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CONFLICTO DE INTERESES

El ponente declara poseer 100 acciones de
Bayer AG a las que, de momento, le ha perdido
un 35% de su valor.

La proxima vez sera mas cuidadoso con sus
Inversiones.
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v'"Recomendamos para todos los pacientes con EUA
< 30 una PA < 140/90 (IA)

v’ Sugerimos para pacientes con EUA > 30y < 300
una PA < 130/80 (2D)

v Sugerimos para pacientes con EUA > 300 una PA <
130/80 (2C)

v’ Sugerimos usar ARA/IECA en los pacientes con
EUA> 30y <300 (2D)

v'"Recomendamos usar ARA/IECA en los pacientes
con EUA > 300 (1B)



GUIAS KDIGO:
ENFERMEDAD RENAL EN DIABETICOS

v'"Recomendamos para todos los pacientes con EUA
< 30 una PA < 140/90 (IB)

v’ Sugerimos para pacientes con EUA > 30 una PA <
130/80 (2D)

v’ Sugerimos usar ARA/IECA en los pacientes con
EUA> 30y <300 (2D)

v'"Recomendamos usar ARA/IECA en los pacientes
con EUA > 300 (1B)
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Recommendations Class*= Level® Ref.<

W hile initiation of
antihypertensive drug treatment
in diabetic patients whose SBP

is =160 mmHg is mandatory, itis A 275, 276

strongly recommended to start 290293
drug treatment also when SBP is

=140 mmHg.

e e L X 270.275.
recomme =3 P ie s wi 276.295

diabetes.

T he DBP target in patients with
diabetes is recommended to be A 290, 293
=85 mmHg.

All classes of antihypertensive
agents are recommended and can
be used in patients with diabetes;
RAS blockers may be preferred,
especially in the presence of
proteinuria or microalbuminuria.

a 394, 513

It is recommended that individual
drug choice takes comorbidities -
into account.

Simultaneocous administration of
two blockers ofthe RAS is not
recommended and should be
avoided in patients with diabetes.

433

DBP, diastolic blood pressure; RAS, renin—angiotensin system; SBP, systolic blood
pressure.

Class of recommendation.

Level of evidence.

Reference(s) supporting levels of evidence. FJOIIORINAT OF HIYPERITENSION
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Lowering SBP to =140 mmHg
should be considered.

303, 313

VWhen overt proteinuria is
present, SBP values =130 mmHg
may be considered, provided that
changes imn eGFR are monitored.

307, 308,
313

RAS blockers are more effective
in reducing albuminuria than
other antihypertensive agents,
and are indicated in hypertensive
patients in the presence of
microalbuminuria or overt
proteinuria.

513, 537

Reaching BP goals usually
requires combination therapy,
and it is recommended to
combine RAS blockers with
other antihypertensive agents.

446

Combination oftwo RAS
blockers, though potentially more
effective in reducing proteinuria,
is not recommended.

331, 433,
463

Aldosterone antagonists canmnnot
be recommended in CKD,
especially in combination with a
RAS blocker, because of

the risk of excessive reduction in
renal functionmn and of
hyperkalaamia.

BP, blood pressure; CKD, chronic kidney disease; eGFR, estimated glomerular filtration

rate; RAS, renin—angiotensin system; SBP, systolic blood pressure.

“Class of recommendation.

PLevel of evidence.

“Reference(s) supporting levels of evidence. FOILIITRINAT. OF EIY PE
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MEDLINE and Cochrane search results for
articles indexed since July 2001
(n = 6267)
Excluded -
(n = 6139)
v
Articles retrieved for full-text review
(n = 130)
Excluded Other relevant articles
(n = 62) = included in the evidence
- review for the 2004
KDOQI BP guideline
(n =18)
A 4

Articles selected for the evidence review

for the ongoing KDIGO guideline

(n = 86)
Excluded for not L
examining BP targets |
or were in a
pediatric population
(n = 78)
A 4

Articles examining BP targets
included in the systematic review
(n = 8 [from 3 trials]))

©2011 by American College of Physicians

Summary of evidence search and
selection.BP = blood pressure; KDIGO
= Kidney Disease: Improving Global
Outcomes; KDOQI = Kidney Disease
Outcomes Quality Initiative.

