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aSchool of Health and Psychological Sciences, City, University of London, London, United Kingdom; bEast London NHS Foundation Trust, London, 
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ABSTRACT
Purpose:  Despite a high prevalence of fatigue and its importance to patients, many people with 
long-term conditions do not receive fatigue management as part of their treatment. This review is 
aimed to identify clinical guidance for the management of fatigue in long-term physical health 
conditions.
Methods:  A systematic mapping review was conducted in accordance with Social Care Institute for 
Excellence systematic review guidance. Bibliographic databases and guideline repositories were 
searched for clinical guidelines for long-term conditions, published between January 2008 and July 
2018, with a search for updates conducted in May 2023. Data were extracted on the recommendations 
made for managing fatigue and, where cited, the underlying research evidence used to support these 
recommendations was also extracted.
Results:  The review included 221 guidelines on 67 different long-term conditions. Only 30 (13.6%) of 
the guidelines contained recommendations for managing fatigue. These were categorised as clinical 
(e.g. conduct further investigations), pharmacological, behavioural (e.g. physical activity), psychological, 
nutritional, complementary, environmental, and multicomponent. The guidelines rated much of the 
evidence for fatigue management as fairly low quality, highlighting the need to develop and test 
fatigue-management strategies in high-quality trials.
Conclusion:  This review highlights that management of fatigue is a very important neglected area in 
the clinical guidelines for managing long-term conditions.

	h IMPLICATIONS FOR REHABILITATION
•	 Fatigue is a common and debilitating symptom of many long-term physical health conditions; 

however, many people do not receive treatment for fatigue.
•	 This mapping review found that very few clinical guidelines contain recommendations for managing 

fatigue, even where published evidence exists.
•	 It is essential that developers of clinical guidelines address this important neglected area.

Introduction

Fatigue is a common and debilitating symptom of many long-term 
physical health conditions, including musculoskeletal, neurological, 
and cardiovascular conditions. It is not ordinary tiredness that is 
resolved by rest but is described by patients as overwhelming, 
and for many it is the most troubling symptom of their disease 
[1–4]. Estimated prevalence of fatigue in people with long-term 
conditions (LTCs) ranges from about one-fifth to >90% (see 
Supplementary table 1).

Fatigue has a significant negative impact on quality of life across 
many LTCs [5–12]. It is an important predictor of healthcare utili-
sation [13] and mortality [14,15] and has a high economic cost to 
society as a major cause of work disability [2,16–18]. Treatment is 
therefore essential to help reduce symptoms and/or help people 
manage fatigue to lessen its impact on their lives. However, many 
people with LTCs do not receive treatment for fatigue. For example, 

a survey of adults with rheumatoid arthritis (RA) found that 89% 
of respondents experienced fatigue but only 2% had attended a 
fatigue-management intervention [19]. A survey of people with 
multiple sclerosis (MS) found that 90.3% reported experiencing 
fatigue but only 30.8% reported being offered any pharmacological 
or non-pharmacological treatment for their fatigue [20]. Both of 
these reports [19,20] stressed the importance of clinical practice 
guidelines in guiding treatment and emphasised that the guidelines 
for these conditions need to be strengthened to clearly reflect the 
best available evidence for managing fatigue, summarising both 
beneficial and ineffective treatments.

Approaches to help manage fatigue include pharmacological 
and non-pharmacological interventions. There is evidence for the 
efficacy of some interventions [21–23], however, these interven-
tions are not necessarily considered in clinical guidelines [24,25]. 
For example, a Cochrane review of biologic agents for fatigue in 
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RA concluded, based on evidence they rated as moderate quality, 
that biologic agents produce small to moderate benefit [26].  
A Cochrane review in RA concluded that physical activity inter-
ventions, which they rated as moderate quality, and psychosocial 
interventions (such as cognitive behavioural therapy and mind-
fulness therapy) produce small beneficial effects, although eval-
uations of psychosocial interventions were rated as low quality 
[21]. A systematic review of aerobic exercise for people with sys-
temic lupus erythematosus (SLE), in which most studies were rated 
to have low or very low risk of bias, reported significant reductions 
in fatigue with moderate to high effect sizes [27]. However, some 
recent SLE guidelines do not contain recommendations on man-
aging fatigue [28]. Given these limitations, we wanted to review 
the recommendations for managing fatigue across other long-term 
physical health conditions to see if there could be any shared 
learning across the condition-specific guidelines on how to man-
age this frequently reported symptom, or whether lack of treat-
ment recommendations is common across conditions.

The aim of this review was to identify and categorise the 
clinical guidance, both pharmacological and non-pharmacological, 
that exists for the management of fatigue in long-term physical 
health conditions and to identify any gaps in this guidance.

Materials and methods

Design

A systematic mapping review was conducted in accordance with 
Social Care Institute for Excellence systematic review guidance 
[29]. This type of review does not aim to rate the evidence in an 
area but rather to provide a comprehensive description of the 
literature available on a topic and identify gaps in that litera-
ture [29].

Inclusion criteria

Clinical guideline documents were included if they related to the 
management of a long-term physical health condition in adults 
(≥18 years old).

