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Randomized Phase 111 Study of Gemcitabine Plus 5-1, 5-1
Alone, or Gemcitabine Alone in Patients With Locally
Advanced and Metastatic Pancreatic Cancer in Japan
and Taiwan: GEST Study

Quality of Life

® [...], median QALY were 0.401 in the
gemcitabine group, [...]

® The QALY value in the GS group was
significantly better than that in the
gemcitabine group (P<.001).
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Cost effectiveness analysis of larval therapy for leg ulcers
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ntery the censored nature of these data.
and @ ® The weights were evaluated as the inverse of
then Kaplan Meier estimator of censoring probability.
“““1 ® For QALYs [...]. we partitioned the study time

horizon in homogenous subintervals (quarterly

intervals) [...]
® Linear regression was used [...]. We included
baseline EQ-5D scores as a covariate in the
kestimation of QALYs. )




HBKRRCTOT—Fi#iE

B %= OANAD 3NhAD 6HhAD ..
BEID B uzew sy nEE MEE HEE

HOR-001 1 0.4 YES 0.8 0.7 A
HOR-002 2 1.2 YES 0.7 0.8 0.4
HOR-003 2 0.6 YES 0.8 P& 0.7
HOR-004 1 1.5 NO 0.9 0.8 1.0
HOR-005 2 1.1 NO 0.7 0.7 0.9
HOR-006 1 2.3 NO 0.7 0.8 0.4
HOR-007 1

0.3 YES 0.5 0.6 pAm:

o Bf. BIREGFHR XURRE. ERNUAIE
o COT—INBBET LICQALYZEFTELT
BELEBE Lz0)

150D —5 DR ER

o AFIRIATE UCRE
o Kaplan-Meieris, OS> O&E. Cox@llF, -

o BATRIGH
O ETFISRIET LA TS D QALY Z##AT (?)
> Kaplan-Meier;&7x E&#EH (?)

o QALYODfRETR /AN DKaplan-Meiers&/x EdD
TR (FEEIC

AT —DQALYIC

Kaplan-Meieri&% &
104 — QALY®DKaplan—Meierpi fif
— BEDOQALYD 7 i

4 o8-
Mz o Kaplan-Meierg#R(IED
& o6 QALYZ K E<HETE
H 01 QALYM FoEl&
S 047 ~30% vs 37%
—
é 0.2 -

0.0 T T T T T T

0.0 0.5 1.0 1.5 2.0 25 3.0

I
o

Ia¥Kaplan-Meier;E TQALYD %
EULSH#EITERRVLOD
o BETEYSNEBEDRNA

X0 WE EC X0 EE
BEID B srew smesm 5 OFE oaly oaly

Ash 1 3 2 NO 0.9 2.7 1.8
BsA 1 3 2 NO 0.5 1.5 1.0
CsA 1 3 2 NO 0.2 0.6 0.4

/. s s

o BREFFHEEDEFFHZ TR LIRND)
0 EFER TIIERORVTSEID

o BIRQALY(FEMDQALYZFRI(@)
0 QALY TIHIERDH BT5LID

ey 1o |

QALYFEHTICEH 1T DIBHHE T LITEHID
o SETRIETZIEBILDS SRR SEMIET TS

EEDQALY(EAEA
HAE eyt © BEOEFFHRNBHMETRR
DEHEIDENEFDOND
1 o 0 £FFHOFT S0
o N
) soc-’ T o BDQALYNENHE T
TOQALYRDKRE W &l
R #R1EEE nh3
=$THHYQALY 0 QALYDFTHBEID
0 sraEy  THUNVRONMIE

[ZOLLE&ERE

BB —5 DEFEHIC

Kaplan-MeieriZ% iE
1.0 7 o BIfZEHITIEEZTDED
EEFEHEIOMNOZETSD
@ 0.8 1 o Kaplan-Meiergh#R(ZE D
W i EFaERE I
I 0.6
#H 04
H
0.2 ]— Kaplan—Meiergli #&
— EDEGFEROLH
0.0 T T T T T T
0.0 0.5 1.0 1.5 20 25 3.0
EFEH

AR TERTHD

o FFEDHENQRT—INS6AZIREHT
O ZIRMEEESE & CBCEELRNEE
0BHVEfET T EEORBDEFFHN DN D2 ET D

BED B N0, ham gy wAE 0

A A 1 3 2 NO 0.9 2.7 1.8

B A 1 3 2 NO 0.5 1.5 1.0

C A 1 3 2 NO 0.2 0.6 0.4
1 SO O S FRRNEL OO AR L 0

ESA 1 3 3 YES 0.5 1.5 1.5

F &A 1 3 3 YES 0.2 0.6 0.6

Ia¥Kaplan-Meier;E TQALYD %
EULSH#EAITERRVLOD

e Kaplan-Meier&(JIEIRDIRVT S D ZARE
O ZHFMEN BRI D QALY DFEEHARMT T (FR D IZ /=7
Cox et al. JRSS A 1992.
o HERIDRDBES(U\A TV ADKEE)
O fIEUIDDERNZNFE, KEW
0 EBEETHREBECERDDEFEE. KEW
1R, QALYZRE LK REEDAED/ A 7R
o FITER ISR
O B CAFFHOVABEOR N RRDIGE
> B¥REILEERODBR(C) N 77 AR S R0



