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Objectives:

» Utilize an approach to undifferentiated fatigue in family practice
« Assess relevance of commonly ordered tests in fatigued patients

 Discuss the value of supplements, sleep hygiene
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Leah Sandwich 64

64 year old woman with diabetes, and osteoarthritis of her right
hip, chronic insomnia. Medications are metformin 1 g bid and

zopiclone 5 mg hs. She takes ibuprofen as needed for her hip

pain.

At the end of her diabetes visit, Leah mentioned ongoing
symptoms of fatigue and you had her book again to discuss.
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Fatigue is 3" most common
symptom presentation for
women and 6™ most common
for men, and ranging from
6-30% of reasons for visits to
family physicians.
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A review of systems

Weight changes, drenching night sweats,
= @nexp aelned Ipe%e}g v

Eadasher iestpan rsRasa R
pain.

Recent infectious symptoms

Substance use

THE COLLEGE OF [T JPW | LECOLLE
PS FAMILY PHYSICIANS | ¥ [l | MEDECINS DE FAMILLE
o ©® Q9 EXPERIENCI oF canapA |+ 4% | bu canaba
uadBdobn M E E K &g




Explore sleep

Explore stressors
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Tell me about your sleep — like when you go
to bed, when you get up, how the night

goes. You have been taking zopiclone for a
quite a while now..

| know | have , and it doesn’t seem to work anymore...|
usually go to bed at 10:30 p.m. and it takes me a bit to
fall asleep with my head going over the stuff | have to
do. Then | have to pee at least once in the night and |
get up at 7 to get going on my day.

Does your partner
think you snore a
lot or that your legs No, but sometimes | go to
are moving the other room because he
around? Is snoring so loud!
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Sleep Apnea

If suspect Obstructive sleep apnea: STOP-BANG

e rules out if score <3

e if >3 consider sleep study

Ask the patient the following:

Do you snore loudly?

Louder than talking or loud enough to be

heard through closed

doors

Do you often feel tired, fatigued, or sleepy

during the daytime?

Has anyone observed you stop breathing

during sleep?

Do you have (or are you being treated for) high

blood pressure?
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Objective measures:

Age

Neck circumference

Gender

https://www.mdcalc.com/

<35kg/m® 0

>35kg/m* +1

<50years 0

>50years +1

Female 0

>40cm +1

Male +1
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Sleep- Restless Legs .

Restless legs:

- “Do you have unpleasant sensations in your legs associated with an urge to

move, that occur primarily at rest and in the evening or night?” (sensitivity
80-90%, specificity 90-93%)

+ exclude secondary causes (iron deficiency, renal disease, pregnancy,
neuropathy, medication effects)

FAMILY PHYSICIANS % | MEDECINS DE FAMILLE

THEGCOLLEGE QR W 3 [mbEGOLEE
0 e

o ©® Q9 EXPERIENCI oF cANADA |+ [4% | DU cANADA

et M E E Koo N4 K




In the past 2 weeks have you felt down

depressed or hopeless? Do you still
enjoy your hobbies?

| wouldn’t say | feel sad, but | am feeling pretty
overwhelmed. My mom is on her own and | have to
help her with groceries and appointments and she is
getting more forgetful.

And my eldest son was just laid off and they are
struggling to get a downpayment on a house.
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Depression...

Fatigue: 70-90% patients with major depressive disorder are
fatigued with 20-50% remaining so even after remission

How many who present with fatigue have a primary
diagnosis of fatigue?
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Canadian cohort of 259 encounters where the reason for visit was
“fatigue” with end of visit codes.

* “weakness tiredness, general” 29.7%
e Anxiety/Depression 23.9%
* Anemia 3.1%

* Hypothyroidism 2.3%

Similar findings From a cohort study in the Netherlands of 571 patients,
followed for 1 year.

* Unexplained ~50%, Psychological or social 16.5%, Anemia 1.6%,
Malignancy 0.7%

o300 DEER i miman i i, MacKean etal Can Fam Phys 2016:62:0465-72
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And your last blood work for
diabetes and kidneys looks

pretty good (HbA1C of 7.1%,
eGFR 62).

Which of the following would be most appropriate to order for your investigations
(you have recently checked her HbA1C and eGFR)? Choose all that apply.

a. CBC
b. extended lytes, liver enzymes, ferritin

c. TSH
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Dutch study of 173 patients presenting with fatigue within last 6 months
comparing basic (CBC, TSH, glucose, ESR) versus extended testing (basic
plus 13 extra). 1 year follow-up.

» no added benefit to extended testing.

* False positives increased from 38/173 (22%) in basic testing to 96/173 R
(55%) in extended testing. (

o most common false positive result was ESR (and glucose) and in
extended set GGT, ferritin, transferrin

o False negatives: 2 patients with mono, 1 with dust allergy

b. extended lytes, liver enzymes, ferritin

c. TSH
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ESR?

 Elevation of the ESR is non-specific (except where temporal arteritis/polymyalgia
rheumatica is considered clinically) and use of it in screening for serious disease is not
supported in the literature.

« Choosing Wisely Canada: “don’t order an ESR as a general test to look for inflammation
in patients with undiagnosed conditions.”

