RS —4 DIFWICEET S EEERE

JCOGT—HAt >4~ —§is15BFY
IKizE R

JCOGERREER 7 = - — il
2017.10.14 (x)

x OO ITZBELTVNDIESD. HetFRIC(FEETERWRIBESHEFT

http.//www.icrweb.jp



D BIR

o ITFEDXRAIFT—4 (missing data)(CET D hEW O%K
FOBKRERE U TR ZEEIR T BRISEEINRNET L

ZE(CDITD

S (CELE STV D RIBIT— A (CRE T s TFEHEEIA

(ZMT%‘:E'

X

LIZEBEDN

—- stz Ml Z U L TLBDOH

e THEERAT —INEULRNCENRETHDZ
EZ B9 D




PIORSA>

fRPREBR CORAIT—5

\

=y

TEDRBNIT —5(CRBT Dk

- NASL/R— b, EMAHA RS1>

RAANDZXLDTIFE - KBS —> D548

- MCAR. MAR. MNAR

— monotone. non-monotone

RAFT—FZ2Z0T —5 DL

- fRARE LIzAsEh
KBS —FDFHET—SUNE

e

=

S

- T A-RIOTREHER RS Il (E&B. CRC) DI XK

ICRweb

http.//www.icrweb.jp



fRAREER CDOXRMFT—5



RlF—F&E?

Missing data are defined as values that are not available and
that would be meaningful for analysis if they were observed

- BEUBNNMERBE N CONIEERRE (CRRN DD, BRI TCLVRLME
Little RJ, et al. N Engl J Med. 367(14):1355-1360, 2012
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Cella D, et al., Ann Oncol. 26(1):179-185, 2015
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AFFI RM trla I Impact of enzalutamide on quality of life in men with

" - - metastatic castration-resistant prostate cancer after

|\t94=t) l/*h-l{:‘{& AY ﬁﬂﬁ’é‘u"— chemotherapy: additional analyses from the AFFIRM
1 randomized clinical trial

D. Cella™, C. lvanescu?, S. Holmstrom?, C. N. Bui?, J. Spalding* & K. Fizaz®

*Dapartment of Medical Sodal Sciences, Northwestem Uinversity Feinberg SchoolofMedicing Chicago, UISA; *Consuling, Quintilss, Hoofddonp; *Globa Diata Sciance,
Heakh Economics & Outcomes Assearch, Astalas Pharma Global Development, Leiden, The Netherkinds; “Health Economics & Glinizal Outcomes Ressarch, Asellas
Pharma LS, Inc., Northbook, USA; “insftut Gustave Roussy, University of Paris Sud, Vil France

S5 >4 LEIT
|

Recetved 22 August 2014; revised 3 October 2014 acepted 8 October 2014

3 9 949”' ' 8 0 019” Background: To present longitudina changes in Functional Assessment of Cancer Therapy-Prostate (FACT-P) scores
during 25-week treatrment with enzalutamide or placebo in men with progressive metastatic castration-resistant prostate

j° — t —IA‘ I ~ .U‘.‘) bg — I< cancer (MCRPC) after chematherapy in the AFFIRM trial,
7 l \ / — Patients and methods: Patients were rendomiy assigned to enzalutamide 160 mg/day or placebo. FACT-P was com-

pleted before randomization, at weeks 13, 17, 21, and 25, and every 12 weeks thereafter while on study tregtment.

(*Eﬁ :A%) = “-L\ Longitudind changes in FACT-P scomes from baseline to 25 weels were analyzed using a mixed effects model for

— ( =-t %5 %) repeated measures (MMRAM), with a pattern mixture model (PMM) applied as secondary analysis to address non-

t2 S ln ﬂI n ln ignorable missing data. Cumulative distribution function (CDF) plots were genemted and different methodological
approaches and modeds for handling missing data were applied. Due to the exploratory nature of the andyses, adjust-
ments for multiple comparisons were not made. AFFIRM is registered with Clinica Trials.gov, number NCTO0S74311.
Results: The intention-to-treat FACT-P population induded 93 8 patients (enzalutamide, n = 674; placebo n = 264) with eva-
luable FACT-P assessments at baseline and >1 post-basdine assessment. After 25 weeks. the mean FACT-P total score

To estimate longitudinal changes in FACT-P scores from baseline, the

primary analysis was carried out using a mixed effects model for repeated

measures (MMRM) [12]. MMRM analysis uses all available data and

e (HRQoL)
relevant to

assumes that any missing observations are missing at random. To address ==

y regulators
- - O . .
are patient-

the possibility that missing data_were not at random, a second analysis was

- . NN BN NN EEN BN N EEN EEN N SN BN BN BN SN S B S S S . ent steps in

carried out using a pattern mixture model (PMM) with placebo-based
n HRQoL,

pattern imputation [13, 14]. In both models, the following covariates were

semfoy-ncd 0,
plsass contact

included: treatment group; time; baseline ECOG score (0-1 or 2); average

ICRweb http.//www.icrweb.jp
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Bakris GL, et al., JAMA. 314(9):884-894, 2015
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pri ma ry end p0| nt Effect of Finerenone on Albuminuria in Patients
i — N With Diabetic Nephropathy
. WEF' )7) I/j =_ A Randomized Clinical Trial

