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A
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(1)ASGO 2011 (Asian Society of Gynecologic Oncology 2nd
Biennial Meeting)
Date: November 4.5, 2011
Venue: The Ritz.carlton Seoul, Seoul, Korea
Important Days:
Abstract Acceptance Notice: 31, August, 2011

Pre.registration Due: 31, August, 2011
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14th IGCS

9012/10/13-10/16 (http://www?2.kenes.com/igcs2012/Pages/home.aspx), Vancouver,

Canada
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Tedk 3RSk el ¥ A 39 3RAT
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3 - Bl e A% T oA CAROTH - ARE &g v
WAL B AR TR ¥ B - bk jote A ] FHE R R € data
monitoring committee (DMC) [#4 7 « FTHE 74 B € chpeA 4=k 1960 &  d % &
2glEd Mf?'% p ;L“ %= (National Institute of health)#73 % 7% +Rp 245 2 (Greenberg
Report) » B FEY R IR FERDERE RN T D
:f 5[(1) o

DMCi #d 3~8 =2 P EF ¥ Fehh fores L A g1 d § o RFHEEZLAHR
7% DMCH ¢ p5 4 % B 223" € 3k (open session)£ B F® 5% € 3% (closed session) > % R
E¢HELP ﬁﬂij‘&&ﬁ PUETRMOFT A AT B 7 13 (benefit) e 3 £ ¥t (harm) =
WRRA O XD IRERE&ELE T RS w27 (continued as planned) ¢ &
i & (modified) > &% 385 % A&+ ¥ b (terminated early) c & R € chF ¢ =t il
FERBRIGENR RN TRAMDERE > 7 LS & 12 8 A A eE
W(m%Amﬁﬂ%m@&fﬂg~ )P e izt d FRITRLR ¢ LRk RERT A

BT T T AL ﬁ)]k.yﬁa_\ L[ ¥ ¢ » 45 (interim analysis)] - ¥ %Dr. Curtis %
¥ %412 “Clinical trials” ,Thﬁﬁﬁ doar T A TR R p A R
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BB B if BepE B 0 HT R 3R B F T (center performance) 0 TR T & g B
iz (quality of data collected) > 2% &% »x % =% (treatment effects assessment) & 7 fa
e 473 o

IR LIS LT VAL P2 > B B T ALIEA AT > F]t 2] % - A =4 (type I error)
HE sb]{t’*si‘%q‘#%-ﬂ?;?”ﬁ z%mr_é‘ﬁﬁzﬁﬁfwﬂ o B 1B L g ES
(Edp ¢ A 47pF > Far § B M EF X FHRR N Db BF R AR
K PF o TE L Py &%#i’-;‘;*ﬁ ;‘E‘i D= b ko FlRp 1970 & .J«)I»rwﬁp Fxidqlr

P s KAEJL Y - Al s u'riai:t.z.gﬁi o
Rm A 2hery ‘ﬁ%b‘t WHMEEDMC £ 17 HERF & & 27 F & DMC s
A -

#e sdrend K

B LTRGBS - R A Y{Fiﬂ%i‘i& T4 o B A
ST HRREE L 0 T G EF 2T g b den = (Zoat Zp)XSY A ¢ f 4p 34
@R RE NI G SRR T RRER A S BRI BRI
X FG ﬁi"‘ 3+ (fixed period design) » & &35 % 1F ¥4 AL F AL (only one
look) > Ap¥Fern > ok grie 78 ¢ 247 > Rld Y F ] § =Xk 4L (multiple looks) » 7]
PU g1 Je % - Al4E s € 3 4o (inflate type [ error)e & 2 7 B e AR =T B o % - A
SRR E S o d AT g DR BAR S RIRER-R A LG in ook k B R R

B R s € R b o Tt T B el it o 2 urdlaE® .

