which new cancer
cases occur, and a 29 percent decline in the rate of cancer deaths, could potentially be achieved by
2015, if prevention efforts were heightened and behavior change sustained. This would translate
to the prevention of approximately 100,000 cancer cases and 60,000 cancer deaths each year, by
the year 2015 (National Cancer Policy Board and Institute of Medicine, 2003).

There is ample epidemiological evidence for the consideration of red meat consumption, phys-
ical activity, and folic acid intake in cancer prevention efforts. Regular physical activity lowers the
risk of cancers of the colon, breast, and possibly prostate ( Colditz, Cannuscio, and Frazier, 1997,
Friedenreich and Rohan, (1995).). An additional 30 percent of cancer deaths can be attributed
to adult diet ( Anonymous, 1996); higher intake of red meat has been associated with increased
risk of colon ( Sandhu, White and McPherson, 2001) and prostate cancers ( Michaud, Augusts-
son, Rimm, Stampfer, Willett, and Giovannucci 2001). Associated with both physical inactivity
and diet is obesity, which may account for between 25-30 percent of cancers of the colon, breast
(postmenopausal), endometrium, kidney, and esophagus (Vainio and Bianchini, 2002). Folic acid is
protective against colon cancer ( Giovannucci, Stampfer, Colditz, Hunter, Fuchs, Rosner, Speizer,
and Willett, 1998); long-term multi-vitamin use, in particular has been found to reduce risk for
colon cancer, likely because of its folic acid content (Giovannucci et al. 1998).

The risk for many diseases, including colon cancer, is associated with multiple behavioral risk
factors (MRF); these behaviors are highly interrelated and tend to cluster within individuals. For
example, those who eat high-fat diets are also more likely to be sedentary, suggesting that the
behaviors may be mutually reinforcing (see e.g., Emmons, Marcus, Linnan, Rossi, and Abrams,
1999). Change in one behavioral risk factor thus may serve as a stimulus or gateway for change
in the other health behaviors (see e.g., Emmons et al. 1999), and there are overarching behav-
ioral principles and intervention frameworks that guide behavior change efforts across risk factors.
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Consequently, to facilitate population-level reductions in cancer risk, it may be inefficient to tar-
get discrete behavioral risk factors, when similar principles might be applied simultaneously to
multiple behaviors (Institute of Medicine, 2000).

The literature provides little consensus as to the most appropriate analytic strategy for eval-
uating the efficacy of MRF interventions; most studies have analyzed the various outcomes in-
dependently or by creating a simplistic sum (e.g., 1 RF 4+ 1 RF = 2RFs) (see e.g., Prochaska
and Sallis 2004; Campbell, James, Hudson, Carr, Jackson, Oakes, Demissie, Farrell, and Tessaro,
2004). This could be problematic, because the use of separate analytic strategies may result in
improper inferences regarding the effect of an MRF intervention because of correlation among the
factors. Such strategies may overlook the clustering effect brought about by the agglomeration
of multiple behavioral risk factors and have been criticized as being too simplistic. The purpose
of this paper is to develop a methodology to identify an optimal linear combination of multiple
behavioral risk factors (MRF score function) for cancer that would best facilitate evaluation of an
MRF cancer intervention.

2. Methods

2.1 Study design

The data analyzed in this paper are from the Harvard Cancer Prevention Program Project
(HCPPP) Healthy Directions, which is composed of two randomized controlled trials, one in health
centers (HC) ( Emmons, Stoddard, Gutheil, Suarez, Lobb, and Fletcher 2003), and another in small
businesses (SB) (Hunt, Stoddard, Barbeau, Wallace, and Sorensen 2003). The overarching goal
of the HCPPP was to create a new generation of cancer prevention interventions that would be
effective among working class, multi-ethnic populations. Together, the two arms of the trial were
successful in enrolling a sub-population of the multi-ethnie working class population in eastern
Massachusetts. The study aims and sampling strategies are published in greater detail elsewhere
(Emmons et al., 2003; Hunt et al., 2003).

2.2 Health centers

Healthy Directions-HC (Emmons et al.) was a randomized controlled trial conducted in col-
laboration with a large health care delivery system, comprised of 14 multi-specialty medical group
practices that serve over 270,000 patients. Ten of the fourteen health centers were invited to
participate in this study, and all agreed. Health center served as the unit of randomization and in-
tervention. Briefly, patients who resided in low income, multi-ethnic neighborhoods (defined using
census block-groups that were predominantly working class, impoverished, or with low levels of ed-
ucation) were identified and approached for participation through their health center. Individuals
identified through geocoding to be residents in the target neighborhoods were deemed eligible if
they met the following criteria: (1) being 18-75 years old, (2) having a well-care or follow-up visit
scheduled with a participating provider, (3) being able to speak and read either English or Span-
ish, (4) not having cancer at the time of enrollment, (5) not being employed by the participating
health centers, (6) not being employed by a worksite participating in the companion small business
study, and (7) providing consent to participate in the randomized study. All providers practicing
in the Internal Medicine Departments of the health centers were approached for permission to
recruit from among their patient pools. Provider participation averaged 83% across sites (range
50%-100%; 97 clinicians). Patients scheduled for appointments with the participating providers
and in the eligible age range were identified through the automated central appointment system.
Study staff attempted to recruit 8,963 potentially eligible candidates; 2,547 (28%) individuals were
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unreachable. Among the 6,414 potential subjects reached, 867 (14%) were ineligible, 3,330 (52%)
refused, and 2,219 (35%) were enrolled. Assuming that 14% of those not reached were also inel-
igible, the response rate is 29% of those assumed eligible. The cohort recruited at baseline was
contacted by telephone after the intervention period to complete a follow-up survey. Of the 2,219
who completed the baseline survey (n=1088 intervention condition; n=1131 control condition),
1,954 (88%) completed the follow-up survey. The follow-up response rate was equivalent across
conditions.

2.3 Small business

The Healthy Directions-SB study (Hunt et al., 2003) was a randomized controlled trial in which
the worksite was the unit of randomization and intervention. Worksites were identified using the
Dun and Bradstreet database to locate small businesses with Standard Industrial Classification
(SIC) codes 20-39 (manufacturing industries) and employing between 50-150 employees. Additional
inclusion criteria included: (1) employing a multi-ethnic population (defined as 25% of workers
being first-or second-generation immigrants or people of color), (2) having a turnover rate of less
than 20% in the previous year, (3) being autonomous in decision-making power to participate in
a study, and (4) agreeing to be randomly assigned to the intervention condition. One hundred
thirty-three (133) companies met the eligibility criteria, and of these, 26 agreed to participate (
Barbeau, Wallace, Lederman, Lightman, Stoddard and Sorensen 2004).

Data were collected using interviewer-administered surveys among individuals who were per-
manent employees and worked 20 hours or more per week. On site interviews were administered
on company time in the language (either English, Spanish, Portuguese, or Vietnamese) preferred
by respondents. Two cross-sectional samples were collected, one at baseline in which 1,740 par-
ticipants from 26 worksites completed the survey (response rate 84%). The second sample was
collected at follow-up 1,408 participants in 24 worksites (during the course of the intervention two
worksites dropped out, one intervention and one control) with a response rate of 77%. 974 par-
ticipants (518 in control worksites and 456 in intervention worksites) completed both the baseline
and follow-up surveys forming the embedded cohort used in this analysis.

2.4 Data and analysis

The goals of the intervention were to: (1) increase fruit and vegetable intake, (2) decrease red
meat consumption, (3) increase physical activity levels, and (4) increase daily multivitamin usage.
The following variables assess the individual risk factors measured on a continuous scale: number
of servings of fruit and vegetables per day, number of servings of red meat consumed per week
(RM), and hours of moderate or vigorous physical activity per week (PA). The fourth measure
is a binary variable indicating use of a multi-vitamin on 6 or 7 days per week (MV). In order to
keep all variables on an equivalent time scale, we created a new variable for fruit and vegetable
consumption that calculated the amount of fruits and vegetables consumed in one week (FV) by
multiplying the current measure of fruit and vegetable intake by seven. The continuous variables
(FV, RM, PA) were standardized using the formula in Equation 2.1;

V — Pos

SELS Pos — Pos’

(2.1)

where V are the original values for the continuous variables (FV, RM, PA), Py; and Py are
the fifth and ninety-fifth percentile values respectively for a given variable and STV are the new
standardized variables (STFV, STRM, and STPA respectively). Standardization was implemented
for consistency (to make a one unit change in one variable similar to a one unit change in another)
and interpretability. The 5% and 95t" percentiles were used to minimize the influence of outliers.
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For the purposes of identifying an optimal linear combination that would show an intervention
effect we restricted our sample to only those subjects who received the intervention, responded to
both the baseline and follow-up surveys, and have complete data for the four risk behaviors. As
opposed to the usual situation of observing how the covariate vector or a linear combination of the
covariate vector will change because of treatment, the idea here is to determine how the covariate
vector or the linear combination will predict the intervention status. This is similar in spirit to a
matched case-control analysis.

A popular method for the analysis of longitudinal data with a dichotomous outcome is a mixed
effects logistic regression model. A mixed effects logistic regression model with a logit link will
have the form: (¥ = 1)

prilty = o 'y

log [—l—pr(Yi_,- — 1)] =a;+0'Xjj. (2.2)
Here Y;;,7 =1,...,n, j = 1,2, denotes the indicator of intervention time (i.e. pre-intervention Y;; =
0 and post-intervention ¥;2 = 1), Xj; is the covariate vector, and a; is a random cluster effect. The
subscript i is an indicator for individual and the subscript j is an indicator for time. Each individual
subject i is a cluster of two sets of observations, pre-intervention and post-intervention. The random
effect variable a; can be thought of as measuring an individual’s demographic characteristics (i.e.,
age, gender, race). In our analysis, we want to control for an individual’s specific demographic
characteristics, therefore, we treat the random effect variable a; as a nuisance parameter and
condition it out of the model. We can condition them out by using the conditional likelihood
based on the fact that Yj; + Y;» = 1. We are left with a conditional logistic regression model.
These types of models are often used to analyze matched case-control studies, where the outcome
of interest is whether a subject is a case or control.

In this framework we intend to model

logit(Pr(Y;; = lla;)) = 8'Xj, (2.3)

where an optimal linear combination, or the best score, will be 3'X.

We set up our data as if it came from a 1:1 matched case-control study; each individual is
a cluster of two observations, one “case” and one “control”’. One observation is pre-intervention
(“control” /baseline) and the second observation is post-intervention (“case”/follow-up). At each
time point (pre and post-intervention) each subject has a vector (containing STFV, STRM, STPA,
and MV) of covariates.

For matched case-control studies with one case per matched set, the likelihood function for the
conditional logistic regression reduces to the partial likelihood of the Cox model for the continuous
time scale (Hosmer and Lemeshow 1998). We created dummy survival times so that all cases have
the same event time and the corresponding controls are censored at a later time. We used Proc
PHREG in SAS! to fit the conditional logistic regression model by forming a stratum for each
matched set (individual id number). This allowed us to obtain estimates for 3.

3. Results

Using the combined Health Center and Small Business data from the Healthy Directions base-
line and follow-up surveys on the 1,209 study participants that received the intervention, we found
an optimal score function for the four risk factors:

score = 1.05% STFV 4+ 1.70 * MV 4+ 0.25 * STPA — 1.35 « STRM. (3.1)

The score is a summary measure of the health behaviors of a subject based on these four factors.
From this score, we can see that increasing the number of fruits and vegetables consumed per week,
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taking a multivitamin six or more days a week, increasing the amount of physical activity done
in a week, and/or decreasing the amount of red meat consumed in a week will increase the score
for a subject which in turn means an overall improvement in health behaviors. The dynamics of
the score are consistent with the goals of the intervention. A participant can increase their health
behavior score by changing one risk factor, or combinations of the four risk factors in a manner
consistent with the goals of the intervention.

We believe that these factors not only have individual effects, but that some factors may
also have compounding effects. This belief is based on previous evidence of the interrelationships
seen in modifying behavioral risk factors (see e.g., Emmons et al., 2004; Butterfield et al., 2004).
Therefore, we looked for significant interactions between the four variables. Table ?? shows the
analysis of maximum likelihood estimates for our final model. In our final score function (see
Equation 3.2), we multiply the effects (parameter estimates) by 100 to increase the range of the
scores as well as to simplify interpretation.

