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(1) BE1H : GFRPEEDS LIFEMEERL, THT I VIREREORTH D,
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LT, JRFT AT I RIS 80-299 mg/24hr F 7213 20-199 1 g/min, RPIVEI= S
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I HIT, BIEDOEE L BRAOEG, M, mE, miGEE. EREERE. NaBRER L
HWE., FHHEE &7 5.

(5) HifH
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HINT U Bristol-Myers Sqibb | 1BERBRVBEEZH T 4BRBETERFP 7L TS HE#EE > 500mg/day) RE

Diabetic nephropathy
CAPOTEN is indicated for the treatment of diabetic nephropathy (proteinuria >

500mg/day) in patients with type I insulin-dependent diabetes mellitus and
retinopathy. CAPOTEN decreases the rate of progression of renal insufficiency and
development of serious clinical outcomes (death or need for renal transplantation
or dialysis)

A

ANRHYILEY

Sanofi~synthelabo
Bristol-Myers Sqibb

BOEEL2EERFET I SERBESERRT7IVISUEEE > 300me/ day) e
Nephropathy in Type 2 Diabetic Patients

AVAPROQ is indicated for the treatment of diabetic nephropathy with an elevated
serum creatinine and proteinuria (>300 mg/day) in patients with type 2 diabetes and
hypertension.

In this population, AVAPRO reduces the rate of progression of nephropathy

as measured by the occurrence of doubling of serum creatinine or end-stage renal
disease (need for dialysis or renal transplantation)

(=R 2

Merck

BMEELEERFEE I AERFETERPT LIS HHE 2300me/g Cr) ZEN

Nephropathy in Type 2 Diabetic Patients
COZAAR is indicated for the treatment of diabetic nephropathy with an elevated

serum creatinine and proteinuria (urinary albumin to creatinine ratio 2300 mg/g) in
patients with type 2 diabetes and a history of *E
hypertension. In this population, COZAAR reduces the rate of progression of
nephropathy as measured by the occurrence of doubling of serum creatinine or end
stage renal disease (need for dialysis or renal transplantation)
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EE2 : ARB O 2 BUEIRIFICRT 2RO E LD

