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Variable Factors Pvalue |OR |95%CI
Age at vaccination Continuous 0.004 | 0.94 | 0.91-0.98
Gender Male 0.669 | 0.82 | 0.32-2.08
Diabetes Yes 0.493 [ 0.63 | 0.17-2.38
Type of KT ABOI 0.088 [ 0.26 | 0.06-1.22
Rituximab use 0.044 | 0.33 | 0.11-0.97
MMEF use <0.001 | 0.12 | 0.04-0.37
Everolimus use 0.306 | 1.97 | 0.54-7.25
Immunosuppression
Cyclosporine use 0.306 | 1.97 |0.54-7.25
Steroids use 0.968 | 0.97 | 0.19-5.01
3 or more agents use 0.177 | 0.34 [ 0.07-1.63
Biopsy proven rejection events | Yes 0.507 | 1.63 | 0.39-6.87
Renal function (eGFR) mL/min/1.73 m’ 0.661 | 1.01 |0.97-1.04
KT vintage, years Continuous 0.005 | 1.10 | 1.03-1.17

Table 2. Univariable logistic regression analysis. OR odds ratio, CI conf

Any viral infections Yes 0.306 | 0.33 |[0.04-2.74 / Ex*z*l_ﬁyﬂ (L JL&?AI) 1 Fﬁib\

Seroprevalence of SARS-CoV-2
spike IgG antibodies

after the second BNT162b2
mRNA vaccine in Japanese kidney
transplant recipients

, TohruYoneyama’, Yuki Tobisawa',
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Effects of six-cycle cumpletion and earlicr use of radium-223 therapy on
prognosis for metastatic castration-resistant prostate cancer: A real-world
multicenter retrospective study
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Biased Evaluation in Cancer Drug Trials—How Use of
Progression-Free Survival as the Primary End Point
Can Mislead
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First results from the phase 3 CheckMate 274 trial of urothelial carcinoma (IMvigor010): a multicentre, open-label,

adjuvant nivolumab versus placebo in patients who randomised, phase 3 trial
. . . . . ’
underwent radical surgery for high-risk muscle-invasive
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Atezolizumab 406 281 233 169 115 67 15 3 0
Nivolumab 353 244 178 126 85 57 36 20 1

Original Article

Cancer 2022;0:1-6.

Adjuvant immunotherapy in patients with high-risk
muscle-invasive urothelial carcinoma: The potential
impact of informative censoring

Alberto Martini, MD
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TABLE 1. Trial Population Details and Reasons for Trial Discontinuation

IMvigor010

Checkmate274

Patient withdrawal
Noncompliance
Protocol violation
Lost to follow-up

Atezolizumab, n = 406"

15 (7.7%) 35 (18%)
] 2(1%)
0 2(1%)

1(0.5%) 1(0.5%)

Observation, n = 403°

Nivolumab, n = 353°

Placebo, n = 356¢

5 (3.3%) 7 (3.8%)
NA NA
NA NA

1(0.7%) 0
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80 287 1 0 1 0 BEREHSBEME O 20121206 54 1 4 1 0 0 5% 2 7 121 2209 5.3 1 121 458 1560 1
66 203 0 0 1 0 DM 1 2000132 198 1 85 1 1 1 58 667 103 075 5076 72 1 185 474 2100 1
72 222 0 3 0 0 DM 1 20141416 28 1 05 1 1 0 308 2 114 089 2606 35 1 092 598 0 0 (
59 237 0 0 1 0 DM 1 2015/6/12 14 1 25 1 1 0 559 3 440.1 77 1 094 456 480 1 ( ”~ -y
61 284 1 0 1 1 FGS 0 1995/5/30 255 0 0 0 0 0 716 2 6337 9.1 0 125 48 840 1 (
63 25 1 0 1 0 DM 1 20141021 22 1 2 1 0 1753 35 165.7 6.9 1 164 464 300 1 ‘\
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69 185 0 0 1 0 B 0 N 2009/8/27 84 1 05 0 1 0 645 1 3319 58 1 217 574 0 0 (
59 197 0 0 1 0 FGS 0 2004/4/20 148 1 025 0 1 172 15 216.9 93 0 187 594 300 1 ( ’
70 25 1 0 1 0 BERRESE 0 200111/20 177 1 0 0 0 1782 25 419.6 9.1 0 183 445 400 1 l
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68 189 0 3 0 0 TELE 0 201542 17 1 0 0 0 180 45 405.2 9.1 0 13 504 0 0 ( ‘
Ave 60.5 234 13 12] 36 20 8357 38 23 24] 12 22 643 3715 89 19 489 4821 32
sD 87 49 31% 29% 86% 48% 63.3 7 90% 27 57% 29% ## 120 183.4 39 45% 49 5258 76%
Median 635 225 29 30 6 22 690" 4 1.0 18 30 20 665 3401 9.1 23 478 400.0 10
Qi 56.0 19.6 30.3 0.0 60.0 2214 6.4 45.7 4.5
Q3 66.0 27.5 113.0 3.8 7.7 475.1 10.8 512 655.0
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Men undergoing
PD and/or HD
(n=186)