Upadhyay A et al. Ann Intern Med 2011;154:541-548

Annals of Internal Medicine
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The MDRD Study

Target | Achieved Number
Mean Mean Achieved Achieved with

Arterial |Arterial BP| Systolic BP | Diastolic BP | Kidney
BP* (mm Hg (mm Hg (mm Hg Failure
(mm Hg) + SD) + SD) + SD) (%)

Tighter BP
Control

(n=432)

<92 or
<98

*The lower value was assigned to participants 60 years of age or younger, and the higher
value was assigned to participants 61 years of age or older.

tUnadjusted hazard ratio = 0.78 (95% Cl, 0.66 to 0.93; P = 0.0056); adjusted hazard ratio =
0.68 (95% Cl, 0.57 to 0.82; P < 0.001).

BP = blood pressure; SD = standard deviation;
MDRD = Modification of Diet in Renal Disease Study Sarnak MJ, et al. Ann Intern Med. 2005;142:342-351.
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Peterson, J. C. et. al. Ann Intern Med 1995:123:754-762
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TERM EXTENDED FOLLOW-UP o | pdTl Sk
OF MDRD TRIAL PARTICIPANTS.

1

Risk of death after ESRD onset by BP arm b Risk of death regardless of ESRD status by BP arm
1.00 4
¢ 1 HR=0.72, P=0.003 % HR=0.82 P=0.0
9 o
0 5 0757
o 0.751 -
2
2 :
0.50 1
g 050- g
a o
& 0251 2 (.25
J E
: 5
0
0.001 0.00 T 1 T T T
0 ; 10 {5 2 0 5 10 15 20
Number at risk Years after ESRD onset Nrmher i i Years after randomization in MDRD
Usual BP 319 210 153 82 i Usual BP 408 3N 312 241 135
StrictBP 308 235 160 89 5 Stict BP 432 395 344 276 162
----- Usual BP  ——— Strict BP -===--Usual BP ——— Strict BP

Ku E et al Kidnev Int. 2015 87(5):1055-60_
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OF MDRD TRIAL PARTICIPANTS.
Table 2 | Characteristics at ESRD onset in the subset of
patients with available data according to the Medical
Evidence form
Strict blood Usual blood
pressure pressure
Characteristics N=171 N=153 P-value
Comorbidities
Congestive heart failure 9 (5.3%) 20 (13.1%) 0.02
Coronary artery disease 14 (B.2%) 29 (19.0%) 0.004
Diabetes 19 (11.1%0) 19 (12.4%) 0.72
Cerebrovascular disease 4 (2.3%) 7 (4.6%) 0.36
Hypertension 139 (81.3%) 131 (85.6%) 0.30
Laboratory data
Albumin® (g/dl) ( £s.d.) 3.7+06 3.7+06 0.78
Hemoglobin® (g/dl) ( +s.d.) 106+ 15 10.3+1.8 0.21

*For albumin, N= 133 for strict blood pressure arm and N=122 for usual blood
pressure anm.

“For hemoglobin, N= 145 for strict blood pressure arm and N= 133 for usual
blood pressure arm.

Ku E et al. Kidney International (2015) 87, 1055-1060
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Figure 2. Mean Change in Glomerular Filtration Rate by Randomized Group Shown are the
estimated mean changes (SE) in glomerular filtration rate (GFR) (mL/min per 1.73 m2) from
baseline through follow-up in the 2 blood pressure goal interventions (A) and in the 3 drug

-10

interventions (B).

18 24 30 36 42 48

==MAP<107

<=M AP<92

Wright, J. T. et al. JAMA 2002;288:2421-2431

Copyright restrictions may apply.
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Trial Phase Trial and Cohort Phases Cohort Phase
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0
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104 2
e
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()} 1 i i 4 5 [ 7 b4 g 10
Follow-up Year
P-C Ratio 0,22
Standard control 176 165 134 113 81 BE 45 32 26 22 13
Intensive control 181 172 151 128 104 a7 &7 56 47 40 25
P-C Ratio <=0.22
Standard control 376 373 162 353 332 302 267 234 714 196 128
Intensive control 357 350 3135 | 106 282 254 228 206 1849 128

Figure 2. Cumulative Incidence of the Composite Primary Outcome, According to Baseline Proteinuria Status.

Appel et al. N Engl j Med

. 2010
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EFFECTS OF INTENSIVE BLOOD PRESSURE LOWERING
ON CARDIOVASCULAR AND RENAL OUTCOMES

Baseline

Stundy ser
ABCD (N) 2001 136
REIN-2 2005 137
ACCORD 2010 139
AASK 2010 150
ABCD{H) 2000 15S
UKPDS-HDS 159
Cardio-Sis 2009 163
HOT 1998 170
JATOS 2008 172

Overall
Events/population: 205/13335 vs. 222/19247
17 =26.796, 95%C1: -57.0% to 65.8%, p = 0.207