W%A@Uquﬁﬂ%&’ﬂﬁﬂéQﬁmgﬁ%iﬁ%m@%ﬁ@ﬁﬁpf
K 3+ 4L 5 “group sequential design” ©

A i S s T R
DMC tiedp @ A drpr > & F452 F ahF R A 8% » A 238% v N
REC R S
- BT RV IS EFE AT R
CF I R Ptk T o IR FEGER o
2. mRAfEE REMR A LT EE (eventrate)? B0 Flpt Rk M iE
70 Nl R EEIGER -
= s WS R H S B4 (stop trial early): F 04T R F:
. FAP T E > % %L (stop early for benefit) -
2. FlaP&3 Z a5 %4 (stopearly for harm) -
B iok 'ﬂ:% A% 7 47 0 5317 f o ARF (see negative trend) -
> BT RAZEH P S franS 2 5N
1. E£4FH 3R %P3 (repeated significance testing): 7 1980 # “Lan 17 %
DeMets = i+ & ¥ ﬂ % 1 o-spending function LA ?’cﬁiﬂau’ﬁ_ s A R A
FPY AP SG<o 0 B8P R ET U AR EN T A
0.05) > P F 5 =& ¥ fI* o-spendingsFpL & #&4’7» fena ity AR

Ji
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ii.

iii.

1v.

ii.

B e pEGE > £ 35 A Y cho-spending 2 3 A
Haybittle-Peto: * =x #75 # # & {7¢hd Egiiple » L a B229 ) >
- 4k % 0.001 -
Pocock: #73 # ¢ ~ 4714 (& J’TSJ}E e > ¥ £ O’Brien-Fleming 4p** > ¢
FAHBOBERS SR ER
O’Brien-Fleming: #i%= » - ficgpid & % % % L :#5% (stop trial
emw’kfmwﬁﬂt%i ERRE 1B ERY S RER
fa Nty e BRI #cp ez %3018 2 one-look design °
Bl 2 51+ i = fEspending functionsh £ &) » @ Bl 3 5 b1
O’Brien-Fleming > ;% & 33t & =t ) ¥ & 47 pF e} 51 (boundary) > 3#5%
A 47 B 4e % =3t upper boundary 2. b e Bl P X A ESRE S 5 PR AT
o v g Fredk P A S & % % L (stop early for benefit) ; I 3t iE 5%
& 47 B 4e % =3 lower boundary 2. T enE B B R A FHESF G PG
T (Wplacebo:B £ ) Uy B FIH T P A @ 35 5 & (stop early for
harm)(6) °
= & P& (Triangular test): o & —%‘ Whitehead>* 1990 & 3% 4} o = & F B2
PR ARBHBREL R E s A 2 R B TR A BRER i
S| o Bl Y B (z-value) it £ 225 8 3 ) sk B % £ v
(outcome difference) > @ Xih (v-value)R] & % & 5 % 4% h”:?‘ FLE o B 43P
TRk R R P AT B mé%ﬁ&# el e o DMCaE ik
Fé'ﬁg FlExP B F &S %4 (stop early for beneﬁt)(7)

# 3% (futility approach): ief@sgd]endp ¥ 2471 & F $ 4 & 207 P &g
DR TR X LRGP B o TR - Y 472 3 o m F R R
OE A B PHRE O B RIS FRAT F RS AR
o MLRFFLIFR P WEFFFRF A AL L RS 5N

B-spending function: &% = ;% & f e IEE??' | * a-spending (434 % — 7|
45 3%) 11 2 B-spending function (334 % = A14538) > K T A& & F FH
(futility area) - B 5 d < [f] B] #7id ,,c—;- = ehEmerson-Fleming 7 42
(Emerson-Fleming Bounds)ifuv} B-spending function®7 Z_& ! 7\ I F
T o H P AT enliciE ok AR AR Ell*z\ R Bt e
o A P Rk o BREFF T L Feh (fut1le) g B
I, —F{T DA w P AT (5% 4% % B Y Emerson-Fleming % % - F]
PE T TR BERIFET I 0 RIPFIERES 67 iofok o T
EkaEskd 1@
Conditional power: %8 # »7pF> % ¢ 3 FHIE G RR LA PFED
= ¥ 0% ¢ o Kt = information fraction, 9 = /o % » P| condition
power = P[Z(1) > Z,, | Z(t), 0] = 1 — ®{| Zo — Z(H)Nt — (1 —t)/N(1-t)} © -
4x @ %, conditional power & 3% T_& 10% » + ﬁ‘h{;i £ A L= £
BB FEA 10%2 o BN A BB 2R R 35 10% ¢

