Safe Prescribing in Frailty
Tackling Medicine Overuse &
Anticholinergic Risks
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Session Plan

* Background

* Frailty

* Polypharmacy

* Consequences

* Cognitive impairment and ACB
e Strategies

* Resources
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Number of chronic conditions by age

Barnettet al, Lancet,
2012, 380, pp 37-43
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Definition of Compr

€6 A muld-
dimensional,
interdisciplinary
diagnostic process
to determine
the medical,
physiological
and functional
capabilities of
a frail older
person in order
to develop a
coordinated and
integrated plan
for treatment and
long-term
follow-up. 99
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1. Immobility
2. Instability
3. Incontinence
4. Intellect
The giants of geriatrics are it ility, instability, i i and i impail They have in

common multiple causation, chronic course, deprivation of independence and no simple cure.

gﬁmw

— Bernard Isaacs, The Challenge of Geriatric Medicine, Oxford University Press, 1997

Bernardisancs
Prfessar of Gerlatric Medidneat Sirmingham Universey 1974 1955
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https://www.bgs.org.uk/resources/silver-book-ii-holistic-assessment-of-older-people
https://www.bgs.org.uk/resources/silver-book-ii-holistic-assessment-of-older-people

Urinary incontinence as a geriatric

syndrome

 Multiple risk factors (RF), across multiple organ systems
and domains'?

Young Elderly /@
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Bidirectional association between urinary
incontinence and (im)mobility

* Hip fracture — increased risk of incontinence pre/post-
op

« Urge urinary incontinence increases risk for falls/hip
fracture

* Improving mobility and balance in cognitively
impaired patients reduces daytime incontinence

Palmeret ol LGerontol ABiO 565 2002 OtSTIIORMGT27,
Hasegawa et 2| Arch.GerantolGeratr 2010 an-febS00)77-1.
rovec MM Intors tud. 1991 2801:145-151.
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Urge urinary incontinence increases the risk
of falls (instability) and fracture

* 6049 community dwelling women

* Weekly / more frequent episodes of URGE incontinence

* Independent risk factor for falls and non-vertebral fractures
* Not stress incontinence

+ Urinary frequency, nocturia, and rushing to the bathroom to
avoid urge urinary incontinence episodes

* Continence assessment routine as part of falls prevention

15 Brown et a1 A GeratSoc 2000 WiAB7)7215
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Association between urinary incontinence and
white matter changes in the brain

« Studies in community-dwelling elderly link structural white matter
changes on magnetic resonance imaging of the brain with:!
* Mobility impairment
+ Cognitive impairment
* Urinary incontinence
* Elderly individuals with greater white matter hyperintensity burden
also show increased prevalence of detrusor overactivity and difficulty
maintaining continence on urodynamic studies?

5 Kuchel GA et . Gerontol A 8ol Sc Mied 1009, 64 029
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http://www.ncbi.nlm.nih.gov/pubmed/10894308

Breaking the chain of events / recognising the risk factors

* Holistic / MDT approach (CGA)
* MDG Meetings
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Persistence data

Persistence rates of all doses of the most prescribed
i irabeg 8 months'

inic drugs and

—tiirabegron (n=101)
——Salifenaci (122484
——Talleroding ER (12659)
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- o o —Cxybutynin IR (n=173%)

* Improved screening for osteoporosis — primary and . o e _

secondary (OG service . £

vl - e mEmEE e
* Falls and referral to falls service / IC/ICE/OT/Physio < *- bS] b
e )
« Cognitive screening and OPA memory services
* Improved continence screening / OPRAC
* Training
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Well, the Pfizer pill protects my heart from the side
effects of the GSK pill that prevents potential liver
failure due to the Novartis pill that minimises the risk
of stroke posed by the AZ pill that reduces blood clots
caused by the Roche pill...