2b: Cardiovascular death

ABCD (N) 2001 136
REIN-2 2005 137
ACCORD 2010 139
AASK 2010 150
ABCD(H) 2000 155
UKPDS-HDS 159
VANLISH 2010 170
HOT 1998 170
JATOS 2008 172

Overall {95% CI)
Events/population: 311/14404 vs. 357/20327
17 =23 4%, 95%CI1: -62.0% to 63.8%, p = 0.235

3c:End kidney di
AASK 2010 i1s0
ACCORD 2010 139
ESCAPE 2009 109
MDRD 2005 130
REIN-2 2005 137
Toto 199S 123
UKPDS-HDS 159
Schrier R 2002 143

Overall (95% CI)
Events/population: 455/4533 vs. 486/4157
17 =0%¢, 95%:CI: -218.1% to 67.3%, p = 0.444

NA

difference

-o/-6
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Risk Ratio
(S85% Ci1)

-4.1/-2.8

-14.2/-6.7
-13/-7

-6/-8

v

-10/-5

-3.8/-1.5
-2.9/-3.1

9. 7/-3.3

-8.6/-5.0

-9/-6

-4.1/-2.8

N

Vol

Vv Vv

-14.2/-6.7
-13/-7

-6/-8

-10/-5

-S.4/-1.7

-2.9/-3.1

-9./-3.3

-8.3/-4.3

-13/-7

-14.2/-6.7

-7.6/-3.8
-—a.1/-2.8

-s/-6

\'2

-10/-5

-3117

-9.4/-5.1

A\

Favours more intensive regimen

BP: blood pressure. SBF: systolic blood pressure (mmhg)

~ Mean arterial pressure difference

L] L}
b § 1.5 2.5

Favours less intensive regimen

SEMG

Sockedad Expatiola de )
Risk Ratio 77
(95% C1)

1.12 {0.S0, 2.49)
2.00 (0.12, 732.12)
0.93 (0.69, 1.24)
1.20 (0.70, 2.07)
0.98 (0.40, 2.43)
0.45 (0.25, 0.80)
0.42 (0.11, 1.63)
1.12 (0.64, 1.96)

1.14 (0.41, 2.14)

0.93 (0.73, 1.20).p=0.577

1.48 (0.65, 2.40)
0.50 {0.05, 5.46)
1.04 {0.73, 1.48)
1.50 {0.90, 2.48)
0.54 (0.20, 1.43)
0.71 {0.52, 0.97)
1.00 {(0.44, 2.31)
1.09 (0.85, 1.39)

1.28 (0.48, 3.44)

1.00 {(0.82.1.22).p=0.979

0.79 {0.56, 1.14)
1.02 {0.71, 1.46)
0.67 {0.41, 1.10)
0.89 (0.80, 0.98)
1.12 (0.74, 1.69)
2.92 (0.65, 13.15)
0.59 {0.21, 1.61)

1.38 (0.36, 5.37)

0.89 (0.82,0.97),p=0.009
(' = 0%, p =0.4443)

Lv J et al. Plos One 2012 €1001293

3
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Favours Favours
Treatment, Systolic BP, mm Hg, intensive ! standard
no. of events/patients intensive/standard treatment | treatment
Study Intensive Standard Baseline Achieved HR (95% CI) :
Composite
outcome :
Toto et al.2? 11/42 7/35 124/122 133/138 1.31 (0.57-3.02) ———— ———
Schrier et al.28 5/41 3/34 143/142 90/101 1.38 (0.36-5.37) St >
Ruggenenti et al.4 38/169 34/169 137.0/136.4 129.6/133.7  1.00 (0.61-1.64) 4
Wiihl et al.’® 46/189 69/196 NA NA 0.65 (0.45-0.94) — !
Appel et al.’3 213/540 209/554 152/149 128/141 0.95 (0.78-1.15) 4
Hayashi et al.2? 5/1230 8/1269 1717/171.8  135.9/145.6  0.64 (0.21-1.97)
Klahr et al.?7 306/432 310/408 130/131 126.2/133.8 0.69 (0.59-0.83) B E
Overall (2= 38.1%) 624/2643 640/2665 156.3/156.4 131.7/141.5 0.82 (0.68-0.98) ’
ESKD
Toto et al.2! 7/42 2/35 124/122 133/138 2.92 (0.65-13.15) : >
Schrier et al.28 5/41 3/34 143/142 90/101 1.38 (0.36-5.37) : >
Ruggenenti et al.’ 38/169 34/169 137.0/136.4 129.6/133.7 1.00 (0.61-1.64) — %
Wuhl et al.'® 22/189 34/196 NA NA 0.67 (0.41-1.10) ‘—f“
Appel et al.’3 238/540 256/554 152/149 128/141 0.85 (0.71-1.02) —‘—E
Hayashi et al.?? 5/1230 8/1269 171.7/171.8 135.9/145.6 0.64 (0.21-1.97) :
Klahr et al.’7 306/432 310/408 130/131 126.2/133.8 0.69 (0.59-0.83) = E
Overall (2= 21.6%) 621/2643 647/2665 156.3/156.4 131.7/141.5 0.79 (0.67-0.93) ’:
T f T
0.2 0.5 1.0 2.0 5.0
HR (95% CI)

