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Meet Mary

• 74 years old

• Retired interpreter, maried to a scientist

• Hypertension (treated by perindopril 5mg/d)

• Has a BMI= 30.5 kg/m2 and mild
hyperinsulinemia

• Has knee ostheoarthritis, treated by 
occasional painkillers

• Has been taking fluoxetine for past 10 years
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Meet Vincent

• 24 years old

• Mary’s grandson

• Medical student

• Likes to advise his grandmother for her
medical treatment and follow-up

DM HALLER_Update publications 2021/2022 ambulatory care 3

Cette photo par Auteur inconnu est soumis à la 
licence CC BY-SA-NC

https://arkansasgopwing.blogspot.com/2018/10/meet-5-young-african-americans-who-want.html
https://creativecommons.org/licenses/by-nc-sa/3.0/


Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
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Should Mary sleep more?
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Cette photo par Auteur inconnu est soumis à 
la licence CC BY

https://www.tasnimnews.com/en/news/2019/12/12/2158807/regular-extended-sleep-increases-risk-of-stroke-study
https://creativecommons.org/licenses/by/3.0/


Should Mary sleep more?
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Cette photo par Auteur inconnu est soumis à 
la licence CC BY• Whitehall II cohort study

• Approx 10’ 000 Civil Servants in London

• Age @ inclusion 35-55 years (1985-86)

• 3414 female / 6900 male

• Analysis: Cox regression with age as the timescale
to model the associations between length of sleep
and incident dementia

https://www.tasnimnews.com/en/news/2019/12/12/2158807/regular-extended-sleep-increases-risk-of-stroke-study
https://creativecommons.org/licenses/by/3.0/


Should Mary sleep more?
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Cette photo par Auteur inconnu est soumis à 
la licence CC BY

• Sleep measures: 
« How many hours do you sleep on a weeknight»?
Response options: ≤5 hrs, 6, 7, 8, 9 or more hrs
Pooled-> ≤6hrs= short

7hrs= normal
≥8hrs= long

+ actimeter substudy

• Dementia outcome: 
linkage to three national registers, ICD-10 codes

https://www.tasnimnews.com/en/news/2019/12/12/2158807/regular-extended-sleep-increases-risk-of-stroke-study
https://creativecommons.org/licenses/by/3.0/


Association between sleep duration and 
incidence of dementia
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Association between sleep duration and 
incidence of dementia-fully adjusted model
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HR (95% CI) P value

Sleep duration at age 50

short ≤6h 1.22 (1.01-1.48) 0.04

normal 7h 1 (ref.)

long ≥8 h 1.25 (0.98-1.60) 0.07

Sleep duration at age 60

short ≤6h 1.37 (1.10-1.72) 0.005

normal 7h 1 (ref.)

long ≥8 h 1.15 (0.87-1.52) 0.34

Sleep duration at age 70

short ≤6h 1.24 (0.98-1.57) 0.10

normal 7h 1 (ref.)

long ≥8 h 1.15 (0.88-1.51) 0.60
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Association between sleep trajectories and 
incidence of dementia
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Association between sleep trajectories and 
incidence of dementia-fully adjusted models
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Trajectories HR (95% CI) P-value

Persistent short 1.30 (1.00-1.69) 0.048

Persistent normal 1 (ref.)

Persistent long 1.28 (0.88-1.85) 0.20

Change from short to normal 1.20 (0.89-1.63) 0.23

Change from normal to long 1.02 (0.73-1.42) 0.90

Change from normal to short 1.13 (0.79-1.62) 0.50
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Should Mary sleep more?

• This study does not provide evidence that can be
applied to changes in sleep duration at her age: 
sleep ≤6hrs could be associated with pre-clinical
dementia

• Strength of this study over others: 
- controls for mental health
- long duration reduces likelihood of reverse causation
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Sabia S, Fayosse A, Dumurgier J, van Hees VT, Paquet C, Sommerlad A, Kivimäki M, Dugravot A, Singh-Manoux A. 
Association of sleep duration in middle and old age with incidence of dementia. Nat Commun. 2021 Apr 20;12(1):2289



Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
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Relieving pain from knee osteoarthritis
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Cette photo par Auteur inconnu 
est soumis à la licence CC BY-ND

https://singularityhub.com/2018/11/06/custom-grown-bones-and-other-wild-but-real-advances-in-regenerative-medicine/
https://creativecommons.org/licenses/by-nd/3.0/
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Cette photo par Auteur inconnu 
est soumis à la licence CC BY-ND• Systematic review, 169 studies spanning 50 years of 

RCTs

• Analysis: RCT, placebo controlled, > 100 participants-> 
N=24 trials

• Outcomes, analysed as standard mean difference
- primary outcome= pain intensity
- secondary outcome= function

• Adverse events analysed as relative risks

Relieving pain from knee osteoarthritis

https://singularityhub.com/2018/11/06/custom-grown-bones-and-other-wild-but-real-advances-in-regenerative-medicine/
https://creativecommons.org/licenses/by-nd/3.0/
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Cette photo par Auteur inconnu 
est soumis à la licence CC BY-ND• Benefits of viscosupplementation pain in knee OA pain= 

clinically minimal->mean reduction => 

only 2mm/ 100mm VAS

• Functional benefits= similar
• Adverse events: RR=1,49, 95%CI 1,12 to 1.98

(NB: AE not necessarily clinically related to viscosupplmentation)

Relieving pain from knee osteoarthritis

Cette photo par Auteur inconnu est 
soumis à la licence CC BY-NC-ND

https://singularityhub.com/2018/11/06/custom-grown-bones-and-other-wild-but-real-advances-in-regenerative-medicine/
https://creativecommons.org/licenses/by-nd/3.0/
https://rebelem.com/haloperidol-for-treatment-of-headache-in-the-emergency-department/haldol-for-headache-vas-score/
https://creativecommons.org/licenses/by-nc-nd/3.0/


Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?