Table 1: Analysis of Maximum Likelihood Estimates

Standardized Variable  Parameter Estimate  Standard Error  P-Value

STFV 0.576 0.303 0.0570
MV 2.008 0.2078 <.0001
STPA 0.232 0.193 0.2294
STRM -1.515 0.343 <.0001
STFV*STRM 1.229 0.565 0.0296
MV*STRM -0.707 0.343 0.0392

score = 57.6xSTFV +200.8 x MV +23.2% STPA—151.5%x STRM
+ 1229 STFV « STRM — 70.7x« MV « STRM (3.2)

There was a significant interaction between the amount of fruits and vegetables consumed per
week and the amount of red meat consumed per week, sugessting that changing both behaviors
simultaneously is better than changing either behavior alone, but the effect of changing both
behaviors is not equal to the sum of the individual changes on the MRF score. There was also a
significant interaction between multivitamin usage more than six times a week and the amount of
red meat consumed per week, suggesting that changing either behavior alone is good, but changing
both behaviors simultaneously will result in an even larger increase on the MRF score.
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Table 2: Examples of changes in individual risk factor measures and resulting

MREF score
FVv. MV PA RM MRF Score

Baseline values 20 0 4 5 —30.23
Case 1: Optimal values at final

Final values 35 1 10 1 247.46

change +15 +1 +6 —4 +277.69
Case 2: Improves only FV

Final values 35 0 4 ) 17.39

change +15 0 0 0 +47.62
Case 3: Improves only MV

Final values 20 1 4 5 135.22

change 0 +1 0 0 +165.45
Case J: Improves only PA

Final values 20 0 10 5 —-19.09

change 0 0 +6 0 +11.14
Case 5: Improves Only RM

Final values 20 0 4 1 14.64

change 0 0 0 —4 +44.87
Case 6: Improves FV and RM

Final values 35 0 4 1 72.82

change +15 0 0 —4 +103.05

Table 7?7 displays a few examples of how a change in an individual risk factor from the baseline
case to the optimal case will change the score. If we consider the first row of Table ?? to be a baseline
value in which a subject consumes 20 servings of fruits and vegetables per week, does not take a
multivitamin six or more days a week, has four hours of physical activity per week, and consumes
five servings of red meat per week (the average values for study subjects at baseline, meeting only
the recommend level of physical activity), the standardized values would be 0.32,0,0.32, and 0.5
respectively. Therefore the score for a subject at baseline would be

score = 57.6%0.32+200.8+0+23.3%0.32—151.5%0.54+122.9%0.32%0.5—70.7+0x0.5 = —30.2. (3.3)

We can consider an arbitrary optimal case as a subject who consumes 35 servings of fruits and
vegetables per week (or five a day), takes a multivitamin 6 or more days a week, engages in 10 hours
of physical activity per week, and eats one serving of red meat per week (meeting and/or exceeding
all of the recommended levels). Table ?? shows the effects of these changes on the score from the
baseline case to the optimal case for each variable alone and the effects of combinations of two
and three variables. Figure ?? compares our final model (MRF, Equation 3.2) with a main effects
model (a model without interactions) showing that the main effects model can both overestimate
and underestimate scores predicted from the MRF model due to the absence of the two significant
interactions.
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Table 3: Score changes with one, two, and three variable changes

Variables Changed Score Change
FV 47.62
MV 165.45
PA 11.14
RM 44.87
FV + MV 213.07
FV + PA 58.76
FV + RM 72.82
MV + PA 176.59
MV + RM 238.60
PA + M 56.00
FV+ MV +PA 224.21
FV 4+ MV + RM 266.55
FV + PA+ RM 83.96
MV + PA + RM 249.73

Although we used only those subjects that received the intervention to develop the score, the
score is generalizable to the entire study population. It was created, and is most useful for, the
purpose of comparing the subjects that received the intervention to those that received usual care,
because it provides a summary measure of the health behaviors of a subject on all intervention
risk factors pre and post-intervention. There were 1,297 subjects that received usual care and took
both the baseline and follow-up surveys. These subjects can be considered controls for the effect of
the intervention. Figure 77 shows box plots of score comparing baseline and follow-up for subjects
that received the intervention compared to those that received usual care. In the intervention
group, the mean score at baseline was 48.1, while the mean score at follow up was 104.3. In the
usual care group the mean score at baseline was 40.4, and the mean score at follow-up was 53.2.
The mean change in score for the usual care group was 12.8, while the mean change in score for
the intervention group was 56.2. There was a statistically significant difference in the mean change
in score from baseline to follow-up when comparing the usual care group to the intervention group
(p<0.001). The intervention group showed greater improvements in score at follow-up proving the
intervention quite successful.

4. Discussion

Increasing attention has been paid to multiple risk factor interventions, across a range of disease
outcomes, both because adverse behavioral risk factors tend to cluster within individuals and
because of recognition of the utility of facilitating change across multiple risk behaviors. However,
most MRF studies to date have used individual risk factor methods to analyze intervention effects
(see e.g., Prochaska and Sallis (2004); Campbell et al., 2004). As shown in Figure ??, the main
effects model both over-estimates (e.g., FV & PA & RM) and under-estimates (e.g., MV & PA &
RM) the scores predicted from the MRF model, depending on the combination of variables and
the degree of change for a given participant in the intervention. Thus, such analytic models may
compromise determinations of the efficacy of a MRF intervention. We were successful in modeling
a linear combination of behavioral risk factors including interactions between risk factors, an effort
that represents an advance over the existing methods for analyzing MRF intervention efficacy.

To illustrate, note that in our final model there are two interaction terms. One between the
amount of fruits and vegetables consumed per week and the amount of red meat consumed per
week, and another between multivitamin usage more than six times a week and the amount of red
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meat consumed per week. Looking at Table 77, we can see that with all the other variables held
constant, a change in fruit and vegetable consumption alone from 20 to 35 servings per week will
increase the score by 47.62, and a decrease in red meat alone from 5 to 1 servings per week will
increase the score by 44.87. However, because of the interaction term, if both variables are changed
by the amounts indicated the score would increase by 72.82, which because of the interaction is
a smaller than 92.49, the sum of the individual changes. Similarly, if a subject begins to take
a multivitamin daily the score will increase by 165.45, and if they decrease red meat from 5 to
1 serving per week the score will increase by 44.87. However, if a participant begins to take
a multivitamin daily and decreases red meat consumption by 4 servings per week the score will
increase by 238.60, a larger increase than 210.32 that you would get by adding 165.45 from taking a
multivitamin daily and 44.87 by decreasing red meat consumption. Cluster effects are not captured
by main effects models and are an advantage of this method.

There are some limitations to the method proposed here, namely that the score function
depends on the efficacy of the intervention to determine variable weighting. For example, if the
intervention was most effective at increasing multivitamin use, the weight (coefficient) for the
multivitamin use variable would be largest in magnitude, whereas if the intervention was least
effective in changing the participants’ physical activity patterns, the weight (coefficient) for the
physical activity variable would be the smallest in magnitude. In some cases then, the weights
may be a proxy for the amount of participant effort necessary to change the health behavior. For
example, in this study we saw that multivitamin usage had the largest weight and thus the most
influence on the score.

There are at least two potential explanations for this finding. First, the promotion of multi-
vitamin usage may require less participant burden when compared to the other health behaviors
(e.g., physical activity). Thus, it may be easier for participants to modify their multivitamin use;
this supposition appears to be supported by the finding of an almost thirty percent increase from
baseline to follow-up of the number of subjects taking a multivitamin daily. However, it is impor-
tant not to undermine the significance of a change in multivitamin usage which is strongly related
to the prevention of disease outcomes. Sustained use of multivitamins containing folic acid have
been associated with the reduction in risks for numerous conditions including colorectal cancer
and cardiovascular disease (Ggiovannucci et al,, (2002); Fairfield and Fletcher, 2002). Physical
activity on the other hand, is among the most challenging health behaviors addressed in the study
to intervene upon. In this population, 66 percent of the subjects were getting the recommended
level of physical activity at baseline, and 69 percent at follow-up. Of those subjects that were not
at or above the target level of physical activity at baseline, almost 9.5 percent were at or above the
target level at follow-up. Another factor to consider is that multivitamin usage was treated as a
binary variable in our models. That is, many potential changes are captured in the categorization
of either taking a multivitamin 6 or more times a week or not doing so. Relative to increasing one
serving of fruits and vegetables a week, decreasing one serving of red meat in a week, or increasing
an hour of physical activity a week, this is a substantial change.

Although the purpose of our method was to develop a health behavior score (composite vari-
able), there are some limitations to using this type of variable. The purpose of such a variable
is to allow for easy comparisons of the four factors with one number. When there are changes in
the score, however, a composite variable does not provide any insight into which individual risk
factor(s) have contributed to the change.

Another potential limitation of applying this method to the HCPPP data is the merging of
the two cohorts, small businesses and health centers. Qur method develops a score function that
is independent of the population but not independent of the intervention. By combining the two
data sets, we have made the assumption that the interventions given to these two populations are
the same. In reality, although the two interventions were quite similar, they were not identical. We
decided, however, to combine the two cohorts in order to increase power, and to create a universal
score that could be applied to both cohorts. This not only allowed us to make comparisons within
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a cohort, but between cohorts. Taking these limitations into account, our methodology remains
preferable compared to existing techniques that do not accord weights to the risk factors or adjust
for cluster effects.

In summary, we have developed a score that effectively integrates multiple behavioral cancer
risk factors into one measure, irrespective of individual demographic factors. We believe that the
methods are generalizable to other working class multi-ethnic populations, and future research
should be done to evaluate the effectiveness of these methods in other groups. The primary
strength of the methodology used to develop the score is that it can be easily implemented to
develop scores for other populations, for other combinations of behavioral risk factors, or for other
disease outcomes (e.g., cardiovascular disease). Given the increasing attention being paid to the
development of MRF interventions, we believe the described method to be the preferred means
of analysis in comparison to previously used strategies. Ultimately, we believe that analytic focus
on examining clusters of behavioral risk factors will enhance the design of multiple risk factor
intervention approaches.

Figure 1 about here

Figure 2 about here
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Reducing Subjectivity in the Likelihood

Abstract:  Some scientists prefer to exercise substantial judgment in formulating a
likelihood function for their data. Others prefer to try to get the data to tell them
which likelihood is most appropriate. We suggest here that one way to reduce the
judgment component of the likelihood function is to adopt a mixture of potential
likelihoods and let the data determine the weights on each likelihood. We distinguish
several different types of subjectivity in the likelihood function and show with examples
how these subjective elements may be given more equitable treatment.

Key words: Mixture likelihood, model averaging, subjectivity.

1. Introduction

We propose methods for modeling the likelihood function that will require fewer subjective
judgments. We first discuss the nature of the problem of subjectivity in the likelihood function;
then we review some related research; and finally, we define a mixture likelihood function and
suggest estimation procedures that reduce the effects of subjective views imposed on the observed
data.

1.1 Statement of the problem

It is sometimes desirable that beliefs of experimenters should be brought into a scientific
analysis in ways that minimally distort the measured data (see, for example, Hogarth, 1980; Kyberg
and Smokler, 1980; Lad, 1996). But that having been said, scientists observing data sometimes
interpret the data points subjectively, according to what they want the data to show, and according
to how precisely they believe the data points were measured. The latter procedure is of course quite
common, This subjective interpretation of observed data may be totally at the unconscious level,
or it may be purposeful (with the purposeful interpretation, the analysis may become fraudulent;
see for example, Grayson, 1995, 1997; Howson and Urbach, 1990; and Press and Tanur, 2001).

The subjective interpretation of empirical data in medicine was discussed by Kaptchuk (2003).

He stated (page 1, op. cit.):

Doctors are being encouraged to improve their critical appraisal skills to make
better use of medical research. But when using these skills, it is important to remem-
ber that interpretation of data is inevitably subjective and can itself result in bias.
Facts do not accumulate on the blank slates of researchers’ minds, and data simply
do not speak for themselves. Good science inevitably embodies a tension between
the empiricism of concrete data and the rationalism of deeply held convictions. Unbi-
ased interpretation of data is as important as performing rigorous experiments. This
evaluative process is never totally objective or completely independent of scientists’
convictions or theoretical apparatus.
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Statistical analysis of a data set most often proceeds by summarizing the distribution of the
data in terms of its likelihood function. In order to specify the form of the likelihood function,
various assumptions are made about the data, such as mutual independence, identical distributions,
unimodality, etc. After the likelihood function has been specified, additional assumptions are
sometimes made (significance levels thought to be appropriate are specified, a prior distribution
about the underlying unobservable quantities may be brought in, etc.). Analysis of the data
generally proceeds by trying to keep the likelihood function treatment of the data as simple as
possible, so that the scientist or analyst will introduce minimal distortion of the data. The analyst
tries not to discard data, and tries to maximize the chance of understanding what nature is trying
to tell us through the revealed data about the underlying phenomenon. In this way, when the
analysis of the data has been completed, the claim can reasonably be made that the conclusions
drawn from the analysis approximate, if not precisely reflect, the laws of nature, rather than the
possible misinterpretations and misunderstandings of the laws of nature by human beings. It will
be useful to first briefly define what we mean by objectivity and subjectivity, in this context.

