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NEQOPLASLA DE BUFETA URINARLA

DIABETES MELLITUS TIPUS 2

H
H
B HPERTENSIO ARTERIAL ESSENCIAL
H
H

I balc 7 50/ INSUFICIENCLA CARDIACA
I , 0 .
FIBRIL-LACIO | ALETEK: AURICULAR
DISLIPERM LA,
CLAUDICACIO INTERRMITENT
INFECCIO URINARLA GTi@
Medicament Principi Actiu Posclogia  Durada
BISOPROLOL COR SANDOZ 2 SNMG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG BISOPROLOL HEMIFURMARAT 1x24h. Indefinida
ESPIROMOLACTONA ALTER 25MG SO0CONMP RECUB EFG ESPIROMOLACTONA, 1 x24h. Indefinida
METFORMINA ALKMUS 850MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG METFORMINA 1x12h. Indefinida
. —  ~—
OMEPRAZOL ALNMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTENTES EFG OMEPRAFOL 1 x24h. Indefinida
PRAVASTATINA VIR 20 MG 28 COMPRIMIDOS EFG PRAVASTATINA SODICA 1 x24h. Indefinida
RAMIPRILHDROCLOROTIAZIDA TECHIGEN SE25MG 28 COMPRIMIDOS EFG RAMIPRIL +DIURETIC 1 x24h. Indefinida

SINTRON 4MG 20 COMPRIMIDOS ACENOCUNAROL 1=x24h. | Indefinida



Novetats eraiﬁéutiques:
Diabetis Mellitus



PAUTES
D'HARMONITZACIO
FARMACTERAPEUTICA
PHF-APC*

N. 1/2017

Pautes per a
I’harmonitzacio del

tractament
farmacologic de la
diabetis mellitus

tipus 2



Algorisme del tractament farmacologic hipoglucemiant

1r ESGLAO

0

ELECCIO

2n ESGLAO

MESURES DIETETIQUES | CANVIS D’ESTIL DE VIDA

3r ESGLAO

METFORMINA

2y

Mal control
3-6 mesos

2
SULFONILUREA

(O REPAGLINIDA)

=

Mal control
3-6 mesos

INSULINA

SULFONILUREA
[ O REPAGLINID .-ﬂ-.:l

51 contraindicacic a
sulfoniluress *

PIOGLITAZONA  °
iDPP-4

Si contraindicacid a
sulfonilureess *

PIOGLITAZONA
iDPP-4

5i no e pot considerar
Iinsulinitzacia: triple terapla

I'-‘IEIEELITJ\'-‘I.F_EIl'».l;!’ll.,iIf.JF"P—a'Jf,'1
ArGLP-1, iSGLT-2

Insulinitzar els pacients amb descompensacid
hiperglucémica aguda o simptomes d’insulinopénia
independentment de l'esglad




Metformma

i

\J/ morbimortalitat NNT15 \l/ HbA1lc 1-2%




Analegs del GLP-1

Sulfonilurees

- Pioglitazona

Metiglinides

2a linia
0
la intensificacio tractament
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Glucosuric?
Sulfonilurea?




ADA 2017 Position Stament

Start with Monotherapy unless:

A1 is greater than or equasl to 9%, consider Dusl Therapy.

A1 is greater than ar equal ta 10%, blood ghucose = greater than or equal to 200 mo/dlL,
or patent is markedly symaotomatc, consider Combination Injectable Therapy (See Figure 82,

w

Monotherapy Metformin Lifestyle Management

EFFICACY™" Fikghi

HYFD RISK I rish
WEIGHT rsutrallass
SIDE EFFECTS Gl lactic acidosis
CosTs™ licrwe

If A1E target not acheeved after approomately ¥ months of monotherapy, proceed to 2-drug combination (order nat

meant to denocte any specific preference — chaice dependent an a variety of patient- & disease-specific factorsk
L}

- Metformin + Lifestyle Management
sufomyiures | Thiazolidinedions | DPP-dinkibitor | SGLTZishisior e recoptoragonist [JERATC R

EFFICACY" hagh high intermediate intermediake high nighest
HYPD RISK moderate risk [[= law rizk Toxwy riek v rink nigh ik
WEIGHT aain Gain FaLitral lags lagg gain

SIDE EFFECTS rypaglycamia adema, HF, Fas Faira GU, dakiydratian, fas Gl nypoglyoemia
COETE" =] [[= ] hiigh hagh high nigh

It 81C target not achieved after approsmately 3 months of dual therapy, proceed ta 3-drug combination (order nat
mgank o dencte any specifc preference — chalce dependent an a wariety of patient- & disease-specific factarsy

Triple Therapy Metformin + Lifestyle Management

Tl T ==, .. ..., "™
su su su su R

or DPP-4-i or DPEPE-4-i ar _ or _ ar _ aF DPPE-d-i

o ECHE o DECEEN - ESEENN o Oeeai | o EGHEN o IESSHEEN
ef  GLP-1RA ar  GLP--RA or TR o GLP--RA or EETEEE o GLF-RA
L nsuin'  JEELE Insulin' ] o I

Diabetes Care 2017;40(Suppl. 1):S1-S2 | DOI: 10.2337/dc17-S001



ADA 2017 Position Stament

Sulfonylurea

EFFICACY*

HYPO RISK moderate risk
WEIGHT gain

SIDE EFFECTS
COSTS* low

Diabetes Care 2017;40(Suppl. 1):S1-S2 | DOI: 10.2337/dc17-S001






Endocrinel Nutr, 2016;63(Espec Cong):22

Endocrinologia y Nutricion

v Mutricion
DOYMA

INCIDENCIA DE HIPOGLUCEMIAS GRAVES EN PACIENTES CON DIABETES
MELLITUS TIPO 2 EN TRATAMIENTO CON SULFONILUREAS

- N _ T Ty T T T — )
N. Ascoeta, A. Bujosa, J. Puig de Dou, J. Flores Le Roux, E {1m
I

|

F | |I-.I ":-" .l,.

Any 2012, Area influéncia Hospital del Mar

18.653 5.576 29

Pacients amb DM2 Sulfonilurees Hipoglucemies



Tots els principis actius igual?

Incidencia global de
hipoglucemies
greus:

0,54% (30/5.576)

Glibenclamida

Glimepirida




Quines caracteristiques tenien els pacients
amb hipoglicemia?




Podem fer quelcom per disminuir
el risc d’hipoglucemies de les
sulfonilurees?




OPEN () ACCESS Freely available online @FLGS aNE

Safety and Efficacy of Gliclazide as Treatment for Type 2
Diabetes: A Systematic Review and Meta-Analysis of
Randomized Trials

Gijs W. D. Landman'*, Geertruide H. de Bock?, Kornelis J. J. van Hateren', Peter R. van I:Hjl-:',
Klaas H. Groenier®, Rijk O. B. Gans®, Sebastiaan T. Houweling', Henk J. G. Bilo"**, Nanne Kleefstra'

1 Diabetes Centre Zwolle, Zwolle, The Metherlinds, 2 Department of Epideminlogy, University Medical Centse Groningen, Gmoningen, The Netherlands, 3 Department of
Genera Practice I_.h".r.-.-‘-r-h]:,,- Wegdical Cantme f|l-"bi"‘-lr'll;|i-f'l. f:ll'lr'li'll]l'-l'"'. The Nethadands 4 Deparnment Inteimal Medicnme, Lin WETHTY Weadical Centre |._-|li'l"lll'll',ll"-l'lI flll"&l'llr'll;l?'l"l.
The Methedands, S Depariment of internal Medicine, Isala Clinics, Zwolle, The Netherlands

Conclusions: The methodological quality of randomized trials comparing gliclazide to other oral glucose lowering agents
was poor and effect estimates on weight were limited by publication bias. The number of severe hypoglycemic episodes
was extremely low, and gliclazide appears at least equally effective compared to other glucose lowering agents. None of the
trials were designed for evaluating cardiovascular outcomes, which warrants attention in future randomized trials.

