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Association between cardiovascular events and
sodium-containing effervescent, dispersible, and
soluble drugs: nested case-control study

Formulation

Paracetamol soluble tablet 500 mg

| Examples of sodium content per tablet and maximum daily ingested sodium for selected sodium-containing formulations

plet (mmol) Maximum daily Na' (mmol/day)

6 (0.4g) 1488 (3,4 8)

Paracetamol with codeine phosphate effervesce

142.4

MWWWMMEB 190 ml

NERGIA/ENERGY VALUE: 0 keal / 0 ki; PROTEINAS / PROTEINES/PROTEIN: Og; HI omos
DE CARBONO / HIDRATS DE CARBONI / CARBOHYDRATES: Og; DE LOS CUALES

QUALS SUCRES / OF WICH SUGARS: Og; GRASAS / /mmmsmm
GRASOS SATURADOS / DELS GREIXDSOS SATURATS / OF

Vascular death
| SOI]IU

Hypertension

| *Recomendacicn de In?esta Dlana calculado | PETYTYEED
con base en-una dieta e 2000 keal. 1.28 (1.23 10 1.33)

Heart failure

All cause mortality

*Incident non-fatal myocardial infarction, incident non-fatal stroke, and vascular death.

BMJ 2013;347:16954




NSAID Use and Association with Cardiovascular Qutcomes
in Qutpatients with Stable Atherothrombotic Disease
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Is cardiometabolic risk improved by weight-loss drugs?

www.thelancet.com Vol 376 August 21, 2010
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Is cardiometabolic risk improved by weight-loss drugs?

www.thelancet.com Vol 376 August 21, 2010

Placebo Naltrexone 16 mg plu Naltrexone 32 mgplus  p value for comparison with placebo
bupropion bupropion

Naltrexone 16 mg  Naltrexone 32 mg
plus bupropion plus bupropion

Systolic blood pressure (mm Hg)

Baseline 1150 (9-8) 1195(9-9) 118.9(9-9)

Change 1.9 (-27to-1.2) @ -01(-0.9t0 07) <0.0001 0.0008
Diastolic blood pressure (mm Hg)

Baseline 77-3(6-6) 766 (7-2) 771(7-2)

Change 0.9 (-1.4to-0-3) C 01(-05t007) ) 0-0 (-0-5t0 0-6) 0.0150 0-0217

Lancet 2010; 376:595-605




Combined Angiotensin Inhibition for the
Treatment of Diabetic Nephropathy

Table 3. Safety Outcomes.*

Losartan
plus Placebo
Outcome (N=724)
Patients with serious adverse events — 380 (52.5)
no. (%)
No. of serious adverse events 1274
Attribution of serious adverse events to
study drugs — no. of events (%)
Not attributed 1159 (91.0)
Possibly attributed 104 (8.2)
Attributed 11 (0.9)
gcute kidney injury — no. of patients (% 80 (11.0)
%erkalemm — no. of patients (%) 32 (4.4)

Losartan

plus Lisinopril

(N=724)
416 (57.5)

1539+

1365 (88.7)
146 (9.5)
7 (1.8)
130 (18.0)
72 (9.9)

Hazard Ratio
with Losartan
plus Lisinopril
(95% Cl) P Value
NA 0.06
NA
0.049
NA
NA
NA
1.7 (1.3-2.2) <0.001
2.8 (1.8-4.3) <0.001

N Engl ] Med 2013,369:1892-903




Cardiorenal End Points in a Trial
of Aliskiren for Type 2 Diabetes

Table 3. Most Commonly Reported Adverse Events and Study-Drug Discontinuation.*

Event Leading to Permanent

Event Any Event Reported P Value Study-Drug Discontinuation P Value

Aliskiren Placebo Aliskiren Placebo

(N=4272) (N =4285) (N=4272) (N =4285)

no. of patients (%) no. of patients (%)

Hyperkalemia ) 1670 (39.1) 1244 (29.0) <0.001 205 (4.8) 111 (2.6) <0.001
Peripheral edema 686 (16.1) 706 (16.5)  0.60 11 (0.3) 7(02) 034
Hypotension 519 (12.1) 357 (83)  <0.001 28 (0.7) 13(0.3) 0.2
Diarrhea 417 (9.8)  312(7.3)  <0.001 11 (0.3) 7(02) 034
Hypertension 429 (10.0) 469 (10.9) 0.17 3(0.1) 9 (0.2) 0.15
Renal impairment 418 (9.8)  371(8.7)  0.07 65 (1.5) 54(13) 030

N Engl ] Med 2012;367:2204-13
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HOW LOW?

Adjusted 4.5-year risk of events, %
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HOW LOW?