3
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B § 33 B R ER Y Lo 6 BT R T 5% 0 10%, 20%, #
30%¢ conditional power curve ° § 7% BhAZ A% 10% W 2 pF > BN & & 4
*ﬁﬁgﬁ%’éﬁﬁﬁéﬁ’umgpzﬁﬁwo

R i A skl i)

B i 59 (T8 ¥ A 4T PR E AR K AR § 0 & 42 Cytel 2 P 51 EaSt version 5; SAS
7 SEQDESIGN % > S-plus 7 S+SEQ fici » ¥ ¢t PASS 11.0 /2 2 nTerim % it
- $R3k 34 i B4 £ group sequential trial design st iy 3E 3 o B ¢ 12 EaSt eh% iy
BohsE %04 S BoenfRak iR 2 P R Y o B 7 5 (& % nTerim # # HOR TRk
#% > f1* O’Brien-Fleming spending function #73§ % ! </ boundary -

DMC &3 f %

DMC = f e 2% 7f ag#sk % J¢ (study protocol)id- %7 = & o i & E 385 % Zx &
DMC w8 5 i+ aufp b fd> 7 & 5 i 2 =3 T RISA% ) A8 2 A€ -4 DMC
SRR =AY REE () S EFAERE (2)’*§& ER-(B) FREATFH -
d 3 DMC B> i h1 (7 Flpt 2 § ¢ & 5
- RRFE %Mﬂfﬁﬁﬁﬁmpmﬁﬁ*iﬁm°
g 4 53 & Re B EY %7 group sequential design £_F F E54% boundary o
ER GEER BRI R EF ERGE -

DMCen= B 2 & - &F 3-104 >3 &34 > @ §d 54kao
- 3 A e

1. & =7k & e
2. - mEEE R
54
ERA Y A
— = fU;Lg_, %o
- EEE L R
~ R Y .
. 6-10 A : dtikenle 2 ¢t > B4t BH A 2R BB RO F B R - S

3 % ELIEL & ﬁo
d 3> DMC B g shfcf 12 = | inp & (honorarium) & B b ALd 35 et
(sponsor) » F]t & sﬁf%mDMC > RERERTEE 6T ﬂ’f b edp i o FlRt
BN il:»i?aéfﬁé;.,%% FIE MR (BldedF 5 sk)?) PI3% 4 47 ei%de iz DMC &
B oDMC &R /a2 R » 28§ F0T 4%

-~ =3 DMC 2 £ % DMC § KP4z -
= % i DMC ¢ 3% . &~ o
2~ B A AT DMC §REDEREFELPF ¢

el .

Ji

DMC 7% iz
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DMC 3 M= = § ix:
- AR ES LT 7 K EpE ~ § T (evidence of harm) °

SN AT AT G EREREN IS 7 2% (evidence of benefit) o
N TR TRk sk A L EF F i F KT (serious ethical problems) ~i#5k K 345

#F (design flaw) 5 & 47 % ¥ 4 (poor recruitment) ~ 3# % % «%ﬁ 7% i 4L (protocol
adherence) ~ i¥ 11385% (patient withdrawal) 3 % 4% °

iz s f ;1 e > AHUS=ZAPEIEE - FL G S 3mﬁp‘§.a~p§fzﬂ%‘
B3 ~ FmbINRER > PN LRREL DRu®h 8 L4 2 7R DGR
(Validit}’):"f‘-1 %Tif‘ra‘\? o ¥ ¢t DMC = f » & Jf 3 & } i &0 group sequential design
AR A fe TR R A R R TR m*%ﬁﬁ‘%?i\ S e h Y
1o =R 2 & » DMC % /i % steering committee & ?‘594 R SUNPERE = 5
- PR M RT3 % 135032 % 5 3¢ (continue without protocol modification) -
gl BT R NIRRT % (continue with protocol

modification) °

R WY (ARG o PR T 2 futility) o

DMC ¢ & iR 4 p %
DMC ¢ &~ = B 3z ;' ¢ 3% (open session)£? B ® 3¢ € 3k (closed session) i 84
an
- Bl gk ¢ AR e4EDMC B ~ #1454 - F%RAARLR ¢
(steering committee) o H 427 & £ B 7 /ARG g o Bkt g P TR RandF
2 B d fpRk sk 2 (254 DMC shsit = ﬁ)g‘ FHEBR o LB g R
AR IR L2 LB TN it 4R 4 (open statistical reports) N
4o
3 X% & (outline of study design)
2P AT R A RS LR R DR
DMC % #3*% (DMC monitoring plan)
£ & #% % FR 1 22 (major protocol changes)
i & 4 Bk % (study accrual by month by institution)
A F K F g (eligibility violations)
% 58 o4 & 3R (quality control variables)
BB TR
i A& A~ A v Fi (demographics)
ii. AAF%E WA F A (laboratory values and other measurements)
9. pPMEB L RIFERER LK OFRF  (hours between randomization and

initiation of treatment)