Polypharmacy - sweden 2005-08

The devil of
itisIcan't
remember
the illness
that started
all this

Prevaence of dispersed dugs
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Hovstadius et al, 2010, BMC Clinical Pharmacology, 10, 16
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POLYPHARMACY

“...should be conceptually
perceived as a ‘disease’ with
potentially more serious
complications than those of
the diseases these different
drugs have been prescribed

for”
J— 3
i 01T 165 . .3
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H OW? Contemporary Themes gparlmenl
. : : ’ i P of Health &
* ‘Therapeutic enthusiasm’ - the ‘lllusion The consultation and the therapeutic illusion Social Care
Thomas, BMJ 1978,20;1(6123):1327-8 ,
- 200 pati
200 patients treat/ No treatment R Good for you, good for us, good for
everybody
* The patients’ or their relatives’ demands 7 7
* An inappropriate response to non-medical problems b blan to teduce ‘s’:peg’o’r‘:stﬁ:bﬁgs‘zn":: * patlent care

* Deprivation emissions
* Unrealistic expectations by the prescriber, patient or both
* A failure to individualise treatment and to consider their overall needs

* Inadequate review | Pubssnea 22 eptemoes 2021
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ADRs

2004 : Most common drug groups
associated with admission - 6.5%:
NSAIDs 29.6%

Diuretics 27.3%

Warfarin 10.5%

ACE 7.7%

Antidepressants 7.1%
Beta blockers 6.8%
Opiates 6.0%

Digoxin 2.9%
Prednisolone 2.5%
Clopidogrel 2.4%

V@R WM

=
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Pirmohamed et al, BMJ 2004,329:15
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DHSC : National overprescribing eview report : 22 September 2021

Up to 20% of all admissions
Up to 50% preventable

2022 : Most common drug groups
associated with admission - 18.4%:
Diuretics 14%

Steroid inhaler 12%
Anticoagulants 10%
Proton Pump Inhibitor 8%
Antiplatlets 7%
Chemotherapy 7%

ACE-l /ARB 6%
Antidepressants & antipsychotics 6%
Opiates 6%

Beta blockers 4%

R N S

8

Osanlou, Pirmohamed et ai. BMJ 2022;12:055551.

Pharmacokinetics
1pB, {Metabolism,
Clearance, LElimination,

Y888

Orthostatic
circulatory
responses

Blunting of reflex
tachycardia=postural
hypotension, On rising
from rest, BP should
increase doesn’t =
postural hypotension
= FALLS

Pharmacodynamics
Tsensitivity, TResponse,
LCompensation
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Bone Health= immobility
Osteoporosis  instability
incontinence
intellect

Gl motility =
Constipation

Prostatic hypertrophy, OAB,
urethral dysfunction

= Incontinence

Cognitive function
change in CNS = confusion

Postural control
{ in dopamine receptors in
stratum
1 static postural reflexes
T FALLS/fractures

@

ADRS : 10-20% Admissions

Constipation Opiates, antihistamines, iron, calcium channel blockers, anticholinergics.
Nausea and vomiting Many drugs
Tl Sedatives, arug: Jcoh

< Impaired cognition

Blood dreon

e ” ——
WoSLCNS drags, antcholnagics
Mo — e

Glbleeds

‘Aspirin, NSAIDs, Warfarin, SSRIs, Prednisolone.

Confusion

Cimetidine, hypnotics, anticholinergics

Blurred vision

Anticholinergics, antihistamines, TCAS.

Renal failure ACEI NSAIDS.
Hypertension NSAIDs
Anorexia Digoxin

‘Altered taste

ACEls, metronidazole, zopiclone
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//upload.wikimedia.org/wikipedia/commons/5/5f/Singapore_Road_Signs_-_Warning_Sign_-_Elderly_or_Blind_People.svg
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SERRN = Oxybutynin and the brain

Pre- 1h post 4h post

treatment

S~ AChEInh

(eg Donepezil)

« Time course effects of oral oxybutynin (0.3mg/kg) on [12C](+)3-MPB binding to muscarinic receptors
in the brain of conscious monkey as measured by positron emission tomography (PET)

Anticholinergics
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Hyoscine vs Hippocampal Activation
Face-Name Memory : MRI
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SHOCKING NEW REPO

HAY FEVER
TABLE €3
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“Higher cumulative anticholinergic use is
associated with an increased risk for
dementia”

Gray et al. Cumulative use of strong anticholinergics and incident

dementia: a prospective cohort study.
JAMA Intern Med. 2015;175:401-7
The Headlines

Study sugaests seeping drugs can increase risk of Alzheimer's. The Guardian, 27 January 2015
ol DailyMail, 26 January 2015

"TheTi i o1
" i y s, s2y5 US studh

01

W 6
BBC News, 27 January 2015

“The use of medications with anticholinergic
activity increases the cumulative risk of
cognitive impairment and mortality.”

