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The puzzle



Most people who start
statins clinically,
abandon them...
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...yet placebo-controlled trials do
not show excess withdrawals in the
statin arm
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No-one: ‘Statins saved my life’



Total Annval event rate RR (Cl) per 1 mmol/L

number in control arm reduction in

of MVEs (% per year) LDL cholesterol
0-1vear 4680 3-8 e 0-91 (0-85-0-97)
1-2 years 3580 3-4 . 078 (0-73-0-85)
2-3 years 3124 3-6 = = 0-76 (0-70-0-82)
3-4 years 2483 36 —— 372 (0-66-0-79)
4-5 years 1819 37 —— 078 (0-71-0-87)
=5 years 1018 3.9 -— 0.76 (0-65-0-87)
All years 16 704 36 (1) 0-80 (0-78-0-82)
Years 1-25 12024 3-6 @ 076 (0-74-0-79)
- 99% 0 <[>95%C 05 075 1 1.25

4+— —>

LDL cholesterol
lowering better

LDL cholesterol
lowering worse

Collins et al. Interpretation of the evidence for the efficacy and safety of statin therapy. Lancet (2016)



Everyone: ‘Statins caused
my muscle ache’



Everyone: ‘Statins caused
my head ache’



Everyone: ‘Statins caused
my hair loss’



Google:

WHAT HAPPENS TO YOUR BODY P
WHEN YOU TAKE STATINS T

Side Effects of

STATIN
MEDICATIONS

Statins work by blocking the production of cholesterol in your liver.
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Essential for cells to function.
30% of brain made of it.

Makes vital hormones.

Low levels result in weakness
& degenerative disease.
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The SAMSON Trial

An N-of-1 trial of statin, placebo, and no
treatment to assess patient symptoms
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Outcome measures

1 Symptom burden

Simulated data for 1 patient
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Outcomes measures

(2) Percentage of patients taking a statin after 6 months
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Methods

Pragmatic RCT

Reasonable duration

Multiple cross-over

One month long enough for
symptoms

Not just muscle ache

Individualised answer for each
patient

Evaluate longer-term impact

One year

12 Jars, 4 of each type

Patients with symptoms within 2
weeks

Patient defines their symptom -
any symptom bad enough to
abandon

Personalised results at 1 year

Review 6 months after
participation



Results - Recruitment

Attended for screening
n =062
Randomized
n =60
Received intervention
n =60

Completed at least 1 Responded to 6 month

month of trial post-trial follow-up
n =60 n=2>39

Symptom burden end-point Medication end-point



Results - Trial population

Age (years) 65.5 (8.6)
Gender
Male 35(58.3)
Female 25(41.7)
Ethnicity
White 54 (20.0)
Black 1(1.7)
Asian 3(5.0)
Mixed 2(3.3)
Height (cm) 169 (8)
Weight (kg) 82.0(19.0)
BMI 29.1(6.7)
Number of statins previous tried
1 17
2 20
3 11
4 7
S 3

Previous statin duration (years) 2.84 (4.65)

Systolic blood pressure (mmHg) 139.1(17.3)

Diastolic blood pressure (mmHg) 77.5(8.9)

LDL-C (mmol/L) 4.16(1.07)
Current indication for statin
Primary prevention 46 (76.7%)
Secondary prevention 14 (23.3%)
History of diabetes 4 (7%)

QRISK-2 10-year risk (primary 24.3% (13.6)
prevention participants only)

Number of concomitant 4.72 (3.28)
medications




Results - Unblinding visit
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Results - Unblinding visit
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Results - Unblinding visit
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Results

P < 0.001

P <0.001 P <0.388
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Nocebo proportion: 0.9



6 months later,

30/60

were back clinically
on a statin




VWhat we have learnt



Statin tablets really do
induce powerful symptoms



Formal documentation

Fixed protocol



Statin tablet



Statin tablet



Statin tablet




Conclusion

P <0.001

Patients really do get side-effects when
taking statin tablets

P <0.001 P<0.388
I

25

But 90% of these side-effects are elicited by
placebo tablets too

10

An N-of-1 trial with no treatment periods > .
revealed this to patients clearly enough for © e becbo sen
50% of them to successfully restart statins

clinically

Side-effects on statin tablets are mainly Stat|n tablet

caused by the act of taking tablets, not
what is in them.
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