X% 1 IPCWiE

(Inverse Probability of Censoring Weighted &)

T T

FI5t5NIRWERDHETE

o EFFHTIHBRDIZETSUID DIHEE

i N 5 M e o = N
o HSUSIRORROBATISH SN TLEN 0 3T5H0%A A k& UKaplan-Meiens THEE

F—ABREHDITTBDHEE  zhao et al. Biometrika 1997.

D HTEYBNEREDT — S EENDEENBRND w0
# 081
o A~FEADT —FDITSH) SN HER B o6
T %o
02~3%:0.5 BEO B spry  stim by L 047 DITEHSNELHR
k)
CD~FEABIAS  hee h 2w 0 o, 1Fi1 15%:0.75
FRAFT AT cxh 1 s 2 No &= L 2¢ :0.5 2.5 :0.25
D &4 1 3 3 YES 0.0 T T T T T T
ESA 1 3 3 YES 0.0 0.5 1.0 1.5 20 2.5 3.0
F A 1 3 3 YES ﬂiﬁﬁaﬁ
20

MBI —4 ([CIPCWEZIER BHITOREARITDSCH(F)

We used inverse probability weighting™*' to esti-

- N ate the mean time to healing, costs, and QALYs,
1.0 - IPCW;f f accoun il pature of these data™
— Kaplan—Meier The we -
Q__IJ' 0.8 — ‘é‘o)QALyo)l il Kaplyf’® We used inverse probability weighting to \
{'ﬂﬁ . QA estimate the mean [...] QALYs, accounting for
& 061 o IPC_V}//%@E@QALY@ﬁ med  the censored nature of these data.
#H mce> and @ ® The weights were evaluated as the inverse of
§ 0.4 0 BEHNZITNIE—E ‘_}“"[‘ Kaplan Meier estimator of censoring probability.
2 i "I @ For QALYs [...], we partitioned the study time
G 0.2 horizon in homogenous subintervals (quarterly
intervals) [...]
0.0 ! ! ! ! ! ! ® Linear regression was used [...]. We included
0.0 0.5 1.0 1.5 20 25 3.0 baseline EQ-5D scores as a covariate in the
QALY \estimation of QALYs. )
22

HFEAEZ42E U TIPCWEZEA BT > INS > RIR0NABE DR AE
o QALY = (QDF) + (QDFHT)

(QuPFH) + (Q.OF) o EHHEQ-5D RO DR

< = > 57 == O A 3MA 6/ A 9N A 12/ A
SEIE b3 6 ? 12mA i‘Cﬂ‘St}Jbﬂ?&‘L\ﬁ%ﬂ_E}EE_ wIyMEAR  0.485  0.556 0.592 0.585  0.595
B oI55 NTULVRNQ,~Q,ZEH DR

NRO5ILEE 0.539 0.559 0.566 0.628 0.625
ErEE s - X —
1 AHEREORLIAGENS 0 OPBET/ \A ROSILEEDSH0.05FEE0

! 052 MERFULTVSH QALYADFEX

o Manca et al. Health Econ 2005.

o R=RSA 2NARMETDHRE

Q1 Q; Qs Q4

3MA 6MA 9MA 12mA EEER

X% : QALYDER R

o IPCWEZRAWZEHAMIEENF

OE[Qi|X1, X2] = Bro + BraXy + BreX2  (k=1,..,4)
CXGBE Xy R RS RFME
O B11+ Bor + P31 + Ba
> 12 B E THOIFHEQALY DI FE HEHE =
o0 BANIICEUTOHEEZEE
B Ski T SkiQki
7B = ( i 1a(xk)XX ) Z? 1K) X;
» G(t): 150 (T3t 9 D Kaplan-Meier#EE
- 8 XREKDA RS NMERZEE. X, XRKkDFT ) D MRS s

Willan et al. Stat Med 2005.