+ Cognitive deficiency, inability to

communicate, and/or blindness (n=25)
+ Insufficient baseline information (n=14)
+ Refused (n=7)

Excluded (n=115)

{ + 75 years or older (n=69)

N=25(% ‘

ﬁ LUy 75‘s .. l Inc'“‘:ﬁij?pfi)tients

Y A 4

Mild/moderate ED Severe ED
group group
(n=25) (n=46)
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Table 1. Patient background
Variable All (n=71) Mild/moderate ED group (n=25)  Severe ED group (n=46) p-value
Age,y 64 (55-66) 58 (46-65) 65 (58-67) 0.009
Body mass index, kg./l'nJ 23(20-28) 25 (20-29) 23 (20-25) 0.284 Coronal view Axial view
Hypertension 65(91.5) 24 (96.0) 41(89.1) 0414
Dyslipidemia 46 (64.8) 15 (60.0) 31(67.4) 0.533 Aorta ' '
Diabetes mellitus 42(59.2) 16 (64.0) 26 (56.5) 0.540 10
Cardiovascular disease 24(338) 7(28.0) 17 (37.0) 0.446 g
Depression 4(5.6) 1(4.0) 3(6.5) 1.000 7
Type of dialysis 0.746 6
PD 8(113) 4(16.0) 4(87) 5
HD 60 (84.5) 20(80.0) 40 (87.0) 4
Combination of PD and HD 3(4.2) 1(4.0) 2(4.3) :2}
Duration of dialysis, mo 44 (11-86) 26(3.5-74) 53(14-102) 0.079 i=1
Medications
p-blockers 30(42.3) 11 (44.0) 19(41.3) 0.826
Calcium-blockers 28(394) 12 (48.0) 16(34.8) 0.276 — Common iliac artery
Thiazide diuretics 1(1.4) 0(0.0) 1(2.2) 1.000
Laboratory blood test ACI= % CP(iy12/10x 100 (%)
Hemoglobin, g/dL 12(11-13) 12(11-13) 12(10-12) 0.427 =1
Creatinine, mg/dL 11(9.2-13.0) 11(9.5-13.0) 11(8.8-13.0) 0923
Phosphorus, mg/dL 4.6(3.9-58) 5.1(4.3-6.9) 42 (3.7-5.6) 0.056
Adjusted calcium, mg/dL 8.8(8.3-9.2) 8.7 (8.2-9.1) 8.8(8.4-94) 0.235
iPTH, pg/mL 125 (78-214) 147 (90-244) 106 (63-189) 0.043
Total cholesterol, mg/dL 148 (123-196) 152(133-189) 148 (111-207) 0.805
LDL-cholesterol, mg/dL 68 (50-95) 65 (50-92) 68 (55-96) 0.466
Triglyceride, mg/dL 137 (103-173) 171 (110-174) 118 (92-141) 0211
Testosterone, ng/dL 420 (221-561) 281 (229-523) 467 (220-581) 0.190
Smoking status 1.000
Never 15(21.1) 5(20.0) 10(21.7) ’
Former 44 (62.0) 16 (64.0) 28(60.9) - R
Current 12(16.9) 4(16.0) 8(17.4)
Current habitual drinking 18(25.4) 5(20.0) 13(28.3) 0.572 'h‘
Post-high school education 47 (66.2) 17 (68.0) 30(65.2) 0.813
Having current sexual partner 40 (56.3) 14 (56.0) 26 (56.5) 0.966 "
Cardio-ankle vascular index 9.6(8.3-11.0) 8.7(8.1-11.0) 9.8(8.9-11.0) 0.088 b
Ankle-brachial index 1.1(09-1.1) 1.1(1.0-1.2) 1.0(09-1.1) 0,087 -
Aortic calcification index, % 61(28-85) 28(10-75) 70(37-90) <0.001 b
SHIM score 4.0(1.0-11) 14(11-19) 20(1.0-4.0) <0.001