HRE AR #5
sy PR FER U " i
¢ { HALVFRA b
IDNT . i i :4»;%57 $-20% PAOVEY 1 H4% s TI4K)
ANNYNEY 75-300 mg Fiy25 R
Eieecld NEM 2001 | BOH gy 25-10mg T S LhRenay -33%, PAGIEY 165l 75EH)
. i BERRUBEICSVTPLOVEY LHRL ERRREAFRES AL, SEAFRERAERILEE
RTHIPHFRENE. |
AER>20011 9/min and 130%up
RMA2 . i 150mg®¥:HRO.61, 300mgE#:HRO.30
HH Parving et al: NEW 2001 S821  AAHIEY 150 mg 0r300 mg FHE 590 %‘g: 37‘1;% 300mgtt:-30%
345 850~ : o .
RE7NT S/REESBRBEHEICHL, AR ORBEFBBENE, AREICHL, BEERLE
ALEERTHSENRRENE,
RENAAL | [ BATUREAURR-16% (vs 751H)
BMBrenner et al NEIM F34 =p2% >4 50 mg g 151 RER:-35%
2001 45 861- : EBRARECHTAIYN S ORI FRBEN L,
BRPAT S AR
MARVAL . IEY 80m BN -44%, PLAOSEY -85, HRGHASH :
Vibert G et o Circulation. %288 © ) o 5 m: 2478 ¢ 332 ERMEBCSVTLRROHAAEDORE,
2002; 106: 672-8 i | B RBRFERBERFICEWT Y M RPLOTE LWRL THRETIT L OET RS20,
[ i i T ETERGBEERLENL TV AT R RRENE,
AER>300mg/day
J-Mind IF5TUN6I%, Z71JE 5T
Baba S; J-HIND Study I 5-20m 208 g&fkgﬁ&gs%yﬂ =729 50m0/dayiin
Grou, g 7 0 . 57\:25mg/ dayt i, =71K>50mg/da
Diabetes Res Cin Pract. fvi 7% 20-60mg 228 150mg#: -18%, 300mg¥#: -30%
200154 (3):191-201, FAMOBT (B -2, 230, -2 CBWT=72IE0, THITUNCERBOSAEROL,
R cg B8, BUOBRREBESRCEBIIVE RULFITTUNORFFATIAHEIRMICRER
Hdhkiok,
: ACR>300ma/gCr and 30%up
INNOVATION ¢ iy y .
Makino H et al - - 20-80mg 13172 Z&;ngg% 40mg:22.6% {P<0.0001) , 80mg:16.7% (P<0.0001)
i) 20-40mg CF 188 530w, domg-18% (P<0001), 80mg-324(P<000T)
§ : g (9575 BRCTRE)
DETAIL H €GFRE(LER (mg/min/1.72m2)
Bamett AH et al. 5238 FREYNE, 80mg 5% 108 FhIYhes-179
NEngld ) IFTTIN 20mg . 13 IF57UN-149
2004: 351 (19 ):1952-61. CGFROZACRICEIL, FHIH NV BETF T TN B LR BOSNEN of,
BENEDICT NFUETTIN om ! 301 MoroabuminuriaBigs i
Ruggenenti P et al. 16 AINZ 240r$m 203 MIURTTIN60%, NTNZI1.9%, BRSTH, 75 H:10.0% ;
N EnglJ Med. MIAETTU, AT 2mg/180mg 300 Kaplan-Meler CurvelTmicroalbuminurial B A BERORBICSVT, MUFSTULEEE. AT
2004;351(19):1941-51. NG R BLTHELETHROONE, ATV URANTRATLBIBHSNEI ok,
AERZ{LIR (mg/24h)
IF57UN:11647-15848
75@70.838*26.5i10 BRIEP=0001
. CCr(mL/s)
Ravid M et al. - =
IFSTUN IF779N:178+0.13-163+012
A Lo ot 1998 B T5ex 1omg BF 7119 540k18140,1501574017 BEIEP=0040
‘ honlhet microabuminuriaZiZ s
TFFTYN:6.5% TR 19% BEP=0042