Lv J et al. CMAJ 2013;185:949-957 CMAJ-JAMC

©2013 by Canadian Medical Association



Conjunto de puntos finales (%)

MICROALBUMINURIA:
ESTUDIO STENO

Anos de seguimiento
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Riesgo relativo Valor de p
0,39 (0,17-0,87)
Nefropatia —F— 1 0.003
|
0,42 (0,21-0,86) :
Retinopatia —E— I 0.02
|
0,37 (0,18-0,79) |
Neuropatia
Autondémica E B : 0.002
|
) 1,09 (0454-2,22) 0.66
Neuropatia
Periférica E
I
0.0 0.5 1 1.5 2.0 2.5

Parving et al. NEJM: 2003:348:383-393
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Diabetics with ESRD/Death as an
Endpoint

2008

Cohqrug _Nm'oul

£

Captopril 1993 P=0.007 141/82
AIPRI 1996 P<0.001 139/82
REIN 1997 P=0.03 142/84
RENAAL 2001 P=0.01 142/77
IDNT 2001 results pending 141/78

Lewis EJ, et al. N Engl J Med. 1993;329(20):1456-1462.
Maschio G, et al. N Engl J Med. 1996;334(15):939-945.
The GISEN Group. Lancet. 1997;349:1857-1863.
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A Other two cohorts (SBP 130+)
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ﬁ = Systolic blood pressure <130 mmHg

W T

1=

=

2 &4

-

=

=1

=2 o

n- E L 1 ] 1 1 1 1

] 1 2 3 4 5

il ik Years of follow-up
SBP< 130 2876 2369 2016 16835 1419 1210
SBP=130-60 3516 126 2rae 2428 2119 1824
SBP>160 1104 =T g3 i GE1 2l

Weiss JW et al. Am J Kidney Dis. 2010
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8 10- L -
N 0.8 . >30
S & 1.5103.0
,;50 0.75t0 1.5
o o <0.75
0 N o - UACR (g/g)
CONRN
N
Systolic BP
(mmHg)
Month 6 systolic biood pressure (mmHg)
<130 130 to 145 145 to 160 =160
Month 8 UACR (g/g)
<0.75 234 (6.9) 472 (7.2) 234 (7.9) 145 (8.8)
0.75t0 1.5 126 (7.6) 223 (7.1) 1886 (8.9) 117 (11.6)
15t 30 117 (13 4) 2431(92) 231(12.3) 232 (14.0)
>3.0 44 (20.0) 120 (12.2) 111 (13.6) 165 (15.9)

Sockedad Espatola de M.
Generales y de Familia

Figure 3 Risk for cardiovascular events by achieved Month 6 albuminuria and systolic blood pressure. The table below the graph shows the

number of patients in each category with the corresponding cardiovascular event rate per 100 patients years in brackets.

Holtkamp FA et al. Eur Heart J. 2011
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mmHg

Jaffar et al. An. Intern. Med. 2003
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Events per 1,000 patient-years

Events per 1,000 patient-years

20

18

16

14

12

10

40

36

32

28

24

20

16

Achieved Systolic Blood Pressure (mmHg)

110to <120 120to <130 130to <140 >140

Total Myocardial Infarction

p-Values versus >140

NS <0.0001 0.0028

Coronary Revascularization

]
i '

p-Values versus >140

Events per 1,000 patient-years

Events per 1,000 patient-years

20

18

16

14

12

10

54

50

46

42

38

34

30

Achieved Systolic Blood Pressure (mmHg)

110to <120 120to <130 130to <140 >140

Clinical Coronary Events

NS p-Values versus >140 :

Increased Serum Creatinine

NS p-Values versus >140

Figure 4 Event rates (per 1000 patient years) for major clinical outcomes in patients in ACCOMPLISH
categorized according to their achieved systolic blood pressures. The P values for differences between
adjacent groups are shown only if they are signific...