Landman GWD, de Bock GH, van Hateren KJJ, van Dijk PR, Groenier KH, et al. (2014) Safety and Efficacy of Gliclazide as Treatment for Type 2
Diabetes: A Systematic Review and Meta-Analysis of Randomized Trials. PLoS ONE 9(2): e82880. doi:10.1371/journal.pone.0082880
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Modern Sulfonylureas: Dangerous
or Wrongly Accused?

Diabetes Care 2017;40:629—-631 | DOI: 10.2337/dci17-0003

Matthew C. Riddle

If new evidence
supports a not guilty verdict, the modern
sulfonylureas should regain respect and
continue to be an important option for
controlling glucose.



| si deixem triar als pacients?






Glucosuric?
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iISGLT-2: Funcio renal

Decrease in HbAlc (%)

= 90 60 — 90 30 — 59
GFR (ml/min)

Control funcid renal abans i al menys un cop a I'any

No iniciar tractament en FG <60
Abdul-Ghani MA.. Expert Opin. Pharmacother; 2013



I-SGLT2: Llums i ombres

1t Infeccions

8 PAS 2,6 - 6,1 mm Hg Genitourinaries

¢ HbalC 0,5-0,8%

4 2-3 kg -

) cetoacidosiis

it Fractures
NNH:286







I-SGLT2: Llums i ombres
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JOURNAL o MEDICINE

ESTABLISHED I 1812 JUNE 14, 2007

YVOL. 356 NO, 24

Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.

ABSTRACT

BACKGROUND
Rosiglitazone is widely used w trear patients with type 2 diabetes mellitus, but its
effect on cardiovascular morbidity and mortalicy has not been determined.

METHODS

We conducted searches of the published literature, the Web siwe of the Food and
Drug Adminiscracion, and a clinical-trials regisery maintained by the drug manu-
facturer (GlaxoSmithKline). Criteria for inclusion in our meta-analysis included a
study duration of more than 24 weeks, the use of a randomized conrrol group not
receiving rosiglitazone, and the availability of ourcome dara for myocardial infarc-
tion and death from cardiovascular causes. Of 116 potentially relevant siudies, 42
trials met the inclusion criteria. We tabulared all occurrences of myocardial infarc-
tion and deatch from cardiovascular causes.

Fram the Cleveland Clinic, Cleveland., Ad-
dress reprint requests o Dr. Nissen at
the Department of Cardiovascular Madi-
cine, Cleveland Clinic, 9500 Euclid fwve.,
Cleveland, CH 44195, or at rissens @l
org.

This article {10.1056/NE|Moa0T2761) was
published at www.nejm.org on May 21,
2007,

N Engl ] Med 2007;356:2457-71.
Cogryright & 2007 Messochusents Medica) Socieey






Tke NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Empagliflozin, Cardiovascular Outcomes,
and Mortality in Type 2 Diabetes

Bernard Zinman, M.D., Christoph Wanner, M.D., John M. Lachin, Sc.0,
David Fitehett, M.D., Erich Bluhmki, Ph.D., Stefan Hantel, Ph.D.,
Michaela Mattheus, Dipl. Biomath., Theresa Devins, Dr.P.H.,

Odd Erik Johansen, M.D., Ph.D., Hans |. Woerle, M.D., Uli C, Broed|, M.D.,
and Silvie E. Inzucchi, M.D., for the EMPA-REG QUTCOME Investigators

RESULTS

A total of 7020 patients were treated (median observation time, 3.1 years). The
primary outcome oceurred in 490 of 4687 patients (10.5%) in the pooled empa-
gliflozin group and in 282 of 2333 patients (12.1%) in the placebo group (hazard
ratio in the empagliflozin group, 0.86; 95.02% confidence interval, 0.74 to 0.99:
P=0.04 for superiority). There were no a[g?f-'l:ant between-group differences in
the rates of myoeardizl infarction or stroke, but in the empagliflozin group there
were significantly lower rates of death from cardiovascular causes (3.7%, vs. 5.9%
in the placebo group; 38% relative risk reduction), hospitalization for heart failure
(2.7% and 4.1%, respectively; 35% relative risk reduction), and death from any
cause (5.7% and 8.3%, respectively; 32% relative risk reduction). There was no
significant between-group difference in the key secondary outcome (P=0.08 for
superiority). Among patients receiving empaglifiozin, there was an inereased rate
of genital infection but no increase in other adverse events.

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Canagliflozin and Cardiovascular
and Renal Events in Type 2 Diabetes

Bruce Meal, M.B., Ch.B., Ph.D., Vlado Perkovic, M.E., B.5., Ph.D.,
Kenneth W. Mahaffey, M.D., Dick de Zeeuw, M.D,, Ph.D., Greg Fulcher, M.D.,
Ngozi Erondu, M.D., Ph.D., Wayne Shaw, D.5.L., Gordon Law, Ph.D,,
Mehul Desai, M.D., and David R. Matthews, D.Phil.,, B.M., B.Ch.,
for the CANVAS Program Collaborative Group®

METHODS

The CANVAS Program [ntf_'Erated data from two trials [nvolvinE a total of 10,142
participants with type 2 diabetes and high cardiovascular risk, Participants in each
trial were randomly assigned to receive canagliflozin or placebo and were followed
for a mean of 188.2 weeks. The primary outcome was a composite of death from
mrd[uvastam] myocardial infarction, or nonfatal stroke.

RESULTS

The mean age of the participants was 63.3 years, 35.8% were women, the mean
duration of diabetes was 13.5 years, and 65.6% had a history of cardiovascular
disease. The rate of the primary outcome was lower with canagliflozin than with
placebo [peccurring in 26.9 vs. 31.5 participants per 1000 patient-years; hazard ra-
tio, 0.86; 95% confidence interval [CI], 0.75 to 0,97 P<0.001 for noninferiority;
P=0.02 for superiority). Although on the basis of the prespecified hypothesis test-
ing sequence the renal outcomes are not viewed as statistically significant, the
results showed a possible benefit of canagliflozin with respect to the progression
of albuminuria (hazard ratio, 0.73; 95% CI, 0,67 to 0.79 and the composite out-
come of a sustained 40% reduction in the estimated glomerular filtration rate, the
nesd for renal-replacement therapy, or death from renal causes (hazard ratio, 0.60;
95% CI, 047 o 0.77). Adverse reactions were consistent with the previously re-
ported risks associated with canagliflozin except for an increased risk of ampura-
tion (6.3 vs. 3.4 participants per 1000 patient-years; hazard ratio, 1.97; 95% CI, 1.41
to 2.75); amputations were primarily at the level of the toe or metatarsal.
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EMPA-REG OUTCOME CANVAS:
Seguretat CV empagliflozina Seguretat CV canagliflozina

A Death from Cardiovascular Causes, Nonfatal Myocardial Infarction, or Nonfatal Stroke
Primary Outcome

= 209 Hazard ratio, 0.86 (95% Cl, 0.75-0.97) |
20 12 1(y 90+ 189 p0.001 for noninferiority Placebo
T ) L+7/0 Placebo < 80- ii_ P=0.02 for superiority
S i
E 154 e 704 12+ Canagliflozin
o 4 10
& Hazard ratio, 0.86 (95.02% C, 0.74-0.99) - @ 60- 5
5 P=0.04 for superiarity Empagliflozin g
E= - 50 6
s 10 o = i
£ 10,5% HEES 5
w -
= L qc) 30+ 0 T T T T T T T T T T T T T
a s 0 26 52 78 104 130 156 182 208 234 260 286 312 338
5 20
10+
a T T T T T T T 1
0 [ 12 18 24 30 16 42 48 0+ T T T T T T T T T T T T
h 0 26 52 78 104 130 156 182 208 234 260 286 312 338
Mont
Weeks since Randomization
Mo, at Risk
oy No. at Risk
Empagliflozin 4687 4580 4455 4328 3851 2821 7159 1534 370
Placeha 7133 2956 2194 2112 1875 1380 1161 741 166 Placebo 4347 4239 4153 4061 2942 1626 1240 1217 1187 1156 1120 1095 789 216