DM HALLER_Update publications 2021/2022 ambulatory care 21



DM HALLER_Update publications 2021/2022 ambulatory care
22

Cette photo par Auteur inconnu 
est soumis à la licence CC BY-ND

Relieving pain from knee osteoarthritis

https://singularityhub.com/2018/11/06/custom-grown-bones-and-other-wild-but-real-advances-in-regenerative-medicine/
https://creativecommons.org/licenses/by-nd/3.0/


RCT in Australia-164 patients, 50 + years
Moderate to severe symptomatic, radiographic medial
knee osteoarthrosis

• Recruited through web advertissements, and research volunteers 
database
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Flat flexible shoes Stable supportive shoes

Hypothesis: flat flexible > stable supportive
Suggested mechanism: reductions in medial knee loading



Flat flexible versus stable supportive shoes
• Outcomes:

Pain: change in self-reported measure of pain at 6 months.

Clinically significant
difference set @ 1.8

• Function: WOMAC questionnaire function subscale->0 to 68

Clinically significant
difference set @ 6
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WOMAC= Western Ontario and McMaster Universities Osteoarthritis Index



Flat flexible versus stable supportive shoes
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Flat flexible versus stable supportive shoes: 
change within groups and difference in change 
between groups 
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‡ p=0.001
§ p=0.35



Conclusion: stable supportive shoes resulted in greater
improvements in walking knee pain, but not function, 
than flat flexible shoes overs 6 months
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Flat flexible shoes Stable supportive shoes

≤



Is this new?
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• RCT-patients  & assessors blinded (« testing different footwear »),

• Patients involved in choice of shoes: high adherence

• Simple criteria to define shoes-> increase generalisability



Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
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A miracle new pill for hypertension
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A miracle new pill for hypertension
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« Dose-response studies of individual agents indicate most benefits are 
achieved and most side-effects avoided at low doses »

Hypothesis

« A hypertension management strategy starting with a single pill
containing ultra-low-dose quadruple combination therapy would be

more effective than a strategy of starting with monotherapy »



A miracle new pill for hypertension
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• Ambulatory patients (primary care or hospital
outpatient clinics)

291= standard monotherapy (irbesartan 150mg)

• RCT
300= quadpill = irbesartan 37.5mg

amlodipine 1.25mg
indapamide 0.625mg

bisoprolol 2.5 mg



Quartet: 
participants
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Quartet: main results- hypertension control
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Quartet: strength and limitations

• Blinded comparison against most commonly used regimen

• One year follow-up

• GPs free to add treatments if BP not controlled with study ttt

• Comparison ttt= monotherapy, not to the currently
recommended dual combination therapy as in recent
guidelines.

• Quadpill not yet commercially available!

35

Chow CK, Atkins ER, Hillis GS, et al; QUARTET Investigators. 
Lancet. 2021 Sep 18;398(10305):1043-1052



Mary’s list of questions in 2022
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Should Mary be worried about her hypertension 
because she has pre-diabetes?
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Results / conclusions
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Mary has been taking Fluoxetine
for the past 10 years…
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Maintenance or discontinuation of 
antidepressants in primary care
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• RCT involving nearly 500 patients

• 150 general practices in UK

• ≥ 2 depressive episodes / taking antidepressants for ≥ 2 years

• Mean age 54 years, 73% women, mean age at first episode= 33 years

238: maintenance of usual ttt (citalopram, fluoxetine, sertraline, mirtazapine)

• RCT
240: taper and discontinue with use of matching placebo



Maintenance or discontinuation of 
antidepressants in primary care
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• Primary Outcome: 

first relapse within follow-up 
measured @ 6, 12, 26, 39 & 52 weeks
in a time-to-event analysis

depression diagnosis based on retrospective CIS-R

CIS-R= Clinical Interview Schedule -Revised



Maintenance or discontinuation of antidepressants in 
primary care: results
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Maintenance or discontinuation of antidepressants in 
primary care: results
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Should Mary discontinue her
fluoxetine treatment?

• Maybe not…

• …unless of course the initial diagnosis of depression is unclear and/or 
her adherence to the treatment has already been limited over the 
past 10 years

DM HALLER_Update publications 2021/2022 ambulatory care
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Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?
At Mary’s age the benefits of increasing the number of hours she 
sleeps is uncertain

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
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Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.
Viscosupplementation is unlikely to help. Mary should be 
encouraged to wear stable supportive shoes

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
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Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes
The Quadpill may be a good option. As far as I know it is not yet 
available in Switzerland…

4. How about stopping the Fluoxetine treatment?
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Mary’s list of questions in 2022

1. My grandson says I should sleep more: is this true?

2. The pain in my right knee is increasing: I heard a « visco-thing » 
could help.

3. Can I receive the miracle new pill for my hypertension? I want to 
control my blood pressure better because I have pre-diabetes

4. How about stopping the Fluoxetine treatment?
If Mary has had two or more episodes of depression in the past, and 
has adhered to the treatment, it may be better to keep it or propose 
another, non-pharmacological treatment instead
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Thank you for your 
attention!

Prof. Dagmar M. HALLER-HESTER

dagmar.haller-hester@unige.ch
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