Weber MA et al. The American Journal of Medicine Volume 126, Issue 6 2013 501 - 508



Cumulalive hazard of daath

00 02 0.4

Cumulafvs harard of ESAD

00 02 04 Q8 Q3 10

1.0

06 038

Systolc BP

10

6 08

Curn ilaive ha pard of deaih

00 02 0.4

—  ‘Well controlled SBP <130
—- ntdumug.r:munhﬂsammuﬂml-ﬁ"
=

= lﬂl

_ EE

=

e ié
r_'_:l_.--._r——— IJ _____ Eg

e o —— T =

GRA XX
N A Cohqruo Nawxﬁ §£MG
2016 | el
Diastolic BP
fr
J—"'J_._rrr._ rrﬁ::J_
_,r;”;'-ﬁr;-i-—r
B 1 2 a4 4 & & 7
Tirme(y)
— el corfrolied DEP 0
— - Moderately controlied DEP BO-83 mmbg
o 1 2 3 4 E & ¥

Agarwal R. Clin J Am Soc Nephrol 4: 830-837, 2009.
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MORTALIDAD CORONARIA

(Multiple Risk Factor Intervention Trial -MRFIT)

Mortalidad por
C.Isquémica
por 10.000
personas/afio

Neaton JD et al Arch Intern Med 1992; 152: 56-64
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Peralta CA et al. Circulation. 2016;133:584-591
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Kovesdy C. et al. Ann Intern Med. 2013 ;159: 233-242.



Blood Pressure and
Mortality in US Veterans
with C.K.D.

Table 2

HRs of All-Cause Mortality Associated With Hypertension Categories”

Model” HR (95% CI)
Patients With SBP <120 Patients With SBP of 120-  Patients With SBP of 140-159  Patients With SBP >160
mm Hg and 139 mm mm Hg mm Hg or DBP >100 mm
DBP <80 mm Hg Hg or DBP of 80-89 mm Hg or DBP of 90-99 mm Hg Hg
1 1.62 (1.61-1.64) 1.00 (reference) 0.94(0.93-0.95) 1.08 (1.06-1.10)
2 1.59 (1.58-1.61) 1.00 (reference) 0.93 (0.92-0.95) 1.04 (1.02-1.06)
3 1.48 (1.46-1.49) 1.00 (reference) 0.94(0.93-0.95) 1.06 (1.04-1.07)
- 1.44 (1.42-1.45) 1.00 (reference) 0.95 (0.94-0.96) 1.05 (1.03-1.07)
5 1.42(1.41-1.43) 1.00 (reference) 0.95 (0.94-0.96) 1.05 (1.03-1.07)

DBP = diastolic blood pressure; HR = hazard ratio; SBP = systolic blood pressure.

Kovesdy C. et al. Ann Intern Med. 2013 ;159: 233-242.
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Figure 3. Kaplan-Meier Survival Curves of Patients With Follow-up Systolic Blocd Pressure (SBP) Less Than 120 vs 120 to 139 mm HE
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Kovesdy CP et al. JAMA Intern. Med. 2014



Systolic Blood Pressure and Outcomes in Stage 3-4 Chronic
Kidney Disease Patients: Evidence from a Taiwanese Cohort
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Chiang HP et al. Am J Hypertens. 2014; 27: 1396-1407
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events in people with and without chronic kidney L
disease: meta-analysis of randomised controlled trials
Noof events/patients
Study More Less  Difference in systolic/ Hazard ratio Hazardratio  Pfor
diastolic blood pressure (95% () (95%CI)  homogenelty
(mm He)
eGFR260 200/5329  399/10341  -3.0/3.2 e 0.87 (07310 1.03) 3
GRG0 9111330 147253 32/3. e - 12406200248
Overall ==zt~ 0.93 (0.8010 1.07)
0.5 1 ]
Favours more Favours less

Fig 3 Eftects of more intensive vless intensive blood pressure lowering regimens for risk of major cardiovascular events
according to kidney function status

Blood Pressure Lowering Treatment Trialists” Collaboration
BMJ 2013;347:f5680 doi: 10.1136/bm;j.f5680



GRA

2016

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

A Randomized Trial of Intensive versus
Standard Blood-Pressure Control

The SPRINT Research Group*

X><re,!/o/ Nacional S E /\/\ G

%’Md Sockeds :w w de)