Fox et al. Anticholinergic medication use and cognitive impairment in
the older population: the medical research council cognitive function
and ageing study.

J Am Geriatr Soc. 2011 Aug;59(8):1477-83
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Risk for incident d
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tia and Alzhei di with 9-year cumulative
anticholinergic use with 2-year lag time

Number of Number of Events
Events. HR (95% CI)
154 X Reference

071111

1=3434, mean follow-up 7.3y

Fox etal. 2011

Thirteen thousand and four participants from UK aged 65 and
older.
Worsening brain function: participants ACB score 5 + scored
lower test (MMSE).
Increased death rate:
« Endyear 2: 20% people scoring 4 + vs. 7% scoring 0.
+ Every extra ACB point scored odds dying 7 26%
Cumulative risk both no. anticholinergic drugs & strength each
drug’s anticholinergic effect
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— Level 3 HR: 2.584; p = 0.002
Level 4~ HR: 3.361; p < 0.001

Common medicines including cold and flu
tablets, heartburn drugs and sleeping pills
"SHRINK the brain and slow down thinking"

100+ PCE s
. Science e
! — Bt I
Z 0954 e Jessen et al. Eur Arch Psychiatry Clin brain and raise dementia risk,
3 \ \ Neurosci (2010) 260:111-115 warn sclentists e ]
—\ @o
\\
a0 German, n=2600, Classified strength AC
5 activity (1to 4) mailom ine
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Association Between Anticholinergic Medication Use and Cognition, Brain Figure 2 . ) Medicationt.
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1. | Featured Article

¥ Ty . . . . . 0 . .

Fe Midlife anticholinergic drug use, risk of Alzheimer’s disease, and brain

H

atrophy in community-dwelling older adults
Yi-Fang Chuang™"*, Palchamy Elango’, Christopher E. Gonzalez", Madhav Thambisetty"*

“In conclusion, we found that exposure to medications with possible AC
activity as early as midlife is associated with increased risk of AD and

I ot accelerated atrophy in brain regions vulnerable to AD pathology before
24 — s Pl ke o cognitive impairment. Our results have important public health implications.”
P
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COMMENTARY ﬂ “l‘;'
RESEARCH S

Anticholinergic drugs and risk of dementia: Time for action?
thebmj Anticholinergic drugs and risk of dementia: case-control study

LIWRUEEGESERSY  Kathryn Richardson,’ Chris Fox.” lan Maidment,? Nicholas Steel,” Yoon K Loke,” Antony Arthur,! Brian Bell' @ | Anthony Avery' | Delia Bishara® | Carol Coupland' | Darren Ashcroft® |
Phyo K Myint,* Carlota M Grossi,' Katharina Mattishent,” Kathleen Bennett,” Noll L Campbell,* Martin Orrell*
Malaz Boustani,” Louise Robinson,” Carol Brayne,” Fiona E Matthews, ' George M Sawa

“In summary, it appears that
Hill criteria for establishi causal link with the development of dementia_I>
and this may also be the case Toi TOSS
the blood-brain barrier. Should doctors and pharmacists make the case for
avoiding anticholinergics associated with risk of dementia? The
precautionary principle would suggest that we should act now and advise

not to use anticholi I i with dementia for bladder
symptoms when there are alternatives that appear to be safer”

WHAT THIS STUDY ADDS

Antidepressant, urological, and antiparkinson drugs with definite anticholinergic
activity are linked to future dementia incidence, with associations persisting up
to 20 years after exposure

)(ARGYLE

ity of Manchester

doi: 10.1136/bmj.k1315
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Published online 04 June 2021
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Cochrane s
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Dysfunction of ABC transporters at the blood-brain barrier:
fanoRiAL Role in neurological disorders
Anticholinergic drugs and dementia: time for
transparency in the face of uncertainty

Henry 1 Wotord, Jonister M Stevenson
e w5 202116000154 Wetpai/ oL arg/10. 100114651954 10000134

Publication date 8 September 2021

“We should not ignore its potential association with ACB

until ion is initi A safety-first

approach, such as seen with alcohol intake and pregnancy,

maybe appropriate. Our patients expect transparency. How
L

many. L = option that might
double their risk of developing dementia?” >
G ©
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A patient-centred approach to deprescribing Polyphormacy guidonce &%
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= = POLYPHARMACY
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Drugs with ACS Scor o4 2

Orugs aith ACS Sear of 3
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20 Mar 2000 Essential hypertension

(XEOUC) 18 Dec 2007 Serum cholesterol raised
10 May 2002 Hypothyroidism (X401Q) ~ (44P3.)