Canagliflozin 5795 5672 5566 5447 4343 2984 2555 2513 2460 2419 2363 2311 1661 448

Reduccio d’esdeveniments Reduccio d’esdeveniments
(mortalitat cv, IM, ictus) (mortalitat cv, IM, ictus)

NNT=62 als 3,1 anys NNT=218 als 3,6 anys
(310 2.152)




EMPAREG CANVAS

Variable principal Mortalitat CV + IAM no fatal + AVC no mortal

Principi actiu Empagliflozina Canagliflozina
Pacients 7.020 10.142
RCV PS PP+PS
Promig durada (anys) 2,6 3,6
HR (IC 95%) 0,86 (0,74-0,99) 0,86 (0,75-0,97)

NNT 62 (31-2152) 218

RRA % 1,6 4,6




EMPA-REG

Placebo Empagliflazin Hazard Ratio
Outcame (M =2333) [M = 4887) [95% CI) P Value
rate, /1000 rate,/1000
no. %) patient-ypr no. %) patient-yr
Death from cardiovascular causes, nonfatal myocar- 282 {12.1) 43.9 450 (10.5) 374 0.86 (0.74-0.99)
dial infarction, or nonfatal stroke: primary
outcome®
Moninferiority =000
Superionty .04
Death from cardiovascular causes, nonfatal myo- 333 (14.3) 525 599 [12.8) 46.4 0.89 (0.78-1.01)
cardial infarction, nonfatal stroke, or hospi-
talization for unstable angina: key secondary
owtcome®
Noninferiority <0.0017
Superiority 0.0&8F
Death
From any cause 194 (8.3) 86 269 (5.7) 194 0.68 (0.57-0.82) <0.001
From cardiovascular causes 137 (3.9) 202 172 (3.7) 12.4 0.62 (0.49-0.77) <0001
Fatal or nonfatal myacardial infarction excluding 126 {5.4) 19.3 223 (4.8) 168 0.87 [0.70-1.09) 023
silent myocardial infarction
Monfatal myccardial infarction excluding silent 121 {5.2) 18.5 213 [4.5) 16.0 0.87 (0.70-1.09) 0.22
myocardial infarction
Silent myocardial infarctiong: 15 {1.2) 5.4 38 (1.8) 10 1.28 (0.70-2.33) 0.42
Hospitalization for unstable angina 56 [2.8) 10,0 133 [2.8) 100 0.9 (0.74-1.34) 0.97
Coranary revasculanization procedure 186 (8.0) 9.1 3o (r) 5.1 0.86 (0.72-1.04) .11

Litilornonfatal stroks

diovascular cavses mcluding fatal stroke

Nonfatal stroke 60 (2.6) 9.1 150 (3.2) 117 1.24 {0.92-1.67) 0.16
Transient ischemic attack 73 {L.0) 3.5 39 (0.8) 29 0.5 (0.51-1.42) 0.54
Hospitalization for heart failure 95 (4.1) 145 126 (2.7) 94  0.65 0.50-0.85) 0.002
Hospitalization for heart failure or death from car- 198 (8.5) 3l 265 (5.7) 19.7 0.66 (0.53-0.79) <001




CANVAS

Canagliflozin  Placebo

Outcome (N=5795) (N=4347) Hazard Ratio (95% Cl)
no. of participants per 1000 patient-yr
Death from cardiovascular causes, 26.9 31.5 ——] 0.286 (0.75-0.97)

nonfatal myocardial infarction,

Death from cardiovascular causes 116 ; 0.87 (0.72-1.06)
Monfatal myocardial infarction 9.7 11.6 —— 0.85 (0.69-1.05)
Monfatal stroke 7.1 34 | & : | 0.90 (0.71-1.15)
Fatal or nonfatal myocardial infarction 11.2 12.6 —e— 0.89 (0.73-1.09)
Fatal or nonfatal stroke 7.9 9.6 I T 0.87 (0.69-1.09)
Hospitalization for any cause 1187 131.1 I—.—ll 0.94 (0.88—1.00)
Hospitalization for heart failure 5.5 87 I & | ! 0.67 (0.52-0.87)
Death from cardiovascular causes 16.3 20.8 —e— | 0.78 (0.67-0.91)

or hospitalization for heart failure |
Death from any cause 17.3 19.5 —e—| 0.87 (0.74-1.01)
Progression of albuminuria B9.4 128.7 Ib—l i 0.73 (0.67-0.79)
40% reduction in eGFR, renal-replacement 5.5 9.0 | L | : 0.60 (0.47-0.77)

therapy, or renal death :

[lI_E l_ll] 2!{}
= =

Canagliflozin Better Placebo Better
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Open Access Research

BM) Open Glycaemic control and antidiabetic
treatment trends in primary care centres
in patients with type 2 diabetes mellitus
during 2007-2013 in Catalonia:

a population-based study

Manel Mata-Cases, "> Josep Franch-Nadal,’** Jordi Real,®
Didac Mauricio'*®

BMJ Open 2016;6: e012463
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Trends iI]. Drug Utl].iZ atj.(]l'l, Kasia 1. Lipska,” Xiaoxi Yao,™ Jeph Herrin,”

Rozaling G. McCoy, ™™ loseph 5. Ross,™”

Glycemiﬂ COIItI'Dl, and Rates Df Michael A. Steinman,” Silvio E. Inzucchi,’

Thomas M. Gill,” Harlan M. Krumhbolz, ™"

Severe Hypoglycemia, 2006-2013 et ser™

DOI: 10.2337/dc16-0985
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Figure 3—Age- and sex-standardized rate of severe hypoglycemia resulting in hospital admis-
sion, observation stay, or emergency department visit per 100 person-years, 2006-2013. A:
Patients with T2DM who filled at least one glucose-lowering agent. B: Patients with T2DM who
filled insulin or insulin secretagogues (diamonds), other glucose-lowering agents (triangles), and
no glucose-lowering agents (circles). SU, sulfonylurea.






Medicament
BISOPROLOL COR SANDOZ 2 SMG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG

DIAKMICRON 30MG 60 COMPRIMIDOSDE LIEEHAC'UI‘-I MODIFICADA
ESPIRONOLACTONA ALTER 25MG S0CONMP RECUB EFG

METFORMINA ALMUS 850MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG
OMEPRAZOL ALMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTENTES EFG
PRAVASTATINA VIR 20 MG 28 COMPRIMIDOS EFG
RAKIPRIL/HIDROCLOROTIAZIDA TECHIGEN 5/25MG 28 COMPRIMIDOS EFG
SINTROM 4NMG 20 COMPRIMIDOS

Principi Actiu

BISOPROLOL HEMIFUMARAT
GLICLAZIDA
ESPIRONOLACTONA
METFORMINA

OMEPRAZOL
PRAVASTATINA SODICA
RAMIPRIL +DIURETIC
ACENOCUMAROL

Posologia
1x24h.
1x24h.
1x24h.
1x12h.
1x24h.
1x24h.
1x24h.
1x24h.
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B  NEOPLASIA DE BUFETA URINARLA
B  DIABETES MELLITUS TIPUS 2
B  HIPERTENSIO ARTERIAL ESSENCLAL
B NSUFICENCIA CABRDIACA
[ ] IBRIL-LACIO | ALETEIG AURICULAR
DISLIPEMLA
CLAUDICACIO INTERMITENT
INFECCIO URINARIA GT@
Medicament Principi Actiu Posclogia  Durada
BISOPROLOL COR SANDOZ 2 SNMG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG BISOPROLOL HEMIFURMARAT 1 x 24 h. Indefinida
ESPIROMOLACTONA ALTER 25MG SO0CONMP RECUB EFG ESPIROMOLACTONA, 1 x24h. Indefinida
METFORMIMNA ALMUS 850MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG METFORMINA 1x12h. Indefinida
OMEPRAZOL ALNMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTENTES EFG OMEPRAFOL 1 x24h. Indefinida
PRAVASTATINA VIR 20 MG 28 COMPRIMIDOS EFG PRAVASTATINA SODICA 1 x24h. Indefinida
RAMIPRILHDROCLOROTIAZIDA TECHIGEN SE25MG 28 COMPRIMIDOS EFG RAMIPRIL +DIURETIC 1 x24h. Indefinida

SINTRON 4MG 20 COMPRINIDOS ACENOCUNAROL 1=x24h. | Indefinida
L |



NACO o DACO

v
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Nou principi actiu




4t NACO comercialitzat /Dosi: 60 mg/dia\

- w 30 mg/dia:
Inhibidor del factor Xa FG: 15 -50

Pes <60 Kg

Ciclosporina

Dronedarona

Eritromicina

\ Ketoconazol/

ﬂncedally

Lozdana

edoxaba

[Indicat en ACxFA }

No financat:

tractament TVP I TEP }

No en prevencio de
TEV en protesis
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* Marketing: no necessitat
de controls analitics

 Realitat:

o Gran variabilitat
interindividual

o Monitorar redueix les
complicacions greus
sense afectar l'eficacia

o Concentracio plasmatica
del farmac: es coneixen
els llindars de seguretat!!