According to Mandik (2001)%,

The word objectivity refers to the view that the truth of a thing is independent
from the observing subject. The notion of ohjectivity entails that certain things exist
independently from the mind, or that they are at least in an external sphere. Objective
truths are independent of human wishes and beliefs. The notion of objectivity is
especially relevant to the status of our various ideas, and the question is to what
extent objectivity is possible for thought, and to what extent it is necessary.

This is but one of many definitions that have been suggested. The elusive quest for objec-
tivity in science has been, and remains, an important topic of discussion among historians and
philosophers of science (for extensive additional discussions of the meaning of “objectivity”, see
for example, Bower, 1998; Porter, 1995, 1996; and Daston and Galison 1992). For some, scientific
objectivity involves the search for certainty in knowledge about one of nature’s well-kept secrets,
independent of what human beings believe; but in many cases, we find that what we earlier thought
to be true about nature, turns out later to be questionable.

In an interesting example from physics, Folger, 2003, pointed out that:

Pioneer 10, launched in 1972, is now some 8 billion miles from home. But is
has been slowing down, as if the gravitational pull on it from the sun is growing
progressively stronger the farther away it gets. Milgrom proposed (see the MOND
pages-MOdified Newtonian Dynamics) 2 that Newton's laws might change at these
accelerations. If Milgrom is right, Newton’s and Einstein’s laws will be in for some
major tweaking.

Sometimes the scientist has such deep understanding and insight into the phenomenon he/she
is studying that the scientist’s own predictions of what should be found from the analysis are far
superior to what the data analysis seems to indicate. In some cases the beliefs of the scientist or
analyst are so strong, even before actually taking any data that bear on the phenomenon, that
the data are interpreted or manipulated so that they will reflect these preconceived views of the
scientist. Any preconceived personal views (views held before taking any data), weak or strong,
are what we refer to in this context as subjectivity.

'Mandik, P. (2001). The Internet Encyclopedia of Philosophy,
http://www.utm.edu/research/iep/ofobjectiv.htm.
2MOND pages — http://www.astro.umd.edu/ ssm/mond/
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1.2 Related Research

One approach to reducing the effects of differing assumptions about likelihoods may be found in
a line of research that involves use of the empirical likelihood function. In this approach, most useful
in large samples, a discretized, binned, version of the empirical cdf, instead of a specific likelihood
function, is used. Inference is then made from a multinomial distribution. An unfortunate feature
of this approach is the additional unknown parameters that are concomitantly introduced into
the model. See: Owen, 1988, 2001. For typically small and moderate size samples this could be
a problem, but for the massive data sets typical of data mining applications (see, for example:
Berry and Linoff (1997); and Hastie, Tibshirani, and I'riedman, 2001) such an approach could be
a helpful alternative.

We show in the next section how we might understand and account for some types of subjec-
tivity that sometimes enters the likelihood function, and might not be desired. We will use the
definition and form of the likelihood function in which for absolutely continuous random variables,
up to a proportionality constant, it is the joint probability density function of the observables given
the unobservables.

2. Types of Subjectivity in the Likelihood Function

We distinguish three of the types of likelihood subjectivity problems that may occur:

(a) how to determine the distributional form of the likelihood function in a way that is largely
objective, but permits the data themselves to guide the modeling as to whether the data are
Normally-distributed, or Gamma-distributed, or possibly follow some other convenient distribution,
We call this problem, “distributional subjectivity’;

(b) how to treat observed data that have possibly been weighted subjectively so that some data
points are valued more heavily than others, and some are even ignored; we call this problem,
“weighted-data subjectivity’;

(c) how to account for the nature of the experiment used to obtain the data that may have favored
one type of response over another; we call this problem, “ezperiment subjectivity’.

We treat each of these types of subjectivity in Section 3.

3. Reducing Likelihood Subjectivity

3.1 The mixture likelihood

We use a convex mixture of various likelihoods for the data; the usual likelihood function
results as a special case.

Suppose an experiment is repeated n times with the resulting one-dimensional data outcomes:
x1,%2,...,Tn. We suppose that there are J models for the data that potentially we might reason-
ably entertain. For simplicity, merely to suggest a general type of approach, we consider problems
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involving only one unknown parameter, namely, the means of the J distributions, w.

In some situations, the parameters may be quite different from one another but they can
generally be related functionally. For example, the case of distinguishing between the means of
normal and log-normal distributions, where the mean parameter has different meanings in the
two cases 1s sometimes particularly interesting. In such cases, functional relationships among the
parameters are required.

Suppose, in the one-parameter problem, we can assume these data to be mutually independent
and identically distributed, and we agree to adopt the likelihood function for Model m;:

Uiz, ... 20 | mj,w) = £z |mj,w).

Define a “mixture likelihood function”,
La(z1,...,¢n|w) = Las(z|w),

such that:

J
Laf(z |w) = E{ likelihood } = Epgodet [((z) | w]] = ij(g |w)P(m; |w) (3.1)

Jj=1

where ¢; (z|m;, w) denotes the usual likelihood function of the data under model m;, £(x|w) denotes
a model-independent likelihood function, and P(m;|w) denotes the prior probability of model m;.
The mixture likelihood function is of course a likelihood function itself. If there were only one
model (J = 1), Ly reduces to the ordinary likelihood. The mixture likelihood function explicitly
assumes that we should combine different models in a linear way. Other possibilities exist of course,
and perhaps in certain cases, they are even more desirable. But because for a wide variety of cases,
the linear assumption seems appropriate, we will retain this assumption throughout. We next
address the issue of how to reduce model subjectivity (how to choose the weights).

3.2 Reducing “model subjectivity”

In some instances, the scientist has very strong, theory-based, beliefs about how the data
were generated, and how the corresponding likelihood function should behave. In such instances,
especially in small samples, the analyst should surely use that information to permit the desired
likelihood function to emerge. In other situations where the scientist/analyst wants the data to
speak as loudly as possible relative to the scientist’s pre-conceived beliefs, there is no unique way
to accomplish this objective. The approach suggested here is to take equal weights in the mixture.
Accordingly, take all P(m;lw) in eqn. (3.1) to be equal (discrete uniform distribution). This
interpretation of equal treatment for the different models is:

(1) in keeping with the approach frequently used for weighting in mixture models to express
indifference or ignorance among the various components in the mixture;

(2) it is the procedure suggested by Laplace when he adopted his Principle of Insufficient Reason
(Laplace, 1812, 1814);

(3) it is consistent with a basic result of information theory that the distribution that corresponds
to maximum entropy, or minimum information, is the uniform distribution.
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This gives the mixture likelihood function (equally-weighted average likelihood):

J
1
Lu(z|w)= Wi D bz mjw). (32)
i=1
For example, suppose there are just two potential models (J = 2) that might reasonably

represent the data: N(w, 1) and a Student t-distribution centered at w, with 3 degrees of freedom
(a fat-tail distribution that has a population mean). Then, the mixture likelihood function becomes:

1 1 1 m™/2 B(1/2,m/2
el = {1 gz ovtgte o T e e it 69

Clearly each term in equation (3.3) is non-negative and integrates to one (with respect to z), so
Lyr{z|w} is a bone fide likelihood function for the data (as would be the case whichever models we
choose). In some situations, one scientist might favor the normal distribution for representing the
distribution of the data, while another might favor the Student t-distribution. By using Las{z|w} to
represent the likelihood function for all inferences, the analyst reduces the model subjectivity in the
description of the data distribution. Maximum likelihood estimation of w is now more complicated
numerically than it would be with use of either the normal or the Student ¢ distributions separately,
but the numerical problem is straightforward (see numerical example below) and easily generalizes
to more than two possible ordinary likelihoods.

We next numerically illustrate the example suggested in this section of how to reduce model
subjectivity when the models under consideration are the N(w, 1) and the Student t3 centered at w.
We randomly generated a total of 20 observations, 10 observations from ¢3, a Student t-distribution
with 3 degrees of freedom centered at = 10, and 10 observations from N(10,1). The resulting
data are shown in columns 2 and 3 of Table 1la. Then, using the Newton-Raphson method, we
calculated the mixed MLE., It is given at the bottom of Column 2 as: & = 9.9168. To illustrate
variability, there are four replications of this entire process shown in Table la; the four resulting
mixed maximum likelihood estimates (mixed MLE’s) are also shown in Table 1a.

Table la: Four replications of model subjectivity

t normal t normal t normal t normal
1 11.1861 9.6734 8.1266 11.182 8.9931 8.331 11.476 9.8325
2 9.9749 11.542 11.092 10.175 10.641 10.131 10.922 11.051
3 8.5632 10.259 11374 11.720 9.8717 7.8108 10.270 10.642
4 55471  9.4442 9.3422 10.757 8.8824 8.3177 8.3906 9.0293
5 95188 10.779 13.189 9.8871 9.7579 9.4354 11.899 8&.8359
6 10,994 9.3448 9.6007 9.715 10.385 10.092 95234 10.566
7 9.1875 99779 9.9069 9.7106 13.659 9.4326 14.559 9.495
8 11.283 9.2274 8.3780 9.8394 9.5543 10.361 10.177 10.247
9 8.7574 10.724 10.073 11.637 9.2285 9.0399 10.155 9.0938
10 7.9804 11.263 10.379 94837 11.274 9.7291 9.2795 10.366

Mixed MLE 9.9168 10.240 9.6237 10.116

For comparison purposes, we also computed the separate ordinary MLE's assuming all 20
observations were generated from a normal, and then, that all 20 observations were generated from
a t3 distribution. Results are given in Table 1b.
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Table 1b: Separate MLE'’s For normal and Student data

Normal MLE 9.761 10.278 9.7463 10.291
t3-MLE 9.924 10.187 9.6104 10.111

Thus, it may be seen that in the first instance, while the mixed MLE is 9.9168, the MLE
assuming all 20 observations came from a normal is 9.7614, whereas the MLE assuming all 20
observations came from a t3 is 9.9240. Results for the other 3 cases are shown in Tables 1a and
1b as well. Depending upon the assumptions made for the modeling, results for the mixture MLE
obtained from the model averaging may differ substantially from those of the separate models, or
not.

3.3 Reducing “weighted-data subjectivity”

We examine two distinct cases of weighted data subjectivity and model the two cases separately
below.

Case 1 — Several Observers (Scientists) Rate the Same Data Points Differently

In this case, different ohservers (scientists) might interpret the same points differently. Some
observers might view certain points as mistakes (outliers that were generated from different dis-
tributions from the other points), and therefore delete them from the analysis; and others might,
according to their own beliefs, weight certain points more heavily than others (perhaps difficult-to-
measure points might be weighted less heavily because the error associated with the measurement
might be greater than with most of the other points; perhaps certain points obtained were measured
under censored conditions; etc.).

For simplicity, assume the data points are mutually independent. We define the likelihood
function for Observer Oy as:

n
z|w) = []1f @ina; | O, wlpeConzslOn), (3.4)
=1
where: pi.(d;12;|0k) = 1, if Observer Oy includes the data point z; in the analysis, and py.(djrz;|O) =
0 if not; §;x denotes the weight that Observer k places on observation z;, f(x;|w) denotes the pdf

(probability density function) of X, conditional on w. The mixure likelihood function may be
defined as:

Lﬂ'f(gl w) = E{llk@llhOOd} = Edata{fk(ﬁlw)}

K
> (x| w)Pi(Ok), (3.5)

where Pj(O4) denotes the prior probability that the data analyst places on the model that has
been developed by Observer k. To be objective (or indifferent among the choices), in the sense we
have been discussing, we take Py(Or) = 1/K, for all k. Then,

Lu(z|w) = ptiz|) (3)

As a simple example, suppose that all K observers adopt the same distribution for the data,
say, N{w, 1) (in Section 3.2 the analyst adopted two different possible distributions for the data),
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and assume that they weight the points in the same way, so that §;, = 1 for all &, for all points they
include in their analyses, but they may include different points. Then, since the n observations are
independent,

n

tulelo) = ] | el Hes o))

J=1

Pre(x;|Or)
] ) (3.7)

To be specific, suppose that n = 102, and that there are two observers, O; and O;. Suppose
further that O; believes @19z is an outlier, and Oy believes that both x19; and x102 are outliers,
but they agree that the first 100 points (zy,...,z190) should be included in their analyses. Then,

pl(m_}"ol) =1 fDI‘j: 112!"'!1017
= 0, forj7=102,
also,
pi(zi||O2) = 1 forj=1,2,...,100,
= 0, forj=101,102,
Then,
1\ 101
fi(z|w) = 6 = (E) exp(—3 ICER (3:)
and 1\ 100 1 1o
bl == () en(—3 D (-9, (3.9)
Then,
1 1o | lon
Lylw) = + (—) {2 (5 - w)?}
2 V2r 2 =
1 100 1 100
—_— —= P —w)? 3.10
+(75) ovlg e - (3.10)

We may now estimate w by maximizing Lps(z|w) with respect to w. Note first that if we
let n1, np be the numbers of data points used in the respective analyses of Observers O; and
O3, they are also the numbers of terms in the two summations, and in this example, n; = 101
and ny = 100. We may readily find by ordinary differentiation, the mixture maximum likelihood
estimator (mixture MLE) to be:

w=ca(w)x1 +[1 —a{w)]zz, 0<alw) <1, (3.11)

where:

nily(w)
ny by (w) + nabz(w)

a(w) = (3.12)

1 101 1 100
.’L'lzﬁjglxj, mgzﬁg:rj. (313)

That is, we find the interesting result that (w|f{3) is a weighted average (actually a convex
combination) of the separate MLE’s that the two observers might adopt separately, and the weights
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are their respective proportions of their ordinary likelihoods, an intuitively sensible result. But note
that because a(w) depends upon w, equations.(3.11) and (3.12) must be jointly solved numerically
for &.