02 Sep 2002 Deep vein phlebitis (XEOVY) 18 Dec 2007 Hyperlipidaemia
02 Sep 2002 H/O: pulmonary embolus 01 Feb 2008 Indigestion (1954.)
(14AC)

01 Feb 2009 Rheumatoid Arthritis
24 Nov 2005 Urinary incontinence (1A23.)(N040..)

24 Oct 2006 Knee joint operations (7K3..) 01 Feb 2010 Dyspepsia
13 Dec 2006 Asthma monitoring (XM1Xb) 27 Jun 2010 Morbid obesity (x40YQ)

04 Aug 2007 Glaucoma

12/03/2025

19 Mar 2015 Osteoarthritis Hip pain
(X75rv)

25 Sep 2016 Dry eyes (1B88.)

07 Jun 2020 Microcytic hypochromic
anaemia (D0Oy1)

07 Jun 2021 Anaemia - iron deficiency
27 Mar 2022 Supraventricular tachycardia
(a0ks)

== « Repeat File « Lacri-lube eye ointment (Allergan Ltd)  «  Salbutamol 100micrograms/dose inhaler
(S \CeseTum Gons Amitriptyline 10mg Tablets *  Lactulose 3.1-3.7g/5ml oral solution CFCfree
- B szopyen © . i . i yedrops * Scheriproct ointment (Bayer Plc)

transdermal patches

Celluvisc 1% eye drops 0.4ml unit dose

Levothyroxine sodium 25microgram tablets *
Levothyroxine sodium S0microgram tablets

Seretide 125 Evohaler (GlaxoSmithKline UK
Ltd)

(Allergan Ltd)

Co-dydramol 10mg/500mg tablets
Dilzem XL 180 capsules (Teva UK Ltd)
Domperidone 10mg tablets

Folic acid Smg tablets

Gabapentin 100mg capsules

)(ARGYLE

Simvastatin 40mg tablets
Solifenacin Smg tablets

Trospium chloride 60mg MR capsules
Warfarin 1mg tablets

Warfarin 3mg tablets

Warfarin 5mg tablets

Omeprazole 20mg gastro-resistant capsules *
*  Oramorph 10mg/Sml oral solution N
(Boehringer Ingelheim Ltd) *
Paracetamol 500mg tablets
Promethazine 25mg Tablets
Salazopyrin EN-Tabs 500mg (Pfizer Ltd)  *

@

B 2P A OD s €
NEuR oarting 1oday Weid (of
by

Optimise
‘Try mirabegron for OAB - replace anti cholinergics,

No INR recorded requestedwarfarin ~ indication? stop

Alternatives?

Pain relief Butrans 20, paracetamol 2 qds and oramorph 2.5-5mg 4hr prn record usage

TCI Antihistamine OAB +  Stop amitriptyline / promethazine / domperidone
« Anti-Chol * repeat levothyroxine, salazopyrin, salbutamol and seretide.
o . e ‘1%'Gen’ * Simvastatin to be reviewed non-concordant - stop?
. _ .
eps'::““ ~ chlorpheniramine oxybutynin New Rx
~ ssml .
~ SNRI — diphenhydramine - tolterodine . patches - 4 patch - apply one as directed
_ Duloxetine — promethazine — solifenacin +  Gabapentin 100mg capsules - 100 capsule - | tds
- Trazodone — trospium * Mirabegron 50mg MR Tabs - 30 tabs - 1 0D
e Current _ darfenacin + Oramorph 10mg/Sml oral solution (Boehringer Ingelheim Ltd) - 300 m! - SMLS WHEN REQUIRED UPTO 4-6 HOURLY
+ Neuropathic Indication? . SNRI + Scheriproct ointment (Bayer PIc) - 30 gram - apply twice daily as needed
apr ntin + (R) Levothyroxine sodium 25microgram tablets - 56 tablet - EVERY DAY
- gabapenti _ N
 oregabalin duloxetine « (R) Levothyroxine sodium SOmicrogram tablets - 56 tablet - OD
_ duloxetine e ‘2" Gen’ * B;agonist +  (R) Paracetamol 500mg tablets - 224 tablet - 2 FOUR TIMES A DAY regularily
- loratadine ~ mirabegron * (R) Salazopyrin EN-Tabs 500meg (Pfizer Ltd) - 224 tablet - 2 TABLETS TWICE DAILY)
- cetirizine * (R) Salbutamol 100micrograms/dose inhaler CFC free - 200 dose - 1-2 PUFFS PRN