T ZEREDRIKRMEH LN, ROMESHERALGDTHR
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SHIM score SHIM score SHIM score
Table 3. Multivariable analyses for severe erectile dysfunction
A ACI B Prevalence of severe ED 9 5%
p<0.001 S :
1 Factor p-value ~ "~ confidence
100 1 100 7 ratio .
interval
801 801 p<0.001 Model 1
I .
60 60 4 Age Continuous 0.016 1.072 1.013-1.135
e ® 46 Ankle-brachial index Continuous  0.072 0.058 0.003-1.295
40 - 40
Model 2
20 20 Age Continuous  0.141 1.046 0.985-1.111
8.0 s 5 - - .
— Aortic calcification index Continuous 0.022 1.022 1.003-1.041
0 T 1 0 T 1
Mild/moderate Severe ED ACI <82% ACI 282%
ED
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Table 2 - Univariate and IPTW-adjusted multivariate logistic
regression analyses for QOL decline >30%.

Variable p value OR 95% CI o ZT‘J 7 @ 'Jﬂ? \ﬁ

IPTW model ( I PTW;% ) -G

Mental QOL Nocturia (>2) 0.120 142 0.91-2.22

& X == LY i — A T
PSQI (>6) <0001 581  436-7.75 i EE BE == M ﬁ 7
Physical QOL  Nocturia (>2) 0.012 137 1.07-1.75 E = 75 /o i
PSQI (>6) <0.001 2.41 1.88-3.08 P \F [,) %&
General QOL Nocturia (>2) 0.116 133 0.93-1.89 O R 3 5 ‘j: b 7Ld~ 0) %
PSQI (>6) <0.001 374 2.84-491

Variables included in IPTW models for QOL decline of >30% were age, sex,
BMI, smoking, DM, CVD, metabolic syndrome, and PSQI, and those for
sleep disturbance were age, sex, BMI, smoking, DM, CVD, metabolic

syndrome, and the frequency of nocturia. — ' L4
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Baseline 5 years later

PSQI =5
(Mean 2.3+1.4)

PSQl

A Longitudinal Study of Bidirectional (Mean 3.5+2.3)

Relationships between Sleep Disorder and

Frequency of Nocturia: Results from the Iwaki
Health Promotion Project

Sakae Konishi® Shingo Hatakeyama® Atsushilmai® Mika Kumagai©

r=0.03 r=0.02

DPoETIETH 1 1
Nocturia £1 Nocturia
(Mean 0.6=%0.5) (Mean 2.3+2.4)

*, P <0.05, **, P <0.01
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" "No. at risk’, size.label.nrisk = 8,xlabs = ’Time’, ylabs = "Survival’,marks = F)
windows (width=7,height=7);iskn(fit.model, cumhaz = T,ci = T, mark = F, ylab =
"Cunulative hazard (X)’, surv.scale = ’'percent’, pval
M- ZETOTEBEEREL TTORTRIVED V9D )
Cox.1PTW.mode| (new.Data$Censor (new. Data$Intervention,new.Data$Tine,new.Data)
IPTWCEASHLENTT /94 v —ihis # XIPTHIC £ BCox bty — FRifOER
COX. lptw data< -new.Data
— RICPS={BE] 2 27, Weights=IPTU%EBNIL Fzcox.iptw.datati i 7zICIERE N T LW ET

e 4 iremove(lPTWcoxHodel .7)
L .
g N HAh \"VG =i

> windows(width=7,height=7);jskn(fit.model, cunhaz = T,ci = T, mark = F, ylab =
° +  Cumulative hazard (%), surv.scale = 'percent’, pval
S ‘+ M ZETOTZHREIERL TTORTRALDED V9D

> Cox.IPTW.mode| (new.Data$Censor ,new.Data$Intervention,new.Data$Time,new.Data)
‘E 1Ii| K IPTHIC & B CoxtEBINYS — FothOHER
all:

