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B (chronic kidney disease: CKD) &, [EROEEFFM L EHMET 2 EE R HEO—D
Th D, U4E, SGLT2 [HLEMKZ E o7 CKD BEENHE SN TWA L DD, kL LTV
AZIFERTH Y F72 CKD E£H OIRE EEITIK< . CKD B3 D14 & quality oflife (QOL)
Zh B S D 702iE, FrEOBRENRD 5T 5D, CKD Zxt4 & L E O BB % 2
ET L0, R THREL2THTS @R e s —h=y REA > M &2 A0 TIREEORR
B ZNMERTAI 7 3 L BE & 72 5 1T L 72 CKD IZ DWW Tl 2~34E T OHEB R ER (A8 & (eGFR)
D 30~40%D K FRValr—hxzr RARA v e L TEBEMIGED LTS,

AITNZHBNT HLART AMED #F5E8E2S H AR N T — & 2@t L ClRlkk DY a7 — b= R A > b
NI THALZ EEHRT A RTA U EER LTz, LrLAaRG, BE#o CKD iZxtLCoHu s
—h = RFA 2 MZOWTIE, DT A T A4 AMERFFCIZ 0BRGN E ST Z 0%k
BN CiEmm A, eGFRslope R°7 V7 X VIR EZ WD Z BB STz, #H LW e
Pus—hxzr FARA M, FRERRIREEORIHAZHEE L, 2O R E L TUKRIZE-T21E

1



FHITBEOTHRE QOL 2dE L. ERO@ALZ M ESERERFHSOFEIICHFETLH L L
HIZ, ERBEOHIBIZH SR Z ENHFIND, DL EEEE X AR TIL, Bkl W T
FH CKD Zxtg e LIzlRRBRICBT A2l — = FRA U FELTRRBINLTWVD
eGFR XX\ 7T VT I VIROE#MT% EOBEIZOWT, HARAN CKD X 30 IR 7 M B g p

(diabetic kidney disease: DKD) Z Xl & LT —Z X—2 &2 W THRH L1z, 73, KIS
BWTIX CKD @95 % eGFR 30 ml/min/1.73 m2 VA E& B#] CKD L E&EK L7~

fiEHT & U Cix, ARFITBIT 2R RBERIFIES] 2 28— N 2 TEAT 5“2 IR ek B R 4 [E g PR Jw
T —H R— A (JFE4 - Japan Diabetes compREhensive database project based on an
Advanced electronic Medical record System. B&#r : J-DREAMS) 7% VN, FHI OB R 55 1 B ik
J7i (Diabetic Kidney Disease: DKD) JEGIIZE 1T % eGFRslope & K A4 (end stage kidney
disease: ESKD) F&JE & DOBHIZSWTHENT 217V, eGFR slope 78 ESKD % n /s — k= K
KA PERVEDDERFI LTz, F72. SS-MIX2 EHEA N L — U & IEHA LEN KRR OE
FANTIEHRI S CKD #ZXflo7 —2 2 BEifhit L7 —2 X—2{k L7z CKD B&EDY 7D
— )V RTF—H X=X TH 5 J-CKD-DB-Ex #HW-fi#trz1iT1->7-, MMz T. BEABENZ T\
LBEERE 17T R OED 7 + v — Ll tFFih & a5k — MR TH S CKD-JAC #f
TOREYMZIERE L CHEMEASCEK T L2 7+ 10— L7258y CKD-JAC2 #f3ED T — 4 % fifi
- T, eGFRslope X° 2 M OT VT I v RITEBHROED, BIKARICK T 5 KT~

(BHEASBN) oY a s —hor RARA Ve LTHEARETH I E/MRat Lz, Bz, B
CKDIZBIF LY ur—rxy FRA L MCET IR0 ET AL Ea—2{To T,

LLEDO BARANT —Z O G BIRERIZB W CHRBIZH T T 2 Z EIXREETH D 0D, K
WFFRBEC 1T 25T — 2 =22 W T BRI DR RPMIN THRE SN TWDAZ T F U %
I EM TS A FE 2D L. B CKD (DKD % &dr) 2kt L Li-KEER TlX. eGFR slope
Yol —h T RRA b LTHERATDZ ENABERLGE LD Z Engmotz, 2L, £
DZEMHERT v MATEIZOW T, BFOTET A JFRR, XRERSCIEY) O RS I E
Z. HEIKRFTOLENRS D LB Z Bivle, BRRBERO XIS iy ) — 2 5B (F] « Heigiygk
WO eGFR A7 248, 1B RBERIRE 8 THASCHEITE B 500272 > TV 8] ete.)
THY ., PDOFEYOIRPFRIZE>TETHL I EDPBEINLILEITIE, s — = R
RA Y hE LT eGFRslope ZMH\WW5325 A[REMEDN H 5, eGFRslope 1%, 5 0I#IZ eGFR 2MK
T3 % (initial drop)3EH DG HE DT, —RANTITIEYELBRIARE S O total slope & 4HE L
TW%, eGFR slope DEEDZYHEFIZOWTIIEM O RHEIZIE U TR T 20 EDRZH D, £,
eGFR slope 1%, B#] CKD OJFELEE L., e &b 2 FEL EOBIEIMICE S X7HL 5
ZENEFE LV, eGFRslope O v M A 7O BARP 7253 BT 0 REDBBNETH Y | —fix
BINZIZ T >y A TEDRREWVZE, Fond=e T U A XXV iEEIZ/: 5, eGFRslope O >
F7E. BCRICEB T AEm Il B W TS S 72 0.5~1.0 mL/min/1.73 m2 per year %=\ % Z
EMARERGELHEEINDEN, X—Z2T7 A4 D eGFR fHIZ L > TiE. 25D slope fEAMEM
NEBOFIPH T 2 AIREME D B 2 HIVD, BEERELO R EIZ B TIIFR B O et 25 U
TR WD Z DB L SN D72, EEARZ By & LCERKRRER J58R) OaiL, #Bk
1 (eGFRslope OEHCED D v MA T A ETe) ROF OFRERMERITOWT, EIHEGERELR
watktE (PMDA) LWhigd 2 2 LnmdHEEasns,