® N ks =

10. £#&= /5% a9v8& & (adherence to study medication schedule)
1L #£3p % 5k dup &g BdP (length of follow-up data)
12, 5 B &< o eI (treatment and study status)
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13. 4 & o=t & cn¥ B3P 38 P (primary and secondary efficacy end-points)
EN PR g 2 ¢4 R EF DMC & i - DMC 7 12 drih-Tosk i85 chiest |
N - Wﬁ*§&5%¢ﬁﬁﬁpﬁw%”ﬁﬁ*i?$r(&Md
statistical reports)” o € 3k ¥ I 3\ =i # iz (efficacy)fr& 4 % 2> (safety)hiizt
= DMC g &1 » ¢ » Tk @k ¥ 4 | § steering committee 3 )4 3%
(recommendations) > R @ ptiE R 3T E R (advisory) T 2hag fiE > T
R U AR & R

'
’

DMC £ IRB g B %

IRB (institutional review board) 5 Pf wHE R A - IRBEL &1 IFETR
Tk Rk ,ﬂLﬁr,— Bk e H_F © " FE K (risks to subjects are minimized)!? % #3f Hp
ST o s B TR D T @g
anticipated beneﬁts) °

IRB ihig f ¢ 7 3% 3#% % 3¢ (review of study protocol) ~ 325 #& # T
(background 1nf0rmat10n) CXFERRLE Y P /R A (proposed plan for
informing participants about the trial) ~ *2 %2 H {s fp i iz i@ ﬁi}% o ¥ *t IRB~ 7 {7
Frig iRBR Y b ehii LR (trial stopping rule)” 2 DMC e S 4 o — I TRk iE %R
¥ ac 7 BB IRB(F15 7 % 1 studysite) > k@ DMC B ¥ 5 - 113 -DMC ¢+ IRB #
L FERY Fi‘%ﬁxi}fi#ﬁ B enzeopl > v B_IRB Bl § 8 4vif DMC #3035k chd_w 2
R Flpt v g IRBE DMC g 2 £ 0 &2 f 5 Lha it o

32 (risks to subjects are reasonable in relation to

DMC £ SC ip $H B 4

SC (steering commlttee):—;\ WHRAEL R § DA SC - i R Y (5 XA
BR)TS 0 8 B e IEBEHRIFA SRR ALFA Lguﬁgb‘“—g SR BRI A . SC
PEGRE PRV RS T R CERERCEF LFRER AL
WY 3B o DMC & SC ekl £ 4% DMC *t B 223t € R 3t dhid sk iw » DMC
g cnd w2 iky A E d e SC T3k o Ft SC 7 BREE 00 (T pcfren® iy 0 @
DMC R &_5F i 5 2z 5y o

B8

S TRk @S] TR T RE S > F TR TR R REBERB SR
DMC %4 < DMC 3 & 5 it £41% W F R g d frofansig = 5 2 sk e
A E R +$ﬂ@ﬁﬂ¢uﬁiﬂiﬁﬁm%”zf’*a$ﬁ%§ﬁ&%’?
ERATHEIFLTR AamAs UG BERIAEF S 2@ E R D %g
[ER ﬁ”%mﬁ@a%gajgr

e E % AR P E_DMC duE ik B 4 54 (advisory) 0 T 23442 o DMC 5
FRUEd B KA RF AL e AR T&v}%fﬁ R S WV
WL Ferie s cDMC = i« e FENFTERLF JIEAARIE AP B%E



4 £ (bias) -

R A ATRA R Y PARER A TN A RTRA R A LAR
FTeh ER iM% S AR FRA RS 14T BEFID Y Sdrcl BT
Flo gl S TR > HPNTRE F IR R P 5 ok

54 < e

1. DAMOCLES Study Group: A proposed charter for clinical trial data monitoring
committees: helping them to do their job well. Lancet 2005;365:711-722.