CRP: slightly more sensitive and specific than ESR

DO NOT ROUTINELY ORDER BOTH
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Pitfalls of too many lab tests...

e Pitfalls of ordering lab tests: because reference values are based on 95%
confidence intervals, 5% of healthy people will have values outside of this.

e Measurement variation can range from 1-2% to 20-25% for the same test in the
same individual.

e Example: TSH may vary up to 50% between tests and daily fluctuations in
individuals can be up to 26%.
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Lab results report
exact numbers
BUT
Every test result is
really only a range
that hopefully includes
the true result

Measurement variation
can be

+/- 1-2% up to

+/-20-30% or more

Number of Probability of at Least
Tests Ordered | One “Abnormal” Test

1 5%
2 10%
5 23%
10 40%




Leah returns 2 weeks later. Her bloodwork results are as
follows:

HbA1C: 7.2%
Hb 120 g/L, MCV 90, WBC 4.8 x 10%L
TSH 6.1 mIU/L (0.34-5.6 ), free T4 14 pmol/L ( 10.3 to 24.5)

(When her TSH came back elevated, your office called to get
a free T4 before the next appointment.)
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T3 not indicated!

Leah re.turns In hypothyroidism: last test to re as 6.‘5
f@ﬂﬁ%: 7.2% become abnormal. Patients can be
Hb 120 g/L. severely hypothyroid with a high

J TSH and low FT4 but have a normal
TSH 6.1 ml

T3.

4.5)

(When her 0 get

a free T4 be

In hyperthyroidism: useful to
diagnose or to determine the
severity
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Leah’s bloodwork is consistent with subclinical
hypothyroidism.

HbA1C 7.2%
Hb 120 g/L, MCV 90, WBC 4.8 x 10%/L
TSH 6.1 mIU/L (sl inc), free T4 14 pmol/L (N)

Starting levothyroxine will improve Leah’s fatigue.

True/False
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Leah’s bloodwork is consistent with subclinical
hypothyroidism.

HbA1C 7.2%
Hb 120 g/L, MCV 90, WBC 4.8 x 10%/L
TSH 6.1 mIU/L (sl inc), free T4 14 pmol/L (N)

Starting levothyroxine will improve Leah’s fatigue.

True/False
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Subclinical Hypothyroidism

« The prevalence of subclinical hypothyroidism (TSH 4-10 mIU/L with normal T4) is 4-10%,
Increasing with age.

* Only 2-6% of these will develop overt hypothyroidism (low T4).

« Symptoms are poor predictors:

— 24 symptoms of hypothyroidism: ~18% of euthyroid, ~22% subclinical hypothyroid, ~26% overt
hypothyroid patients reported
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Subclinical Hypothyroidism

Treating subclinical hypothyroidism:

* Does not change fatigue, quality of life, depression, weight, cognitive function,
cardiovascular disease or mortality.

* Has inconsistent effects on lipids or blood pressure.

Most recent systematic review supports treatment of subclinical hypothyroidism
(normal free T4) when TSH >20. Previous practice patterns have been to treat
when the TSH >10.
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CBC

Screening CBC.:

- When CBC is tested routinely without cause, up to 11% are abnormal but <1%
require management change. It is unclear which patients benefit and serious
disease is virtually never found.

- Does not decrease mortality (cancer/ all-cause)
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How are things going with all

those responsibilities?

Well, after our appointment (.}

last time, | got to thinking that

| really need some help.
y ‘/P/

So, | have hired a personal support worker

to visit mom two times a week over lunch

and to do her grocery shopping.

also asked my husband if

he could take on at least
one meal during the week —
He said yes!
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In a Canadian primary care database, diagnostic
attribution varied by sex.

* Psychosocial problems were similar in women and men ;
(about 24%). But women were more likely to receive a
diagnosis of anxiety or depression while men were more
likely to receive a diagnosis of “other psychosocial
diagnoses.” These “other” diagnoses were not stated but
may be related to work or financial stress.

(_,,}

* “Fatigue NYD” remained the diagnosis in 34% of women
versus 20% of men.
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Last time you mentioned you
didn’t think the sleeping pill

was helping anymore?

-
-

&

Yes, | started it a bunch of years
ago when | was going through a
stressful time with my dad’s
death. It helped back then but
these days, | don't feel it is
doing anything.

- W?r(ej YOE[J | @e, but | have tried before
interestedin rying and | didn’t sleep a wink.
to stop?
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Do | really want to tackle the sleeping pill?

CBTi versus sedative hypnotics (network meta-analysis):

- better subjective sleep efficiency, less awake time, lower severity insomnia
over long term

RCT 211 patients zopiclone versus behavioural therapy:

- equivalent at 6 weeks, only behavioural therapy had sustained changes at 12
months
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Q CBTi vs. Sleeping Pills

bpiocll

for treating Insomnia
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YAWNS study

The YAWNS trial included 565 Canadians using chronic benzodiazepines for
insomnia (average age: 72) . Patients were randomized to a behavioural
intervention (either Sleepwell or Empower booklets) or usual care. The Sleepwell
resources, which encourage patient uptake of CBT, were more effective than usual
care or Empower booklets in helping patients to stop their sleep meds:

 Discontinuation of benzodiazepines at 6 months: 26.2% with Sleepwell, 20%
with Empower and 7.5% usual care.

* Fell asleep 25 minutes faster.

* no difference in falls, driving issues
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Booklets
mailed to € How To Get
patients in the Your Sleep Back
study (available
now $5 each on
website)

€: How To Stop
Sleeping Pills

¢ = % A L
(" L 5
QS ; mysleepwell.ca

MySleepwell.ca L © G (w B @

website
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Oh, | meant to ask you about all
those vitamin supplements the
TV says | should M n
an

Hard to avoid all those
recommendations, isn'’t it?
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Supplements?

Iron: weak evidence to support supplement menstruating women with low ferritin
but normal Hb with unexplained fatigue

Multivitamins: prospective study of 1361 people with fatigue without deficiencies

- No difference in fatigue

Large systematic review for US Preventive Task Force, looking at Vitamins A, C,
D, beta carotene, calcium, selenium

- No difference in all cause mortality, cardiovascular disease, cancer incidence.
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