(®)
2015 2017

International Collaborative Sutudy for Surrogate Renal Outcomes in Clinical
Research

Yasuda, Yoshinari

10,550,000

CKD 30 GFR
IgA Crl.5
GFR

o In Asian collaborative study, we analyzed suitable surrogate renal outcomes
for clinical research. First, we established accurate renal function evaluation methods for Korean,

Taiwan ,Thai and Indian CKD patients. Second, we analyzed utility of various renal outcomes in Asia.
In health-check subject and CKD cohort studies, 30% decrease in eGFR could be surrogate renal

outcome instead of hard end point including end stage kidney disease. Among IgA nephropathy

patients, 50% increase in serum creatinine was good renal outcome to assess treatment effect and

prognosis in renal biopsy. By surveillance of Asian renal outcome studies, GFR decline rate was
sensitive and reliable renal outcome.

GFR 1gA



FDA

Initia

€Y)
AFCK

@

®

(4)GFR

@

2015
2016
2017
2018
2019

@

®

ESKD (scr) 2

CKD EPI eGFR30% /2
CKD-EPI 1gA
ESKD
ESRD CKD 2007 Asian Forum of CKD
tive (AFCKDI) AFCKDI CKD
DI
KDIGO
MDRD CKD-Epi GFR
1gA
1gA 1gA
10
1gA
« )
1gA
Zuo Li, Sui Zhun
Ran-hui Cha, Dong-Wan Chae, Yon Su Kim, Beom Seok Kim
Hung-Chun Chen, Chi-Chih Hung,
Kriang Tungsanga, Kearkiat Praditpornsilpa
Vivekhand Jha
9 May (Jakarta)
: 10 February (Nagoya)
: 25 February (Nagoya), 29 March (Manila)
: 10 February (Nagoya), 30 March (beijing), 24 November (Hanoi)
23 February (Nagoya)
sCr2 ESRD
30 GFR GFR
GFR
CKD 166 GFR
GFR MDRD CKD-Epi GFR
GFR GFR  30% 95% 51 (43 -58) 55 (47 -62)



66 (58 - 72) % -12.0+ 22.1 -9.7+ 23.8 3.4% 22.4 mL/min/1.73 m?
GFR 270
GFR MDRD CKD-Epi
GFR CKD 28 CKD 273 30 95
71 53-85 73 68-78 71 53-85 74 68-79 68 49-82
64 59-70 GFR MDRD CKD-Epi
CKD 130
GFR GFR sCr GFR
GFR C Cys GFR
CKD-Epi GFR CKD-Epi
-3.53 = 14.70 ml/min/1. 73m? (95% ClI: -0.608 to -0.98) 30 74.6%
50
Cr
Cys
GFR CKD-Epi GFR Cr GFR
Cys
Cr
Cr GFR
CKD-Epi GFR Cr GFR
= 1.0 T
4 IgA - I —
1gA aest e
1gA
49 1174 5
1088 € 041
6.6 E 0.2 . 1;
1 - 5 g Log-rank, P=0.011
ESRD © o0 : \ ; . . .
Tl ° 2 4Follow46.|p, yearf ' 2
TO Number at risk
1 T1 153 108 90 73 46 "
| A TO 153 108 87 69 44 10
g 2000 E1 R RS AT A BT AR (75Cr1 55)
1500 400 Chulalongkorn 300
1gA 1gA
1gA
1gA
1gA
1gA Oxford Cr 1.5
1gA Oxford
KDIGO  Oxford
10A Oxford 108
IgA Crl.5 ROC MEST-C
MES 1gA Crl.5
1gA Oxford
5 KDIGO
n 69238
GFR ESRD 2 3 30% GFR ESRD



KDIGO FDA 30 40 GFR

SGLT2 R
CANVAS 3 :
30 40 GFR L
GFR g
AST-120 GFR B2 AST-120 & HR 4 BBEIOCFRIE T &
post-hoc GFR AST-120
CKD-Frontier ( 2
(6) 8K.a;:|ia:.'.'.ener by 30% eGFR reducti to IS tertile
RS
CKD ; = T
d e
; p=0.0003
19A Cr 1.5 °% 50 kg 00 150
GFR30 Number ot Fk analysis time (month)
IStertile =0 76 60 18 o
ISlotio=2 77 i 7 ;
CKD 236 ;' = 1st tertile 2nd tertile
GFR30 | 3rd tertile
3 ( 3 B3 CRDOR—MoBUH7 PR L REE
or 1.5 3 5 hi D FEBIE EFHRGOSGFRIE )
Crl.5 30 GFR GFR
22

1. Hirano K, Yasuda Y 4 , Maruyama S 7 8 Tonsillectomy in IgA
Nephropathy: A Nationwide Cohort Study in Japan. JAMA Network Open, in press 2019

2. Kaihan AB, Yasuda Y, Maruyama S(9 7 ) Clinical impact of endocapillary
proliferation with modified cutoff points in IgA nephropathy patients. PLoS One.
2019; 29;14(3):e0214414.

3. Inagaki K, Yasuda Y(7 ), Maruyama S 8 5 Clinical impact of
endocapillary proliferation according to the Oxford classification among adults with
Henoch-Schonlein purpura nephritis: a multicenter retrospective cohort study. BMC
Nephrol. 2018;17;19(1):208.

4. Okada R, Yasuda Y 4 Trace proteinuria by dipstick screening is associated
with metabolic syndrome, hypertension, and diabetes. Clin Exp Nephrol.
2018;22(6):1387-1394.