To ensure that we were as inclusive as possible, we did not 
set exclusion criteria based on whether or not fatigue was a 
recognised symptom of the LTC. Instead, we referenced literature 
on fatigue prevalence data across all of the LTCs for which we 
identified guidelines (Supplementary table 1).

If a guideline was superseded by a more up to date guideline 
from the same organisation, only the most recent guideline was 
included.

Exclusion criteria

We aimed to examine clinical guidelines for the comprehensive 
management of a LTC and therefore guidelines that had a narrow 
focus, for example, solely on imaging, administration of a phar-
macological agent or surgical guidance for a LTC, were excluded.

Guidelines were excluded if they related to LTCs resulting from 
accident or injury, rather than disease, mental health conditions 
or developmental disorders. Guidelines relating to cancer were 
excluded because a systematic review of clinical guidelines for 
the management of cancer-related fatigue has already been pub-
lished [30]. Guidelines for myalgic encephalomyelitis/chronic 
fatigue syndrome were also excluded as fatigue is the illness itself 
rather than an effect of a distinct LTC.

Search methods

The following databases were searched from January 2008 to July 
2018 to identify published clinical guidelines:

•	 AMED
•	 Embase
•	 EBM Reviews – ACP Journal Club
•	 CINAHL
•	 Medline

A period of 10 years was considered sufficient to identify cur-
rent guidelines. An update was conducted in May 2023, when all 
included guidelines were checked to ensure that the latest version 
had been identified.

The following electronic repositories were also searched:

•	 Australian National Health and Medical Research Council 
clinical practice guidelines [31]

•	 Canadian Medical Association InfoBase of clinical practice 
guidelines [32]

•	 Guidelines International Network [33]
•	 National Institute for Health and Care Excellence [34]
•	 New Zealand Guidelines group [35]
•	 Scottish Intercollegiate Guidelines Network [36]

The search terms are described in Appendix A. Terms relat-
ing to LTCs included the MeSH terms “chronic disease” and 
“chronic illness.” The individual conditions were also searched 
in all fields; the names of all known LTCs could not be included 
as this would be unmanageable, therefore common LTCs and 
those known to have high prevalence of fatigue were included. 
“Guideline” with the truncation symbol “*”  or “guidance”  was 
searched in the Title.

The clinical guidelines repositories were searched for each of 
the individual conditions listed in the search in Appendix A. A 
search for “fatigue” was also conducted in the clinical guidelines 
databases.

Data extraction (selection and coding)

Selection of studies

Studies identified in bibliographic databases were imported into 
Rayyan systematic review software [37] and duplicates removed. 
Guidelines identified in the clinical guideline repositories were 
entered into an Excel file. Two review authors (KH and KM) 
independently screened studies using the inclusion and exclu-
sion criteria, first applied to title and abstract screening, and 
then to the full-texts of papers that had not been excluded on 
title and abstract. Disagreements were resolved through 
discussion.

Data extraction and management

Data extraction was performed by one reviewer with 10% checked 
by a second reviewer, using a data extraction sheet developed 
by the research team. Data were extracted for:

•	 Authors
•	 Country of origin
•	 Publication date
•	 Guideline body

https://doi.org/10.1080/09638288.2024.2353855
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•	 Global/National/Local Guideline
•	 Long-term condition
•	 Guideline recommendations made for managing fatigue 

and, where cited, the underlying research evidence used 
to support these recommendations was also extracted. If 
a guideline included recommendations for treating chil-
dren and adults, only recommendations relating to adults 
were extracted. Recommendations relating only to the 
acute phase of a disease (e.g. in the emergency room) 
were not extracted.

Data synthesis

A narrative synthesis was conducted. The number of guidelines 
and percentage that made fatigue recommendations were sum-
marised numerically for each LTC. The recommendations for man-
aging fatigue were categorised by the type of intervention 
recommended. Categorisation was conducted by KM and 
checked by LR.

Risk of bias (quality) assessment

A quality assessment of the identified guidelines, such as 
AGREE II [38], was not conducted. AGREE II criteria are designed 
to be applied to the full guideline and would therefore not 
reflect the quality of specific guidance in relation to fatigue. 
Furthermore, it is not an aim of this review to make treatment 
recommendations. Mapping reviews aim to provide a compre-
hensive description of the literature on a topic and identify 
gaps in the evidence rather than to rate the evidence; it is 
therefore not usual to include quality assessments in mapping 
reviews [29].

Results

Searches identified 4444 publications, of which 221 guidelines 
relating to 67 different LTCs met the inclusion criteria (Figure 1).

Only 30 (13.6%) guidelines, relating to 19 (28.4%) LTCs, 
contained recommendations for managing fatigue (Figure 2). 
If we exclude guidelines related to LTCs where no data on 
fatigue prevalence were found (30 guidelines related to 21 
LTCs – see Supplementary table 1), this still gives only 30/191 
(15.7%).