While in large samples, the (continuous) data will generally ultimately swamp any prior distri-
bution weights placed on the data points (see Le Cam, 1956), in small or moderate size samples,
certain very influential points that may have been deleted from an analysis can have substantial
effects on the interpretation of the experiment outcomes.

We next illustrate this example numerically. We randomly generated 18 points from N(0,1).
We then ordered the points, and added 2 larger outliers. We assumed the first observer dropped the
largest point as an outlier, and the second observer dropped the two largest points as outliers. We
then calculated the mixture MLE numerically from equation. (3.11) using the Newton-Raphson
method. We replicated the procedure four times to examine variation. Data are shown in Table
2a.

Table 2a: Four replications of weighted-data subjectivity

Observation N(10,1) N(10,1) N(10,1) N(10,1)
1 8.3959 7.6748 8.1260 T.7977
2 8.4063 7.8796 8.5249 8.8122
3 8.559 7.9954 9.6225 8.0922
4 8.7975 8.7684 9.6490 9.0079
5 9.3082 8.9002 9.7041 9.0501
6 9.6001 8.9819 9.7444 9.1783
7 0.8433 9.2957 9.7660 9.2580
8 9.9802 9.3553 10.0400 9.3645
9 10.2570 9.3687 10.1180 9.4404
10 10.5710 9.5069 10.3150 9.7344
11 10.6690 9.6790 10.4280 9.8685
12 10.6900 9.8179 10.5690 10.0880
13 10.7120 9.8868 10.5780 10.2120
14 10.7140 10.0860 10.6230 10.2380
15 10.8160 10.3790 10.6770 10.3900
16 10.8580 10.4620 10.7310 10.4440
17 11.1910 10.5510 10.7990 10.5690
18 11.2540 10.9440 10.8960 10.7810
19 12.0000 12.0000 12.0000 12.0000

20 13.0000 13.0000 13.0000 13.0000

Calculations of MLE’s for the data in Table 2a are given in Table 2b:

232



102 BIES

Table 2b: MLE's for data with outliers

Mixture MLE 10.0406 9.4205 10.0568 9.6267
18 10.0346 9.4185 10.0506 9.6237
T19 10.1380 9.5544 10.1532 9.7487

We see that for the data in column 2 of Table 2b, for example, the mixture MLE was 10.0406.
Had the observers carried out separate MLE’s, with Observer 1 dropping only the last observation,
he would have found his MLE to be 10.1380, while Observer 2 who dropped both of the last 2
observations would have found her MLE to be 10.0346. While the differences are not large they
are intended to be illustrative.

Case 2 — One Observer (Scientist) Rates Each Data Point Differently

The second case of weighted-data subjectivity involves a single scientist weighting the impor-
tance of the data points differently from one another. Here we envision a single scientist who has
carried out an experiment many times, but sometimes, for one reason or another, the scientist car-
ried out the experiment with extremely small error, whereas on some other occasions, the scientist
associated the experimental outcomes with considerably more error. Thus, which observed results
had small associated error, and which had large associated error might differ from one replication
of the experiment to the next.

In this context there is just one scientist who rates his/her experimental data differentially,
according to how "well” the data point was measured, or what he/she thought should have occurred,
or whatever. This is the more typical situation, compared with the first case. The mixture
likelihood function is obtained from equations (3.4) and (3.5), for K =1, as:

Ly(z |w) = bi(z |w)P {01} = H[f(5j1$j|011‘-'-’)]p1(6“|01) . (3.14)

=1

To follow the paradigm suggested here we should take d;; = 1 for every j. Of course the
individual scientist would often argue that he/she knows better than anyone else that certain
points were really not as good as others, and should therefore be down-weighted.

A now-classical example of this type of subjectivity of special historical interest has been doc-
umented with real data. It involves the data collected by R. A. Millikan (1868-1953). Dr. Millikan
was an American physicist who successfully measured the charge on a single electron, winning a
Nobel Prize in 1923 for this famous oil-drop experiment (as well as other prizes). Holton (1978)
scrutinized Millikan's laboratory notebooks and found that Millikan had repeated his oil-drop ex-
periment 39 times, obtaining outcomes: a1, ..., 239 for the charge on the electron. Holton reported
that Millikan had given each of his original sets of observations a personal quality-of-measurement
rating: “best”, “very good”, “good”, “fair”, and no rating at all for discarded measurements (we
interpret his weights to represent his prior probabilities for these measurements). The distribution
of his rating results is summarized in the Table 3.
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Table 3: Millikan’s measurements

rating effective 651 = Weight number of
descriptions raating measurements
best 4 4/10 2
very good 3 3/10 7
good 2 2/10 10
fair 1 1/10 13
discard no rating e 7

For Millikan, p;(-) = 1, for 32 data points and p;(-) = 0 for the discarded 7 points. We order
the measurements according to their effective ratings, from “best” to “fair”, and form the weighted
average. The estimated value of the charge on the electron is then given by the weighted average:

4 2 3 9 9 19 1 32
10 < 10 &= 10 10 <
i=1 7=3 10 7=20

Millikan formed the weighted average of his measurements and accordingly estimated the charge
on the electron as 4.85 x 1071% esu (electrostatic units). The ordinary equally weighted average
would have been 4.70 x 1072 esu. In his reported value he also averaged in the values obtained
by other researchers. By contrast, the accepted value for “e”, the charge on the electron, today,
is 4.77 x 10712 esu. But the impressive closeness of Millikan's values with today’s accepted value
is deceptive; it occurred only because his values were based upon, “a faulty value for the viscosity
of air, which when corrected, increases the discrepancy with the modern value by over 40%"

(Mathews, 1998).
3.4 Reducing “experiment subjectivity”

Suppose there are two experiments that might be performed: E; (“g” for “good”), and E5 (“g”
for “not good”). In Ey the scientist knows that the experiment will contain one or more variables
that might produce effects that will be confounded with the effect of fundamental interest. In
Ey, there are likely to be fewer such confounding variables, so the scientist believes that he/she is
more likely to be able to distinguish the effect he/she is seeking. Concomitantly, it may be that by
carrying out Eg, the scientist is missing the important variables that suggest that the effect sought
is really artifactual, and the seeming effect is explainable in other ways. Because the scientist is so
convinced that the effect sought is real and not artifactual, he/she reasons that Ej is a “cleaner”
and more promising experiment. The scientist might even argue, in a moment of enthusiastic zeal,
that Fy is cheaper and/or less subject to error.

In both experiments, for simplicity of interpretation, we assume the data are normally dis-
tributed with variance equal to 1. Suppose that the scientist referred to above, call him/her
Scientist A, would like to show that the population mean for the underlying phenomenon of inter-
est is positive. If Scientist A carries out Fg, it is more likely that the sample mean  will be positive
than if Scientist A carries out Fg wherein the sample mean y will imply the alternative hypothesis
Hy: that the population mean is not positive. If Ey is performed the scientist believes results are
either unlikely to be supportive of the theory, or they are likely to be sufficiently marginal so that
the theory will be in doubt. A priori, the experimenter adjudges the chances for concluding Hy:
the population mean is positive, when performingE, as greater than the chances for concluding
that the population mean is positive when performing Ez. Consequently, Scientist A decides to
perform Eg.
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Suppose some other scientist, say Scientist B, performs Ej, and subsequently observes § (using
the same sample size, n). Let # denote an indexing parameter such that # = 1 if the hypothesis
H, is true, and 8 = 0 if the hypothesis Hy is false,

Lyr{data | 0} = E{lokelihood} = FEezperiment[{(data | 8)]
= {(z| By, 0)P{Eg} + €(y| Eg,0) P{E5}

The mixture likelihood function becomes:

T

YE exp(~2(7 - 0)%).

V2

Lyr{data | 0} = P{Eﬂ}% cxr){—%(aE - 0)*} + P{Ey}

An investigator cognizant of both experiments has both and available. In the same spirit of a
desire for equity of treatment in the likelihood function, the investigator takes P{E,} = P{E3} =
0.5. Then,

exp{~ 5 (5~ 0%} + Y exp(~ 25 - 0)°)

V27

NG
V2r

1
La{z,y|0} = 3

Define z = (Z + 3)/2. Then, combining terms shows that:

1 ya

Eﬁ exp{fn/él} exp{fn(z — 9)2}.

Lar{z] 0} =

Thus, the MLE for @ is clearly: § = 2 = ( + §7)/2. If Scientist A were correct in his/her a
priori assessments of what was likely to happen in the experiment, € is likely to be closer to zero
than Z (or even negative), a result that would tend to vitiate Scientist A’s conclusions.

For example, for Scientist A’s experiment, Ey, we generated 100 observations from N(1,1) and
found z = 1.0598. Then, for Scientist B’s experiment, Ejy, we generated 100 observations from

N(—1,1) and found y = —.9531. So the generalized MLE, 8, is 0.053, a sample value just barely
positive, which might not be convincing in many contexts for asserting that the population mean
is really positive.

4. Conclusions

We have been concerned with how to reduce the effects of a scientist’s pre-conceived beliefs in
the analysis of his/her supposedly objectively-observed data. We have found that we can reduce
the effect of some of those subjective interpretations by using a mixture likelihood function, and
then choosing the mixture weights that weigh the various interpretations of the data equally.
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Application of One Sided t-tests and a Generalized Experiment Wise
Error Rate to High-Density Oligonucleotide Microarray Experiments:
An Example Using Arabidopsis

Abstract:  Motivation: A formidable challenge in the analysis of microarray data
is the identification of those genes that exhibit differential expression. The objectives
of this research were to examine the utility of simple ANOVA, one sided t tests,
natural log transformation, and a generalized experiment wise error rate methodology
for analysis of such experiments. As a test case, we analyzed a Affymetrix GeneChip
microarray experiment designed to test for the effect of a CHD3 chromatin remodeling
factor, PICKLE, and an inhibitor of the plant hormone gibberellin (GA), on the
expression of 8256 Arabidopsis thaliana genes.

Results: The GFWER(%) is defined as the probability of rejecting k or more true
null hypothesis at a given p level. Computing probabilities by GFWER(k) was shown
to be simple to apply and, depending on the value of k, can greatly increase power. A
k value as small as 2 or 3 was concluded to be adequate for large or small experiments
respectively. A one sided t-test along with GFWER(2)=.05 identified 43 genes as
exhibiting PICKLE-dependent expression. Expression of all 43 genes was re-examined
by qRT-PCR, of which 36 (83.7%) were confirmed to exhibit PICKLE-dependent

expression.

Key words: *¥¥¥kkkkdkx Dloase add keywords ***

1. Introduction

The advent of inexpensive microarray technology has enabled individual laboratories to easily
obtain a global perspective on the expression pattern of thousands of genes. This powerful tech-
nology has allowed investigators to diagnose early cancers (Kim, J. W. and Wang, X. W., 2003;
Zhang et al., 2003), discover genes that contribute to quantitative traits (Gu et al., 2002), and
detect coordinated gene regulation during pivotal developmental events such as embryogenesis and
sexual maturation (Girke et al., 2000; Lo et al., 2003; Ruuska et al., 2002).

The first generation microarrays were generally based on two dye methodologies. These cDNA
microarray experiments involve hybridizing two mRNA samples, each of which has been converted
into cDNA and labelled with its own fluorophore, on a single glass slide that has been spotted with
10,000-20,000 cDNA probes. In contrast, more recent high-density oligonucleotide microarrays,
such as those offered by Affymetrix , provide direct information about the expression levels in an
mRNA sample and can have a much higher density (Yang and Speed, 2002).

