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1. Does Obesity Blunt Effects of Vitamin D Supplementation? - Medscape - Jan 17, 2023
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1- Chronic Obstructive Pulmonary Disease
2- Bisoprolol in COPD Study
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Recruitment/baseline assessment — assessed for eligibility based on inclusion and exclusion criteria
Informed consent taken
Assessment: drug history, smoking history, spirometryl, CATest, BDI dyspnoea score, EQ-5D-5L, health care utilisation.

Pulse, blood pressure (BP).
Centralised randomisation (n=1,574)
University of Aberdeen, Centre for Healthcare Randomised Trials, web/telephone randomisation service

iy g

Intervention arm: n=787
Bisoprolol 1.25mg once daily (1 x 1.25mg tab).

Control arm: n=787
Placebo 1 tab once daily

0 I

1 week
Pulse, BP, FEV12, symptoms, adverse reactions
4*Bisoprolol 2.5mg once daily (2 x 1.25mg tabs)?

1 week
Pulse, BP, FEV,?, symptoms, adverse reactions
I Placebo 2 tabs once daily?

4 4

2 weeks
Pulse, BP, FEV,?, symptoms, adverse reactions
“Bisoprolol 3.75mg once daily (3 x 1.25 mg tabs)?

2 weeks
Pulse, BP, FEV,%, symptoms, adverse reactions
™ Placebo 3 tabs once daily?

g 1l

3 weeks 3 weeks
Pulse, BP, FEV,2, symptoms, adverse reactions Pulse, BP, FEV?;, symptoms, adverse reactions
1 Bisoprolol 5mg once daily (4 x 1.25mg tabs)? 1 Placebo 4 tabs once daily*

4 weeks 4 weeks
Pulse, BP, FEV,?, symptoms, adverse reactions? Pulse, BP, FEV1Z, symptoms, adverse reactions®

Il

6 month follow-up: exacerbations, hospital admissions, health care utilisation, drug history, spirometry?, disease specific
health status (CATest), TDI dyspnoea, generic health related quality of life (EQ-5D-5L), adverse reactions, serious adverse
events, weight, Pulse, BP.

!

12 month follow-up: exacerbations, hospital admissions, health care utilisation, drug history, spirometry?, disease specific
health status (CATest), TDI dyspnoea, generic health related quality of life (EQ-5D-5L), adverse reactions, serious adverse
events. Pulse, BP.

=

-

Advise to reduce tablets by one tab a day per week to zero

L 0

4 week follow-up telephone call: Ensure that medication has been stopped and no adverse events.

! puring the COVID-19 pandemic, historical spirometry results will be used.

2 During the COVID-19 pandemic, the titration algorithm will consider patient reported breathlessness and not
FEV..

3 For further details regarding titration, including cases where there may be down-titration, please see section
8.7 and figure 3.

4 During the COVID-19 pandemic, 6 and 12 month follow-up will be remote assessments and not include
spirometry.

Fig. 1 Flow diagram of study design and schedule. BDI, baseline dyspnoea index; BP blood pressure; CATest, COPD (Chronic Obstructive

Pulmonary Disease) Assessment Test; EQ-5D-5L, EuroQOL five-dimension questionnaire; FEV,, forced expiratory volume 1 second; TDI transition
dyspnoea index
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Assessment of possible side effects

Spirometry*, pulse, blood pressure (BP) REDUCE dose to previous tolerated dose

JL 1tab >0,

Intolerable side effects attributable to YES 2tab >1tab
bisoprolol (e.g. fatigue) 3tab =2 tab
4 tab =3 tab

Review in approximately 1 week
NO

Reduction in FEV; >15% AND >200ml VES Tigﬁfs"se to previous tolerated dose
,

compared with baseline, in absence of 2 tab 1 tab
an exacerbation OR worsening |:> tab>1ta

breathlessness since dose increase 3tab >2tab
4tab -3 tab
NO Review in approximately 1 week
| '\
Pulse =60 /min Pulse 50-59 /min -
AND OR Pulse <50 /min
BPz 100mmHg BP <100mmHg
INCREASE dose CONTINUE current dose ?EDECE g°se to previous tolerated dose
as per dose titration Review in R
. 2tab —1tab
0 tab —1 tab, approximately 1 week
. ) 3 tab —2 tab
1tab —2tab Continue this dose
. 4tab —3tab
2tab —3tab for treatment period - )
3 tab —4 tab Review in approximately 1 week
) If <45 /min, consider ECG
Review in X X X
. Continue on this dose for treatment period
approximately 1 week

Fig. 2 Schematic representation of dose titration decision-making
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1. Cotton S, Devereux G, Abbas H, Briggs A, Campbell K, Chaudhuri R, et al. Use of the oral

beta blocker bisoprolol to reduce the rate of exacerbation in people with chronic obstructive

pulmonary disease (COPD): A randomised controlled trial. (BICS). 2022;
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