The 30 guidelines that contained fatigue recommendations 
(Table 1) mostly related to cardiovascular (n = 6 guidelines), 
post-infection (n = 5), and neurological conditions (n = 5). Guidelines 
with no fatigue recommendations are listed in Supplementary 
table 2.

Of the 30 guidelines that included fatigue recommendations, 
the amount of guidance given was mostly minimal. Only seven 
of the guidelines laid out what might be considered fairly com-
prehensive guidance [39–45]. The guidance that addressed fatigue 
focused on a number of different approaches, which we grouped 
into categories, based on the type of intervention recommended, 
and guided by similar categories reported elsewhere in the liter-
ature [46,47]. The categories were:

•	 Clinical – e.g. investigations, referrals
•	 Pharmacological – guidance re medications
•	 Information/education - provision of basic information 

about fatigue
•	 Psychological/Psychosocial e.g. coping skills, cognitive 

behavioural therapy

•	 Behavioural (focused on change in patients’ behaviour) 
e.g. activity pacing, physical activity, dietary behaviour 
(such as advice about fasting during Ramadan)

•	 Nutritional e.g. taking dietary supplements
•	 Environmental (physical) e.g. warmth
•	 Complementary therapies (defined as “treatment that falls 

outside of mainstream healthcare” [48]) e.g. acupuncture

The findings for these categories are summarised below:
Clinical – Of the 30 guidelines that made fatigue recommen-

dations, 17 (56.7%) recommendations were categorised as “Clinical” 
[39,40,43–45,49,50,52–61]. These mostly involved recommendations 
to consider modifiable contributory factors, to conduct further 
investigations, and/or to refer for further input.

Pharmacological – Sixteen guidelines (53.3%) [39–45,50,55,57,62–67] 
made recommendations categorised as “Pharmacological,” most of which 
related to the review/adjustment of medication that may have contributed 
to symptoms of fatigue. Eight guidelines for fibromyalgia [41], human 
immunodeficiency virus (HIV) [55], MS [43], post-polio syndrome [67], 
Sjogren’s syndrome [42], SLE [57], and Stroke [44,45] made recommenda-
tions about 19 pharmacological agents for the treatment of fatigue. 
Supplementary figure 1 plots the strength of guideline recommendation 
for each treatment according to whether it should/should not be given 
or could be considered for some patients/situations, and the strength 
with which each recommendation was made. It can be seen that all of 
the strong recommendations related to treatments that should not be 
given, while the recommendations in favour of treatments were weak or 
not classified. Only hydroxychloroquine and modafinil were recommended 
for consideration in more than one  LTC – hydroxychloroquine for SLE in 
patients with normal renal and liver function [57] and in selected situations 
for Sjogren’s Syndrome [42] and modafinil in MS [43] and stroke [44,45] 
(but for the latter, one guideline advised it should only be provided in 
the context of a clinical trial).

Supplementary figure 2 plots the strength of guideline recom-
mendations/quality of evidence reported for non-pharmacological 
treatments, which are summarised below.

Information – Five guidelines (16.7%) on heart failure [61], MS 
[43], and stroke [44,45,59] recommended provision of information 
regarding fatigue, including potential fatigue triggers.

Psychological – Eight guidelines (27.6%) made recommenda-
tions categorised as “Psychological” [39–41,44,45,51,68,69]. These 
included relaxation therapy [45,51], coping strategies [40,45], stress 
management [39], psychotherapy [39], mindfulness-based training 
[44,69], cognitive behavioural therapy/techniques [44,68], building 
acceptance and adjustment [45], and communication of needs to 
others [44]. The guidelines were for heart failure, inflammatory 
bowel disease, cholestatic liver disease, fibromyalgia, stroke, and 
chronic obstructive pulmonary disease (COPD). Guidance for psy-
chological treatments mostly consisted of weak recommendations 
based on low-quality evidence.

Behavioural – Seventeen guidelines (58.6%) made recommen-
dations categorised as “Behavioural.” The most common was 
regarding physical activity [39,41–45,50,51,60,67,69,70], which 
was recommended across several LTCs, including heart failure, 
inflammatory bowel disease, post-polio syndrome, fibromyalgia, 
RA, Sjogren’s syndrome, MS, stroke, and COPD. Several 
fatigue-specific physical activity recommendations were based 
on limited or low-quality evidence, as rated by the guideline 
authors. Two exceptions were for COPD, where pulmonary reha-
bilitation was strongly recommended based on evidence from 
systematic reviews or randomised controlled trials (RCTs) [60] 
and for heart failure, where aerobic endurance or interval train-
ing was recommended for people in New York Heart Association 

https://doi.org/10.1080/09638288.2024.2353855
https://doi.org/10.1080/09638288.2024.2353855
https://doi.org/10.1080/09638288.2024.2353855
https://doi.org/10.1080/09638288.2024.2353855
https://doi.org/10.1080/09638288.2024.2353855
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(NYHA) Classes II–III, based on Level 1 (systematic review) evi-
dence [51]. Exercise was advised against in some patients with 
heart failure.

Other behavioural recommendations included pacing of rest 
and activity [44,45,67,71] and sleep hygiene practices [40,44,68].

