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{COMO PODEMOS OPTIMIZAR EL
TRATAMIENTO FARMACOLOGICO EN EL
PACIENTE CRONICO COMPLEJO?

Dra. Antonia Agusti
Farmacologia Clinica
Hospital Universitari Vall d’Hebron
Barcelona
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Cambios farmacocinéticos
y farmacodinamicos _

Fragilidad
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Table 1 Fictitious profile of a very elderly patient with
multimorbidity

* Alendronate tab 70 mg glw

* (Calciumcarb/colecalcif 500 mg/400IE BID
* Acetylsalicyl tab 80 mg OD

* Dipyridamol caps mga 200 mg BID

* Enalapril tab 10 mg OD

* Gliclazide tab mga 30 mg OD

- The file of Mrs van Kampen, an 83-year-old widow living independently, lists
* HydroChloroThiazide tab 12.5 mg OD the following problems: CVA, radius fracture, osteoporosis, diabetes mellitus
* Metformin tab 500 mg TID type Il, COPD (Gold Ill), hypertension, heart failure (NYHA IlI), gastro
oesophageal reflux, degenerative arthritis in one knee, dizziness, sleeping
problems and constipation.
Her medication list includes 17 drugs, prescribed in accordance with the
relevant current disease specific guidelines.

* Metoprolol tab mga 50 mg OD
* Macrogol 2dd1 BID

* Paracetamol tab 500 mg TID

* Ranitidine tab 150 mg BID

* Salmeterol inhal 50 mcg BID

* Simvastatine tab 40 mg OD

* Spironolacton tab 25 mg OD 0.5
* Tiotropium inhal 18 mcg OD
Temazepam tab 10 mg OD
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The problem of the lack of evidence of the eftects of
preventive medication in the very elderly is paramount

— With a 40 year old, I'm fairly confident deciding on
what medication to prescribe. But I notice I'm less
certain with an 80 year old.

— [ take her quality of life into account and ask myself
will she live long enough to benefit from this
(preventive) drug?

GPs indicate a strong need for clear information on
the benefit/risk ratio of preventive medication in the
very old and often frail.

BMC Family Practice 2012, 13:56 J
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“Itis an art of no little importance to administer
medicines properly: but, it is an art of much
greater and more difficult acquisition to know
when to suspend or altogether to omit them”
Philippe Pinel, 1745-1826




© SEME- Sadern’)

e — e
PR e iy [ L6 R b, [ TR Teivdad Angs ug duo Wedlibng wsbirng

XXX'V Congreso Nacional de la XXIX Congreso de la Sociedad Andaluza
Sociedad Espanola de Medicina Interna de Medicina Interna (SADEMI)
(SEMI)

21-23 Noviembre 2013  Palacio de Ferias y Congresos de Malaga. Malaga

DEPRESCRIPCION
|7y ac

Por Farmaco Por Paciente




© SEMI- Sadeni)

XXX'V Congreso Nacional de la XXIX Congreso de la Sociedad Andaluza

Sociedad Espanola de Medicina Interna de Medicina Interna (SADEMI)
(SEMI)

The Impact of Prescribing Satety Alerts

tor Elderly Persons in an Electronic Medical Record
Arch Intern Med. 2006:166:1098-1104

Conclusions: We found that alerts in an outpatient elec-
tronic medical record aimed at decreasing prescribing ot
medication use in elderly persons may be an ettective
method of reducing prescribing ot contraindicated medi-
cations. The ettect of the alerts on patient outcomes is
less certain and deserves further investigation.
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Instrumentos de adecuacion del tratamiento

farmacologico
Métodos implicitos Métodos explicitos
 Cuestionario MAI * Criterios Beers
e (Cuestionario Hamdy e Criterios IPET

 Criterios STOPP-START
* Criterios ACOVE

* Criterios CRIME
 Criterios NORGEP

* Criterios PRISCUS
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Comparison of Published Explicit Criteria
for Potentially Inappropriate Medications
in Older Adults Drugs Aging 2010; 27 (12): 947-957