ERME. ER7V7IROBERFRBESEICHL,
THFTIMET AL HRL 7NV R, BREOFR BB E L,
N ACR
il N20mg N235 (124-297) 228 27-487)
Ogawa S etal TP () T2mg T:245(108-286) 145 (20-389)
Hypertens Res B FEATUMA BT C4mg (:238(134-285) —78.5{15-350)
2007:30(4) ,:',25_34 Fiba (T40) T+C:2mg+dmg 7 T+C:235 (123-282) ~60.3{14-328)
- ) Ry anipesne C+T:4mg+2mg C+7:261(126-267) ~47.3{15-342)
EHTIN(CHT)
Shiga Microalbuminuria ACR
'éfg;‘;““" Tral (SWART) g VY 80mg B
Diabstes Care. 2007 : PLOVE, 5mg t FLOJE #1205 LR AELHERSY (P<0.001)
30(6)-1581-3. ARBIZCCBICHL, HEBRR7 N7 I/ BHBOE T LEHE,
AER (mg/24h)
AB+143:164-140134
P+ 123458310 167:P<0.05)
AR
Ravid M et al. 49 AB#-125%(19/45)
Ann Intem Med.199 Eri) 377 10mg SE g PRRAZK(10/45) HELBMEH P00
315:118(8) 577-81. 100/SCrELE (KN-RF1 1)
AB-1.0%
PEE- 13%(P<0.05) HEBLEMES (P<0.05)
EYMEORERELHRIEVTIFERCHL I 5 VIREELRBPAT I OETRRERHE, R
FHT S ETRRLREERLBITMEEATRENE,
AMADEO ACR
Bakris G, et al mﬁi temisartand? BHO2B@IZ40me/ BiZSL, BYS0EAEIE80mg/ B 3248 419 £:—29.8%1:—21.4%
Kidney Int. 2008; 74: 364~ losartang# {2550mg/ A £2ERHESL, 100mo/ BICHR 441 BHEEAHTSEHRFEBEICENT, timisatanlosartanld FRICHE TS, RELEDHRIE
9. telmisartanFAAZL
ﬁ:r?l:gg HHetal aliskiren 301 ?gg; s placebo
N Engl J Med. 2008; 358: 338 P 150mg/B (3£*8) —300mg/B (37 8) 2480 208 FNTEVRHS04 LEFLA LD aliskirenBi24.7%, 77 TId12.55TH07(p<0.001),
2430-46, St 24 BHOTRUARS FHRICaliskirenBEA 7T EFBICEEA 18KETL2(5~30, p=0009)#", SBPTMERIE
. 1TKOEFEE7(4~29, p=002),
1 benazepril 20mg+amlodipine Smg (48R}
MIEE<130/80mmHgIcEL &L BT ROL SR,
ACEBER  Shenazeniil 40mg-+anlodisine 5ma (S8R Lo 7_'”*""*
GUARD (benazenrll)+)t @benazepril 40mg-+amlodipine 10mo (1287 : BHABHIN—R T/ B56.9my/a( RRE)AS40.5%( s R EE E T( —~98.3~880%, p<0.0001), B+HCTZ§¥!3
Bakis GL et al =0 Fi afE STOBOBEE 166 64.2mg/gfS72.1%( SRR ET( - 98.4~590%, p<0.0001), B+ABEHELLBHHCTZHNP<0000T, |
Kidney ot 2006:73 1303~ B9M T “"""d'”‘“e’ i benazenrl 20mg-+hycrochorothiazide 125mg (4m) D2 fgg EEZATSRASOERILabCHE<30n/s)
9 ACERER+917 HE<130/80mmHolcBL AL ES, FROLEVEE B-+HCTZEM A #8H7:69.2% vs 47.8%(p=0.0004).
. K3 @benazepri] 40mg +Eydrochlorothi}izide 12.5mg (A& BIE, 2RERS, BREEARERITVSRERFCHVT, diskirenMEHREERILE ﬂﬁi%%
(HCTZ) ) L TOSA RS RERE,