Specific dietary advice was given regarding diabetes [72] and 
amyotrophic lateral sclerosis (ALS) [58]. Advice for diabetes was 
to break fasting during Ramadan if symptoms of hyperglycaemia, 
such as fatigue, were experienced; the evidence on which this 
was based is unclear. Advice for ALS was to eat several small 
meals a day, which was considered a good practice point.

Some behavioural advice was vague, for example, 
self-management education was recommended for COPD but with-
out specifying how fatigue management should be addressed [69].

Nutritional – Three guidelines (10.0%) made recommenda-
tions that we categorised as “Nutritional.” A guideline for neu-
rological conditions [58], made a “good practice point” 
recommendation for meal enrichment/oral supplementation 
for prevention of malnutrition in MS and, if weight loss pro-
gresses, in ALS. An MS guideline recommended explaining that 
there is no evidence for a specific diet to help MS-related 
fatigue [43]. A guideline for COPD [69] recommended 

Figure 1.  PRISMA flow diagram.
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nutritional support to improve fatigue (level of evidence/
strength of recommendation unclear).

Complementary – Two guidelines (6.7%), one for fibromyalgia 
[41] and one for stroke [45], made recommendations regarding 
complementary therapies. A guideline for fibromyalgia made a 

“weak” recommendation for use of acupuncture and a weak rec-
ommendation against S-adenosyl methionine, based on Level 1 A 
evidence (systematic reviews). A stroke guideline [45] recom-
mended that acupuncture should only be provided in the context 
of a clinical trial.

Figure 2. N umber of guidelines identified by condition, with and without recommendations for managing fatigue.



6 K. MULLIGAN ET AL.

Ta
bl

e 
1.

 G
ui

de
lin

es
 c

on
ta

in
in

g 
re

co
m

m
en

da
tio

ns
 f

or
 m

an
ag

in
g 

fa
tig

ue
.

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

Ca
rd

io
va

sc
ul

ar
 c

on
di

tio
ns

1.
 

Ch
ro

ni
c 

rh
eu

m
at

ic
 

he
ar

t 
di

se
as

e
RH

DA
us

tr
al

ia
 (

AR
F/

RH
D

 w
rit

in
g 

gr
ou

p)
, 2

02
0.

 T
he

 2
02

0 
Au

st
ra

lia
n 

gu
id

el
in

e 
fo

r 
pr

ev
en

tio
n,

 d
ia

gn
os

is
, a

nd
 m

an
ag

em
en

t 
of

 
ac

ut
e 

rh
eu

m
at

ic
 f

ev
er

 a
nd

 r
he

um
at

ic
 h

ea
rt

 d
is

ea
se

 (
3r

d 
ed

iti
on

) 
[4

9]

•	
Cl

in
ic

al
	o

W
or

se
ni

ng
 fa

tig
ue

 in
 a

 p
re

gn
an

t o
r p

os
t-

pa
rt

um
 w

om
an

 a
t 

hi
gh

er
 ri

sk
 o

f o
r d

ia
gn

os
ed

 w
ith

 R
HD

 sh
ou

ld
 b

e 
in

ve
st

ig
at

ed
 

w
ith

 a
n 

ec
ho

ca
rd

io
gr

am
.

GR
AD

E 
1 

C 
– 

St
ro

ng
 r

ec
om

m
en

da
tio

n 
bu

t 
so

m
e 

ev
id

en
ce

 b
as

e 
of

 lo
w

 q
ua

lit
y

2.
 

H
ea

rt
 f

ai
lu

re
Ca

na
di

an
 C

ar
di

ov
as

cu
la

r 
So

ci
et

y,
 2

01
7.

 2
01

7 
Co

m
pr

eh
en

si
ve

 u
pd

at
e 

of
 t

he
 C

an
ad

ia
n 

Ca
rd

io
va

sc
ul

ar
 S

oc
ie

ty
 G

ui
de

lin
es

 f
or

 t
he

 
m

an
ag

em
en

t 
of

 h
ea

rt
 f

ai
lu

re
 [

50
]

M
an

ag
in

g 
op

tio
ns

 f
or

 f
at

ig
ue

 a
s 

a 
sy

m
pt

om
 o

f 
ad

va
nc

ed
 h

ea
rt

 
fa

ilu
re

 (
H

F)
•	

Cl
in

ic
al

	o
Co

ns
id

er
 d

ep
re

ss
io

n,
 sl

ee
p 

di
so

rd
er

ed
 b

re
at

hi
ng

, o
r o

th
er

 
co

m
or

bi
di

tie
s

•	
Ph

ar
m

ac
ol

og
ic

al
 m

an
ag

em
en

t
	o

Op
tim

ize
d 

Ca
na

di
an

 C
ar

di
ov

as
cu

la
r S

oc
ie

ty
 H

F g
ui

de
lin

e 
th

er
ap

y
•	

Be
ha

vi
ou

ra
l

	o
Re

ha
bi

lit
at

io
n/

ph
ys

ic
al

 a
ct

iv
ity

Gu
id

an
ce

 g
iv

en
 a

s 
“P

ra
ct

ic
al

 t
ip

s”

3.
 