DABIGATRAN o Dabigatran de 40ng/mL —

Th 1 ,
th: ,1';1,{;?,8 200ng/ML es més segur

didn’'t see
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INVESTIGATION

Manufacturer failed to disclose faulty device in
rivaroxaban trial

An investigation by The BMJ finds that companies were aware of concerns about a faulty device in
a regulatory tnial and reveals data that suggests participants were put at unnecessary risk. Deborah
Cohen reports

Deborah Cohen associafe editor, The BMJ, London, UK



NON-INTERVENTIONAL STUDY REPORT

Title Apixaban drug utilization study in stroke prevention in
atrial fibrillation (SPAF)

Protocol number B0661076
AEMPS Code PFI-API-2016-01
Version identifier of the final study 1.0

report

Date of last version of the final study | 8 March 2017
report

4.1 Study design

This DUS is a retrospective, observational, cohort study. DOAC and VKA users have been
identified in the primary health care database SIDIAP (Information System for the

Improvement of Research in Primary Care) in Catalonia, Spain.

Agost 2013 to December 2014

http://www.encepp.eu/encepp/openAttachment/studyResult/18160



http://www.encepp.eu/encepp/openAttachment/studyResult/18160
http://www.encepp.eu/encepp/openAttachment/studyResult/18160

Entre un 35-42% dels pacients “Naive”
NO recullen el NACO durant primer mes

rivaroxaban

dabigatran m No naive
m Naive
apixaban
46%

| | | | | |

0% 10% 20% 30% 40% 50%



| a 'any?

rivaroxaban 69, 30%
dabigatran 69,20%
apixaban 67,50%

0% 10% 20% 30% 40% 50% 60% 70% 80%



Drugs
dont work
In patients who
don’t take them

a. USA Today. http://www.usatoday.com/news/health/2007-03-28-taking-
medicine_N.htm



Es prescriu la dosis adequada?

Un 15,5% dels pacients pren la

dosi de 5mg I hauria de prendre la
de 2,5 mg

Un 27,9% dels pacients pren la

dosi de 2,5mg | hauria de prendre
la de 5 mg




JAMA Internal Medicine | Oviginal Investigation

Stroke, Bleeding, and Mortality Risks in Elderly Medicare
Beneficiaries Treated With Dabigatran or Rivaroxaban
for Nonvalvular Atrial Fibrillation

David J. Graham, MD, MPH; Marsha E. Reichman, PhiD; Michael Wemecke, BA; Ya-Hul Hsueh, PhD; Rima 1zem, PhD;
Mary Ross Southiworth, PhanmD; Yuogin Wed, MS; Nemin Liao, MA; Marge B Goulding, PhD: Katrina Mott, MHS;
Yoganand Chillarige, MPA; Thomas E. MaCurdy, PhD; Chris worrall, BS; Jeffrey A. Kelman, MD, MMSC

CONCLUSIONS: El tractament amb rivaroxaban 20mg/dia es va
associar amb un increment estadisticament significatiu de les HIC |
sagnat major extracraneal, incloent sagnat major gastrointestinal,
comparat amb dabigatran 150mg/12h.

JAMAInternMed.2016;176(11):1662-1671.doi:10.1001/jamainternmed.2016.5954
PublishedonlineOctober3,2016.CorrectedonOctober17,2016.
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Eropace
conorean  doiz10-1083europaceiew00 EHRA PRACTICAL GUIDE

SOCIETY OF

Updated European Heart Rhythm Association
Practical Guide on the use of non-vitamin K
antagonist anticoagulants in patients with
non-valvular atrial fibrillation

Hein Heidbuchel'*, Peter Verhamme?, Marco Alings’, Matthias Antz*,
Hans-Christoph Diener’, Werner Hacke®, Jonas Oldgren’, Peter Sinnaeve?,
A. John Camm®, and Paulus Kirchhof*1°

Advisors:, Azhar Ahmad, M.D. (Boehringer Ingelheim Pharma), Jutta Heinrich-Nols,
M.D. (Boehringer Ingelheim Pharma), Susanne Hess, M.D. (Bayer Healthcare
Pharmaceuticals), Markus Miiller, M.D., Ph.D. (Pfizer Pharma), Felix Miinzel, Ph.D.
(Daiichi-Sankyo Europe), Markus Schwertfeger, M.D. (Daiichi-Sankyo Europe),
Martin Van Eickels, M.D. (Bayer Healthcare Pharmaceuticals), and

Isabelle Richard-Lordereau, M.D. (Bristol Myers Squibb/Pfizer)

Document reviewers:, Gregory Y.H. Lip, (Reviewer Coordinator; UK),

Chern-En Chiang, (Taiwan), Jonathan Piccini, (USA), Tatjana Potpara, (Serbia),
Laurent Fauchier, (France), Deirdre Lane, (UK), Alvaro Avezum, (Brazil),
Torben Bjerregaard Larsen, (Denmark), Guiseppe Boriani, (Italy),

Vanessa Roldan-Schilling, (Spain), Bulent Gorenek, (Turkey), and Irene Savelieva,

(UK, on behalf of EP-Europace)

Owperrment of Cardoiogy - Arvtrytreeclogy. Masseit Ureversty ane Heart Comter, wvss Howpstal Stathamwarrt 11 1500 Masselt, Belgur ‘Onpartmert of Cardiovascular S ance
Ireveruty of Leves Beggum, Department of Carduicgy, Ampha [ esesis Netrertandy ‘Departm=e~t of Carcongy K rmm O v
"Departmant of Newrclagy. Unwersity Mopieal bsen. Unverviy Dusbung ks wany. "Departnent of Newclogy, Ruprecht Karls Universtat, Medebery Germany. ‘Upgeala
Caneal Rowearth Corter aret Depertment of Medca Scencen Uppsals Ui paals, Sweder; "Clinesl Cardology. St George's Unwersey, London. UK, “Unwersty of

Brmnghare Conire for Cardowan ar Soercen, Bemeghar, UK and ' Deoariment of Cardology e Argoiogy, Urwenity of My~ster. Carma~y

The current manuscript is an update of the original Practical Guide, published in june 2013[Heidbuchel H, Verhamme P, Alngs M, Antz M,
Hacke W, Oldgren |, et ol. European Heart Rhythm Assoclation Practical Guide on the use of new oral anticoagulants in patients with non-
valvular atrial fibrillation. Europoce 2013;15:625-51; Heidbuchel M, Verhamme P, Alings M, Antz M, Hacke W, Oldgren |, et ol. EMRA practical
Ruide on the use of new oral anticoagulants in patients with nonvalvular atrial fibrillation: executive summary. Eur Heort ) 2013.34.2094 - 106).
Non-vitamin K antagonist oral anticoaguiants (NOACS) are an alternative for vitamin K antagonists (VIKAS) 1o prevent stroke in patients with
nonvalvular atrial fibeillation (AF). Both physicans and patients have 10 learn how 1o use these drugs effectively and safely in clinical practce.
Many unresolved questions on how to optimally use these drugs In specific clinical situations remain. The European Heart Rhythe Association
set out 1o coordinate a unified way of informing physicians on the use of the different NOACs. A writing growp defined what needs 1o be con-
sidered as ‘non-valvular AF and listed 15 topics of concrete clinical scenarios for which practical answers were formulated, based on avallable
evidence. The 15 topics are (1) practical start-up and follow-up scheme for patients on NOACS; (i) how to measure the anticoagulant effect of

* Correspondng avtnor. Tet « 33 11 3098 75 % 402 11 30 78 19, f-mat odmess heinhedbucheidiienasn be. henteialymelcom

Abisned on bera? of the uropean Socety of Cardioiogy. Al rights reervec. © The Authar 2015 For perminsons pleae omil 0urrdls Sermas oralious om

Interaccions

Switching

Adherencia

Errors dosificacio

IRC

Intervencions quirurgiques
Sagnats

Europace (2015) 17, 1467-1507



Que fer davant una IQ programada?