S coxph(fornula = Surv(Time, as.numeric(Censor)) ~ Intervention,
‘ data = data, weights = Weights, robust = T, method = "breslow™)
n= B9, number of events= 32
S coef exp(coef) se(coef) robust se
[ntervention -0.1437 0.8662 0.2753 0.4276 -0. 035
exp(coef) exp(- coef) lower .95 upper .95
o — group=0 [ntervention 0.8882 55 0.3747 2.002
o - —— group=1 \
I I I I I | | Concordance= 0.54] (se = [l 056 )
| ibal ihand rat ia tard= 1N Aan 1 df w=N R
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1 0.0322 CHriZ¥ 1.0333
0.0406 CtriB¥ 1.0423
0.0409 Ctrig¥ 1.0427
08 0.0558 Ctrig¥ 1.0591
0.0614 Ctrig¥ 1.0654
e 0.0625 CHriZ¥ 1.0667
Y 0.0684 Ctrig¥ 1.0734
& 0.0785 1 ARE 12.7446
04 | 0.0792 Ctrig¥ 1.0860
0.0797 Ctrig¥ 1.0866
0.0845 T AB¥ 11.8289
02 - 0.0880 Ctrig¥ 1.0965
0.0900 CtriB¥ 1.0989
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0 : ‘ : ' . 0.0921 £ AP¥ 10.8626
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Figure. Effect of Overlap Weighting on the Relative Contribution of 50 Simulated Patients With Different Ages and Diabetes Status

Propensity score overlap weights

SIZUDINSUNEERIZE R
FIZDVWTIE R BAEZZ(THHEET, B S

D

and h(x)=e(x)(1-e(x))

wi(x) = e(x)

wo(x) =1-e(x)
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Decision curve analysis (DCA)
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v
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LVIimodel A
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v
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R F-9tryk : Dataset

RIANTR no_ A
RAZUTE Ry=-257y

| Dataset <- read.table("cliphoard”, header=TRUE, sep="¥t",
AT, “.”, strip.uhite=TR
mode | 1<-gIn(RFS01"LY¥Inodel, family=hinomial (link="logit"),data=Dataset)

na.strings="NA", dec=".

T 4% Y-b ALT

) F-TRubEER

mode | 2<-gIn(RFS01 pT3.4_ypT2.4 pN., family=binomial (link="logit'),data=Dataset)
mode | 3<-gIm(RFSO1"pT3.4_ypT2.4_pN., fanily=binomial (1ink="logit’),data=Dataset)

dca.analysis.model (Dataset ,nodel1,mode |2, ,model3,out come="RFS01°)

.data.set<-dca.pred(Dataset ,Dataset §RFSO1T)

=

$ [model1] “$net.benefit
threshold al
1 0.05 0.27424847
2 0.10 0.23392894
3 0.15 0.18886593
4 0.20 0.13817006
] 0.25 0.08071473
6 0.30 0.01505143
7 0.35 -0.08071378
8 0.40 -0.14910659
9 0.45 -0.25357083
10 0.50 -0.37892791
11 0.55 -0.53214212
12 0.60 -0.72365989
13 0.85 -0.98983702
14 0.70 -1.29821319
15 0.75 -1.75785582
16 0.80 -2.44731978
17 0.85 -3.59642637
18 n.an -R.RA4R2QRA

—DHF

none mode| 1
. 274248468
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MFEDT—F LVIETIL fiFIZEDT—4 Base®TIL -
$° [model1]) “$net.benefit $° [model2) “$net.benefit D C‘ \E 'ﬁ i
| threshold all none node | | Daﬂgg%ag{e} threshald all none node |2 . \

2 0D.10 0.23392894 0 0.233928938) 0.00000000 lz 0.10 2 o 0.25392894 J0. bw — E L\é
3 0.15 0.18886593 0 0.205338697 | 0.01647276 3 o R S0359574 10 J 5’ AF
4 0D.20 0.13817006 0 0.182301294) 0.04413124 0. 13817006 0 0.17375231 Mo

2 0.25 0.08071473 0 0.13619227 L O 5 0. .08071473 0 0.15126309 |oMPP0548367

6 0.30 0.01505143 0 0.123376763 ONAU532527 B 0.30 0.01505143 0 0.12556113 |0-110509638

8 0.40 -0.14910659 0 0.097350585) 0.24645718 a8 0.40 -0.14910859 0 0.06130622 M0.210412816