5. KumarV, YasudaY 3 , HorioM 4 8  Existing creatinine-based equations
overestimate glomerular filtration rate in Indians. BMC Nephrol. 2018;19(1):22.

6. Inagaki K, Yasuda Y, Maruyama S(11 8 ). Seasonal proteinuria changes in
IgA  nephropathy  patients after proteinuria  remission. PLoS  One,
2017;12(11):e0187607.

7. Kikuchi R, Yasuda Y, Ishii H 8 , Maruyama S 11 8 Urinary and

circulating levels of the anti-angiogenic isoform of vascular endothelial growth
factor-A in patients with chronic kidney disease. Clin Chim Acta. 2017;475:102-108.



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Ichii T, Ishii H 4 , Yasuda Y(16 14 )Impact of Renal
Functional/Morphological Dynamics on the Calcification of Coronary and Abdominal
Arteries in Patients with Chronic Kidney Disease. J Atheroscler Thromb.
2017;24(11):1092-1104.

Kaihan AB, Yasuda Y, Maruyama S(10 7 ) The Japanese Histologic

Classification and T-score in the Oxford Classification system could predict renal
outcome in Japanese IgA nephropathy patients. Clin Exp Nephrol 2017;21(6):986-994.
Harada K, Ishii H 3 , Yasuda Y, 15 13 Nutrition Status Predicts
Severity of Vascular Calcification in Non-Dialyzed Chronic Kidney Disease. Circ J.
2017;81(3):316-321.

Yamamoto D, Ishii H 3 , Yasuda Y 16 13 Predictors of abdominal
aortic calcification progression in patients with chronic kidney disease without
hemodialysis. Atherosclerosis. 2016;253:15-21.

Nagata T, Yasuda Y 6 , Maruyama S 9 6 Association between 24h
Urinary Sodium and Potassium Excretion and Estimated Glomerular Filtration Rate
(eGFR) Decline or Death in Patients with Diabetes Mellitus and eGFR More than 30
ml/min/1.73m2. PLoS One. 2016;11(5):e0152306.

Sawai A, Yasuda Y, Maruyama S 8 8 Impact of noninvasive cardiovascular

screening programs as a predictor of cardiovascular events among asymptomatic
chronic kidney disease patients. Clin Exp Nephrol, 2016;20(3):416-24.

Hamada M, Yasuda Y, Maruyama S 8 6 The effectiveness and safety of modest

exercise in Japanese patients with chronic kidney disease: a single-armed
interventional study. Clin Exp Nephrol, 2016;20(2):204-11.
Takayama Y, Yasuda Y, Ishii H 11 , Maruyama S, 12 7 Relationship

between abdominal aortic and coronary artery calcification as detected by computed
tomography in chronic kidney disease patients. Heart Vessels. 2016;31(7):1030-7.
Shimbo Y, Ishii H 3 , Yasuda Y, 12 , Maruyama S 13 10
Association of Estimated Glomerular Filtration Rate and Proteinuria With Lipid-Rich
Plaque in Coronary Artery Disease. Circ J, 2015;79(10):2263-70.

Kim BS, Yasuda Y(10 ), Horio M, 12 12 Is the new GFR equation using
inulin clearance a more accurate method for Asian patients? Clin Nephrol.
2015;84(12) :331-8.

Tatami Y, Yasuda Y, IshiiH 4 , Maruyama S 13 10 Impact of abdominal

aortic calcification on long-term cardiovascular outcomes in patients with chronic
kidney disease. Atherosclerosis. 2015;243(2):349-55.

Shibata K, Yasuda Y, Maruyama S(7 8 ) Renal function evaluation in patients

with cancer who were scheduled to receive carboplatin or S-1. Clin Exp Nephrol
2015;19(6):1107-13.

HorioM, YasudayY 3 5 Effects of serum albumin and glycated albumin levels
on performance of the Japanese GFR equation based on serum cystatin C. Clin Exp
Nephrol 2015;19(4):626-30.

Baba M, HorioM 3 ,YasudaY 5 , Maruyama S 8 5 Longitudinal



22.

¢y

@

Study of the Decline in Renal Function in Healthy Subjects. PLoS One.
2015;10(6):e0129036.

Nagata T, Yasuda Y, Maruyama S 9 6 Clinical impact of kidney function
on presepsin levels. PLoS One. 2015;10(6):e0129159.

3
Kaihan Ahmad Baseer, Yasuda Yoshinari, Maruyama Shoichi, 3 .Clinical Impact of

Endocapillary Proliferation with Modified Cutoff Point in IgA Nephropathy Patients.
Kidney Week 2018. 2018/10/23-28. San Diego, USA.

Ahmad Baseer Kaihan, Yoshinari Yasuda, Shoichi Maruyama, 5 . Clinical impact of

modified MESC classifications for renal outcome among Japanese IgA nephropathy
patients. 61 , 2018/6/8-10,

Ahmad Baseer Kaihan, Yoshinari Yasuda, Shoichi Maruyama, 6 . 30% GFR decline in

2 year was not observed among 45.6% CKD patients initiated hemodialysis: A

longitudinal GFR trajectory analysis. 61 , 2018/6/8-10,
3
( ) CKD Q A 2018 213 22 25
( ) 2016 2016 2096 656 660
( ) 7 2016 720
619 684

(HORIO, masaru)

8 20273633

MARUYAMA, shoichi

8 10362253

ISHIT, hideki

8 90456674

ISEKI, kunitoshi