Table || Classification of elective surgical
interventions according to bleeding risk

Interventions not necessarily requiring discontinuation of
anticoagulation

Dental interventions
Extraction of one to three teeth
Paradontal surgery
Incision of abscess

Risc de sagnat de I'|Q?

Implant positioning
Ophthalmalogy
Cataract or glavcoma intervention
Endoscopy without surgery
Superficial surgery (eg. abscess incision, small dermatologic
excisions, etc.)
Interventions with minor bleeding risk (i.e. infrequent or with low
clinical impact)
Endoscopy with biopsy

Principi actiu? s

Electrophysiological study or catheter ablation for right-sided
supraventricular tachycardia

MNan-coronary angiography (for coronary angiography and ACS: see
‘Patient with atrial fibrillation and coronary artery disease’ section)

Pacemaker or ICD imp lantation (unless complex anatomical setting,
eg. congenital heart disease)

Interventions with major bleeding risk (ie frequent and/or with
high impact)
Catheter ablation of simple left-sided supraventricular tachycardia

L4
? :
F u n C I O re n aI - ;ifuﬁﬁidural anaesthesiz, lumbar diagnostic puncture

Thoracic surgery
Abdominal surgery

Major orthopaedic surgery

Liver biopsy

Transurethral prostate resection

Kidney biopsy

Bxtracorporeal shodowave lithotripsy (ESWL)
Interventions with major bleeding risk AND increased

thromba-embalic risk?

Complex left-sided ablation (PV]; some VT ablations)

Europace (2015) 17, 1467-1507



Table 3 Last intake of drug before elective surgical intervention

CrCl =80 mLmin
CrCl 50=80 mL/min
CrCl 30=50 mL/min*
CrCl 15=30 mL/min"

B pixaban-Edoxaban-Rivaroxabap

Mo important bleeding risk andlor adequate local haemostasis possible: perform at

trough level (i.e. 212 or 24 h after last intake)

=24h
=36h
=48 h
Mot indicated

High risk Low risk
=48 h =24h
>72h =24h
>9 h =24h
Mot indicated =36 h

Mo official indication for use
There is no need for pre-operative bridging with LMWH/UFH

Bold values deviate from the common stopping rule of =24 h low risk, =43 h high risk.

Low risk: with a low frequency of bleeding andlor minor impact of a bleeding: high risk with a high frequency of bleeding and'or important clinical impact.

CrCl, creatinine clearance.

"Many of these patients may be on the lower dose of dabigatran (Le. 110 mg BID) or apixaban (lLe. 2.5 mg BIDY), or have to be on the lower dose of rivaroxaban (L.e. 15 mg OD) or

edosxaban (Le. 30 mg OD).

European Heart Journal Advance Access published June 14, 2016

@ Eurepean Heart journal

nnnnnn doe 10109 Veurheartshw(58

.......




Interaccilo

1S

via Dabigatran Appaaban Edoxaban Rivaroxaban via Dabigatran Aplzaban Edoxaban Rivaraxaban
Antiarrhythmic drugs: Fungostatics
Amiodarcne moderate Pugp +]2-60%= Mo PE data¥ +RgEL 4L 14 Minor effect? (use Fluconazole
Competition with caution if
Crl <30 mlimin)
Digaxin P-gp Mo efect™ Mo effect Mo effect? 9 ltraconazobe;
Competition Eetoconazole:
Ditiazem Pgp Mo efiect™ 4= Er"“.’:""“':'h:
. oriconazole;
competition and
weak CYPIA4
inkabiticn IMMUNOSUPpressive
Dronedarone P'-g.p ] Cyclosparin:
EampELhan an Tacrolimus
CYP3A4
inhdbiticn Antiphiogistics
Quinidine: P"El':‘ . Maproxen P-gp i +55% Mo effect but
compeanon competition pharmacodynamically
ncreased
bleeding time)
Yeragamil P-gp Antacids
Competition
{and weak H2E; FPI; Al-Mghydroxide | Gl absarption Minus 12- P — Mo efiect Mo efiact™ 38
CYP3AA JOxeILE
inhibition )
Others
Other cardiovasoular Carbamazepine*=*; P-gpf BCRP and
a Pl-;n-:bubicﬂi"; CYPIAHCTRI
Atorvastatin Pgp + 1 RS Mo effect Mo efect™ -:rllrtun _'H Linducers
competition and i i 5t Johin's wart
CTFIA4 . Other factors:
inhabiticn i 2
Antblotics Age & 80 years p:"‘ ‘“:ll # %
azma
& o O
Clarithromyon; moderate P-gp +|5-20% @yt +90% (reduce +30-545 R Age 275 pers Increased %
Erythromycin competition and MWOAC dose by plasma bevel
CYP3AA %
inkabition 5 Weight < &0 kg Increased #
- - - plasma bewel
Rifampicin™** P-gp/ BCFRP and
CYPIAHCTPR) Feenal function Increased See Table B
2 inducers plazma bewel
Odther increased bleading Prarmacodynamic interactions (antiplatelet drugs; MEAID; systemic
risk steroid therapy; other anticoagubints); history of Gl bleeding: recent
surgery on critical organ (brain; eye); thrombocytopena (2.8
Antiviral drugs chemotherapyt HAS-BLED =3
HI¥ protease inhibitors P-gp ard BCRP
[z g ritonavyir) Competition or
imeduscmr;
CYPIA4

inhdbition

Europace (2015) 17, 1467-1507



Antidots

Antidote Data available for Ex vivo Animal Phase 1& 2  Phase 3 References ClinicalTrials.gov
trials* numbers
andexanet apixaban - + +* - 21,25,27,29*
alpha .
! betrixab 21,25
s — - NCT02207725
rivaroxaban + 21,23,24,26
NCT02220725
edoxaban n.d. n.d. + S 27 NCT02329327
fondaparinux - + n.d. - 21
enoxaparin . + 4 - 21,25
idarucizumab dabigatran + + + + 3239 NCT02028780
NCT02104947
modified dabigatran - + n.d. n.d. 22
thrombin
(yT -S195A-11a)
aripazine apixaban + + n.d. n.d. 48,49,50,51
(PER977) .
rivaroxaban + + n.d. n.d. 23,48,50,51 NCT02206100
edoxaban + + + n.d. 49,50,51,52 NCT02205305
] NCT01826266
enoxaparin - + n.d. n.d. 49,50 NCT02207257
dabigatran - + n.d. n.d. 48,51 NCT02206087
heparin n.d. n.d. planned n.d. n.d.

*as these antidotes are all tested in volunteers in whom real bleeding studies are not possible, the differentiation between phase 1 and 2 studies is difficult. # this
trial is named phase 3 trial but it enrolls elderly volunteers and measures surrogate markers and not the efficacy of the antidote in patients with acute bleeding
or acute invasive interventions. n.d.: no data available; planned: study does not recruit patients; +: completed or ongoing studies.