J .45 f.asioied 0 0.000408R02) O-2384 1 ia0 9 0.45 -0.25357083 0 0.02041674 [0.273987565

1 0.0 -0.g79927a1 0 0.0680079397) 0.43900185 10 0.50 -0.37892791 0 0.00000000 f0.378927911

11 0.55 -0.53214212 0 0.035222838) 0.56736496 1 0.55 -0.53214212 0 0.00000000 NO.532142124

12 0.60 -0.72365988 0 0.004158965) 0.727581885 12 0.60 -0.72365989 0 0.00000000 BO.723659889

13 0.65 -0.86389702 0 0.008635238 § 0.87853525 13 0.65 -0.36989702 0 0.00000000 §0.983837018

14 0.70 -1.298213189 0 0.008317930Q 1.306853112 14 0.70 -1.29821319 0 0.00000000 B1.298213185

15 0.75 -1.75785582 0 0.006469501f 1.76432532 15 0.75 -1.75785582 0 0.00000000 M1.757855823

16 0D.80 -2.44731978 0 0.003696858) 2.45101664 16 0.80 -2.44731978 0 0.00000000 N2.447319778

17 0.85 -3.59642637 0 0.000000000f 3.59642637 17 0.85 -3.59849637 0 0.00000000 B3.596426371

18 0.90 -5.83483356 0 0.000000000) 5.89463956 18 0.30 -5.89463356 0 0.00000000 |5.894639556

20 e Frvf— Nei¥ NaN 20 it Syt M NaN

100N H =Y DI ABBEANKDT—5

o e ABD I
$° [model1] “$interventions.avoided $° [model2] “$interventions.avoided T S
threshold mode |1 threshold mode | 2
[ —DT—AZFAWL
2 0.10 0.000000 0. m — L é
3 0.15 9.334568 i — 71,
4 0.20 17.652495 0.20 14.232902
5 0.25 22.643253 0.25 21.164510
B 0.30 25.415896 0.30 25.785582
7 0.35 32.017428 0.35 29.086348
8 0.40 36.968577 0.40 31.561922
9 0.45 40.819470 0.45 33.487369
10 0.50 43.900185 0.50 37.892791
11 0.55 46.420770 0.55 43.538901
12 0.60 48.521257 0.60 48.243993
13 0.85 52.744206 0.65 52.225224
14 0.70 55.994181 0.70 55.637708
15 0.75 58.810844 0.75 58.595194
16 0.80 61.275416 0.80 B61.182994
17 0.85 63.466348 0.85 B3.466348
18 0.90 65.495995 0.90 B5.495995
ég ?.gg BT.SIIEQE @-gﬁ 67.3|Igia
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X Group A Group B Group C Group D
reshg All None Base model (pT3-4/ypT2-4 or pN+) LVI model (Base + LVI)

X Y Y Y Y

0.05] 0.27424847 0.00100000 0.27424847 0.2742484677
0.10} 0.23392894| 0.00100000 0.23392894 0.2339289382
0.15] 0.18886593 0.00100000 0.19848864 0.2053386974
0.20} 0.13817006 0.00100000 0.17837338 0.1823012939
0.25 0.08071473 0.00100000 0.15557609 0.1531115219
0.30) 0.01505149 0.00100000 0.12952205) 0.1292579879
0.35) -0.06071378 0.00100000 0.09945969 0.1166642969
0.40; -0.14910659 0.00100000 0.06438694) 0.1019716574
0.45) -0.25357083 0.00100000 0.02293732 0.0844395900
0.50} -0.37892791 0.00100000 0.00000000 0.0646950092
0.55 -0.53214212] 0.00100000 0.00000000 0.0362497433
0.60) -0.72365989 0.00100000 0.00000000 0.0207948244
0.65] -0.96989702f 0.00100000 0.00000000 0.0138632163
0.70) -1.29821319 0.00100000 0.00000000 0.0046210721
0.75) -1.75785582 0.00100000 0.00000000 -0.0073937153
0.80) -2.44731978 0.00100000 0.00000000 0.0036968577|
0.85] -3.59642637 0.00100000 0.00000000 0.0006161429
0.90) -5.89463956 0.00100000 0.00000000 0.0000000000
0.95 -12.78927911 0.00100000 0.00000000 0.0000000000
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