The majority of methodologies for microarray analysis have been developed for two dye spotted
arrays (Kerr et al., 2000; Kerr and Churchill, 2001; Lee et al., 2003, Nguyan et al., 2004, for review
see Quackenbush, 2001 and Yang and Speed, 2002). Unfortunately these two-dye spotted arrays
also pose other statistical issues, such as normalization to correct for dye bias. Furthermore if more
than 2 treatments are used, it is not possible to compare all treatments on the same chip thus
necessitating an Incomplete Block Design (IBD) type design (Kerr and Churchill, 2001). As such,
special experimental designs, such as the reference and rotational design are needed for correct
analysis (Kerr and Churchill, 2001; Quackenbush, 2001 and Yang and Speed, 2002).
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In contrast, oligonucleotide microarrays use a single dye technology and pose some advantages,
including a greatly increased density of genes and simplified experimental design because treatment
effects are tested independently on each chip, eliminating the need for IBD designs. Nevertheless,
statistical issues remain, such as normality of residuals, homogeneity of residual variance, correla-
tion of errors within an array, and correlation of hiclogical samples across arrays.

Mixed model methods for analysis of microarray experiment, proposed by Wolfinger et al.
(2001), solves most of these issues (see Craig et al., 2003 for review). However, the complexity of
analysis dramatically increases with these advanced methods. Unfortunately, many of the current
practitioners of microarray technology do not possess the mathematical expertise necessary to
meaningfully employ these methods. On the other hand ANOVA is a tool that is easy to implement
with methods common to most researchers. Kerr and Churchill (2001) conclude that “The analysis
of variance (ANOVA) is a natural tool for studying data from experiments with multiple categorical
factors”.

The first objective of this research was to examine the utility of simple ANOVA for analysis of
replicated oligonucleotide microarrays experiments. The motivation was given eloquently by Kerr
and Churchill (2001) who stated “An advantage of model based data analysis such as ANOVA is
that a model helps the analyst explore the data. If one finds a model inadequate, discovering why
it is inadequate can help the analyst identify sources of variation and bias.” A secondary objective
of this study was to show how using a one sided {-test can be used to increase power. The final
objective was to introduce an alternative method to increase power by accepting a base number of
false positive with high probability.

The ANOVA is particularly suited to analyzing data from microarray experiments that employ
a replicated factorial arrangement of treatments. An example of such an experimental design is
one in which the investigator looks at gene expression in wild-type and mutant plants in the
presence or absence of an added chemical. Many microarray studies incorporate this type of
experimental design, e.g. the response of genes in nontumorigenic and tumorigenic tissues to
different concentrations of toxic or therapeutic drugs (Lundquist et al., 2002; Martinez et al.,
2002) or the response of genes from different tissues to estrogen or other hormones (Abe et al,
2003; Faccioli et al., 2002; Fujita et al., 2003; Goda et al.,, 2002). This design easily extends into
any number of genotypes (or tissues) by any number of developmental time points (or biochemical
exposures).

The primary biological objective of this research was to understand how a CHD3-chromatin
remodeling factor, PICKLE, and a plant growth regulator, gibberellin (GA), regulate gene ex-
pression during germination of Arabidopsis seeds (Rider et al., 2003). PICKLE is necessary for
repression of embryonic traits in Arabidopsis (Ogas et al., 1997). Expression of the embryonic state
in pickle seedlings is inhibited by the plant growth regulator gibberellin (GA) and is enhanced by
application of uniconazole-P, an inhibitor of GA biosynthesis (Izumi et al., 1985; Ogas et al., 1997).
Specifically, gene expression was examined in wild-type and pickle seeds grown in the absence and
presence of 10~® M uniconazole-P. Thus the genotypes were ‘wild type’ vs. the pickle mutant,
and biochemical exposure was to either 10~8 M uniconazole-P or no uniconazole-P during seed
germination.

Our working hypothesis was that PICKLE functions during germination to repress genes that
promote embryonic identity. In support of such a hypothesis, the transcript levels of two posi-
tive regulators of embryogenesis, LEAFY COTYLEDON1 (LEC1) and LEAFY COTYLEDON2
(LEC2) (Lotan et al., 1998; Stone et al., 2001), are elevated during germination of pickle seedlings
(Ogas et al., 1999; Rider et el., 2003). Our interest was to find new genes that exhibited PICKLE-
dependent expression, i.e. were up regulated. As such, we had a natural one sided test.

2. 21 Biological Methods
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Seeds and tissues from the Arabidopsis pickle-f mutant (in a Columbia ecotype background)
and wild-type Columbia were used for all investigations. Plants were grown as described previously
(Ogas et al., 1997; Rider et al., 2003).

The Affymetrix GeneChip Arabidopsis Genome Array® contained 8256 sets of oligos represent-
ing approximately 30% of the Arabidopsis thaliana transcriptome. A 2 x 2 factorial arrangement
of treatments were examined. The first treatment was genotype (pickle mutant vs. wild type), the
second treatment was uniconazole (applied vs. control), the treatment combinations were desig-
nated pkl, Upkl, wt and Uwt (pickle mutant untreated, pickle mutant treated with uniconazole-P,
wild type untreated, and wild type treated with uniconazole-P) were each represented by four
biological replicates (n = 4) for a total of 16 chips (Rider et al, 2003).

3. Statisticall Methods
3.1 The ANOVA, partitions, and transformations

The model for the completely randomized design (CRD) associated with the k-th spot (or
gene) is Ya_’;c =p+ Tik + E'E“z.) j where YJ; is the expression (or log transform) for the k-th gene, in the
j-th replicate of the i-th treatment; p* is the overall mean; 7F is the effect of the i-th treatment
on that gene, and Eki . is random residual. For maximum information treatment effects are further
partitioned into main effects and interactions. The partitioning should be reduced to single degree
of freedom tests by use of orthogonal contrasts. Because the ANOVA must be completed for each
spot on the array, methods to automate the test are needed. To accomplish this goal, we use the
well-known result that any single degree of F tests can equivalently be constructed as a t-test (Gill,
1978). A simple t-test for any contrast can be computed with the means procedure in SAS or
in any standard spreadsheet, such as Excel. The t-test also offers the advantage of being able to
test for a one sided alternative. In some experiments, as in this one, the researchers may only be
interested in genes that are either up or down regulated, as a result, the power to detect those
genes will be greatly increased.

For expression type data, the variance is usually correlated with the mean, violating a critical
assumption for the ANOVA. For such data, transforming to logs will usually correct this problem.
Interpretation of log transformed data also better meets the interest of the biologist as significant
differences are interpreted as being significant ratios on a non-transformed basis, i.e. the difference
between logs of numbers is the same as the log of a ratio. A log base 2 is interpreted as fold change,
while base 10 is interpreted as orders of magnitude difference. Natural logs have not been widely
used for array data but perhaps represents the most valid biological interpretation due to kinetics.
A common rate equation in chemistry is where the rate of change in product (9Y) per unit of
time (0t) is proportional (¢) to the product (Y'), thus Y = cY8t. The solution to this differential
equation is Y = ce!. Therefore by taking natural logs, the expression is linearized into a rate
equation, In(Y) = Inc+¢. If t is constant across biological replications, then variation in expression
is due to linear differences in the rate constant ¢, the gene regulatory factor. Differences due to
treatments are then interpreted as linear differences in gene regulatory factors (rate constants).

The vast majority of array data will require such a transformation, however, curiously these
data better met the assumption when non-transformed. To check this assumption for any data,
compute the within gene variance for each gene (the residual error variance in the ANOVA), then
plot that against the average expression level for that gene. Any slope significantly different from
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zero (a zero slope is parallel to the z axis) indicates that the data require a transformation before
the analysis proceeds.

For a given gene, because each treatment combination was randomized onto each of 4 biolog-
ical replicates, the experiment as detailed above is a 2 x 2 factorial arrangement of treatments
in a completely randomized design (CRD). The ANOVA for this design with treatment effects
partitioned is given in Table 1.

Table 1: ANOVA table with partitions.

Source of Variation Degrees of Freedom  Mean Square
Treatments t—1 MS(T)
Genotypes (C1) 1 MS(C1)
Inhibitor (C?) 1 MS(C5)
Interaction of 1 MS(Ch)
Genotype x Inhibitor (C3)
Within Error tir—1) MS(E)

The mean squares for the partitions can be found using the following formmula along with the
contrast coefficients given in Table 2

Table 2: Coefficients for partitions of treatment effects.

Treatment Treatment Combination Contrast Coefficients (Chj)
Genotype Inhibitor Cyj Co; Cs;
1- pkl pickle None 1 1 1
2- Upkl pickle Uniconazole 1 -1 -1
3- wt wild type None -1 1 -1
4- Uwt wild type  Uniconazole -1 -1 1
MS(Cm) = (D Cmi¥ij)*1(D_)Crij)- (3.1)
i J

The F test, which is distributed as F with 1 and ¢(r — 1) degrees of freedom, is then computed
as the ratio of F = MS(C,)/MS(E). This test is equivalently computed as ¢

T = 2 CmiYiy. (3.2)

11,
\/;MS(E) >, C2;
which has t(r — 1) degrees of freedom. From these formula it is easy to verify that the calculated
value F' = 12 and from tables one can verify corresponding critical values, i.e. Fy H(r—1) = (h(,._l))z.
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However, when calculated as a t-test the sign of the contrast is preserved, thus allowing a one tailed
test. This approach will extend to any contrast for any number of treatments, provided the sum
of the coefficients for that contrast is zero. To be orthogonal with other contrasts the sum of the
cross products must also sum to zero.

For this analysis, our hypothesis was that one or more genes existed for which the expression
level was elevated in pickle mutants, regardless of uniconazole treatment. This hypothesis was
based on an expression pattern similar to that of LEC1 and LEC2. Thus the primary contrast of
interest was the main effect of genotype (C;). Because we were only looking for a similar pattern
(up regulation), the power to detect up regulated genes increased. Use of prior information to
increase power is more cost effective than increasing the number of biological replicates. In other
experiments additional contrasts may be of equal or greater importance, this may be particularly
true of the interaction of genotypes with uniconazole treatment (C3), which test the hypothesis
that application of uniconazole has a different effect on one genotype than the other.

The critical value of ¢ depends on a number of factors, including one- vs. two-sided alternatives,
degrees of freedom (df) for estimation of error variance, and acceptable type I error rates. Choosing
an acceptable Type I error rate is discussed in the next section.

3.2 Generalized experiment wise error rate (GFWER(k))

Experimenters have long recognized that if a comparison wise type I error rate (CWER) is
used across a great number of tests, a large proportion of declared significant differences would
be false. For example analysis of array data involves thousands of comparisons, consequently, if
a per comparison error rate of 0.05 were used for our analysis, more than 413 of the 8256 tests
would be expected to be declared significant by chance alone. The most widely used approaches
to control Type I errors in multiple tests is based on controlling the family wise Type I error rate
(FWER) (Fernando et al., 2004). The FWER is the probability of rejecting one or more true null
hypotheses, i.e. the probability of accepting one or more false positives. A common method for
controlling the FWER is the Bonferroni or Sidak (1967) adjustments.

However, the FWER with those adjustments is too conservative if the cost of false negatives
is high relative to the cost of false positives, i.e. they sacrifice power to avoid accepting false
positives. Methods have been developed to address this issue by allowing for some false positives
among those declared significant, such as the false discovery rate (FDR, Benjamini and Hochberg,
1995; Reiner. et al., 2003; see Nguyen, 2005 for general discussion on this issue). Alternatives
to the FDR have since been proposed that take into account the expected number of false null
hypothesis and other modifications (see Fernando et al., 2004 for review). However, all methods
used to estimate an FDR make assumptions about the distribution of truly expressed genes. As a
result, the FDR will either be too liberal or conservative.