© Schattauer 2015 Thrombosis and Haemostasis 113.5/2015



ldarucizumab (Praxbind®)

Antidot especific per a dabigatran
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ldarucizumab (Praxbind®)

<12h

Cirurgia emergent que no

es pugui demorar meés de 8
hores.

| TTPa 1'5 vegades superior al
normal

O

Hemorragia amb risc vital que
no hagi respost a les mesures
de reanimacio inicials.




Idarucizumab (Praxbind®)

Resultats d’eficacia i seguretat

= 3 estudis fase I: voluntaris sans

= 1 estudi fase Ill: analisi intermedia
d'un estudi obert, no controlat
(REVERSE-AD) (n=123).

* Eficacia quantificada mediant
proves de coagulacio.

 Es desconeix la seva contribucio
a la reduccio de la
morbimortalitat.






KMedicament
BISOPROLOL COR SANDOZ 2, 5MG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG

DIAMICRON 30MG 60 COMPRIMIDOSDE LIBERACION MODIFICADA
ESPIRONOLACTONA ALTER 25MG S0COMP RECUB EFG

METFORMINA ALMUS 850MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG
OMEPRAZOL ALMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTENTES EFG
PRAVASTATINA VIR 20 MG 28 COMPRIMIDOS EFG
RAMIPRIL/HIDROCLOROTIAZIDA TECNIGEN SZ5MG 28 COMPRIMIDOS EFG
SINTROM 4MG 20 k‘.DMF‘RIMIDDS

Principi Actiu

BISOPROLOL HEMIFUMARAT
GLICLAZIDA,
ESPIRONOLACTONA
METFORMINA

OMEPRAZOL
PRAVASTATINA SODICA
RAMIPRIL +DIURETIC
ACENOCUNMAROL

Po=sologia
1x24h.
1x24h.
1x24h.
1x12h.
1x24h.
1x24h.
1x24h.
1x24h.

Durada
Indefinids
Indefinide
Indefinids
Indefinids
Indefinids
Indefinids
Indefinide
Indefinids



NEQPLASLA DE BUFETA URINARLA
DIABETES MELLITUS TIPUS 2
HIPERTENSIO ARTERIAL ESSENCIAL

IMSUFICIENCLA CARDIACA

FIBRIL-LACIO | ALETEIG AURICULAR

DISLIPEMLA,

CLAUDICACIO INTERMITENT
INFECCIO URINARIA



1 de cada 3 nous
medicaments aprovats
presenta problemes de

seguretat

JAMA. 2017;317(18):1854-1863



Seguretat dels nous medicaments

e 222 medicaments a EEUU 2000-10
e 4,2 anys en apareixer reaccions
e 3 retirades de medicaments

* Medicaments més implicats
e Salut mental

* Aprovats fast track

* Biologics

JAMA. 2017;317(18):1854-1863



Insuficiencia cardiaca cronica
ARNi: Sacubitril-Valsartan

Hipolipemiants
iPCSK9: Alirocumab i evolocumab




Insuficiencia cardiaca cronica
ARNi: Sacubitril-Valsartan




Tractament de la ICC

Systolic Heart Failure
Diastolic Heart Failure

Stiff heart Less blood Weakened heart
muscle can’t pumped out muscle can't
of ventricles squeeze as well

relax normally

IC diastolica IC sistolica
FEVI preservada FEVI <40% o reduida

NO hi ha evidencia ¥ mortalitat amb
cap tractament



Reduccido mortalitat en IC-FEr

RR mortalitat

0%

10%

20%

30%

40%

IECA

Antagonistas
(ARAII) B-bloqueantes aldosterona

Font: UpToDate 2016



Tractament de la IC-FEr
|ECA tots pacients

ARAII si intolerancia a IECA
Hidralazina + Isosorbida si intolerancia a IECA i ARAII

<
L
>
Z

+ beta bloquejador

< o o0 |\ [ ]
T clinicament estables a dosi maxima tolerada + d U ret I c
> Bisoprolol, carvedilol i nevibolol Sj congestié i
Z
retencio hidrosalina

>

1 ]
= + antagonista aldosterona
< si simptomes tot i tractament previ
E Espironolactona d’eleccid
Z

12 causa ingres >65 anys i 50% mortalitat als 5 anys

Pautes per I’harmonitzacié del tractament farmacologic de la ICC. 2013



Sacubitril-Valsartan (Entresto®)

Indicacio
* Tractament de la IC FEVI reduida
2/103 mE
:,Ent_restO' ~7En‘z‘; s""’“"\'ff-«:,,iZN/ DOSi
Fwnla‘!gﬁ;nmm ‘:;J:mu(}if o / fi L. . .
s P e —, * Iniciar amb dosi 100mg/bd i a les 2-4 setmanes
e v pujar a la dosi maxima.
e /

Equivalencia
* Valsartan en Entresto + biodisponible que
valsartan en monoterapia

o 97/103mg = 160mg

o 49/51mg =80 mg

o 24/26mg =40mg



Resposta
beneficiosa

Peptids
Natriuretics

Mecanisme
Nelliisina Sacubitril dual
SPN-RAAS

Fragments inactius

Vasodilatacio
MNatriuresi

M Diurésis filato
CA+NEP) No
per risc
d’angioede

~ Resposta
™ fisiopatologica

Sistema RAA

Valsartan

Angiotensina ll

Receptor AT,

Vasoconstriccio
N Retencid Na+
M fibrosi

M hipertrofia vent.



The NEW ENGLAND
JOURNAL o MEDICINE

Angiotensin—Neprilysin Inhibition versus Enalapril

in Heart Failure

Martin P Shi, M.D.,

'PARADIGM-HF

BACKCROUND From the British Meart Foundation (BMF)

o . o 2 . : 11 Cardiovasculsr Research Centre, Univer.
We compared the angiotensin receptor-neprilysin inhibitor LCZ696 with enalapril sty of Glasgow, Glasgow, United Kingdom

in patients who had heart failure with a reduced ejection fraction. In previous stud- () ;v a ). the Department of Cimical S
ies, enalapril improved survival in such patients. ences, Unweruty of Texas Southwestern
Medical Center, Dallas (M.P); the Dive
won of Cardiovascudar Medione, Brgham
MEITHODS and Women's Hospital, Boston (AS D,

In this double-blind trial, we randomly assigned 8440 pazicnss with class I, II, or S DS). Novarts Pharmaceutical, East

IV heart failure and an gjection fraction of 40% or less to receive cither LCZ696 (ar [ U UM PL.AR R VES0:
a dose of 200 mg twice daily) or enalapril (at a dose of 10 mg twice daily), in addi-  yonveal Montresl (LR ) the Depart
tion to recommended therapy. The primary outcome was a composite of death from  ment of Molecular and Clinical Medicine,

cardiovascular causes or hosnitalization for heart failure but the trial was desioned University of Gothenburg, Gothenburg,




Disseny PARADIGM-HF
*
Run-in

20% abandonament, 12% x RA
seleccio poblacio

= Sac-val
200mg
Enalapril Sac-val Sac-val 1-1 bd
10mg bd 100mg bd 200mg bd ]
\ \ ] Enalapril
| | 36h | 10mg bd

rentat
2 setmanes 4- 6 setmanes




Resultats d’eficacia

1.0+
Hazard ratio, 0.80 (95% Cl, 0.73-0.87)

7 P<0.001

0.6- RR 20%: RA 4,7%
0.54

Y

0.4
Enalapril

0.3-
0.2+ LCZ696

Cumulative Probability

0.1-

0.0+ I | | | | | |
0 180 360 540 720 900 1080 1260

Days since Randomization

NNT 21 per evitar una mort CV o ingrés per IC

(27 meses)




20% 21% 16%

RR Mortalitat CV RR ingrés x IC RR Mortalitat total

NNT 32 NNT 36 NNT 36

S — g — e L — R




Seguretat

NNH 21

14% 14%

11%

m Enalapril

W Sacubitrilo/valsartan

0,2% 057

Hipotensién Hiperpotasemia Insuficiencia renal Tos Angioedema



T

No iniciar en pacients amb

*PAS < 100mmHg
*FG < 30ml/min/m?
*K+ > 5,4 mmol/I

*Per evitar risc d’angioedema

*NO associar a IECA
*Respectar 36h rentat
*Contraindicat si antecedents d’angioedema

“



< Entresto-

(sacubtml/valsartan) tablets

24/28my - 49/5img - B7/100mg

/{%/754 R T F l\\\_\\\_



Canvi de PARADIGMa
¢ Realitat o il-lusio?



