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What is the best treatment for chronic
parenchymatous nephritis?



There 1s no drug of which we can
say that it will “go for” the
Inflammation;
there i1s no drug that | know of that
can be depended upon to lessen the
output of albumen



Proteinuri ve SDBY

Okinawa Calismasi
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Cumulative incidence of ESRD, %

oL P
Proteinuria 2+
Number of screened 86,253 10,000 4007 1072

Number of ESRD 185 38 55 76

Iseki et al: Kidney Int 63: 1468-1474, 2003



Proteinuri ve Renal Hasar
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Proteinuri ve Bobrek Yetersizligi

REIN (Ramipril Efficacy In Nephropathy)
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Editorial

The Message for World Kidney Day 2009: Hypertension and
Kidney Disease: A Marriage that Should Be Prevented
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Kronik Bobrek Yetersizliginde

Kan Basinci Kontrolu ve Progresyon
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Hipertansiyon ve Proteinuri ile

Bobrek Yetersizligi lligkisi

Northern Italian Cooperative Study

___________________

___________

Proteinuri: <1 gr/gun
OAB: <107 mm Hg

Proteinuri: <1 gr/gun
OAB: >107 mm Hg

Renal sagkalim

Proteinuri: 1-3 gr/gun
OAB: <107 mm Hg
Proteinlri: 1-3 gr/gun
OAB: >107 mm Hg

Aylar
Locatelli et al.: Nephrol Dial Transplant 11: 461-467, 1996
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Therapeutic Advantage of Converting Enzyme Inhibitors in Arresting Progressive
Renal Disease Associated with Systemic Hypertension in the Rat

Sharon Anderson, Helmut G. Rennke, and Barry M. Brenner
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RAS Blokajinin Antiproteinurik Etkisi
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RAAS Blokajinin Renoprotektif Etkisi
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ACE inhibitort veya ARB tedavisi ile bazal serum kreatinin dizeyinin

%35’inden fazlasini gecmeyen artiglar (hiperpotasemi olmadigi surece)
kabul edilebilir ve tedavinin kesilmesi i¢in bir neden degildir.

The JNC 7 Report: JAMA 289:2560-2572, 2003



Tip | Diyabeti Olan Hastalarda Kaptopril
Tedavisinin Renoprotektif Etkisi

Tip | Diyabeti Olan 409 Hasta
Bazal Proteintri > 500 mg/gun, Serum Kreatinini < 2.5 mg/d|

40 -
—— Plasebo (n=202)

®
C
T e | —#— Kaptopril (n=207)
=< P=0.007
= ®
c ®
c» 20 -
= ®
© C
S5
=2 10-
g5
©
m

0

] 6 12 18 24 30 36 42 48
Aylar

Lewis et al.: N Engl J Med 329: 1456-1462, 1993



AIPRI

(ACE Inhibition in Progressive Renal Insufficiency)

Prospektif, randomize, cift-kor, plasebo kontrollu calisma

Kronik bobrek yetersizligi olan 583 hasta
Glomerulopati (n=192)
Interstisyel nefrit (n=105)
Nefroskleroz (n=97)
Polikistik bobrek hastaligi (n=64)
Diyabetik nefropati (n=21)

Kreatinin klirensi: 46-60 mil/dak (n=227)

Kreatinin klirensi: 30-45 ml/dak (n=356)

Tedavi: Benazepril (n=300) veya plasebo (n=283)
Takip suresi: 3 yil

Maschio et at: N Engl J Med 334: 939-945, 1996



AIPRI

(ACE Inhibition in Progressive Renal Insufficiency)

Primer Sonlanim Noktasi
Bazal Kreatininin Iki Katina Cikmasi veya Diyaliz Gereksinimi
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Maschio et at: N Engl J Med 334: 939-945, 1996



REIN

(Ramipril Efficacy In Nephropathy)

Diyabet disi nedenlere bagli kronik bobrek yetersizligi olan 166 hasta
Bazal proteinuri >3 g/24 saat

Ramipril (n=78)
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Ortalama takip stresi: 16 ay Ortalama takip suresi: 36 ay

Ruggenenti et at: Lancet 352: 1252-1256, 1998



AASK

(African American Study of Kidney Disease)

Hipertansif bobrek hastaligi olan (GFR: 20-65 ml/dak/1.73 m?)
1094 Siyah Hasta (Yas: 16 — 70)

GFR Event, ESRD, or Death ESRD or Death
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No. at Risk

Amlodipine 216
Ramipril 432

Agodoa et al: JAMA 285: 2719-2728, 2001



llerlemis Bobrek Yetersizligi Olan Hastalarda RAS Blokaiji

Diyabet disi nedenlere bagli kronik bobrek yetersizligi olan 422 hasta
Primer sonlanim noktasi: Kreatininin iki katina ¢cikmasi, SDBH veya olum

Grup 1 (n=104):

Group 1, ez Serum kreatinini 1.5 - 3.0 mg/dL
- GFR: 37.1 £ 6.3 ml/dak

Group 2, benazepril Benazepril 20 mg/gun

Grup 2 (n=112):