Here we present an alternative that does not attempt to establish an FDR. Rather the method
is an extension of the FWER methodology to allow for a higher family wise error rate. The devel-
opment is as follows: Assume a strictly null distribution from which N independent test statistics
are computed, from which N independent decisions are made at the same critical threshold level.
The probability that any one decision is incorrect is p. An incorrect decision is defined as rejecting
a true null hypothesis. With multiple tests, the probability of exactly m incorrect and N — m
correct decisions is

P(m = incorrect |[N = decisions ) = (N)pm(l - p)V-m (3.3)

m

The usual FWER = £(1) is the probability of rejecting 1 or more true null hypotheses found as:
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N
) => pr1-pm (3.4)

m=1

or equivalently, 1 minus the probability of no incorrect decisions,

£ =1-1-p)¥ (3.5)

which is Sidak’s (1967) equation. The value of p per comparison (CWER) is found such that the
&(1) is achieved, i.e.

p=1— eln{l—€MYN] (3.6)

Stated in the reverse, there is a 1-FWER probability of no incorrect decisions among the N
decisions made, i.e.

k-1
wty= 3 (M )ema-p (37)
m=1

A generalization of this procedure is to divide the total probability of making Type I errors
into parts associated with how many errors are likely to be made at a given probability. Among
the N decisions made, define {(k) as the probability of rejecting k or more true null hypotheses
and w(k) as the probability of rejecting fewer than k true null hypotheses, £(k) + w(k) = 1, where

N
Eky=> pma-pN " (38)
m=k
k-1
wlk) =Y pr(1—pN ™ (3.9)

If for a given k, the value for £(k) is set to a small value, then among those tests declared signif-
icant, one accepts that there will be a high probability of k—1 false positives plus a low probability
of k or more false positives. Therefore, a new type of error rate is defined as GFWER(k), which is
strictly the probability of making & or more incorrect decisions at a given level of p, and ignores
the probability of less than k& Type I errors. The latter type of errors are considered acceptable
in order to gain power and decrease the Type II error rate. For a more general development of
the generalized family wise error rate see van der Laan (2004). The GFWER(k) cannct be solved
for directly, but solutions can be found by iteration. SAS source code used to compute adjusted p
values for any (k) and N is given at our web site. However, Equations (3.8) and (3.9) can also be
approximated by the normal as follows: If X is binomial with n trials and probability of success

p, then
PX>r|=® A
np(l —p)
where ® is the cumulative distribution of standard normal distribution.
Tables 3 and 4 give p values for, respectively, a one- and two-tailed alternative, and £(k) = .05.

Associated critical values of ¢ are given in Tables 5 and 6 for experiments with 6 and 60 df for
estimating error variance. Note that for all k values, the eritical value of ¢ for a one-sided test
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is between 12 and 13% smaller, with corresponding increases in power. Table 3 shows that by
allowing for 2 or more false positives in a 1 sided t-test increases the adjusted p value by 6.5 times,
and thereby also increasing the power of the test. Results presented in Tables 3 show that for the
range of N examined (i.e. N > 1000) the ratios of p values for GFWER(k) to that of GFWER(1)
are independent of N. Thus, for such chips, once the Sidak p values are found, GFWER(k) can

be found by multiplication using the constants given in the table.

Table 3: Adjusted p values for k = 1 to 5, chips of size 1,000 and 50,000 and a
one-tailed GFWER(k)=5%.

k Number of Tests
1,000 50,000
p-valuex 108 Ratio* p-value x10° Ratio*

1 51.29 1.025

2 335.02 6.5 6.70 6.5
3 783.41 15.3 15.66 15.3
4 1320.01 25.7 26.38 25.7
5 1913.31 37.3 38.23 37.3

* Ratio of p-values to that of GFWER(1)

Table 4: Adjusted p-values for k = 1 to 5, chips of size 1,000 and 50,000 and a
two-tailed GFWER(k)=5%.

k Number of Tests
1,000 50,000
p-valuex 109 p-value x10°
1 25.63 521
2 167.5 3.35
3 391.7 7.83
4 660.0 13.19
5 956.65 19.15

An important issue is what value of k should one use. The value of k should be set as small as
possible without sacrificing too much power. For an experiment of a given size, the rate at which
power increases is dependent on the critical value of ¢t. Examination of Tables 5 and 6 shows that
the greatest decrease in the critical value of ¢, with either large or small experiment, comes from
increasing k from 1 to 2. For large experiments increasing k beyond 2, or for small increasing &
beyond 3, brings about much smaller incremental decreases in t. From these results, some general
guidelines can be deduced for choice of k. Regardless of the number of spots on a chip, a k value
of 2 or 3 should be adequate for large and small experiments respectively.
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Table 5: The six genes for which the gRT-PCR assay detected no expression in
untreated wild type seed. Transcripts were detected in untreated pickle seeds.
Transcripts were also detected for both wild type and pickle seeds (Uwt and
Upkl) germinated in the presence of uniconazole-p, thus permitting calculation
of Upickle fold change relative to Uwt. The mean values from the arrays are
included for illustration. #Pr is the number of times Affymetrix Microarray
Suite software (v. 5.0) labeled a gene 'present’ for the 16 gene chips used for
this investigation.

AGI Code Mean values (4 chips) qRT-PCR fold change Putative ID/function
#Pr wt pickle Uwt Upickle wt pickle Uwt Upickle

At3gl6410 16 4535 14225 3630 18074 — 1 204.3 Jacalin type lectin
At4g27140 15 1000 2365 417 3214 — 8.95 2851 seed storage protein
Atlgb7330 4 170 701 97 1255 — 3.75 uncharacterized
AtHzl13930 16 18459 37623 18471 46304 — 1.75 TT4/chalcone synthase
At3g23220 16 1611 2606 1364 2560 — 1.43 ERF1/transcription factor
Atlg09750 16 2005 3200 2178 5193 — 0.58 nucleoid-like protein

++++++
e N

Table 6: Presence of uniconazole-p increases derepression of PICKLE-
dependent genes in pickle seedlings.

qPCR Ratios Putative Function
AGI Code pkl/Wt Upk/Wt Upk/pkl
At5g01600 2.90 8.82 3.04 maturation
At3g16420 4,75 11.41 2.40 defense
Atlg73190 1.79 2.96 1.65 maturation
At2g28790 1.77 2.90 1.64
At1g20620 2.33 3.51 1.50 maturation
AtHgh4740 2.97 4.10 1.43
Atdgl9810 2.43 3.33 1.37
At3g52500 5.59 7.99 1.36
At3g16430 1.55 2.08 1.34 defense
Atl1g05510 1.88 2.53 1.34
At3g16460 4.64 5.22 1.13 defense
At4¢08685 2.61 2.78 1.06
At2g35810 4.24 4.24 1.00
At2g19590 2.50 224 0.90
At4g37410 2.38 1.95 0.82
At5g12030 5.36 2.68 0.50 desiccation

4. Biological Verification: QRT-PCR analysis

Those genes found significant with ANOVA were re-analyzed using qRT-PCR to compare
results. The qRT-PCR method, while more precise than the chip analysis, is still subject to
error. The method is based on PCR amplification of mRNA in the sample until a pre-determined
threshold is obtained. Because the amplification is a doubling with each cycle, the accuracy of
the method is questionable if there exists less than a 2 fold difference in mRNA between the two
treatments. qRT-PCR is also subject to biological variability between samples and should therefore
also be replicated and treated to statistical analysis. However, replicated qRT-PCR analysis for
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each gene would be extremely expensive and time consuming. Therefore within the limitations of
this experiment, and recognizing those limitations, we defined confirmation of PICKLE-dependent
expression as a two-fold or greater increase in expression level of a given gene in pickle versus
wild-type seed when grown in either the absence or presence of uniconazole-P. gRT-PCR was used
to compare transcript levels in pickle versus wild-type seed grown in the absence of uniconazole-P
as well as transcript levels in pickle versus wild-type seed grown in the presence of uniconazole-P.

Quantitative RT-PCR was performed on an ABI sequence detection system using RNA from
one of the biological replicates previously generated (Rider et al., 2003). Oligonucleotide primer
sequences and primer concentrations used are listed in supplementary Table 2S available at the
web site.

5. Results and Discussion

5.1 Statistical issues

For this experiment, we used £(2) = .05. Allowing for one false positive raised the adjusted
p value from 6.21 x 1076 to 4.1 x 10~ and correspondingly increased the power of the test The
ANOVA method selected 43 genes, less than one of which was expected to be a false positive based
on the experimentwise selection criteria that we employed (8256 x 4.1 x 10~5 = .33). Our qRT-
PCR analysis supported 36 of the 43 genes (Figure 1). A surprising result of this study was that
qRT-PCR did not detect transcripts in wild-type seeds for 6 of the 43 genes identified as having
expression differences based on analysis of the array data (Table 5). Although this observation is
consistent with the hypothesis that PICKLE represses expression of these genes in wild-type seeds
to facilitate the developmental transition from embryo to seedling, the array expression values did
not suggest absence of transcripts in wild-type seeds.

figure 1 about here

There are at least two possible explanations for the elevated number of observed false posi-
tives., Affymetrix constructed this GeneChip when the sequence of the Arabidopsis genome was
only partially completed. Inflated expression values for some oligos may have arisen from cross
hybridization to unintended targets. In fact, two of the false positives were false because qRT-PCR
detected no expression in germinating seeds under any condition. Alternatively, as previously dis-
cussed, the discrepancy may be due to different criteria used to determine success for each method.
The gRT-PCR data should only be viewed as supporting evidence, not confirmatory.

5.2 Biological Inferences

PICKLE is necessary to repress expression of embryonic traits in Arabidopsis seedlings. Pre-
vious analysis of genes that exhibit PICKLE-dependent repression identified genes associated with
various stages of seed development. ANOVA identified genes associated with seed development,
including 2S albumin genes, HSP17.6, and several lectin-like genes (Guerche et al., 1990; Lenman
et al., 1993; Ruuska et al, 2002; Sun et al., 2001). In all, 10 of the genes (28%) identified and
confirmed by qRT-PCR analysis were associated with embryo development or exhibit sequence
similarity to genes involved in embryo development (Table 1S, available at the web site). Addi-
tional studies will be necessary to determine if the other 26 genes that showed PICKLE-dependent
expression in the germinating seed are also involved in some aspect of embryo development. Pre-
vious expression analysis did not suggest a specific role for uniconazole-P in increasing penetrance
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of the pickle root phenotype in pickle seedlings (Rider et al., 2003). This analysis revealed that the
extent of derepression of many of the genes that exhibit PICKLE-dependent repression is enhanced
by the presence of uniconazole-P (Figure 1, black bars versus white bars). The magnitude of this
enhancement, however, was often due in large part to the fact that the presence of uniconazole-P
resulted in decreased expression of the gene relative to wild-type seed imbibed in the absence of
uniconazole-P (data not shown).

In order to examine the effect of combining the pickle mutation with exposure to uniconazole-
P, we compared the fold change values of genes in pickle versus wt seedlings (pkl/wt) and the
fold change values of genes in pickle treated with uniconazole-P versus wt seedlings (Upkl/wt) as
determined by gRT-PCR (Table 6). In order to make this analysis comparable to previous analysis
of the dataset, either the ratio pkl/wt or the ratio Upkl/wt or both had to be > 2 for a gene to be
included in this analysis. Genes for which a transcript was not detected in wild-type seedlings were
excluded from this analysis. Sixteen genes identified with ANOVA met these expression criteria.
We found that the presence of uniconazole-P did increase expression of many of these genes in
pickle seedlings; the transcript level of 10 genes increased 33% or more when pickle seeds were
imbibed in the presence of uniconazole-P. In contrast, a previous analysis of the same array data
identified no genes for which the corresponding transcript was increased by treatment of pickle
seeds with uniconazole-P (Rider et al., 2003).

Uniconazole-P increases the probability that primary roots of the pickle mutant will express
embryonic differentiation traits (Ogas et al., 1997). Genes associated with seed development exhibit
elevated expression in pickle seedlings, suggesting that the expression of these genes contributes
to the ability of pickle seedling to express emhryonic traits after germination (Rider et al., 2003).
The discovery that the presence of uniconazole-P enhances the expression of 10 genes in pickle
seedlings, 5 of which (50%) are involved in seed development or exhibit sequence similarity to
genes involved in seed development, suggests for the first time that the increased penetrance of
embryonic traits in pickle seedlings treated with uniconazole-P may be mediated in part through
changes in gene expression. Specifically, our results are consistent with the hypothesis that GA acts
in concert with PICKLE during germination to repress expression of genes that promote embryonic
traits. Further characterization of the genes identified here may facilitate subsequent genetic and
biochemical analysis of the GA signal transduction pathway that mediates this response.

5.3 Utility

We have shown that a simple ANOVA method can identify a manageable number of candidate
genes for differential expression from a gene expression array, most of which were real. Although we
only applied the approach to an experiment that incorporated a simple class-by-treatment design, it
is applicable to any full factorial design and is computationally straightforward. Previous analysis
of the array data employed a modified fold change (MFC) approach (Rider ef al., 2003) and failed to
detect many of the genes identified by ANOVA. In addition, our current analysis demonstrates that
treatment of pickle seedlings with uniconazole-P enhances the derepression of PICKLE-dependent
genes during germination. These results reinforce the power of ANOVA versus a method that
emphasizes fold-change.