H
ea

rt
 f

ai
lu

re
20

22
 AHA


/

AC
C/

H
FSA

 
gu

id
el

in
e 

fo
r 

th
e 

m
an

ag
em

en
t 

of
 h

ea
rt

  
fa

ilu
re

 [
61

]
•	

Cl
in

ic
al

	o
Pr

ov
id

e 
pa

lli
at

iv
e 

an
d 

su
pp

or
tiv

e 
ca

re
 w

hi
ch

 c
an

 p
ar

tia
lly

 
re

m
ed

ia
te

 sy
m

pt
om

s i
nc

lu
di

ng
 fa

tig
ue

Re
co

m
m

en
da

tio
n 

1 
[S

tr
on

g]
; L

ev
el

 o
f 

 
Ev

id
en

ce
 C

 –
 L

im
ite

d 
D

at
a

4.
 

H
ea

rt
 f

ai
lu

re
D

ut
ch

 R
oy

al
 S

oc
ie

ty
 f

or
 P

hy
si

ot
he

ra
py

 2
01

4.
 E

xe
rc

is
e-

ba
se

d 
ca

rd
ia

c 
re

ha
bi

lit
at

io
n 

in
 p

at
ie

nt
s 

w
ith

 c
hr

on
ic

 h
ea

rt
 f

ai
lu

re
: A

 D
ut

ch
 

pr
ac

tic
e 

gu
id

el
in

e 
[5

1]

Ge
ne

ric
 (

re
du

ci
ng

 f
at

ig
ue

 is
 g

iv
en

 a
s 

a 
go

al
 o

f 
re

ha
bi

lit
at

io
n)

:
•	

Be
ha

vi
ou

ra
l

	o
Ae

ro
bi

c 
en

du
ra

nc
e 

or
 in

te
rv

al
 tr

ai
ni

ng
 fo

r p
eo

pl
e 

in
 NYHA


 

Cl
as

se
s II

–
III

	o
H

ig
h-

in
te

ns
ity

 in
te

rv
al

 tr
ai

ni
ng

 (HIIT


) f
or

 th
os

e 
in

 lo
w

 ri
sk

	
▀

Bu
t c

au
tio

n 
re

 HIIT


 in
 th

os
e w

ith
 h

ig
h 

ris
k o

f c
ar

di
ac

 o
ve

rlo
ad

	o
St

re
ng

th
 tr

ai
ni

ng
 fo

r s
ta

bl
e 

ch
ro

ni
c 

he
ar

t f
ai

lu
re

 (C
HF

)
	

▀
�Bu

t c
au

tio
n 

re
 st

re
ng

th
 tr

ai
ni

ng
 in

 th
os

e 
w

ith
 le

ft 
ve

nt
ric

 
ul

ar
 e

je
ct

i o
n 

fra
ct

io
 n

 (L
VE

F)
 <

 3
5%

	o
In

sp
ira

to
ry

 m
us

cl
e 

tr
ai

ni
ng

	o
Co

nt
in

ua
tio

n 
of

 p
hy

sic
al

ly
 a

ct
iv

e 
lif

es
ty

le

Le
ve

l 1
 (

Sy
st

em
at

ic
 r

ev
ie

w
 o

r 
at

 le
as

t 
tw

o 
in

de
pe

nd
en

t 
ra

nd
om

is
ed

, d
ou

bl
e-

bl
in

d,
 

co
m

pa
ra

tiv
e 

cl
in

ic
al

 t
ria

l o
f 

go
od

 q
ua

lit
y 

an
d 

su
ffi

ci
en

t 
sa

m
pl

e 
si

ze
) 

Le
ve

l 2
 (

on
e 

ra
nd

om
is

ed
, d

ou
bl

e-
bl

in
d,

 
co

m
pa

ra
tiv

e 
cl

in
ic

al
 t

ria
l o

f 
go

od
 q

ua
lit

y 
an

d 
su

ffi
ci

en
t 

sa
m

pl
e 

si
ze

 o
r 

at
 le

as
t 

tw
o 

in
de

pe
nd

en
t 

co
m

pa
ra

tiv
e 

st
ud

ie
s)