““‘~{=_0|-°°5 Serum kreatinini 3.1 - 5.0 mg/dL
Group 2, placebo GFR: 26.3 + 5.3 ml/dak
Benazepril 20 mg/gun

Grup 2 (n=112):

T Serum kreatinini 3.1 - 5.0 mg/dL
Months GFR: 25.8 + 5.3 ml/dak
Plasebo
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Hou et at: N Engl J Med 354: 131-140, 2006



RENAAL

(Reduction of Endpoints in NIDDM with the Angiotensin Il Antagonist Losartan)

Hipertansiyonu ve Makroalbuminurisi Olan
Tip 2 Diyabetik 1513 Hasta
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Brenner et al.: N Engl J Med 345:861-869, 2001



IDNT

(Irbesartan Diabetic Nephropathy Trial)

Hipertansiyonu ve Makroalbuminurisi Olan
Tip 2 Diyabetik 1715 Hasta

— |rhesartan
-——— Amlodipine
Placebo

irbesartan - Plasebo S
%20 Risk Azalmasi (P=0.02) e
irbesartan - Amlodipin ) 2o
%23 Risk Azalmasi (P=0.006) f/

-
_“o -lG,J

2

cikmasi, SDBY, olum
© © ©o ©o o
] (¥8] iY (8] (s}

o
—

©
c
-—
©
X
<
g
=
=
g
©
o
| -
X
'®©
N
©
m

18 24 30 36 42 48

Months of Follow-up

Lewis et al.: N Engl J Med 345:851-860, 2001



AMADEO

(A trial to compare telMisartan 40 mgq titrated to 80 mg versus losArtan 50 mgq titrated
to 100 mgqg in hypertensive type 2 DiabEtic patients with Overt nephropathy)

Hipertansiyonu ve Makroalbuminurisi Olan
Tip 2 Diyabetik 860 Hasta

Hedef KB <130/80 mm Hg
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Baseline 13 26 39 52
Weeks

-+ Telmisartan (N=407) - Losartan (N=420)

Bakris et al: Kidney Int 74: 364-369, 2008



IRMA 2

(The Irbesartan in Patients with Type 2 Diabetes and Microalbuminuria Study)

Hipertansiyonu ve Mikroalbuminurisi Olan
Tip 2 Diyabetik 590 Hasta

Risk azalmasi: %70
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Parving et al.: N Engl J Med 345:870-878, 2001



INNOVATION

(INcipieNt to OVert: Angiotensin Il blocker, Telmisartan, Investigation
On type Il diabetic Nephropathy)

Tip 2 Diyabeti ve Mikroalbuminurisi Olan 527 Hasta
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Makino et al: Diabetes Care, 2007



MARVAL

(Microalbuminuria Reduction with Valsartan Study)

Tip 2 Diyabeti ve Mikroalbuminurisi Olan 332 Hasta
Mikroalbuminuri
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Viberti et al.: Circulation 106:672-678, 2002



MICRO-HOPE

(Microalbuminuria Cardiovascular and Renal Outcomes in Hope Study)

Tip 2 Diyabeti Olan Hastalarda Ramipril Tedavisi (n=3577)
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BENEDICT

(Bergamo Nephrologic Diabetes Complications Trial)

Tip 2 Diyabeti ve Normoalbuminurisi Olan 1204 Hasta

%53 Risk Azalmasi ...
P=0.01
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Ruggenenti et al: N Engl J Med 351:1941-1951, 2004



DETAIL

(Diabetics Exposed to Telmisartan and Enalapril Study)

Tip 2 Diyabeti ve Mikroalbuminurisi Olan 250 Hasta
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Barnett et al: N Engl J Med 351:1952-1961, 2004



DETAIL

(Diabetics Exposed to Telmisartan and Enalapril Study)

Tip 2 Diyabeti ve Mikroalbuminurisi Olan 250 Hasta
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Barnett et al: N Engl J Med 351:1952-1961, 2004



The NEW ENGLAND
JOURNAL of MEDICINE

APRIL 10, 2008

Telmisartan, Ramipril, or Both in Patients at High Risk
for Vascular Events

The ONTARGET Investigators®

Yas > 55

Yuksek kardiyovaskuler risk
Koroner arter hastaligi
Periferik arter hastaligi
Inme veya yeni gecici iskemik atak
Hedef organ hasari olan diyabet



ONTARGET

Diyaliz, Serum Kreatininin ki Katina Diyaliz ve Serum Kreatininin
Cikmasi ve Olum Iki Katina Cikmasi
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Mann et al.: Lancet 372: 547-553, 2008



ONTARGET
Diyaliz
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Proteinuri ve Renal Korumada
ACEl ve ARB Farklhi mi?

Tip 1 Diyabet
ACEI
Evre 1 (Kaptopril) Evre 5
Nondiyabetik Nefropati
ACEI ACEI

(REIN, AIPRI) (Benazepril)

Tip 2 Diyabet
ACEI ACEI, ARB ARB
(BENEDICT) (Micro-HOPE, (RENAAL, IDNT,
IRMA-2, MARVAL, AMEDEO)

INNOVATION)



	There is no drug of which we can say that it will “go for” the inflammation; �there is no drug that I know of that can be depe

