EBM in primary health care
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What Is EBM

Evidence based medicine is the conscientious,
judicious and explicit use of current best evidence in
making decisions about the care of individual patients.
(Dave Sackett, 1996, BMJ)

EBM is a tool for quality improvement in primary care
and ‘the use of mathematical estimates of the chance
of benefit and the risk of harm, derived from high-
quality research on population samples, to inform
clinical decision-making” (Greenhalgh T, Donald A,
2002)
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5 steps of EBM

Formulation of a clinical question

Search of the literature for the best available
evidence

Critical appraisal of the evidence
Application of the evidence in clinical practice
Evaluation of performance

Clinical guidelines and evidence based medicine, 2003




|ls EBM appropriate in PHC?

Lack of training and attitude toward EBM

Educators in medicine are not equipped or motivated to
incorporate EBM into their clinical teaching

Concerns about whether evidence exists to answer specific
questions

Excessive emphasis placed on it can lead to conflicts with a
clinician’s duty of care and respect for patient autonomy

Guidelines synthesize all the evidence and help shift practice
and points to changes in practice in response to evidence as

leading to the recent reduction in cardiovascular deaths (vause,
2012)
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|Is EBM appropriate in PHC?

Others point that guidelines are a very imprecise tool, often
including evidence that is poor quality or irrelevant and overly
prescriptive for the complex contexts of primary care. (Mangin, 2012)

Clinical decisions need to take into account many more factors than
the ones presented in a linear flowchart

Difficulties in finding relevant evidence to a specific patient with
particular set of conditions, beliefs, expectations and social situation.
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Question remains:

[s it for evidenced practice, or for cost saving?
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Table 1-ADA evidence-grading system for "Standards of Medical Care in Diab "
Level of
evidence Description

A Clear evidence from well-conducted, generalizable randomized controlled trials
that are adequately powered, including
= Evidence from a well-conducted multicenter trial
= Evidence from a meta-analysis that incorporated quality ratings in the
analysis
Compelling nonexperimental evidence, i.e., "all or none” rule developed by the
Centre for Evidence-Based Medicine at the University of Oxford
Supportive evidence from well-conducted randomized controlled trials that are
adequately powered, including
» Evidence from a well-conducted trial at one or more institutions
= Evidence from a meta-analysis that incorporated quality ratings in the
analysis
B Supportive evidence from well-conducted cohort studies
« Evidence from a well-conducted prospective cohort study or registry
= Evidence from a well-conducted meta-analysis of cohort studies
Supportive evidence from a well-conducted case-control study
= Supportive evidence from poorly controlled or uncontrolled studies
« Evidence from randemized clinical trials with one or more major or three or
more minor methodological flaws that could invalidate the results
» Evidence from observational studies with high petential for bias (such as
case series with comparison with historical controls)
» Evidence from case series or case reponts
Conflicting evidence with the weight of evidence supporting the
recommendation
E Expert consensus or clinical experience
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Even lower, even better: lipid lowering on CV events

Event rate (%)
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10-year milestone of lipid lowering target

1994: Scandinavian Simvastatin Survival
Study (4S)
LDL-C: 190 =» 124
Lancet. 1994 Nov 19;344(8934):1383-9.
2004: PROVE-IT TIMI22

LDL-C: 95 = 62

N Engl J Med. 2004 Apr 8;350(15):1495-504.
2014: IMPROVE-IT TIMI40
LDL-C: 69 =» 53

Evidence keeps changing N Engl J Med. 2015 Jun 18:372(25):2387-97.
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Fixed dose combination therapy

» Advantages (Circulatioin, 2010)
o Compliance
o Reduced cost of therapy
o Increase the ease of prescribing
o Avoid multiple steps for dose titration of each drug

 Uncertainties

o Clinical outcome unknown
o Adverse effect on long term treatment
o Long term safety in primary prevention

Primary Endpoint — ITT

The intention-to-treat analysis of IMPROVE-IT showed that the primary endpoint
occurred in 32.7% of patients assigned ezetimibe /simvastatin vs. 34.7% assigned
simvastatin monotherapy (P=.016).
4l Statin monotherapy - 34.7%
The Result Is Modest 2742 events
20 1 15.8 mg/dL, RR | 6.4%

NNT= 50

=
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Z 20 Combination therapy - 32.7%

t 2572 events

&

10 Cardiovascular death, M, documented unstable angina
requiring rehospitalization, coronary revascularization
(=30 days), or stroke
0
0 1 2 3 4 5 6 7
Better outcome in fixed dose combo Time since randomization [years]
7-year event rales. Statin 4 c therapy: 10740 mg.

mg.
Primary endpoint: Cardiovascular death, MI, documented unstable angina requiring . coronary (230 days), or stroke
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Physicians vs. Legal Profession Viewpoints:
Taiwan’s study ... a preliminary report
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EBM and CPG in trials

« EBM methodology as a tool in trials?

e CPG as standards of care?