 
Le

ve
l 4

 (
ex

pe
rt

 o
pi

ni
on

)
Le

ve
l 1

Le
ve

l 4

Le
ve

l 2
Le

ve
ls

 1
–2

•	
Ps

yc
ho

lo
gi

ca
l

	o
Re

la
xa

tio
n 

th
er

ap
y

Le
ve

ls
 2

 a
nd

 3
 (

3 
– 

on
e 

co
m

pa
ra

tiv
e 

or
 

no
n-

co
m

pa
ra

tiv
e 

st
ud

y)
Fa

tig
ue

 s
pe

ci
fic

:
•	

Be
ha

vi
ou

ra
l

	o
Se

ve
re

 fa
tig

ue
 w

ou
ld

 b
e 

a 
sig

n 
of

 e
xc

es
siv

e 
st

ra
in

 in
 w

hi
ch

 
ca

se
 it

 is
 re

co
m

m
en

de
d 

th
at

 e
xe

rc
ise

 sh
ou

ld
 b

e 
di

sc
on

tin
ue

d 
or

 in
te

ns
ity

 d
ec

re
as

ed
•	

In
fo

rm
at

io
n

	o
In

fo
rm

at
io

n 
an

d 
ad

vi
ce

 to
 p

ro
m

ot
e 

eff
ec

tiv
e 

w
ay

s o
f d

ea
lin

g 
w

ith
 sy

m
pt

om
s, 

in
cl

ud
in

g 
fa

tig
ue

 (b
ut

 d
et

ai
l i

s n
ot

 in
cl

ud
ed

 
on

 w
ha

t t
he

 in
fo

rm
at

io
n 

an
d 

ad
vi

ce
 sh

ou
ld

 b
e)

Ev
id

en
ce

 r
el

at
in

g 
to

 f
at

ig
ue

-s
pe

ci
fic

 
re

co
m

m
en

da
tio

ns
 n

ot
 r

ep
or

te
d.

5.
 

H
ea

rt
 f

ai
lu

re
Eu

ro
pe

an
 S

oc
ie

ty
 o

f 
Ca

rd
io

lo
gy

, 2
02

1.
 2

02
1 

ES
C 

gu
id

el
in

es
 f

or
 t

he
 

di
ag

no
si

s 
an

d 
tr

ea
tm

en
t 

of
 a

cu
te

 a
nd

 c
hr

on
ic

 h
ea

rt
 f

ai
lu

re
: 

D
ev

el
op

ed
 b

y 
th

e 
Ta

sk
 F

or
ce

 f
or

 t
he

 d
ia

gn
os

is
 a

nd
 t

re
at

m
en

t 
of

 
ac

ut
e 

an
d 

ch
ro

ni
c 

he
ar

t 
fa

ilu
re

 o
f 

th
e 

Eu
ro

pe
an

 S
oc

ie
ty

 o
f 

Ca
rd

io
lo

gy
 (

ES
C)

 w
ith

 t
he

 s
pe

ci
al

 c
on

tr
ib

ut
io

n 
of

 t
he

 H
ea

rt
 

Fa
ilu

re
 A

ss
oc

ia
tio

n 
of

 t
he

 ES
C

 [
62

]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

In
 tr

ea
tm

en
t o

f a
m

yl
oi

do
sis

 a
nd

 H
F, 

av
oi

d 
ca

lc
iu

m
 c

ha
nn

el
 

bl
oc

ke
rs

, w
hi

ch
 m

ay
 c

au
se

 fa
tig

ue

U
nc

le
ar



  CLINICAL GUIDELINES FOR FATIGUE 7

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

6.
 

H
ea

rt
 f

ai
lu

re
Sc

ot
tis

h 
In

te
rc

ol
le

gi
at

e 
Gu

id
el

in
es

 N
et

w
or

k 
20

16
. M

an
ag

em
en

t 
of

 
ch

ro
ni

c 
he

ar
t 

fa
ilu

re
 SI

G
N

 1
47

 [
63

]
•	

Ph
ar

m
ac

ol
og

ic
al

	o
In

 p
at

ie
nt

s t
ak

in
g 

be
ta

 b
lo

ck
er

s, 
re

vi
ew

/ a
dj

us
tm

en
t o

f 
m

ed
ic

at
io

n 
if 

sy
m

pt
om

s w
or

se
n 

(ti
re

dn
es

s, 
fa

tig
ue

, b
re

at
h-

le
ss

ne
ss

)

Re
co

m
m

en
da

tio
n 

re
 f

at
ig

ue
 g

iv
en

 a
s 

pr
ac

tic
al

 
gu

id
an

ce
 f

or
 u

se
 o

f 
be

ta
 b

lo
ck

er
s

D
ia

be
te

s 
an

d 
ot

he
r 

en
do

cr
in

al
, n

ut
rit

io
na

l, 
an

d 
m

et
ab

ol
ic

 c
on

di
tio

ns
7.

 
D

ia
be

te
s

In
te

rn
at

io
na

l D
ia

be
te

s 
Fe

de
ra

tio
n 

an
d 

DA
R 

In
te

rn
at

io
na

l A
lli

an
ce

, 
20

21
. D

ia
be

te
s 

an
d 

Ra
m

ad
an

: p
ra

ct
ic

al
 g

ui
de

lin
es

 [
72

]
•	

Be
ha

vi
ou

ra
l

	o
Br

ea
k 

th
e 

fa
st

 if
 sy

m
pt

om
s o

f h
yp

er
gl

yc
ae

m
ia

 (w
hi

ch
 in

cl
ud

e 
fa

tig
ue

) o
cc

ur

U
nc

le
ar

 r
e 

fa
tig

ue
 r

ec
om

m
en

da
tio

n

8.
 

Ty
pe

 2
 d

ia
be

te
s

Co
lo

m
bi

an
 M

in
is

tr
y 

of
 H

ea
lth

 a
nd

 S
oc

ia
l W

el
fa

re
 2

01
6.