Characteristics Beers McLeod Rancourt Laroche STOPP Winit-Watjana NORGEP
Year 2003 1997 2004 2007 2008 2008 2009
Country us Canada Canada France Ireland Thailand Norway
Authors Fick McLeod Rancourt Laroche Gallagher Winit-Watjana Rognstad
et al.l'¥ et al.[21] et al.23 et al 24 et al 125! et al 19 et al.[26l
Method Delphi Delphi Delphi Delphi Delphi Delphi Delphi
Experts (n) 12 32 4 15 18 17 47
Delphi rounds 2 2 2 2 2 3 3
Applicable age group (y) >65 >65 >65 >75 >65 NA >70
Statements (n) 68 38 111 34 65 7 36
Drug-disease interactions (n) 20 11 0 5 39 32 0
Drug-drug interactions (n) 1 11 37 2 5 12 15
Prescription duplications (n) 0 0 10 2 2 0 1
Suggestions for alternative drugs No Yes No Yes No No No
provided
Prevalence (%)?
community 18.3-41.9 10.4 NA NA 21.4 NA NA
hospital 1444 .4 125 NA NA 35.0 NA NA
long-term care 18-34.9 14.9 54.7 NA NA NA NA

a Prevalence range given for Beers criteria data.

NA =not available; NORGEP =Norwegian General Practice criteria; STOPP =Screening Tool of Older Person’s potentially inappropriate
Prescriptions criteria.
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Comparison of Published Explicit Criteria
for Potentially Inappropriate Medications

in Older Adults

Drugs Aging 2010; 27 (12): 947957

Principle Beers McLeod Rancourt Laroche @ STOPP  Winit-Watjana NORGEP
1. Organization based on physiological systems  — - +/—- +/— + - -
and rapid applicability in daily practice

2. Inclusion of common prescribing errors +/—- +/— +/— +/— +/—- +/— +/—
(commission and omission)

3. Generalizability to the global community of +/- +/— +/—- +/— +/- +/— +/—
physicians and pharmacists

4. Ease of interface with computer records of - - +/— + +/—- +/— +
patients and drug lists

5. Ability to reduce the prevalence of PIMs + + + NS + NS NS
6. Ability to reduce the incidence and negative NS NS NS NS NS NS NS

impact of ADRs

ADRs=adverse drug reactions; NORGEP = Norwegian General Practice criteria; NS =no studies; STOPP = Screening Tool of Older Person’s
potentially inappropriate Prescriptions criteria; + indicates fully met; +/— indicates partially met; — indicates not met.
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Prevalence of potentially inappropriate prescribing

in an acutely ill population of older patients admitted to six

European hospitals
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Population characteristics Total ( n=900)

Age distribution

Median (years), IQR (years)
Age category, n (%)

6574 vears

75—-84 years

>B5 years

Female gender, n (%)

Co-morbidity, n (%)
Charlson Index=0 111 (12)
Charlson Index=1 191 (21)

Charlson Index>2 (598 (6

=1 hospitalization in preceding year

Medications
Median, IQR 6, 4-9
0 medications, n (%) 23 (3)

1-5 medications, n (%) 351 (39)
6-10 medications, n (%)

>10 medications, n (%)
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Prevalence of potentially inappropriate prescribing
in an acutely ill population of older patients admitted to six
European hospitals Eur J Clin Pharmacol (2011) 67:1175-1188

Sobreutilizacion
(PIMs) 30,4% (22,7-43,3%) 51,3% (34,7%-77,3%)

PIMs (Potentially inappropiate Medications)

Factores asociados a sobreprescripcion (PIMs)

Criterios Beers Criterios STOPP
OR (IC 95%) OR (IC 95%)

Numero de medicamentos
6-10 2,50 (1,75-3,56) 2,31 (1,68-3,18)
>10 4,87 (3,0-7,90) 7,22 (4,30-12,12)
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Prevalence of potentially inappropriate prescribing
in an acutely ill population of older patients admitted to six
European hospitals Eur J Clin Pharmacol (2011) 67:1175-1188

| Criterios START

Infrautilizacion 59,4% (51,3%-72,7%)
(PPOs)

PPO (potentally inappropriate prescribing omisions)

Factores asociados a infraprescripcion (PPOSs)

Criterios START
OR (IC 95%)

Edad = 85 afios 1,80 (1,18-2,75)
Indice de Charlson = 2 3,25 (2,01-5,26)
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LEss Is MORE
Potentially Inappropriate Medications Defined
by STOPP Criteria and the Risk of Adverse Drug
Events in Older Hospitalized Patients

Arch Intern Med. 2011;171(11):1013-1019
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600 Patient admissions