2014

Goals

e People with diabetes and
hypertension should be treated to a
S ' ressure (SBP) goal of
<140 mmHg. B

e Lower systolic targets, such as <130
mmHg, may be appropriate for
certain individuals, such as younger
patients, if it can be achieved without
undue treatment burden. C

e Patients with diabetes should be
treated to a diastolic blood pressure
(DBP) <<80 mmHg. B J
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EFICACIA HIPOTENSORA

HCTZ ACE ARBs Beta Calcium
Inhibitors Blockers Antagonists

| -.—‘ —————
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J Am Coll Cardiol 2011;57:590-600)




Blood pressure lowering efficacy of angiotensin converting
enzyme (ACE) inhibitors for primary hypertension (Review)

Reduction in BP £ 95% Cl (mm Hg)
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Comparative effectiveness of renin-angiotensin system
blockers and other antihypertensive drugs in patients
with diabetes: systematic review and bayesian network

meta-analysis
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Comparative effectiveness of renin-angiotensin system
blockers and other antihypertensive drugs in patients
with diabetes: systematic review and bayesian network

meta-analysis
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Influence of Time of Day of Blood
Pressure-Lowering Treatment on
Cardiovascular Risk in Hypertensive
Patients With Type 2 Diabetes

Chronotherapy and cardiovascular risk in diabetes

1.0 T T I

-l Log-rank = 23.5; P<0.001

-

w— All medications on awakening

Probability of event-free survival

w= w= > medications at bedtime

0 2 4 6 b

N b i Duration of follow-up (years)

Awakening 232 198 119 76
Bedtime 216 206 124 77

Diabetes Care 34:1270-1276. 2011




Moderate dietary sodium restriction added to
angiotensin converting enzyme inhibition compared
with dual blockade in lowering proteinuria and blood
pressure: randomised controlled trial
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El compliment és un problema

N/

Percentage of patients

1 2 3 4 5 6 T 8 9 10
Years

Percentage of users in each of the 10 intervals. [] Non-users; [l
restarters; [l] continuous users.

Journal of Hypertension 2005, 23:2101-2107




...que incrementa els costos
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...l empitjora el pronostic
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group (n = 102) (n=93) group (n = 102) (n=93)
UKPDS risk score Framingham risk score
ORisk score increased ENo change MRisk score decreased
Proportion of patients with risk score changes from baseline.

Changes to UK Prospective Diabetes Study (UKPDS) risk score
attributable to individual risk factors

Intervention Control
group group
(n=102) (n =93) P-value*

One-year value used
HbA,;. 0.1
Systolic blood pressure,

Bk \
A=

~0.2 (1.4)
-0.0 (2.9)

0.12
0.065
26
0.032

Total cholesterol
HDL cholesterol
All four risk factors

-

-1.3 (3.6) —-0.4 (3.8)

Change from baseline (1 year minus baseline) are presented as
mean (standard deviation).

*Mann-Whitney U-test for difference in change between
groups.

Diabet. Med. 29, 1433-1439 (2012)

Between-group comparison Intervention Group Control Group Dilference
at 8-month follow-up % (n) % (n) (93% CI) P Value?
Systolic blood pressure control C 545 (194) 9.0 0.017
s 273  — =3 . T
astolic blood pressure control 71.0 P 2 0716
control® 52.5 (187 43.0 (154) G.5 0.011

J Manag Care Pharm. 2012;18(4):311-23
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severe hypertension. The intervention to improve adherence in the

treatment group_las » months and consisted of 3 main compo-
nents: (1)he counting of pills during physician visits, (2) designa-
tion of —member to support adherence behdor, and (3)
provision oFan information shtwf to patients at the start of the
intervention. posed to bring back the information




el paper de I'autocontrol

Figure 1. SMBP monitoring versus usual care for continuous clinic BP.

Author, Year (Reference) SABP/Control Patients, a'n Net Change BP, mm Hg Baseline BP,

o F o= UULUITD; 1 = 38T/ 8T —_— T
Bosworth et al, 2009A" (12) 129/144 ——  —x 12672
Bosworth et al, 20098* (12) 136141 — — 126/72
Camahan and Nugent, 1975 (1§) 49/48 . ) 153/105
Delesus et al, 2009 (21) 7/5 - x — F 143m
Godwin et al, 2010* (27) 285/267 —_———— 14481
Halme =t al, 2005 (30} 112/119 —_———— 160/92
Johnson et al, 1978A (32) 34/34 TP, — ND/103
Johnson et al, 19788 (32) 35/33 _ ND/104
Marquez Contreras of al, 2005° (28) 1007100 ——— 159/92
Marquez Contreras et al, 2012* (37) 107/102 —_——— 155/88
Mehos et al, 2000 (41) 18/18 - - = 158/91
Sowza et al, 2012* (55) 38/18 - -— 142/85