(R) Seretide 125 Evohaler (GlaxoSmithKline UK Ltd) - 120 dose - ONE PUFF TWICE A DAY

)‘ARGYLE Q E )‘ARGYLE Q E
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Current rey
WAJOR, Peggy (Mrs) 19 Jun 2024 | Al acel 7O ablets——[iake ome wesi 4 ablet
Summary: Argyle Care Home Visit Summary 19 Jun 2024 | Apixaban 2 Smg labiets Taas ONE tablet 56 tablet
DTN R TV el
g e e Yo Jhiood
75 Jan 360 Riorvasttin B0mg s Thake oy 74 it % Wiy 504
10 Jun 2024 Cacichew 03 Forte chewatie take o twice daly |56 tablet 22 May 2024
X401 ablots (Fonum Haaih Products L) |
i (t 10.Jun 2028 | Glopdogrel 75mg tablets {Toke ONE tablel dally |28 tablet 53 Wiay 2024
Cerebrovascular disease (G6...) 19 Jun 2024 |Glclazate S0 atiets 2Tobetaken Twe | 112 labiet |22 May 2024
| p oty
T Hypertansion (XEOUb) 1912024 23 a6 ahe o awch o |28 e |22 Way 024
| Acute non-ST segment elevation myoc (15 Jun 202 iprarapim b nnaie ONE pul w200 dese 22 Moy 2024
Gy Ischaemic heart disease (XE2uV) Pmicrooramaisos ehalr CFC |a0d usady, ien
—— Chronic obstructive lung disease (H3. (75 o sozi | sesryrosine e e o[B8 Wiy 000
B Type Il diabstes mellitus (X40.5) . o e = .
orvy s Partial anterior cerebral circulation infa ' " ™4 |Lash Verogram [ua b 44 Wy 224
s ‘Racurrent urinary tract infection (K190, (75 728 | Mesore 60mg i o o § ey |16 a3 Wy T34
| Vascular dementia (XE 1Xs| 16 Jun 2034 |Minazapine 30mg tabl T 38 talot 22 Moy 2024
2 Vo 4 Atrial fibrillation (G5730) 18 Jun 2024 Omegrazoie 20mg gasiro-rasiszant || capude |28 capsule 22 May 2024
= Ostecporosis NOS (N330z) e ik fr pmach
—— T80 034 | Orybutynin S iabets 1 To ba taken Twice |56 iabt 73 Way 5024
Short Nate il Oaiy '
ikl Fractura of lumbar spina (XAOGN 10X 3031 |Faracetammal S00my klets Toka TWO labieis, | 100 iblel Wy T4
i ot Dysphagia (X0OR4) T8 Jun 024 | Parveiop sruminn g s take oom iy 75 it 72 Wiay 7024
rrm——| 6 un 2024 [Salbutamal 100microgramsidose [ale 7 dosas @ 400 dcse 22 Moy 2024
 ihed inhaler CFC fron noeded
ELTE 16 Jun 2024 Saratide 250 Evohaler ‘rhale 1 dose twice. 120 dose 22 May 2024
k] (GlasoSemimKina UK Lic) dniy
T6Jn AL | Trmamapren 200y taiets T Evary By 78 et T Wy T2
70 Jum 2004 | Zapicions 7 Smy tablets Ttake ome at right |28 tablat 22 May 2024
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Everybody’s business

Structured approach integrated with clinical judgement is
required.
Acknowledge some meds may be restarted — it’s a trial
Full engagement of patient, family, carers is imperative and
honesty all round
The MDT

* Community pharmacists

Share the workload with PTs/GP/PCN pharmacists/specialists

* Patients, relatives, carers, OTs, nurses etc can monitor drug effects

and feedback

Focus on patients with the highest medication related risks
and morbidities

For individual patients, focus on the drugs with the highest
risks or highest benefits
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Questions
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