The members of the writing committee
(Jackson T. Wright, Jr., M.D., Ph.D., Jeff
D. Williamson, M.D., M.H.S., Paul K.
Whelton, M.D., Joni K. Snyder, R.N.,
B.S.N., M.A., Kaycee M. Sink, M.D.,
M.A.S., Michael V. Rocco, M.D., M.S.C.E.,
David M. Reboussin, Ph.D., Mahboob
Rahman, M.D., Suzanne Oparil, M.D.,
Cora E. Lewis, M.D., M.S.P.H., Paul L.
Kimmel, M.D., Karen C. Johnson, M.D.,
M.P.H., David C. Goff, Jr., M.D., Ph.D.,
Lawrence J. Fine, M.D., Dr.F'LH.._jefTre)r A.
Cutler, M.D., M.P.H., William C. Cush-
man, M.D., Alfred K. Cheung, M.D., and
Walter T. Ambrosius, Ph.D.) assume re-
sponsibility for the overall content and
integrity of the article. The affiliations of
the members of the writing group are
listed in the Appendix. Address reprint
requests to Dr. Wright at the Division of
Nephrology and Hypertension, Universi-
ty Hospitals Case Medical Center, Case
Western Reserve University, 1100 Euclid
Ave. Cleveland, OH 44106-6053, or at
jackson.wright@case.edu.

*A complete list of the members of the
Systolic Blood Pressure Intervention
Trial (SPRINT) Research Group is pro-
vided in the Supplementary Appendix,
available at NEJM.org.

This article was published on November 9,
2015, at NEJM.org.

DOI: 10.1056/NEJMoal511939



ﬁzA X><re,!/o/ Nacional

2016 %ﬂwd

- SE/\/\G

Socledad Espatiols de

alesy de Fa

Table 1. Baseline Characteristics of the Study Participants.*

Characteristic

Criterion for increased cardiovascular risk — no. (26) T
Age =75 yr
Chronic kidney diseasei
Cardiovascular disease
Clinical

Subclinical

Framingham 10-yr cardiovascular disease risk score =15%

Female sex — no. (26)
Age — yr
Owerall
Among those =75 yr of age
Race or ethnic group — no. (26)§
NMon-Hispanic black
Hispanic
Mon-Hispanic white
Other
Black racef
Baseline blood pressure — mm Hg
Systolic
Diastolic
Distribution of systolic blood pressure — no. (96)
=132 mm Hg
=132 mm Hg to <145 mm Hg
=145 mm Hg

Intensive Treatment
(N=4678)

1317 (28.2)
1330 (28.4)
940 (20.1)
779 (16.7)
247 (5.3)
2870 (61.4)
1684 (36.0)

67.9+9.4
79.8+3.9

1379 (29.5)
503 (10.8)
2698 (57.7)
98 (2.1)
1454 (31.1)

139.7+15.8
78.2+11.9

1583 (33.8)
1489 (31.8)
1606 (34.3)

Standard Treatment

(N =4683)

1319 (28.2)
1316 (28.1)
937 (20.0)
783 (16.7)
246 (5.3)
2867 (61.2)
1648 (35.2)

67.9+9.5
79.9+4.1

1423 (30.4)
481 (10.3)
2701 (57.7)
78 (1.7)
1493 (31.9)

139.7+15.4
78.0x12.0

1553 (33.2)
1549 (33.1)
1581 (33.8)
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Table 1. Baseline Characteristics of the Study Participants.*
Serum creatinine — mg/d| 1.07+0.34 1.08+0.34
Estimated GFR — ml/min/1.73 m?

Among all participants 71.8+20.7 71.7+20.5

Among those with estimated GFR =60 ml/min/1.73 m? 81.3+15.5 81.1+15.5

Among those with estimated GFR <60 ml/min/1.73 m? 47.8+9.5 47.9+9.5
Ratio of urinary albumin (mg) to creatinine (g) 44.1+178.7 41.1+152.9
Fasting total cholesterol — mg/dl 190.2+41.4 190.0+40.9
Fasting HDL cholesterol — mg/d| 52.9+14.3 52.8+14.6
Fasting total triglycerides — mg/d| 124.8+85.8 127.1+95.0
Fasting plasma glucose — mg/dI 98.8+13.7 98.8+13.4

Statin use — no./total no. (%)
Aspirin use — no.total no. (%)
Smoking status — no. (%)

Never smoked

Former smoker

Current smoker

Missing data

1978/4645 (42.6)
2406/4661 (51.6)

2050 (43.8)

1977 (42.3)

639 (13.7)
12 (0.3)

2076/4640 (44.7)
2350/4666 (50.4)

2072 (44.2)

1996 (42.6)