0 {BADMR D D%
o HERE - Y HomE Ramsey et al. Value Health 2015.
> A RSA>TEARZERSER

FEHITDQALY DfFFHFER

o 12WHETOQALY(CEEEZE(F7R0)

12 AFETOEHQALY
(95% {EEXMH)
E&= I35 23 0.551 (0.505, 0.591)

NROSILE 0.540 (0.489, 0.589)
BHE 0.011 (-0.067, 0.071)

oFI5D. R=XSA 2 RIETOREEH
PR—RSA VREEREELURN DTS5
BTSHREDORMETEMEFE

o BRZIRDCIE EBRMNMRIESE] &iEm



QALY CDIEM DRI EERE

o BAMBRDFICHITDEHDHHRT
0 QALY EAEDT — FiEis
0 &R = EUREHIEDDOER x £FFEH
> QALY = 2B x E£FEF

o EFFHOINE
0 RCTOBEHAR (SPREH)
o0 BRI TRDOENDS NS

O RETA(CHEMET. REBSL)
- 8% Latimer N. NICE TSD 14.

SEH

o Ueno, Ioka T, Ikeda M, et al. Randomized phase III study of gemcitabine plus S-1, S-1
alone, or gemcitabine alone in patients with locally advanced and metastatic pancreatic
cancer in Japan and Taiwan: GEST Study. J Clin Oncol 2013. 31:1640-48. a

o Dumville JC, Worthy G, Bland M, et al. Larval therapy for leg ulcers (VenUS II):
randomised controlled trial. BMJ 2009. 338:b773. ©

o Soares MO, Iglesias CP, Bland JM, et al. Cost effectiveness analysis of larval therapy for

o

leg ulcers. BMJ 2009. 338:b825. o
. ?TSWJDE#?QALY HERTOIPCWIE

Cox DR, Fitzpatrick R, Fletcher AE, et al. Quality-of-life assessment: Can we keep it g

simple? J R Statist Soc A 1992. 155:353-93. o

o Zhao H, Tsiatis AA. A Consistent estimator for the distribution of quality adjusted
survival time. Biometirika 1997. 84:339-48.
o van der Laan MJ, Hubbard A. Locally efficient estimation of the quality-adjusted lifetime

distribution with right-censored data and covariates. Biometrics 1999. 55:530-6. o
o Willan AR, Lin DY, Cook RJ, et al. Using inverse-weighting in cost-effectiveness analysis o
with censored data. Stat Methods Med Res 2002. 11:539-51.
o Willan AR, Briggs AH. Statistical analysis of cost-effectiveness data. Wiley 2006.
o Bang H, Tsiatis AA. Estimating medical costs with censored data. Biometrika 2000. o
87:329-43.
a

o R—=RSA 2 HRIETD

FEH

o FISHID Z 5 QALY DT RET

a] Kaplan-Meierichiéf@#%ﬁﬂ'ﬂ@iﬁﬂ?ffaﬁﬁﬁffﬁ?iﬁ’ﬂi
an E?E/,\U(Dn_,\n
O EYREATEDD & DIFIPCWSE

SRR
O BRADIR D 2 %

o HEERE - REHOM[ E

o0 IPCW3E + EIEDHFT

EEH

o QALYDA—RSA V#HAHETDHAE

Manca A, Hawkins N, Sculpher MJ. Estimating mean QALYs in trial-based cost-effectiveness
analysis: the importance of controlling for baseline utility. Health Econ 2005. 14:487-96.
Ramsey SD, Willke RJ, Glick H, et al. Cost-effectiveness analysis alongside clinical trials II—
An ISPOR good research practices task force report. Value Health 2015. 18:161-72.

QALY ERADIPCWEIRSHT

Lin DY. Linear regression analysis of censored medical costs. Biostatistics 2000. 1:35-47.
Willan AR, Lin DY, Manca A. Regression methods for cost-effectiveness analysis with
censored data. Stat Med 2005. 24:131-45.

Andrei A, Murray S. Regression methods for the mean of the quality-of-life-adjusted
restricted survival time using pseudo-observations. Biometrics 2007. 63:398-404.
Tunes-da-Silva G, Klein JP. Regression analysis of mean quality-adjusted survival time based
on pseudo-observations. Stat Med 2009. 28:1054-66.

o EFRMOSMNE

Latimer N. NICE DSU technical support document 14: Survival analysis for economic
evaluations alongside clinical trials—extrapolation with patient-level data.

Latimer NR. Survival analysis for economic evaluations alongside clinical trials—
Extrapolation with patient-level data: Inconsistencies, limitations, and a practical guide. Med
Disc Making 2013. 33:743-54.

Bagust A, Beale S. Survival analysis and extrapolation modeling of time-to-event clinical trial
data for economic evaluation: An alternative approach. Med Disc Making 2014. 34:343-51.
Jackson C, Stevens J. Ren S, et al. Extrapolating survival from randomized trials using
external data: A review of methods. Med Disc Making 2016. [Epub ahead of print]