WHO definition Y

of ADE and expert | C—» 329 ADEs in 158 patients
panel consensus

WHO-UMC ADE v
causality criteria — 219 ADEs causal or contributory
and expert panel to immediate admission
CONSEnsus
Y
Hallas criteria 151 ADEs causal or contributory
for ADE — to immediate admission and
avoidability definitely or possibly avoidable

94 ADEs causal or contributory to
admission and avoidable listed
in STOPP criteria (62.2% of
causal and avoidable ADES)

34 ADEs causal or contributory to
admission and avoidable listed
in Beers criteria (22.5% of
causal and avoidable ADES)
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Estudio sobre la Utilizacion Inapropiada de Medicamentos en
pacientes de edad avanzada hospitalizados en servicios de
Medicina Interna de siete hospitales espanoles

(estudio PUMEA)

San José A, Agusti A, Vidal X, Formiga F, Lopez-Soto A, Fernandez-Moyano A, Garcia J, Torres O,
Ramirez-Duque N, Barbé J

Objetivo principal: Analizar el consumo de medicamentos y su prescripcion
inapropiada (Pl) al ingreso hospitalario en los Servicios de Medicina Interna en
pacientes de edad avanzada. Tanto la prescripcion potencialmente
inadecuada (PIMs) como la infraprescripcion o potencialmente omitida

(PPOs).

e



Caracteristicas de los pacientes Nz

Edad Media (IC 95%)
75-84 anos %
85y mas %

Sexo (%)
Mujeres

Varones
Motivo ingreso (%)

Enfermedad aguda 51,4
Enfermedad crénica agudizada 48,6
indice de Barthel. Media (IC 95%)
Basal. 65,22 (62,58-67,86)
Ingreso. 42,29(39,56-45,03)
Alta (616 pacientes) 52,32 (49,5-55,14)
Reisberg basal (%)
1-2 57,3
3-5

6-7
CAM al ingreso positivo %
Errores en el Pfeiffer. Media (IC 95%) (565 pacientes)
indice de Charlson. Media (IC 95%)
Paciente Pluripatolégico %
Destino al alta (%)
Domicilio
Exitus

Institucion media-larga estancia

Otros 1
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Estudio sobre la Utilizacion Inapropiada de Medicamentos en
pacientes de edad avanzada hospitalizados en servicios de
Medicina Interna de diferentes hospitales espanoles

(estudio PUMEA)

Consumo de medicamentos

Media (IC 95%)
0a4g
5a9

10 o mas




PRESCRIPCION INADECUADA

()

Pl No PI
87,6% 12,4%

PIM mas PPO
54,3%

ACOVE3
56,5%
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Factores asociados a prescripcion inadecuada

Factores asociados a PPOs OR (IC al 95%)

Pluripatologia 1,93 (1,25-2,97)
PIM 2,79 (1,81-4,28)

Barthel basal
Dependencia muy grave o total 0,29 (0,12-0,68)

Procedencia
Otra distinta al domicilio 2,20 (1,14-4,25)

R
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Discuss the following with the patient/guardian
v An evidence-based consensus exists for using the
es drug for the indication given in its current dosing rate
€ in this patient’s age group and disability level, and the SR E .
benefit outweighs all possible known adverse effects FeaSIblhty StUdy Of a Systematlc Approach
INETET for Discontinuation of Multiple Medications
in Older Adults Arch Intern Med. 2010:170(18):1648-1654
Indication seems valid and relevant in this patient’s age No S
group and disability level > g
J' Yes P
D
. . Yes | R
Do the known possible adverse reactions of the drug U . .
outweigh possible benefit in old, disabled patients? > G ‘70 paCIen’[eS ambUIatO”OS
N - - - -
y e «311 (58%) medicaciones discontinuadas
- Yes [ ¢ |
Any adverse symptoms or signs that may be related to S s -
the drug? > T *81% con exito
F
J’ No T
_Is there .another drug that may be superior to the one Yes (T)
in question? > A
N
i No 0
T
Can the dosing rate be reduced with no significant risk? E
l l R
D
v No Yes S
Continue with the same dosing rate Reduce dose G
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Drug cessation in complex older adults:
time for action Age and Ageing 2013 0: 16

Box 3. Summary for medication use in
end-of-life situations

Very little rigorous research has been conducted on redu-
cing inappropriate medications in frail older adults or
patients approaching end of life [24].
There 1s a need to develop consensus criteria to assess ap-
propriate versus inappropriate medication use, specifically
for individuals at the end of life [25].
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Limitaciones

No hay ninguno estandar reconocido
internacionalmente.