@henazepril 40mg+hydrochlorothiazide 25mg (1238F3)
(i)
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WZB R S AT HE PRI BE &2 k8 & U7- phased O ERRFER

Clinical Trials.gov [ZB 4R & /=Diabetic nephropathy #1 R ELT=Phase Il DK T %

Disease (DEFINE)

Title Drug n |Stage primary end points
To Dejtermme the Effect.s ?f Avosentan on SPP301 time to doubling of serum creatinine, end stage renal disease
1|Doubling of Serum Creatinine, End Stage Renal (Avosentan) 2364] 2,34 |O (ESRD) or death
Disease and Death in Diabetic Nephropathy
Bardoxolone Methyl Evaluation in Patients With RTA 402 Time—to—first event of the composite endpoint ESRD (need for
2|Chronic Kidney Disease and Type 2 Diabetes (Bardoxolone Methyl) 1600] 4 |Olchroinic dialysis or renal transplantation) and cardiovascular
(BEACON) Y death[ Time Frame: Approximately 24 months ]
Anti-Nephropathic Effects of Chronic Intermittent Rate of loss of creatinine clearance [Time Frame : 18
) cuir n ? 10
Intravenous Insulin Therapy (CIIT) monthes]
ORIENT: Olmeszrtan Reducing Incidence of End ‘ RenaI'Composme Outct?mes, first occurre‘n«?e of any of the
: e ., |olmesartan medoxomil 577 3 |OQlfollowing events: Doubling of serum creatinine level; Death; End
Stage Renal Disease in Diabetic Nephropathy Trial ) ) .
stage renal disease[ Time Frame: Randomization to 5 years ] |
DETAIL Study: Diabetes Exposed to Telmisartan . . The key variable used to assess renal consequences was
. telmisartan, enalapril 2712 23 |O o
and Enalapril glomerular filtration rate (GFR).
L o . Decline in GFR less than or equal to 60 ml/min or to half the
§;‘:?:;T:::on in Early Diabetic Nephropathy in Losartan 400 | 2 |O/|baseline value in subjects that enter the study with a GFR of
less than 120 ml/min. [ Time Frame: Unrestricted ]
Delapril and Manidipine for Nephroprotection in  Delapri-Manidipine Fixed The rate of declmfe of glomerular itration rate (GFR).GFR is
) . 342 | 2 |O|measured at baseline,and at 6,12,18,24,30 and 36 months after
Diabetes (DEMAND) combination o
randomization
Assessment of the Effect of Captopril Versus
Combination of Captopril and Pentoxifylline on . . . X . .
+ ?7 X :
Reducing Proteinuria in Type 2 Diabetic Captopril + Pentoxifyliine | 70 decreasing urinary protein [ Time Frame: 2 and 6 months ]
Nephropathy
onset of diabetic nephropathy (persistent albuminuria w200
9llrbesartan in Type 2 Diabetes Irbesartan treatment 590 | 2 | X|mg/min in two out of three consecutive overnight urine
samples and at least 30 % higher than the baseline level
Efficacy of N-Acetylcysteine in Treatment of . L ,
- X .
10 Overt Diabstic Nephropathy N-acetylcysteine 60 | 3 Proteinuria [ Time Frame: 3 months ]
11|Olmesartan Medoxomil and Diabetic Nephropathy olmesartan medoxomil, 300 23 [x in tem?s of the chang‘e in proteinuria (total urinary protein
Losartan excretion) from baseline.
Antiproteinuric Effect of Imidapril Versus Ramipril Size of the reduction of urinary albumin in 24 hours to the
12}in Type 2 Diabetic and Hypertensive Patients With |Ramipril, Imidapril 206 | 2 | |various controls [ Time Frame: After 12 weeks from the
Microalbuminuria beginning
Using the Drug Spironolactone to Test If It Spironolactone, L . . ,
X
13 Reduces Protein Leakage From the Kidney Ithesartan 60 3 percent reduction in 24 hour urine protein excretion
Open Label Tolerability and Safety Study of KRX- ‘ » .
X
14 101 in Australia, New Zealand, end Hong Kong sulodexide 200 ? Observed ACR level from the first visit to the end of study
Efficacy of Telmisartan and the Combination of
15| Telmisartan and Ramipril in type1 Diabetes Telmisartan, Ramipril 30 2 | x |Reduction in albumin excretion rate [ Time Frame: 8 weeks ]
Patients With Nephropathy (START1DM)
oty Sy T o o T el
16|Patients With Type 2 Diabetes And Persistent  |PF-04494700 (TTP488) | 110 et group . g i
Abuminuria creatinine ratio (UACR) [ Time Frame: from baseline to end of
treatment (Month 6). ]
17 R.andormzeld Contnjo]led Trial of Vitamin D3 in Cholecalciferol 40 | 23 |x|Change in urine albumin excretion [ Time Frame: One year ]
Diabetic Kidney Disease
18|Effect of Sulodexide in Early Diabetic Nephropathy|Sulodexide 1000 2 |x Conversion from, mlal:roalvbummunaV to " ormoalbuminuria. Greater
than 50% reduction in_microalbuminuria
Development of persistent microalbuminuria (i.e. urinary albumin
Preventing Microalbuminuria in Type 2 Diabetes , excretion rate >20 pg/min in at least 2 of 3 consecutive
19 (VARIETY) Benazepri/Valsartan 1020) 1 overnight urine collections confirmed in two consecutive
visits).
The Efficacy and Safety Study of Sulodexide in . . . )
20|Filipino Diabetic Patients With Chronic Kidney  |Sulodexide 1508| 3 |x|mecrodbuminuria and serum creetinine [ Time Frame: 52 wecks

]
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