The practical utility of the GFWER(k) method is derived from allowing the user to influence
the number of genes identified by selecting the appropriate value for k, the number of false positives
allowed above the threshold significance level. A critical question is what value of k will result in the
greatest increase in power with the lowest number of Type I errors. A simple power analysis showed
that regardless of the number of spots on a chip, a k value of 2 or 3 should be adequate for large
and small experiments respectively. Although the GFWER(k) and FDR are closely related and
greatly increase the power of the experiment by relaxing the Type 1 error rate, the application of the
GFWER(L) does not attempt to project an FDR, rather, we only set the maximum number of false
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positives under the null hypothesis. Calculations for an exact FDR would require knowledge of 1)
the number of truly expressed genes, 2) the signal to noise ratio, and 3) their distribution. Without
knowing these factors, the FDR as calculated by any of the current methods is an approximation.
As aresult, the GFWER(%) may be more or less conservative than FDR methods, depending on the
particular experiment. However, the GFWER (%) is constant and independent of the experiment,
which in itself is appealing. This gives rise to another interesting difference between the methods.
The expected number of false positives can be determined a priori with the GFWER(k) because
the rate is independent of the data, whereas with the FDR (and newer methods as reviewed by
Fernando et al., 2004) calculations are dependent on the data and one has to wait until the list is
generated to determine what the expected number of false positives will be, This difference could
be critical in the planning stage of an experiment.
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EENERT: sBE—RREINS EM BYER X

Be—R [EARK] Biim3. SRatita AH R HEA parametric infer-
ence — Ejiiiﬁnlﬂgﬁiﬁ%ﬁ;ﬁ’ftﬁ 1 likelihood function L(¢|x) RHEH BE—BikT
2, 58 MLE ¢ RE—EBRCRKNEMHEE §TEK ATRE REXNATLE,
RERMZS Y ¢ BHEBT T, 38 TIFRZ T U5,

%’ﬁ&ﬂﬁﬁﬂagﬁj KH likelihood function ﬁt%&, STE MLE BEARAMEHT., HEER
B AR B 5 H likelihood function RIS M [ 2EEE! (complete data) |, pildg
WEE B H likelihood function E"Jﬂﬁ, B NE LR 5EE S8R likelihood function 28
=7

ZFTLERRI AR, SRBT R sa R RRRRME ARG EIR RIS (
BN &4 Ey non-response, partial answer %), BR0E—HER, B LRERE B E—
SRR [ER—E AR ﬂ'ﬁﬁlﬁ, B A P A~ 0] PAFI A 2R Y likelihood function
R AR FERY. BAEET SE R BURAY MLE RNg?

B RXCEEREAH MLE BHEEHiEm 2 4F R4, HanoK MLE #977 ik, THY
R HRAEAN [TeBBR], (FEAHRMEZNEE, MERUBLRSHT
R — AR FAZREAR, RIEEARS /169, FE, FEER [RAEREIER MLE |
RIZA BT, BER [ AREIE) At B WRRER B, 250 E & (E step) M1 M
% (M step) o FHHY M &, #3 exponential family M5, HE&H [FIERH AR
ZWHRR MLE BIBKEL] BYGES). #MaEEER, BRSSP e BBIRMMET S, /AT ER
AR L R IN—EEEERE (loop) , AT LUE HAEER MLE .

BURGEHTZH R iEw . R

Dempster, A. P., Laird, N. M. and Rubin, D. B. (1977), Journal of the Royal Statisticl
Society, Ser. B 39, 1-22.

LT SR BRIEEM

p.1, summary. FE—AFEERBETAXNETAR, 22KFE, HFAS, HEE
ﬁﬁﬁo %:@%E?E&ﬂﬁ@, ﬁﬁ monotone }%fgﬁﬁﬁﬁfﬁ' (@%l&ﬁi%ﬂ‘%ﬁg)o EE'
i % —A], 5 AT — KRG 2K,

ELPIF, HIRSGRENIAF B, HLH EM B, ALRE (SEAERLIEE
ﬁﬁzﬁiﬁtﬂ)o B E MR KRR A AR RERE, MR HIRAREREE, ERRER

&R BENGEEE, AF A% (R AREMRE#ENT?), B2 AR

UE AL M R4, ASEMETRA T AT T, LSRR KIVFERT M0 743U, 208 Tk
likelihood function 9,

TRt I, BT (RAT) B3k K ETRMITF —— LHFTEMFHRE TS, oL MAHEE 2T,
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p-1, introduection, line 1. E—’@ﬂfﬁ%%lﬁl—%ﬁ, ‘f_ﬂ_%T i_terative —'?’], %&ﬁ;ﬁ?ﬁ
A—k. BEEEERRERNATENYBWIRE — E2EEE, KEHEE
A ERL, BHE1E referee RIKo

p.1, introduction, line 4. —famXARP H75. HIEMH remarkable EF—FEZ B3

SEEMA BT, FS M F S AR RIER . HEUTHBE, 8 “specify,
generality, wide range of examples” J& FSFHY.

p-1, introduection, line 6. 1E e exponential family , RHRBAREEBERE—
A & EE, REEEEEN, B L RFANER: FRrE0NEF A, T expo-
nential family ER—EsE Mg tIaERES. B, %%Hﬂ‘_l:, {55 Z i S
w (AR5 A R L

p.1, introduction, line 9 - (1.1). ;82— E &K AGH incomplete data: WH—# complete
date SRR, SR . .. T3, (R E RN FIE RERI6H, WEMBEAT, A
B EEMER, 220 [ SR L EN.

B EREBIEAEE incomplete data FREAH. BEER: oK (1.1) BA X E
Eﬁﬁz-—': H &5 %%ﬁ%ﬁo #f complete data Y likelihood function ﬁiﬁ%%ﬁzz
FIHER 2 ; EEF incomplete data B likelihood function o LA Dempster 1 Rubin BJ3f
71 (Laird 2 75 FEE L, HEEERNEIR), EET (1.1) 28, KXHEHED, R
ISy

BREEL (1.1) IEE, BR, BHREFEOFRES T, FIAEE X1,..., X0
HZ complete data, 'E /Y likelihood function f& f(@1,...,2100|®) o EBRMAERT 2100,
AN ERNEIERE X1,..., Xy , MM LUAES A ERIEZE BN

f(ﬂ-"la---;Igglé}fo(xl,---,-rgg,xmolé)d:rwn

THEMZ (1.1) o

B —ERRAREH AR T incomplete data 0 complete data Y likelihood functions, JE
e, LABRRI TR, R2i%:E R R AR RO FEEn .

p.1, introduction, line 20. JE—ERREH, B [FZFIH f(X]gﬁ) o < K (1.1) B
AL (1) EEEERS B, FRIEA, EHEAEIER REROSE RS J; (2)
RiE A SRR, BRI (h‘ﬁﬁ%@?‘ﬁﬁzﬁﬁéﬁ"]) W

p.1, introduction, line 23. A (1.1) X%\%_uniquc o B BRMAE X1,..., X101
B, FiE Xigo, X101 , REFEE X1, ..., X o BHERT, EHEORER, $REI9 A
) f(x|¢) FTREXEAE Fo

p.1, introduction, line 25. MEREAARNHIITE, Fe [BE L ERIELFR—ME
E3[i4, 10 bootstrap, jackknife, EN ZREVE T 88 Zise, B3 EH,

3 AT IR A ST T, PR E SRR TG & 245,
AR LA 09 3], A— 124679 %) Human Factor , #7447 A I L 5,
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p.2. W—HRG#E—ERF. fRAILIERER (1.2) K, mﬁfﬁigﬁﬁ BE=%xAER;
WAL EM BOAEEE, MR T B AR SR, SRR T ~ (B IERREIER),
AR RR. E—E T, —ﬁ&%fﬁiiﬁ?— —*;-tﬂzEE%ﬁ EEFIFE
R B O — 67, [BAIEA Rao (1965)° BHEIAR,

_ p-2, line 4. FfRI$EAT genetic model , HEAR T XALEM —ERIRIIRE. (FERER
BT RNENAERPIT, RERHER,

p.2, line 20. 12 [REN\F | BEER,

p-3, table 1. %%—'ﬁl column EF‘H*]%Z?, H%?TTH}]% LBI%IH’]}EE, 2 exponential rate
] @VF%@&%% - EE%%O

p-3, line 1 to end of section 1. I—Ept EM B S R EERN Bk, Hartley
(1958) 38 Fa OCE, HEEFERH#EER “many times” , AXHN_E “in special circumstances”
—— WEETEAG AN credit , AITE G B

; p.3, line 3 after table 1. HEEX A EM B BEERE T —F&: M robust estimation Hf_F B

p.3, lines 7-9. EEE ﬁEHEE%EUAE&JIﬂE, BITEEER “special examples” o i8S
RERBRINABEEE—FIE R —EHERE O, ITH Ko

p.3, line 10. HEEE| “always increse the likelihood”, WMiaRid & key result : ¥ HCOH]
R, EERE.

p.3, line 14. Dempster 1 Rubin #f;& Bayesian FRIKRSR, EART & SiC Bayesian
application [ o

p.3, section 2. L HEER/E (3.1) BIFEHIE (exponential family) . 18 —ERHIEH—EiY
Bl EER—FHE, REHES special example, MR = —RE exponential family .

p.3, section 2, lines 1-5. B—BEECH “strong restriction” |, BEFHIAR. XK
section 3 MY ZREA I, 1B exponential family HEER EERE—.

BEAZER, RA LI EI bonomial, Poisson, normal, gamma ..., {2 7T 1977 ,
LT BEE M elementary o

p.3, section 2, line 9, line 10, line 11. & H&: “regular, convex, unique”. 3g2L#f
RN, FORTEBIRHEHMEEE B, 3K line 12 to p.4 line 1 1, $2H R
natural parameter case, —E 2 p.4, line 6, JELEEEER RS (/N0 ] TERAY, § %ﬁﬁﬂgﬁ
EIWEE R IR, B, B A, = {x: f(x|0) > 0} Kl ¢ $EBE, 2% ARG,
WRRZM b, RFEEAE, MLE ko ( EMEBE complete data ) HET A R, 4
ﬁﬁﬂﬁﬁ@ 'Cluﬂﬁ Edif%THan

p4, lines 12, 14. HEEH], 123 (2.3) 2H “equations” , BRI ERE—HAFER,
{RERFI AR “equation” , B ZTRIE—{EHA vector 2KFEH eqution &, BEETFH—

ey i —ANAE ERSIT sA R e R,
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B, ENEZ likelihood equations 7E It FI#I %4

p.4, line 14. “familar form” ﬁt%ﬁﬁ?%ﬁﬁ, R p= (2.3) DI exactly a likelihood

equation o

p-4, line 18. log X ARIEFH, [, £ HENEER log, sin, tan, ... WZ:%A
%gjsiag%an,. ..o 1HTE log x #2HY z | FRANBTE, HREMEDH AT EEEE
N o

p.4, lines 18-22. i —ERAMERR, HEEFE —EERERAR —4H. EER x
BEH, H E(x) TERBEHMBRHFHE — ELERBEREE/INLI.

p.4, line 17. convexity [BIfET regular exponential family BIfEEH, FEZBT (2.3)
H AR 2 M — AIEFHERRE, BERTER, RIFEERH R ETRRTEH
(2.3) HIRERME—, T ATERTE NER convexity , iR regular exponential family ?

p.4, lines 11-28. E—EHEHBARE, LR AMERF—E—EET R, EH
SRR R, AASAR, ARFRIFARGEEER, AITRERAR. AT
LA, GERIRERY, BLATEE. TEE M REERFTIIEE,

p.4, line 29 — p.5, line 17. & —EREEARZT BHINBL digress to explain, HEEE ex-
plain (FEILE, AT digress )o EERZ WS {g%%ﬁéﬁtﬂj‘]ﬁgo R EEIR
%.}Eg)zoi%%ﬁ%ﬂ%m (2.2)=(2.3) at ¢ = 9™ = ¢* —3, B2 d # EM HIRAE, &7 AEHE

p.5, line 18. FE “in special cases by many examples”, R RAR credits, B2,
T’E%‘%@D$§%ﬁﬁuﬁﬁﬁ@ many examples |, Tﬁﬁ$ﬁ$1ﬁi$ﬁﬁio AH}‘J%EX%@, A
i, AR RIASAFRE.

p.5, line 20. 42 1966 HFAE, HFHEE [HMAER R HEMI . 7E 1966 , HA
AR R, BT BRI, AE—EFRTE,

p.5, line 20 — (3.16). iE—E¥Z5|H Sundberg (1974) o Parenthetically $§ [Fff IR
Bt |, SE—BREFRREEBETIER 1074 B, (2.16) € k = 1 BHAIFE (2.13)
o %ﬁ'}E k=2 E%Tﬁﬁ?%?élj covariance matrix —$, ﬂ:}tﬁﬁﬁﬁﬂ”ﬁ*%%o %ﬁi L.
Thomas R T — R 85I SLEES,

p.5, line 36 — p.6, line 4. Ja—ERHEHE %8R, Curved exponential family I 5K
ZFIROLE, WA AE TR (213) | BYEH, RESUTHEY M-step o ERXET
TH#Y—#% EM Frefs. BioCGmC, l—B A # Rl B AR, 2 v A FTETREY

p.6, line 5. EBIEZLANT AR “exponential family” , JLERAIA “exponential fam-

ilys”, LA LAni RE —1& (¥§ regular exponential family), BRECEHAWRHE ( regular
exponential family and curved exponential family )o #F #%L,

p.6, line 17. AR X[EIE| exponential family_, B HE R checking » BRI T EER
—F, BREMCAY. MERYNEREEESE. IRTE, mEE—HEET.