601 (12.8)
14 (0.3)
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A’ Primary Outcome B Death from Any Cause
107 010+ Hazard ratio with intensive treatment, 107 0.10 Hazard ratio with intensive treatment,
0.75 (95% C1, 0.64-0.89) 0.73 (95% Cl, 0.60-0.90)
0.08- 0,08
- 08 Standard treatment - 03+
P 0.06- : 0.06-
N 06 N 0 Standard treatment
i ' 0.04- Intensive treatment E ] 0.04+
3 2
L; 04- 0.02 li 044 0021 Intensive treatment
5 0.00 I I I I I 5 0.00 | | I I |
0. 01 2 3 4 ol 01 1 3 4
0.0- —!_l'_—l_dl-’T_ 00 l l | |
0 1 2 3 4 0 | 2 3 4 5
Years Years
No. at Risk No. at Risk
Standard treatment 4683 4437 4228 2829 il Standard treatment 4683 4528 4383 2998 789
Intensive treatment 4678 4436 4256 2900 179 Intensive treatment 4678 4516 4390 3016 807
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Table 3. Serious Adverse Events, Conditions of Interest, and Monitored Clinical Events.

Variable

Serious adverse event®
Conditions of interest
Serious adverse event only
Hypotension
Syncope
Bradycardia
Electrolyte abnormality
Injurious fall{
Acute kidney injury or acute renal failurei

Emergency department visit or serious adverse
event

Hypotension
Syncope
Bradycardia
Electrolyte abnormality
Injurious fall{
Acute kidney injury or acute renal failuref
Monitored clinical events
Adverse laboratory measuref
Serum sodium <130 mmol/fliter
Serum sodium =150 mmol/liter
Serum potassium <3.0 mmol/fliter
Serum potassium =5.5 mmol/fliter
Orthostatic hypotension¥]
Alone

With dizziness

Intensive Treatment
(N =4678)

Standard Treatment
(N =4683)

no. of patients (94)

1793 (38.3)

110 (2.4)
107 (2.3)

87 (1.9)
144 (3.1)
105 (2.2)
193 (4.1)

158 (3.4)
163 (3.5)
104 (2.2)
177 (3.8)
334 (7.1)
204 (4.4)

180 (3.8)

6 (0.1)
114 (2.4)
176 (3.8)

777 (16.6)
62 (1.3)

1736 (37.1)

66 (1.4)
80 (1.7)
73 (1.6)

107 (2.3)

110 (2.3)

117 (2.5)

93 (2.0)
113 (2.4)
83 (1.8)
129 (2.8)
332 (7.1)
120 (2.6)

100 (2.1)
o

74 (1.6)

171 (3.7)

857 (18.3)
71 (1.5)

Hazard Ratio

1.04

1.67
1.33
1.19
1.35
0.95
1.66

1.70
1.44
1.25
1.38
1.00
1.71

1.76

1.50
1.00

0.88
0.85

P Value

0.001
0.05
0.28
0.02
0.71

<0.001

=0.001
0.003
0.13
0.006
0.97
<0.001

=0.001
0.02
0.006
0.97

0.01
0.35




Co)u?ref'o .Naa'oul S E/\/\G
5016 :1&:& L qeheral oty e
Table 2. Primary and Secondary Outcomes and Renal Outcomes.*
Hazard Ratio
Outcome Intensive Treatment Standard Treatment (95% Cl) P Value
no. of patients no. of patients
(%) % per year (%6) % per year
All participants (N =4678) (N =4683)
Primary outcomet 243 (5.2) 1.65 319 (6.8) 2.19 0.75 (0.64—0.89) <0.001
Secondary outcomes
Myocardial infarction 97 (2.1) 0.65 116 (2.5) 0.78 0.83 (0.64-1.09) 0.19
Acute coronary syndrome 40 (0.9) 0.27 40 (0.9) 0.27 1.00 (0.64—1.55) 0.99
Stroke 62 (1.3) 0.41 70 (1.5) 0.47 0.89 (0.63-1.25) 0.50
Heart failure 62 (1.3) 0.41 100 (2.1) 0.67 0.62 (0.45-0.84) 0.002
Death from cardiovascular causes 37 (0.8) 0.25 65 (1.4) 0.43 0.57 (0.38-0.85) 0.005
Death from any cause 155 (3.3) 1.03 210 (4.5) 1.40 0.73 (0.60-0.90) 0.003
Primary outcome or death 332 (7.1) 2.25 423 (9.0) 2.90 0.78 (0.67—0.90) <0.001
Participants with CKD at baseline (N=1330) (N=1316)
Composite renal outcome} 14 (1.1) 0.33 15 (1.1) 0.36 0.89 (0.42-1.87) 0.76
>50% reduction in estimated GFR] 10 (0.8) 0.23 11 (0.8) 0.26 0.87 (0.36-2.07) 0.75
Long-term dialysis 6 (0.5) 0.14 10 (0.8) 0.24 0.57 (0.19-1.54) 0.27
Kidney transplantation 0 0
Incident albuminuria¥ 49/526 (9.3) 3.02 59/500 (11.8) 3.90 0.72 (0.48-1.07) 0.11
Participants without CKD at baseline|| (N=3332) (N=3345)
=30% reduction in estimated GFR to 127 (3.8) 1.21 37 (1.1) 0.35 3.49 (2.44-5.10) <0.001
<60 ml/min/1.73 m?{
Incident albuminuria¥] 110/1769 (6.2) 2.00 135/1831 (7.4) 2.41 0.81 (0.63-1.04) 0.10
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Renin-Angiotensin System Inhibitors and Kidney and
Cardiovascular Outcomes in Patients With CKD: A Bayesian