 C
lin

ic
al

 
pr

ac
tic

e 
gu

id
el

in
e 

fo
r 

th
e 

pr
ev

en
tio

n,
 e

ar
ly

 d
et

ec
tio

n,
 d

ia
gn

os
is,

 
m

an
ag

em
en

t, 
an

d 
fo

llo
w

 u
p 

of
 t

yp
e 

2 
di

ab
et

es
 m

el
lit

us
 in

 
ad

ul
ts

 [
64

]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

Le
ss

 in
te

ns
iv

e 
tr

ea
tm

en
t r

ec
om

m
en

de
d 

(ta
rg

et
 H

bA
1c

 
be

tw
ee

n 
7%

 a
nd

 8
%

) f
or

 p
at

ie
nt

s >
65

 ye
ar

s w
ho

 e
xh

ib
it 

fra
gi

lit
y, 

de
fin

ed
 a

s s
ig

ni
fic

an
t f

at
ig

ue
 a

nd
 se

ve
re

 re
st

ric
tio

ns
 

on
 m

ob
ili

ty
 o

r s
tr

en
gt

h,
 w

ho
 a

re
 a

t g
re

at
er

 ri
sk

 o
f f

al
ls 

an
d 

in
st

itu
tio

na
liz

at
io

n

GR
AD

E 
[8

4]
: W

ea
k 

re
co

m
m

en
da

tio
n 

in
 f

av
ou

r, 
ba

se
d 

on
 e

xp
er

t 
co

ns
en

su
s

9.
 

H
ae

m
oc

hr
om

at
os

is
Am

er
ic

an
 A

ss
oc

ia
tio

n 
fo

r 
th

e 
St

ud
y 

of
 L

iv
er

 D
is

ea
se

s 
20

11
. 

D
ia

gn
os

is
 a

nd
 m

an
ag

em
en

t 
of

 h
ae

m
oc

hr
om

at
os

is
: 2

01
1 

Pr
ac

tic
e 

gu
id

el
in

e 
by

 t
he

 A
m

er
ic

an
 A

ss
oc

ia
tio

n 
fo

r 
th

e 
St

ud
y 

of
 L

iv
er

 
D

is
ea

se
s 

[5
2]

•	
Cl

in
ic

al
	o

Li
ke

ly
 to

 b
e 

am
el

io
ra

te
d 

by
 p

hl
eb

ot
om

y
GR

AD
E:

 S
tr

on
g 

re
co

m
m

en
da

tio
n 

fo
r 

ph
le

bo
to

m
y 

(n
ot

 f
at

ig
ue

 s
pe

ci
fic

) 
ba

se
d 

on
 h

ig
h-

qu
al

ity
 

ev
id

en
ce

 “
fu

rt
he

r 
re

se
ar

ch
 is

 u
nl

ik
el

y 
to

 
ch

an
ge

 c
on

fid
en

ce
 in

 t
he

 e
st

im
at

e 
of

 t
he

 
cl

in
ic

al
 e

ffe
ct

”
10

. 
Ad

re
na

l i
ns

uffi
ci

en
cy

Th
e 

En
do

cr
in

e 
So

ci
et

y 
20

16
. D

ia
gn

os
is

 a
nd

 t
re

at
m

en
t 

of
 p

rim
ar

y 
ad

re
na

l i
ns

uffi
ci

en
cy

: A
n 

En
do

cr
in

e 
So

ci
et

y 
cl

in
ic

al
 p

ra
ct

ic
e 

gu
id

el
in

e 
[5

3]

•	
Cl

in
ic

al
	o

In
 p

at
ie

nt
s w

ith
 p

rim
ar

y 
AI

 w
ho

 a
re

 p
re

gn
an

t, 
m

on
ito

r a
t 

le
as

t o
nc

e 
pe

r t
rim

es
te

r f
or

 c
lin

ic
al

 sy
m

pt
om

s a
nd

 si
gn

s 
of

 g
lu

co
co

rt
ic

oi
d 

ov
er

- a
nd

 u
nd

er
-re

pl
ac

em
en

t, 
in

cl
ud

in
g 

fa
tig

ue
.

GR
AD

E 
[8

4]
: U

ng
ra

de
d 

be
st

 p
ra

ct
ic

e 
st

at
em

en
t

D
ig

es
tiv

e 
tr

ac
t 

co
nd

iti
on

s
11

. 
In

fla
m

m
at

or
y 

bo
w

el
 

di
se

as
e

Br
iti

sh
 S

oc
ie

ty
 o

f 
G

as
tr

oe
nt

er
ol

og
y,

 2
01

9.
 B

rit
is

h 
So

ci
et

y 
of

 
G

as
tr

oe
nt

er
ol

og
y 

co
ns

en
su

s 
gu

id
el

in
es

 o
n 

th
e 

m
an

ag
em

en
t 

of
 

in
fla

m
m

at
or

y 
bo

w
el

 d
is

ea
se

 in
 a

du
lts

 [
39

]