/' 7 I/ J' ’ /J:t ( UAC R) George L. Bakris, MD: Rajiv Agarwal, MD: Jullana C. Chan, MD: Mark E. Cooper. MD. PhD: Ron T. Gansevoort, MD, PhD:

Hermann Haller, MD, PhD; Gluseppe Remuzzl, MO; Feter Rossing. MD; Roland E. Schmieder, MD; Christina Nowack, MD;
Peter Kolkhof, FhD: Amer Joseph, MBBS; Alexander Pleper, DiplStat; Nina Kimmeskamp-Kirschbaum, PhD; Luls M. Rullope, MD, Ph;

E Related article page 940

l 7 2 7 {9“ for the Mineralocorticold Receptor Antagonist Tolerability Study-Diabatic Nephropathy (ARTS-DN) Study Group

IMPORTANCE Steroidal mineralocorticoid receptor antagonists, when added toa supplemental content at

| o5tR |

renin-angiotensin system blocker, further reduce proteinuria in patients with chronic kidney Jama.com

~ disease but may be underused because of a high risk of adverse events.

OBJECTIVE To evaluate the safety and efficacy of different oral doses of the nonstercidal

m ~ 2 0 m mineralocorticoid receptor antagonist finerenone, given for 90 days to patients with diabetes
1 ] 2 5 g and high or very high albuminuria who are receiving an angiotensin-converting enzyme

inhibitor or an angiotensin receptor blocker.

DESIGN, SETTING, AND PARTICIPANTS Randomized, double-blind, placebo-controlled,
plallelgr up stu dy nducted at 148 sites in 23 countries. Patients were recruited from June

he study was completed in August 2014. Of 1501 screened

were performed. A last-observation-carried-forward (LOCF) [=====s=

ts were randomly assigned to receive oral, once-daily finerenone
d.n=92;5mg/d.n=100; 75 mg."d,n =97;10 mg/d,n=98;

method was applied, whereby the higher UACR value from the pm=msseo-sssn

URES Thep |maryout ome was the ratio of the urinary

prematul

the premature discontinuation visit), a baseline-ob servatlon-

. Safety end points were changes
11en.|\a filtration rate.

years; 78% were male. At baseline,
(UACR =300 mg/g) and 40.0% had an

carried-forward analysis (imputine the baseline value for miss- [rzssieemeemes

ing data; ie, including al]
missing data at day 90

cacy variable), a mean value imputation (imputing the value
of the primary efficacy variable by the least squares mean value

of the primary efficacy analysis), a random imputation
(imputing the value of the primary efficacy variable by a ran-
dom number from a normal distribution with least squares
mean and variance [from descriptive statistics]), and a post hoc

multiple imputation. The dlstrlbutmnal model assumptions (9

ICRweb http.//www.icrweb.jp
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Fairclough, DL. Design and analysis of quality of life studies in clinical trials. CRC press, 2010.
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1. Missing Completely at Random (MCAR)
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2. Missing at Random (MAR)
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3. Missing not at Random (MNAR)
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RiF—H 2 ICHEITEDD%
1. R —A5ZEHEUITRETE
A) Complete case (CC) ##4T
2. RAI-—AZ(CAHMULUBDEZ#HESE (imputation) UTeiBE
A) Single imputation (B—1#5%%)
a. Last observation carried forward (LOCF) &
B) Multiple imputation (ZEf5TE)
3. RAIT—HFDANDZALEBHRT—FZFETET )L TH&FED
STz
A) Inverse Probability weighting (IPW) &

B) Mixed model for repeated measure (MMRM) &
C) Pattern Mixture Model (PMM) &
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2. RAI-—AZ(CAHMULUBDEZ#HESE (imputation) UTeiBE
A) Single imputation (B—1#5%%)
a. Last observation carried forward (LOCF) &
B) Multiple imputation (ZEf5TE)
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Original Investigation
* Prl ma ry end p0| Nt Effect of Finerenone on Albuminuria in Patients
p— ' 1 & ] N With Diabetic Nephropathy
7/@.[\.:.'”7." . WEF' J7) I/j =_/ A Randomized Clinical Trial

I /' 7 I/ J' ; /J:t ( UAC R) George L. Bakris, MD: Rajiv Agarwal, MD: Jullana C. Chan, MD: Mark E. Cooper. MD. PhD: Ron T. Gansevoort, MD, PhD:

Hermann Haller, MD, PhD; Gluseppe Remuzzl, MO; Feter Rossing. MD; Roland E. Schmieder, MD; Christina Nowack, MD;
Peter Kolkhof, FhD: Amer Joseph, MBBS; Alexander Pleper, DiplStat; Nina Kimmeskamp-Kirschbaum, PhD; Luls M. Rullope, MD, Ph;
9 4{9” 1 l 7 2 7 {ylj for the Mineralocorticold Receptor Antagonist Tolerability Study-Diabatic Nephropathy (ARTS-DN) Study Group

Eled article page 940

IMPORTANCE Steroidal mineralocorticoid receptor antagonists, when addedtoa

supplement al content at
renin-angiotensin system blocker, further reduce proteinuria in patients with chronic kidney Jama.col
O mm (A ~ disease but may be underused because of a high risk of adverse events.
I5tR 11 >
OBJECTIVE To evaluate the safety and efficacy of different oral doses of th nsteroidal

e nonstercidal
mineralocorticoid receptor antagonist finerenone, given for 90 days to patients with diabetes
1.25 mg~20 mg

and high or very high albuminuria who are receiving an angiotensin-converting enzyme
inhibitor or an angiotensin receptor blocker.