B SEMG
Network Meta-analysis of Randomized Clinical Trials el

Treatment commparisons

wdids rato [95% Cl)

TrEBMAnE GO e soecs

echils catic{95% CI)

&, Kidmey Failure " cardiowascular death
ACElve plezabs - | D &1 (047, 0 78] ACElve. plezabs —— 0.BZ (0.T7. 1.08)
ACEl ve placubs —{ 0.55 [0.44, DET) ACEl vs. placebs 1 0.B5 (.76 0.55)
ARB v placebo . 070 (052, a9 ARE e placab —r— 1,12 (0,80 1.53)
ARE e placebo —_1— 052 (071, 0.94) ARB v placabo —tT— 1.1% (.65, 1.65)
ACE| vg. sl el —a— 0ES [0.51, D30} ACE| vg. st el —— 077 (0.51. 1.09)
ACElve. active control —_— 071 (057, 034) ACEIvs aciva control 0.54 (0.53 1.85)
ARE e acthes Genlnd —— 0.75 (0.5, 0.97) ARE vE acthes Gonln —i— 0.57 (.65 1.33)
ARS vz acties comtrol —]— [0LET [0.55, 0.2 ARE vE At o e I 0.5z (0.61. 1.37)
ACEl ve ARB —-— 039 (65, 1.19) ACEl v ARB ——— 063 (.56 1.14)
ACElve. ARB 3 05 (035, 2049) ACEl ve. ARB w1 = 0610080 3.71)
Acties contiod v placeba —— 052 (073, 1.24) Acties conliod v placeba —1 1190081 1.7
B

Cardiovassular everts o All-cause death

ACElve placabs —.,— 032 0.7, 092 ACEN vs. placebo - IR 0BT (.74 101)
ACEl vz placebs -+ {34 (0,76, 093] ACEN vs. placeto — 0BT (076, 0.09)
ARE e placebo —— 076 (062, .49 ARE va. placabs —t 0.55 (1.7E. 1.21)
ARE vs placebo ——] o (&7, D99) ARE vs. placebs — 0¥ (.65, 1.21)
ACEl v active oo —i— 034 075, 1.12) ACED vs. actve conbeal —i— 0.72(0.53 0.82)
ACElvs. aclive contral 11 1,065 (084, 1.18] AUCEN ws. active conteol —— 063 (.28 053
ARG vz acties control —— 038 (070, 1.03) ARE v, ot contrel —— 0.B1 (0.61. 1.03)
ASR vz actier contml — 11—t DR (08D, 1.04) ARBE vs. aciie coninal —O1— .58 (.71, 1.1
ACEl ve. ARB —.— 109 (081, 1.31) BICED s, ARS —.— 0,53 (0,65, 1.17)
ACElvs. ARB T 0052 0.4, 20T} BICEN s, AR i1 S LOZ 0035 2.81)
Active comiol vs. plhacebo — DT 071, 1.06] Scliva costrel v, placabs T— 1.27 (0.93. 1.67)

T T 1 T T 1
5 1 15 28 5 i5 75

Xie X et al. Am J Kidney Dis. 2006; 67(5):728-741.
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Una PA < 140/90 mmHg reduce la progresion
de la enfermedad renal.

Un objetivo mas intensivo (cercano, pero no
oor debajo de 130/80 mmHg) podria mejorar
os resultados.

Una PA <130/80 mmHg podria ser el objetivo
en pacientes proteinuricos.

No hay evidencias para indicar este objetivo
en MICROALBUMINURIA.
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La CURVA J existe tambien en pacientes con ERC.

Disminuciones excesivas de la PA inducidas por la medicacion
hipotensora pueden tener un efecto contraproducente.

El beneficio obtenido en el estudio SPRINT  —aunque
significativo desde el punto de vista estadistico- es una
reduccion marginal del riesgo individual (0,0035 por paciente) a
cambio hay un gran aumento de efectos secundarios.

Desde el punto de vista renal no se consiguieron beneficios sino
solo complicaciones.
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