—If yes, exculpatory or inculpatory?
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ults and lithium: Pharmacology,...

Medications that

) or water bal
can alter lithium excretion and serum lithium
concentrations. Lithium levels must be closely
monitored in patients taking these medications. These
drug interactions are as follows [6]:

® Increases lithium level
+ Thiazide diuretics

+ Nonsteroidal antiinflammatory drugs (NSAIDS)
except aspirin

+ Angiotensin converting enzyme (ACE)
inhibitors

+ Antibiotics tetracyclines and metronidazole
e Decreases lithium level
+ Potassium-sparing diuretics
o The ilin
® May increase or decrease lithium level
+ Loop diuretics
TREE EWRATR

Bipolar disorder in adults and lithium: Pharmacology,...
+ Angiotensin converting enzyme (ACE)
inhibitors

* Antibiotics tetracyclines and metronidazole
o Decreases |ithium level

* Potassium-sparing diuretics

+ Theophylline
e May increase or decrease lithium level

+ Loop diuretics

:_ Calcium channel blockers

These S are not cor ated for patients
taking lithium. Rather, pati iving medicati
that may interact with lithium should have their serum
levels monitored more closely. Specific interactions of
any particular drug with other medications may be
determined using the drug interactions tool (Lexi-
Interact Online) included in UpToDate. This tool can be
accessed from the UpToDate online search page or
through the individual drug information topics in the
section on Drug interactions.

EHEE EWEAER

Summary and recommendations
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Menopausal hot flashes
SUMMARY AND RECOMMENDATIONS

e Vasomotor symptoms (VMS) or "hot flashes” are
the most common complaint during the
menopausal transition, occurring in up to 80
percent of women. However, only about 20 to 30
percent of women seek medical attention for
treatment. (See Prevalence’ above.)

e More than 80 percent of women who have hot
flashes will continue to have them for more than
one year. When untreated, hot flashes diminish and
then cease spontaneously within a few years of
onset in most women, but may persist in others.
Specifically, hot flashes continue in 12 to 15 percent
of women in their sixties, and 9 percent after age
70 years. (See Duration’ above.)

* Hot flashes typically begin as the sudden sensation
of heat centered on the upper chest and face that
rapidly b g lized. The of heat
lasts from two to four minutes, is often associated
with profuse perspiration and occasionally

ions, and is i foll d by chills,
shivering, and a feeling of anxiety. Hot flashes may
range from an average of less than one each day to
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Menopausal hot flashes
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For women with predominantly nighttime
symptoms, we suggest gabapentin (Grade 2C). We
typically use a single bedtime dose of gabapentin
(300 mg, or as low as 100 mg if needed, titrating up
10 900 mg until symptom relief or side effects),
which takes advantage of the sedating effect of

b in while minimizing daytime
(See ‘Antiepileptics/centrally-acting drugs’ above.)

Since hot flashes gradually subside without therapy
in most postmenopausal women, any drug can be
gradually tapered after one to two years of
administration. Women should be instructed to
taper SSRIs and SNRIs to avoid withdrawal
symptoms. (See Duration of therapy’ above and
‘SSRIs/SNRIs' above.)

For women on tamoxifen for any indication, we
suggest using citalopram, escitalopram, or
venlafaxine to treat hot flashes, as they have
minimal effects to block CYP2D6 (Grade 2B), (See
‘Women with breast cancer’ above.)

We suggest not using acupuncture for the
management of hot flashes (Grade 28B). For
symptomatic women with breast cancer, we
suggest not using phytoestrogens or black cohosh
(Grade 2C). (See ‘Role of complementary and
alternative therapies' above.)
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Conclusion

To handle the complexity of medicine without loosing
the meaning of complexity of illness in the context of

relationships is crucial.

Patients’ and physicians’ feelings and emotions as well
as the affection between physician and patient should not

be neglected.

Evidence-based medicine should help us to present the
information, the risks to the patient and outline our
treatment options and to be able to go on with saying
“Mr. B, based on this information and our discussions,
how do you feel about all of this and what would you

« wish to do?”
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