2. Grant AM, Altman DG, Babiker AB, et al.: Issues in data monitoring and interim
analysis of clinical trials. Health Technology Assessment 2005;9:1-237.

3. Meinert CL: Clinical trials: Design, Conduct, and Analysis. Monograph in
Epidemiology and Biostatistics. Johns Hopkins Publication, Baltimore, 1986

4. Kim K, DeMets DL: Design and analysis of group sequential tests based on the type
I error spending rate function. Biometrika 1987; 74:149-154.

5. Jennison C, Turnbull BW: Group sequential methods with applications to clinical
trials Boca Raton. USA. Chapman & Hall/CRC, 2000.

6. O'Brien PC, Fleming TR. A multiple testing procedure for clinical trials. Biometrics
1979;35:549-556.

7.  Whitehead J: A unified theory for sequential clinical trials. Statistics Med
1999;18:2271-2286.

8. DeMets DL: Futility approaches to inmterim monitoring by data monitoring
committees. Clinical Trials 2006:3:522-529.

9. Lachin JM: A review of methods for futility stopping based on conditional power.
Stat Med 2005;24:2747-2764.

10. Mukherjee SD, Goffin JR, Taylor V, et al.: Early stopping rules in oncology:
considerations for clinicians. Eur J Cancer 2011, on-line publication.

11. US Department of Health and Human Services: Guidance for clinical trial sponsors.
Establishment and operation of clinical trial data monitoring committees. March

2006. http://www.fda.gov/cder/guidance/index.htm.
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Tk 2% ch DMC 7 a3k

2 & DMC 4% 2 DMC

AEERINBAMTTALT RS FAE (PoAmEd—18 A/
B o) o 5 =0 BE R GEER Bt B 0 B8 sfeEd B O 4R)
F A (Vitalsigns){“p ,:l.% # o SER (small tral) BUSEEE R 5 R

i (munor hazards)

T8 R TR e % (behavioral or
(scl‘ious safctv concerm‘) adnmmstrative studlcs}
s g Er BRI SR koo T 03 Ee (unblended trials)

(severe side-etfects)

AR G B LIRS (needs Ko A 0B I REIE R £ LR
inclcpcndcnt evaluation)
J-f—,,,\}tp by _E- ( .: -l | i[.) 2 _.-r-_w !.4’ B = l:f (51}011501)4.1 L,—ui-nf 1:—"::'-_.]-'}\

'ﬂ;"I ".;..i T"Jf_ .'J.r_ i_ ll‘-:!. /"}- i'

S 4 g R de (therapy 1s masked)
A A LSRR R de (end-point 1s

masked)

1-1 J“‘ ’n- ttf.l\. e ¥ 3 }-,-J\_"h 1h"il' M |.:|_J|
#E 1 4 (PI-untiated and grant

supported)

Wi B ARRE (Gl & & R

e P

e I [T T ‘. S T | s
M =] X =y St dm g o ch = W3 &l_.-r
il L R R pr =l Sl i e S e T

)

7

e
(=
ra]
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2 AL BB % - Al RS I ahip ML

“Look™ =k 2 10— AU 4H 2R Ak
1 0.05
2 0.08
3 0.11
4 0.13
A 0.14
10 0.19
20 0.25
50 0.32
100 0.37
1000 0.53
w0 1.0
43 L% ¥ * cho-spending =
4 A
O'Brien-Fleming alt )= 2 (1—T(zoz | 1)
Pocock eft)y=dn[l+(e? 1)1]
Power &
at)=ox D=0
Hwang-Sluh-DeCam o(t)= o[ (1—e™) / (1—e"H)], D=0

3.1 % proportional information; @ * #% probability density function.
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Continue
O Pocock
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2 3 4 5
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4 L
1 & I
|
E
0+ i Accept HO
]
HRET |
I
2 = i
4 | ZRE >

0000 0125 0250 0375 0500 0625 0750 0875 1.000

B 3 4I* O’Brien-Flemming spending function #75 ®W e/ & o 3t 5w sy ¢ & 47
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