“Estrictes criteris de inclusio
+ comparador suboptim
+ interrupcio prematura

= beneficis sobreestimats”




anys
dones

IC FE< 35-40%

|
(70%) 1l (24%

Tto concomitant: , 56% AA, 80% diuretics




Poblacio: NYHA i IV o edat > 75 anys

Tractament inicial
Tolerabilitat i incidencia real d’efectes adversos

Risc teoric de deteriorament cognitiu (1 B-amiloide)



Pacients candidats a Catalunya

Alternativa a IECA (o ARAII) si:

FEVI<35%

NYHA [l

Peptids elevats

Simptomatics

Tractament optimitzat amb IECA + BB + AA




GPC SIGN GPC ESC

B o

Bata blocker AND ACE inhibitor Therapy with ACE-I* and beta-blocker
(# intolerant of ACE inhibitor give an ARB) J (Up-titrate to maximum tolerated evidence-based doses)
)4

Ongoing symptoms (NHYA I-HV)

MRA
(added to ACE inhibitor or ARB)

5till symptomatic
and LVEF <35%

o |

Add MR antagonist™
(up-titrate to maximum tolerated evidence-based dose)

-VTIVF, imp wnt ICD

E and LVEF =35%
& E fes l
sacubitriilvalsartan i '," J' l L
ACE inhibitors and ARBs; E tolerate 3
i bota blocker and MRA), J % E_ ::!:JT« ARB) :m;nﬂ;: msee SHHH.‘;Tm
L i
oms (NI v) 2 l l l
=

These above treatments may be combined if indicaved

'

Resistant symptoms

v | e

Consider digaxin or H-SON Ma further action required
or LYAD, or heart transplantation Consider reducing diuretic dose

or a history of =..,

» ivabradine (if sinus rivythen hoart rate >75 bpm)
|
Ongoing symptoms

| \ 4

*  hydralazine/isosorbide dinitrate (If intolerant to ACE inhibitor, ARB
or sacubitril/valsartan due to renal dysfunction, hyperkalaemia or
other side effects)

Diuretics to relieve symptoms and signs of congestion

«  ICDor CRT-P/CRT-D in selected patients (see Toble 5 in section 6.1) )

-
Ongoing symptoms

\ 4

Consider referral to the National Transpiant Unit for assessment for
LVAD/cardiac transplantation




No hi ha canvi de PARADIGMa

Sacubitril-valsartan per pacients que
compleixen criteris PARADIGM-HF

Estudis en marxa

* |CFE preservada

 Tractament inicial
Des de I’atencid primaria és essencial
* Precaucio: angioedema i hipotensio

 Monitoritzar: PA, K*i funcié renal



NEOPLASLIA DE BUFETA URINARLA
DIABETES MELLITUS TIPUS 2

HIFERTENSIO ARTERIAL ESSENCIAL
INSUFICIENCLA CARDIACA

LETEIG AURICULAR

L INTERMITENT
INFECCIO URINARIA

Medicament Principi Actiu Posclogia  Durada
BIZOPROLOL COR SANDOZ 2 SMG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG BISOPROLOL HEMIFUMARAT 1x 24 h. Indefinida
ESPIRONOLACTONA ALTER 25MG SO0COMP RECUB EFG ESPIRONOLACTONA 1x24h. Indefinida
METFORMIMNA ALKMUS 850MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG METFORMIMA, 1x12h. Indefinida
OMEPRAZOL ALMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTEMTES EFG OMEPRAZOL 1x24h. Indefinida

PRAVASTATINAWIR 20 MG 28 COMPRIMIDOS EFG FPRAVASTATINA SODICA 124 h.  |Indefinida

SINTROM 4MG 20 COMPRIMIDOS ACENOCUNMAROL 1x24h. Indefinida



Hipolipemiants
iPCSK9: Alirocumab i evolocumab




“Amb la explotacio i aplicacio
dels descobriment recents, la
malaltia coronaria podria
desapareixer com problema
de salut publica al
comencament del SXXI”

Goldstein & Brown
Premi Nobel Medicina 1985




c-LDL com a factor de RCV

« Correlacié c-LDL i malalties CV

e Estatines redueixen esdeveniments

\Nc-LDL 40mg/dl: \V 22% morbimortalitat

« GPC recomanen tractar segons c-LDL



Canvi tendencia en les GPC

Circulation

JOURNAL OF THE AMERIEAN HEART ASSOCIATION

[ American
Heart
Associations

2013 ACC/AHA Guideline on the Treatment of Blood Cholesterol to Reduce Atherosclerotic
Cardiovascular Risk in Adults: A Report of the American College of Cardiology/American
Heart Association Task Force on Practice Guidelines
Neil J. Stone, Jennifer Robinson, Alice H. Lichtenstein, C. Noel Bairey Merz, Conrad B. Blum,
Robert H. Eckel, Anne C. Goldberg, David Gordon, Daniel Levy, Donald M. Lloyd-Jones, Patrick
McBride, J. Sanford Schwartz, Susan T. Shero, Sidney C. Smith, Jr, Karol Watson and Peter W.F.
Wilson

Clinical Practice Guidelines

Simplified lipid guidelines
Prevention and management of cardiovascular disease in primary care

G. Michael Allan mocerr - Adrienne J. Lindblad aces prarmp Ann Comeau mn wpconie) John Coppola mo core
Brianne Hudson moccre Marco Mannarino socere - Cindy McMinis  Raj Padwal mo mse

Christine Schelstraete  Kelly Zarnke mo mse racee Scott Garrison mo eno core . Candra Cotton

Christina Korownyk mo ccre James McCormack prarmp Sharon Nickel Michael R. Kolber mp core mse

N IC National Institute for
Hedlth and Care Excellence

guideline

Cardiovascular disease: risk assessment
and reduction, including lipid
modification

Guia de Préctica Clinica
sobre el manejo de los
lipidos como factor de riesgo
cardiovascular

GUIAS DE PRACTICA CLINICA EN EL SNS
MINISTERIO DE SANIDAD, SERVICIOS SOCIALES E IGUALDAD

guiasalud.es




NEHIES
d’eleccio

Abandonament
xifres de c-LDL per
guiar el tractament




Nous hipolipemiants: iPCSK9

Bococizumab-

Alirocumab

Evolocumab (Praluent)

(Repatha)




Evolocumab i alirocumab

* |Indicacido

Si no s’aconsegueix I'objectiu c-LDL

e Associat a estatines en H. familiar/no familiar i
dislipemia mixta

* Monoterapia o amb altres hipolipemiants si
intolerancia a les estatines

e PCSK9 anticossos monoclonals humans
e SCcada 2-4 setmanes
e Alt cost

e Dispensacio ambulatoria hospitalaria



iIPCSK9: Mecanisme d’accio

Chohstorol
By inhibiting HMG-CoA reductase

and decreasing intracellular

cholesterol, statins upregulate

LDL receptors and LDL clearance -
2 2
‘\ .’ Cholesterol

@ ® g0

(moo |

VLDL

Without PCSK9 attached, the LDL receptor
is recycled to the cell surface, and can
continue to clear LDL particles

M
G-

Anti-PCSK9 antibody binds to PCSK9,
preventing it from binding to the LDL receptor

PCSK9 'tags' LDL receptor,
resuiting in its degradation
in the lysosome




iIPCSK-9: Eficacia per I'autoritzacio

Reduccio del LDL-c 57%

Reduccio del 36% vs. ezetimiba

Es consideren alternatives equivalentes

Lipinski et al. Eur Heart J. 2016

Modificada d’Australian Prescriber, 2016




IPCSK9: Seqguretat

* Ben tolerats a curt termini
v’ Reaccions lloc injeccio

v" Infeccions: tracte respiratori, grip
v’ Artralgia, lumbalgia, cefalea

* Potencials riscos
I v" Immunogenicitat
v’ Hipersensibilitat

v' Efectes adversos neurocognitus



Incerteses

* Es manté l'eficacia a llarg termini?
e Efectes d’un c-LDL tan baix????
e Reduccions de c-LDL ... i de la mortalitat?

o Pendent resultats d’estudis FOURIER
(evolocumab) i ODDISEY-OUTCOMES
(alirocumab)




Pacients cadidats a iPCSK9 a Catalunya

Com a complement d’un estil de vida saludable (dieta, control de pes, exercici fisic
adequat i abandonament d’habits toxics) en els segiients pacients:

v

AN

. HFho (només evolocumab)

. HFhe, H no familiar o dislipémia mixta

Actuacid intensiva sobre FR modificables
Tractament optimitzat min 8 setmanes
Adheréencia 100% (6 mesos previs)
c-LDL > limits establerts



Quins valors de c-LDL?