Summary estimate net change BP at 6§ mo: -3.9/-2.4 mm Hg

s P < 0.001/<0.001; P = 33%/44% — >
Binstock and Franidin, 1588 (11) 23/32 o * 155/92
Bosworth et al, 2009A°* (12) 118N —= 126172
Bosworth et al, 20098* (12) 122/135 — 126/72
Godwin et al, 2010° (27) 285/267 —_— 14481
Midantk et al, 1991 (42) 7472 -+ 144/
Soghiican et al, 1992 (55) 200/190 ——r 137/86
Sowza et al, 2012" (56) 37/17 * = 142/85
Vars and Kantola, 2010 (59) 83/68 —_— 159/97
Verbedk et al, 2007 (60) 216/14 — = 165/97

Summary estimate net change BP at 12 mo: -1.5/-0.8 mm Hg
18 mo NS/NS; P = 51%/77% 5
| ] I ] ] 1
=15 -1 -5 o 5 o 5]
Fawors SMBP Favors Ulswal Care

Ann intern Med. 2013;159:185-194




Igual per tots els farmacs?

44N0/

Table 3 Patient and spouse themes regarding sexual function and

adherence

Patient themes Spouse themes

Sexual intercourse is a high Sexual intercourse is a low priority
priority

Decrease in the frequency Decrease in the frequency of sexual

of sexual intercourse is abnormal intercourse is normal

Seeking treatment for impotence  Discouraging patients from taking

PDE-5 inhibitors

iscouraging patients from skipping

mvely adhering to

antihypertensive medications
~to preserve sexual function

Patient Preference and Adherence 2008:2

ir antihypertensive medications

calcium antagonists; alpha-blockers; —g— diuretics; —e—
beta-blockers.

Journal of Hypertension 2005, 23:2101-2107




El paper del nombre de comprimits
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Figure 2. Percentage of compliers according to the number of tablets
prescribed.

Rev Esp Cardiol. 2012;65(6):544-550
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... fer el maxim gastant el minim...
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... fer el maxim gastant el minim...
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... i evitar la futilitat.
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... i evitar la futilitat...

Patients with End Point (%)
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La genomica i la medicina del futur

Genetic risk scores
for mortality & cv

B Angiotensin-converting enzyme inhibitor
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a la recerca de la hipertensio oculta
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nous farmacs i pressio arterial
Analegs GLP-1

Mean change
(standard deviation)

GLP-1R Control
agonist group group

6.9 (1.3) -4.0(1.2)
9.4 (1.4) -2.0 (1.4)
-3.2(12.7) 0.8(12.7)
-3.5(12.8) 0.9 (18.0)
-2.9(13.0) 0.7 (13.0)
-4.3 (13.3) -0.08 (12.3)
-3.6 (14.1) 0.7 (13.7)
-5.6 (14.7) -1.1(16.0)
-2.0 (15.0) 1.1 (14.7)
0.8 (15.7) -1.6(14.3)
-3.0 (16.6) -0.6 (14.9)
-4.1(17.8) -0.6 (16.0)

Weighted mean
difference (95% Cl)

Weight

(%)

10.59 -2.90(-3.29t0-2.51)
10.59 -7.47 (-7.86t0-7.08)

8.72
4.09
8.05
7.23
8.86
8.21
8.85
7.61
8.56
8.63

100.00 -3.57 (-5.49t0-1.66)

Weighted mean
difference (95% Cl)

-4.00 (-6.76 to -1.24)
-4.40 (-11.83 t0 -3.03
-3.60 (-6.93 t0 -0.27)
-4.22 (-8.25t0-0.19)
-4.30 (-6.93 t0 -1.67)
-4.50 (-7.69t0-1.31)
-3.10 (-5.74 t0 -0.46)
-2.40 (-1.30 t0 6.10)
-2.40 (-5.29 to 0.49)
to-0.67)

11.8

BMJ 2012;344:d7771




nous farmacs i pressio arterial
Inhibidors SGLT-2

Mean changes in systolic blood pressure (mmHg)

Monotherapy Add-on to Add-on to Add-on Add-on Add-on
AM only?t Met vs. SU?2 Met3 to SU4 to TZD5 to insulin®
X °
2 K\ X o &L o)

Superioritat
cardiovascular?

B

Week 24 or 48 mean change from baseline mmH
U] 1

(o]

1Diabetes Care 2010;33:2217-2224; 2Diabetes Care 2011;34:2015-22; 3Lancet 2010;375:2223-33; *SDiabetes Obes
Metab 2011;13:928-38; > 71st ADA Scientific Sessions, San Diego, 24-28 June, 2011 [Abstract 0986-P]; ®Diabetes
2010;59 (Suppl 1):A21-A22 [Abstract 0078-OR].




noves tecnologies
Denervacio renal
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|Circulation. 2012;126:2976-2982)
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