77 IR (UACR) /EHEE (UPCR) [2HOWTIE, AWFZEHEIC I T ABEMEH 5 UACR
30 mg/gCr X%, UPCR 150 mg/gCr LA EDBFIZHBNT, 1 T 2 FHEE TR—ZXF 1
15 30%LA DN —2DBLE NI RERVDRE SN, —MKENTIT T Y A TEDKENIZ
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E.EBNHTET VAT L WREICAR D, MK O E I B TRRE B3 0 Bt G
U3 A WD Z ERME L Snbmn, HEARL ML LZBRRER (8% 0Ba1.
HERFE (UACR O DOh v A 7ilix Gte) 0% OfERMRIZOWT PMDA & i
D ENmHEREND,

k. B CKD x4 & LR RRICBIT 2 s — oy RRA v MToOWT, ARFSE
THLNTERIBRATELNMRICESS D THY, 4%, BERLZT T 2SR L,
RELTW LERHDLEZZOND,

WroEBER OBIE (330)

Chronic kidney disease (CKD) is one of the important factors that shorten the nation's
healthy life expectancy. Although new CKD drugs such as SGLT2 inhibitors have been
developed recently, the residual risks are still significant, and CKD patients' satisfaction about
current treatment is low. Therefore, it is urgent to develop new drugs. In order to promote the
early development of drugs for CKD, it is necessary to develop evaluation methods of clinical
efficacy for therapeutic drugs using appropriate surrogate endpoints that predict long-term
prognosis. For advanced CKD, a decline of 30-40% in estimated glomerular filtration rate
(eGFR) over 2-3 years is internationally accepted as a surrogate endpoint. In Japan, the
previous AMED research group analyzed Japanese data and created a guideline of surrogate
endpoints to develop new drugs against kidney disease. However, surrogate endpoints for early-
stage CKD were not sufficiently examined when the previous guidelines were developed. Since
that time, discussions have progressed in Europe and the United States, and the use of the
eGFR slope and decreased albuminuria was proposed. A new appropriate surrogate endpoint
will promote the creation of novel renal disease therapeutic drugs, and therapeutic drugs that
have been approved as a result will improve the prognosis and QOL of patients, improve the
welfare of the people, and contribute to the realization of a healthy and long-lived society. This
will also contribute to the reduction of medical expenses. Thus, the present research group
investigated the relationship between eGFR and albuminuria, which have been proposed as
surrogate endpoints in clinical trials targeting early-stage CKD in Europe and the United
States, with long-term prognosis in Japanese patients with CKD or diabetic kidney disease
(DKD) using data of Japanese patients. In this study, early CKD was defined as eGFR 30
ml/min/1.73 m2 or more among CKD.

We analyzed the data of Japan Diabetes compREhensive database project based on an
Advanced electronic Medical record System (J-DREAMS) of Japanese diabetic patients, the
data of J-CKD-DB-Ex of Japanese CKD patients, and the data of CKD-JAC2 of Japanese CKD
patients. We also performed evidence review of published studies about surrogate endpoints of
early CKD.

We concluded that it is sometimes possible to use the eGFR slope as a surrogate endpoint.
However, the appropriateness and cut-off value should be carefully considered in light of the
latest evidence, underlying disease, target population, drug characteristics, etc. The eGFR slope
generally assumes the total slope from the start of drug administration, including the case of
drugs that initially drop eGFR. The appropriateness of setting the eGFR slope should be
examined according to the characteristics of the drug. It is desirable to evaluate the eGFR slope
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based on an observation period of at least 2 years. While the specific setting of the cutoff value
of the eGFR slope requires careful consideration, the eGFR slope cutoff value of 0.5 to 1.0
mL/min/1.73 m2 per year, which was proposed in discussions in Europe and the United States,
is likely to be applicable. Regarding albuminuria (UACR)/proteinuria (UPCR), we concluded
that in patients with UACR 30 mg/gCr or UPCR 150 mg/gCr or higher, the baseline level
decreased by 30% or more in about 1 or 2 years can serve as a surrogate endpoint.

In general, the higher the cutoff value, the stronger the evidence obtained. In case of planning
a clinical trial for approval of a new drug and interpretation of the results, we strongly
recommend investigators to discuss with PMDA.