FACTORS DE RISC: QL
- Home > 40 anys; dona > 45 anys. reve n C I o
- Antecedents familiars de cardiopatia isquémica precog
- Lp(a) > 50 mg/di
- HDL<40iTG> 200

[ \ [
e Primaria
- Tabaquisme
- FGe (MDRD) < 60 ml/min/1,74 m’
- Sindrome metabblica; obesitat; prediabetis.

+ 1FR c-LDL >160mg/dlI

+ 2FR c-LDL >130mg/dlI

+ DM c-LDL >130 mg/dlI

HFhe + aterosclerosi subclin.
c-LDL >130 mg/dli

+ DM + 2 FR c-LDL 100mg/dI

Prevencio
Secundaria

+ malaltia vascular ateromatosa
C-LDL >100mg/dI

HnoF o
Dislipemia No finangat
mixta

MYV ateromatosa
c-LDL >130mg/dI

MV ateromatosa + DM o 2FR
c-LDL >100mg/dI

Malaltia isquemica greu o inestab
c-LDL >100mg/dI
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Evolocumab and Clinical Outcomes in Patients

with Cardiovascular Disease
Marc S. Sabatine, M.D., }

Marimon Honarpour, M.D., Ph.D., St LJ F: I E F:
gy

1y,
Huei Wang, Ph.D., Thomas Liu, FD

and Terje R. Pedersen, M._

wy C. Keech, M.D.,

M.P.H., Julia F. Kuder, M.A_,

rS. Sever, Ph.D., F.R.C.P.,
-.—2 and Investigators*

ABSTEACT

BACKGROUND

Evolocumab is a monoclonal antibody that inhibits proprotein convertase subtilisin—kexin
type 9 (PCSKY) and lowers low-density lipoprotein (LDL) cholesterol levels by approxi-
mately 60%. Whether it prevents cardiovascular events is uncertain.

METHODS

We conducted a randomized, double-blind, placebo-controlled trial involving 27,564 pa-
tients with atherosclerotic cardiovascular disease and LDL cholesterol levels mr
deciliter (1.8 mmaol per liter) or higher who were receiving statin therapy. Patients were
randomly assigned to receive evolocumab (either 140 mg every 2 weeks or 420 mg monthly)
or matching placebo as subcutaneous injections. The primary efficacy end point was the
composite of cardiovascular death, myocardial infarction, stroke, hospitalization for un-
stable angina, or coronary revascularization. The key secondary efficacy end point was the
compaosite of cardiovascular death, myocardial infarction, or stroke. The median duration
of follow-up was 2.2 years.

From the Thrombolysis in Myocardial In-
farction (TIMI) Study Group, Division of
Cardiovascular Medicine, Brigham and
Women's Hospital and Harvard Medical
School, Boston (M.S.S, R.PG., S.DW,
S.A.M., J.FE); Sydney Medical School,
Mational Health and Medical Research
Council Clinical Trials Centre, University
of Sydney, Sydney (A.CK.); Amgen, Thou-
sand Caks, CA (N.H, HW,, T.L., 5.MW);
International Centre for Circulatory Health,
Mational Heart and Lung Institute, Impe-
rial College London, London {P.5.5.); and
Oslo University Hospital, Ulleval and
Medical Faculty, University of Oslo, Oslo
(T.R.P.). Address reprint requests to Dr.
Sabatine at the TIMI Study Group, Divi-

sion of Cardiovascular Medicine, Brigham
PR Y I I [ (PRI R o —— T |



Cumulative Incidence (%)

Estudi FOURIER (evolocumab)

100+

i_ Hazard ratio, 0.85 (95% Cl, 0.79-0.92) e
B . - Reduccio c-LDL 60%
10— Placebo i 16 92mg/d| d 30mg/d|
8- 91 Evolocumab
. . Sense problemes seguretat
4- 5.3 addicionals
2_
0 I I I I I 1 RR 15% o RA 1’5%
0 6 12 18 24 30 36

NNT 74 per evitar un esdeveniment (mort CV, IM, ictus,
hospitalitzacié x angina o revascularitzacid) en 2 anys




Resutats positius i... decepcionants

27% 21% 18%

RR IM RRictus RR revasc.

NNT 84 NNT 250 NNT 67

Sense diferencies en la reduccio de la

mortalitat CV o mortalitat total



Reduces CV events 5.570€/any Does not reduce

B -
A A

5.1% —> 4.5% 824.703€/any 1.5% — 1.5%

(percent of patients/year) (percent of patients/year)




Reflexio

Grans reduccions de c-LDL, reduccions d’esdeveniments modestes

.' * Hem arribat al sostre del benefici?

| ODISSEY OUTCOME amb alirocumab

* Inclisiran: inhibidor de la sintesi del
PCSK9 per interferencia ARN

e Quan més baix millor?
. Hem de mirar més enlla del c-LDL

 Valen el que costen?



NEOPLASLA DE BUFETA URINARLA
DIABETES MELLITUS TIPUS 2

HIFERTENSIO ARTERIAL ESSENCLAL
INSUFICIENCLA CARDIACA

FIBRIL-LACIO | ALETEIG AURICULAR

DISLIPEM LA,
CLAUDICACIO INTERMITENT

INFECCIO URINARIA

Medicament Principi Actiu Posologiz
BISOPROLOL COR SAMDOZ 2 aMG 28 COMPRIMIDOS RECUBIERTOS PELICULA EFG BISOPROLOL HEMIFUMARAT 1x 24 h.
DIAMICRON 300G 60 COMPRIMIDOSDE LIBERACION MODIFICADA GLICLA ZIDA 1x24h.
ESPIROMOLACTOMNE ALTER 25MG S0COMP RECUE EFG EZPIROMOLACTOMNA 1x24h.
METFORMIME ALMUS SS0MG 50 COMPRIMIDOS RECUBIERTOS PELICULA EFG METFORMINA, 1=x12h.
OMEPRAZOL ALMUS 20MG 56 CAPSULAS DURAS GASTRORRESISTENTES EFG OMEPRAZCL 1x 24 h.
PRAWASTATIMNAG YR 20 MG 28 COMPRIMIDOS EF G PRAWASTATIMND SODICA 1x 24 h.
RAMPRILHDROCLOROTIAZIDA TECHMIGEM S025MG 25 COMPRIMIDOS EFG RAMPRIL +DIURETIC 1x 24 h.
SIMNTROM 40 20 COMPRIMIDOS ACENMOCUMARCL 1x24h.

Duradds
Inclefinicla
Inclefinicla
Inclefinicla
Inclefinicla
Inclefinida
Incefinida
Inclefinicla

Inclefinida






8

EVI D E N C E Idiego@cedimcat.info

NN apellicer.girona.ics@gencat.cat
atroncoso@gencat.cat

TH I N K nvillenr.bcn.ics@gencat.cat
CRITICALLY

DEMAND

@lauradiego _
@apellicer;j