L. Thomas (1982). JRSSE 44, 226-233.
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p.6, line 22 to end of section 2. 8 —E¥5H0 Bayesian method extension SL2EIE T .
FFEFHIBCE, AIE—TR T 1 Em SR

p.6, footnote. FEIFEANE BT FENI, %ﬁﬁﬁ$, AR OB
e, HEP XIS ERAHE, ARAFRSARBFHETAZERME, BANRIER
ﬁéﬁ)&, MEFAMAETEROT, ARHE E, XETHHERZ, 2UAREN. i,

p.6, section 3. ﬁb—ﬁﬁ%ﬁffﬁﬁﬂ’ﬂ: A E R, E%A%%H@%ﬁlﬁ, {BHEETHERHS
RENEREBEAIRE, E4EEEE T R RZ#HH EM 7EEERH R LLA
ME. TE—EATE HSEAL p7 8 (3.6) EERTFHEEEH. EB (35 XKE,
GEM WY EE, EREHE L¢) 1 HIEEE ( (3.3) 22 well known E@F‘ﬁ%%)o B [EH
T FHRMAZNEE, FE L, EF p.§, line 3 #IE A XEE,

p.8, line 12. Mt—EXERBANTE BRI R I, SXHER L(oP) 1, BR 0¥ — ¢, &
BRBER o0 — MLE ,

EEE A BRI FraRfoir AT, — AT BRIFB A EIRIF SR, 747
B—3, W H AL IR ARG EE.

p.8, (3.15), (3.16). £F5% D'°, DX F—FEREE&. FillE, £E (3.15), (3.16) 5l2

[+]

p.8, line 32. Al “an instance of a GEM” & FIEEHY/ D

p.8, line 32 to end Ef p.9. E—BAIE, (RETEEENR. {Eﬁ_}jﬁ [&Fa—vi A
) ME, ERMETREETT, MBGEEHECT LIk, THAERHERE
RIBHT LS. SEL— B LRERAE HRX detail ), BHZ EIREAERE, ENHE
TEREEREE? FIEFTTRRORIE R EXEMEN, F2RIRE G S B 412 1 SRR
BH——f L — HAFEHTIME, EFH good quality work .

p.9, line 30. “can be casily verified ...” #f2FEaE, HHER, AEGHELERY
GIFR—RER RGN E R TEE% EIEEA/OMER n many instances” | JERE 7%
“not in all cases” , LB HAEE NI HHME:,

EEMEIBE T BEMRAI S EER. FEIEENERE GEM EXEZ by
definition, it works . 38 ££EE A 2 bk B R: BEIEH EM BN A, KigE A
GEEGREREHEET — RIEBHIRNER B SHE.

p.10, lines 1-25. JE—E¢ReH, =5 TR EZMML EH juk , B2EITHEERS
EE@%E‘E:@, e B ER ALY, B=E{FEE Harvard % (Laird HEF R assistant
professor), FERZT & 7B UK.

p.10, lines 26-32. 3825 7 [ FE table 1, column 3 , A table 1, column 3 B{FE
RE, BAT[EIFE,

TS, de R AREE — AEAN TR P LA, G iliae?

S TAEAENTE, 300 ERRIRAIE, At ih ik B R Al Ao At bk 08 T R RaE RS 46, 2AEE,

Fuk, BT RN, BRAMEK S B [ B ) SRE A, FLLEY A SR
AR . 5 T Bt F 249,
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p.10, line 33 to p.11, end of section 3. B EERIMERE, BXEEH. BHA
F second derivative H%,_fﬁ‘@’ speed up convergence? (3.19) or (3.26) RO REE B
Eﬂ%ii@%ﬁ%ﬁ? WHEERE, 1553, AERETHE, RITAEEEHEK, EHEE
REXT,

H line 45 ﬁﬁ’{]—‘ﬁﬁﬁﬁ, B SR B literature review o ﬁﬁ)\ﬁﬁﬁw\:ﬁﬂz, B——Ki,
HIEBPARTERBIARTEZRIT (A0 “unusual special cases”, “without recognition of”, “do
not focus on directly” %, 12 73 A A BEA A ZR B ER FT— B,

wm1&, EHEEE Bayesian , FLARIR SE R, ERTEBBIER LR,

p-10, line 1 to p.11, end of section 3. HERERT S, MARER [HMHAMARH EM
SAIHE, BEEMT ). B R FAUE referee AN (RMIEHEES LT, BIZHMET), K
£ Q(¢|¢) EEEMBRERGHAST, HEARZER, HHXFHEAREE, 5L
AT o

p.11, section 4, lines 1-9. F&{E] section 4 HRTERA DI F. 32183 “cither has been or
can be used”, P EkEA T35 L B 8T RS2 FEI R, E—ENFER HIE, ik
FTE2HY incomplete data E@Fnﬁﬁ-'ﬁq], L= il complete data R B R (ﬁﬁ*—'ﬁ
unique), WHH E ] M B4,

p. 11, section 4.1.1 to p.21, end of section 4. LA FHYE/NERI B & EEMN (HE L
RFAEE Z0): eriB—81ER, BiGEW R incomplete data BYFZK, i F5HIHE
HIERY E M WA, REAFI,

MRS, ER—RERRN X E. ERERIFRERE (1.1) MEE—, LTl
k. RBHHELHTRIEEMNAS, ERETE, BRHES LRIHY R
HEHHEN M WSRFHAET, 2THEEN,

HEZY, 22l XERTTS. ENESE: %%%{Pﬁﬁﬁ*}ﬁ%_ﬂﬁ_ﬁﬁé incomplete data
] MLE HRJRE (3% Bayesian FIFEIRE), ¥ A LURIE S EZEHE T atim. (EARITIS—K,
WR— AT e B E?
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RS R LA —K, MRIRERERE, RN ER I 8%
e AL, B ER R R AT TEAR KGR SCORR 477 ) B9IL#. LA e B, &
R, mRAMHT, —REERAE,

HEHEBERE, THERM, T22EEMHE. BRI ET ¥ B,
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R EIER
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K. REREEER, ERRILER,

AR RN LR, FURIERE, SROGREERNR, IIARATEH, AR
THAEHNEELE, A5 R IRYERRE L, BEPETRER B ARRZ BIA
A HH AT UG EIE AR, ERReEARET

ER 1T G SCHY B A B SRR AT R HEL, G sCAE A9 /INT DURGR, 1B A] DA 3¢
98, LHAREER RIE SBT3,

5| B

X RS | RSO, EBEUHBNREZ2HMAN RS E! . ER—RAIEHTHR
j%, F?ﬁﬁmﬁa_ﬁ (conference proceedings)®, 5%3"3"“%,_ ARG LB RERY S, FRRMTR L
R L BB ARKEY), GERERE — MRS, (R
S HE AR GIEER S B,

5| Fam X, ATASRIRATS | FIRILE X TBR (RRFIRE R BARTE section 3.4 B
& equation (4.2) Z¥H). [B5| R, QIR EREEHNES, LA EREERE, E—
fERER, —AHARR [ REFEE ]

A, 7R3 1RO, EZRIFIHAR (ERTLRZEE). &5 Ri2eFIEs, A

Mooy GEREE) M, Ak R4S,

2P QYA ARG, R ARGIER R AR, PRI AT &, TR HRGE TA2A P, iE
B, A9 XA CHREME—8 TA,

3% —faedrE: MR, SEAERE HIRAITIME, PlhoKbu B8R — PR, A Bl —i R, B BARBAT
REEBMTER? RFZATRACE—5,

YEAMTIGEIGKSIM ST, RIS ¥,

513 A)5}: 4= Proceedings of the Berkeley Symposium , $t% MG &5k, 4n2iah 26, LecBANEA
A 2469454748% (4= Efron E3Tif bootstrap #9C F 4257 3| 65 M)#> infinitesimal jackknife #5 Bell Labs TM
B B R A RAREAF A 1T,) RIFZEsLiR,

[ setfsk foil Bk £ Z AT LAk AR, BAMTIIASIN, @ citation 693 B, 0F TR F 694
JEo
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BT & ERIRF—EEN L (RGTFEAZFH),

BESEMN

_“Priority” M LIFRRETFHERE —. ABHAZRWRERFTRE, Hlt
DEAFE R ] B RES M. B1405 | FIZ] jackknife FF, /LT 2122 Quenoulli-
Tukey o {HEIEAE Tukey (1958)7 BIBATE Quenoulli (1956) 2%, AELRE? RERAAT,
FAAEE M R R EARTE, T Tukey BB EEELE 2.

B, IRELRFERAY priovity o BABARIRISHY, AL~ B &, HIREERIC (B
DIEAFHIT L) SRS T,

FAR Priority BUIREE, ORERE, RGEIWKER: §—RE{HNAXERE, HiE
T EEEERERTE-RELWE, B2 [EU, RS E R EMME 14
), HE ) o —EHER 5 . U AR R, KRGS
F—@A B ERERE, B E 2R BIANA RS ERGE K. B2, BIR8YX
%%ﬁ—%, [FBF S — R LL IR A B ) SCEENZ B R AR ER 53 7T LAREY extension , Al
pia! Eé Jo

RERHE: BRI TR — SARR, A R NRE R, 5B,
I TIEHRER S, B IR TP R e, B BIRE, FIImA T 24
HER. HANSHRE, R ERELSSOEEES, RIGE 1999 4 7 HEMH
SR, AR RIS BE. EREEAGALE., WM A S+,
ity B T @7, RSSHETHICTA, B R0 & B b,

NOTTEHD

A M XERERAARNR, ERE—T EHEESEZRIHE% BiRE, 8
RRETEEE, AFANLER, HEFEM BT AL, JIS T RRERHAIAFAT
TREICE. BRTREEEHISE, R REFARRC( MRS E A LEHE RN )

RO %E

NERBA RAGE R B RRY, FERWE FAER R, SUTHEGE TN, S _EARSNE R
ERIE . PINRAIRTF LB —RERRR—LIAE, HBMEETHEPTINER,
Mg SZ—HaE, WAL ARMEIZER. HEF: RRDEETE, kL
BEHER. RERREEZNS, STEMNRHEFE, BHERBEFARTRE? A
DHEE, BRIER S, 2MERUERARS., FERERZH —H=21, BRIFEERE
BiaH, RET X, HHEHEGEK?

[TERIEX R, AR ). A ERIBMITH, ELMATE 5. WK, R R
R, 2 B8 AT LAY

T #HLF, AT AZ—~EFRGHER,

FIEARAY1E, R AN ELALRE, A IR AREA B FATIEE | 92T,

YE &3, ERMNAARE L, AFE A3 MikegsE Rk, s k65 R, T Bk,

10— A MPIARALTHE A 2015 B E L L6048, S FE AT &Y &l

Wi AR F IR MR, S R 09AE A e, ARTOITFEBUIE B e AR AL SHIE R, Mg ahad iR S
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BT IR 2B 6 & 2 —B, IS REERIRBIER, T2 Att—3. H
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  ℯ 𝓍 𝓅  ( 𝓍 ) 代 替  ℯ  𝓏


  y = X 𝛽 + 𝜀


  f  ( x ) = 1   if   0 < χ < 1 ；


          = 0   elsewhere .


  f  ( x ) = 1     0 < χ < 1 ；


  f  ( x ) = 3 x + 4


  f  ( x + 3 ) = 3 x + 13


    f 2  ( x + 3 ) =   9 x 2 + 78 x + 169


  f  ( x ) = 3 x + 4


  f  ( x + 3 ) = 3 x + 13


    f 2  ( x + 3 ) =   9 x 2 + 78 x + 169


  ∅  ( x ) =  1   2 𝜋 e x p  { −  1 2   x 2 }


  ∅  ( x , 𝜎 ) =  1   2 𝜋 𝜎 e x p  { −  1    2 𝜎 2   x 2 }