DESIGN, SETTING, AND PARTICIPANTS Rani d mized, do bl bl'nd pl;u:ebu ontre IIecI

were performed. A last-observation-carried-forward (LOCF) “’“wwm"@ | :e
method was applled ﬁvhereby the higher UACR value from the e .

SURES Theplmary utcome was the ratio of the urinary
o AP =k bealing Saftyndpmwerehages

prematulthe. premaﬁure discontinuation visit), a baseline-observation- —~"

years; 78% were male. At baseline,
1{UACR =300 mg/g) and 40.0% had

carried- f¢rward analysis (imputing thebaseline value for miss- 2zt

wtcome, the placebo- nrlected mean

ing d ata" ie, including al] €3y v,'wrﬁﬁle) a mean value imputation (imputing the value

mlssm’g data at day 90 v. ’0f4t‘h6 pnmameﬁﬁcﬁcy variable by the least squares mean value
_-~" ofsheprimary efficacy analysis), a random imputation

H—# m%@ﬁu -'-’-'-———-—--(-nnp'l:rtn'rg ThéValue of the primary efficacy variable by a ran-
dom number from a normal distribution with least squares

Z B iTes -- mean and variance [from descriptive statistics]), and a post hoc
TT===~<s multiple imputation. The dlstnbutmnal model assumptions33
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Last observation carried forward (LOCF) &
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2. Rl —A ez UIEAE
B) Multiple imputation (ZE#i5EE)
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3. RAFT—IDANZALEBBIT—SZHetETIL THAFED
ST
A) Inverse Probability weighting (IPW) &
B) Mixed model for repeated measure (MMRM) &
C) Pattern Mixture Model (PMM) &
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AFFI RM trla I Impact of enzalutamide on quality of life in men with

" - - metastatic castration-resistant prostate cancer after

|\t94=t) liz:,;t_‘é AY ﬁﬂﬁ’é‘u"— chemotherapy: additional analyses from the AFFIRM
1 randomized clinical trial

D. Cella™, C. lvanescu?, S. Holmstrom?, C. N. Bui?, J. Spalding* & K. Fizaz®
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3 9 949”' ' 8 0 019” Background: To present longitudina changes in Functional Assessment of Cancer Therapy-Prostate (FACT-P) scores
during 25-week treatrment with enzalutamide or placebo in men with progressive metastatic castration-resistant prostate

j° — t —IA‘ I ~ .U‘.‘) bg — I< cancer (MCRPC) after chematherapy in the AFFIRM trial,
7 l \ / — Patients and methods: Patients were rendomiy assigned to enzalutamide 160 mg/day or placebo. FACT-P was com-

pleted before randomization, at weeks 13, 17, 21, and 25, and every 12 weeks thereafter while on study tregtment.

(*Eﬁ :A%) = “-L\ Longitudind changes in FACT-P scomes from baseline to 25 weels were analyzed using a mixed effects model for

— ( =-t %5 %) repeated measures (MMRAM), with a pattern mixture model (PMM) applied as secondary analysis to address non-

t2 S ln ﬂI n ln ignorable missing data. Cumulative distribution function (CDF) plots were genemted and different methodological
approaches and modeds for handling missing data were applied. Due to the exploratory nature of the andyses, adjust-
ments for multiple comparisons were not made. AFFIRM is registered with Clinica Trials.gov, number NCTO0S74311.
Results: The intention-to-treat FACT-P population induded 93 8 patients (enzalutamide, n = 674; placebo n = 264) with eva-
luable FACT-P assessments at baseline and >1 post-basdine assessment. After 25 weeks. the mean FACT-P total score

To estimate longitudinal changes in FACT-P scores from baseline, the

primary analysis was carried out using a mixed effects model for repeated

measures (MMRM) [12]. MMRM analysis uses all available data and

e (HRQoL)
relevant to

assumes that any missing observations are missing at random. To address =<

y regulators
L 8 B N N | LR N & N N N N § § } N 0
are patient-

the possibility that missing data_were not at random, a second analysis was

- . NN BN NN EEN BN N EEN EEN N SN BN BN BN SN S B S S S . ent steps in

carried out using a pattern mixture model (PMM) with placebo-based <
n HRQoL,

pattern imputation [13, 14]. In both models, the following covariates were

semfoy-ncd 0,
plsass contact

included: treatment group; time; baseline ECOG score (0-1 or 2); average 38
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A) Inverse Probability Weighting (IPW)i&
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B) Mixed model for repeated measure (MMRM) %
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C) Pattern Mixture Model (PMM) &
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