No han sido disefados ni validados especificamente
para el paciente pluripatologico.

Validados en pacientes de edad avanzada y en medio
ambulatorio.

Escasa informacion sobre su correlacion con
resultados en salud.
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We need minimally disruptive medicine

* Disponer de buenos instrumentosy
estrategias para identificar a los pacientes con
polimedicacion.

* Mejorar la coordinacion de la asistencia.

* Disponer de un mayor conocimiento y de
mejores evidencias sobre |la pluripatologia.

* Priorizar en funcion de las perspectivas de los

pacientes.
BM) | 29 AUGUST 2009 ‘
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Make every reasonable effort to ensure an accurate diagnosik.

Question necessity for the drug. Avoid inappropriate and enthusiastic
treatment. Consider the patient as a whole, not a coll of symptoms.

Can nonpharmacological alternatives be used inst

Has the most suitable drug been chosen for th Xnt?

Be familiar with the drugs you prescribe.

|s the dose correct? Start low and titratear®tully.

Consider risk of drug interactions. o

Ensure a thorough drug history i@ including OTC medication.

Does the patient suffer from arQ, r disease for which the drug in question is
contraindicated?

|s the treatment regime @Qmple as possible?

Has the patient and écarer been counselled about the treatment and do they
understand how &e the drugs? Would a compliance aid be useful?

How long wil \medicatic}n be continued for? Determine the criteria for

stopping ent.
Ensurg at prescriptions are reviewed regularly.
ffug monitoring required?
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Factores asociados a prescripcion inadecuada

Factores asociados a STOPP OR (IC al 95%)

Pluripatologia

Numero de farmacos
5-9
>10

Barther basal

Dependencia muy grave o total

Beers

ACOVE 3

0,57 (0,36-0,92)

4,13 (1,74-9,78)
8,21 (3,47-19,44)

3,79 (1,5-9,54)
2,41 (1,58-3,67)

2,68 (1,77-4,06)

R
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Factores asociados a prescripcion inadecuada

Factores asociados a ACOVE 3 OR (IC al 95%)

STOPP 2,3 (1,51-3,49)

START 7,31 (4,8-11,12)
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LESss Is MORE

Potentially Inappropriate Medications Defined
by STOPP Criteria and the Risk of Adverse Drug
Events in Older Hospitalized Patients

Arch Intern Med. 2011;171(11):1013-1019

Table 5. Most Common ADEs That Were Classified as Causal or Contributory to Admission and Possibly or Definitely Avoidable
as per Hallas Criteria
No. (%)

| Attributed to Attributed to ADEs Appearing I

STOPP Criteria Beers Criteria Both in STOPP
ADE No. (%) PIMs PIMs and Beers Criteria
Fall(s) while receiving benzodiazepines 24 (15.9) 24 (100) 22 (91.7) 22 (91.7)
Symptomatic orthostasis while receiving antihypertensives 17 (11.3) 15 (88.2) 1(5.9) 1(5.9)
Falls while receiving opiates 10 (6.6) 10 (100) 0 0
Hyponatremia while receiving diuretics 10 (6.6) 0 0 0
Constipation while receiving opiates 6 (4.0) 6 (100) 0 0
Falls while receiving sedative hypnotics 6 (4.0) 0 0 0
Acute kidney injury while receiving diuretics 6 (4.0) 3 (50) 0 0
Symptomatic orthostasis while receiving diuretics 5 (3.3) 5(100) 0 0
Falls on neuroleptics 5(3.3) 5(100) 1(20) 0
NSAID-related gastritis/peptic ulcer disease 4 (2.6) 3 (75) 1(25) 1 (25)
Bradycardia while receiving B-blockers 4 (2.6) 0 0 0
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Optimizar el tratamiento farz@?ologlco

*Seleccionar el tratamiento en func@s de las mejores
evidencias disponibles y de las @\c\cteristicas del

paciente. 3
eDefinir los criterios de re@?esta y de retirada del
tratamiento. Q,é

%

Monitorizar la res@hesta y posible aparicion de efectos
ndeseados. N

Tomar conéﬁ\ancia de las areas de incertidumbre y de
la falt%&evidencia al prescribir.

- R