•	
Cl

in
ic

al
/P

ha
rm

ac
ol

og
ic

al
	o

As
k 

ab
ou

t s
ym

pt
om

s o
f f

at
ig

ue
	o

In
ve

st
ig

at
e 

fo
r s

ub
cl

in
ic

al
 d

ise
as

e 
ac

tiv
ity

	o
Co

ns
id

er
 p

ot
en

tia
lly

 m
od

ifi
ab

le
 fa

ct
or

s (
sle

ep
 p

at
te

rn
, 

m
ed

ic
at

io
n 

sid
e 

eff
ec

ts
, a

na
em

ia
, i

ro
n 

de
fic

ie
nc

y, 
el

ec
tr

ol
yt

e 
di

st
ur

ba
nc

e,
 th

yr
oi

d 
dy

sf
un

ct
io

n,
 v

ita
m

in
 D

 a
nd

 B
12

 d
efi

ci
en

-
cy

, p
sy

ch
ol

og
ic

al
 sy

m
pt

om
s)

	o
Th

os
e 

w
ith

 d
isa

bl
in

g 
fa

tig
ue

 in
 w

ho
m

 n
o 

co
rre

ct
ab

le
 m

et
a-

bo
lic

 d
efi

ci
en

cy
 o

r a
ct

iv
e 

di
se

as
e 

is 
fo

un
d,

 o
r w

he
re

 fa
tig

ue
 

pe
rs

ist
s d

es
pi

te
 a

dd
re

ss
in

g 
th

es
e 

fa
ct

or
s, 

m
ay

 b
e 

di
re

ct
ed

 to
 

no
n-

ph
ar

m
ac

ol
og

ic
al

 th
er

ap
ie

s (
se

e 
Be

ha
vi

ou
ra

l/P
sy

ch
ol

og
-

ic
al

 b
el

ow
)

GR
AD

E 
Go

od
 P

ra
ct

ic
e 

Re
co

m
m

en
da

tio
ns

•	
Be

ha
vi

ou
ra

l
	o

Gr
ad

ed
 e

xe
rc

ise
GR

AD
E 

w
ea

k 
re

co
m

m
en

da
tio

n 
ba

se
d 

on
 

lo
w

-q
ua

lit
y 

ev
id

en
ce

•	
Ps

yc
ho

lo
gi

ca
l

	o
Su

pp
or

tiv
e 

ps
yc

ho
th

er
ap

y, 
st

re
ss

 m
an

ag
em

en
t

GR
AD

E 
w

ea
k 

re
co

m
m

en
da

tio
n 

ba
se

d 
on

 
lo

w
-q

ua
lit

y 
ev

id
en

ce
Gy

na
ec

ol
og

ic
al

 c
on

di
tio

ns
12

. 
Po

ly
cy

st
ic

 o
va

ry
 

sy
nd

ro
m

e
Ce

nt
re

 f
or

 R
es

ea
rc

h 
Ex

ce
lle

nc
e 

in
 P

ol
yc

ys
tic

 O
va

ry
 S

yn
dr

om
e,

 
Eu

ro
pe

an
 S

oc
ie

ty
 o

f 
H

um
an

 R
ep

ro
du

ct
io

n 
an

d 
Em

br
yo

lo
gy

 a
nd

 
Am

er
ic

an
 S

oc
ie

ty
 o

f 
Re

pr
od

uc
tiv

e 
M

ed
ic

in
e,

 2
01

8.
 I

nt
er

na
tio

na
l 

ev
id

en
ce

-b
as

ed
 g

ui
de

lin
e 

fo
r 

th
e 

as
se

ss
m

en
t 

an
d 

m
an

ag
em

en
t 

of
 p

ol
yc

ys
tic

 o
va

ry
 s

yn
dr

om
e 

20
18

 [
54

]

•	
Cl

in
ic

al
	o

If 
w

om
en

 w
ith

 p
ol

yc
ys

tic
 o

va
ry

 sy
nd

ro
m

e 
ha

ve
 sy

m
pt

om
s 

of
 o

bs
tr

uc
tiv

e 
sle

ep
 a

pn
oe

a 
an

d 
a 

po
sit

iv
e 

sc
re

en
, c

on
sid

er
 

re
fe

rr
al

 to
 sp

ec
ia

lis
t c

en
tr

e 
fo

r f
ur

th
er

 e
va

lu
at

io
n

Cl
in

ic
al

 p
ra

ct
ic

e 
po

in
t

(C
on
tin

ue
d)



8 K. MULLIGAN ET AL.

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

In
fe

ct
io

ns
13

. 
HI

V
Br

iti
sh

 C
ol

um
bi

a 
Ce

nt
re

 f
or

 E
xc

el
le

nc
e 

in
 HI

V
/AI

D
S,

 2
02

1.
 P

rim
ar

y 
ca

re
 g

ui
de

lin
es

 f
or

 t
he

 m
an

ag
em

en
t 

of
 HI

V
/AI

D
S 

in
 a

du
lts

 in
 

Br
iti

sh
 C

ol
um

bi
a 

[5
5]

•	
Cl

in
ic

al
 / 

Ph
ar

m
ac

ol
og

ic
al

	o
As

se
ss

 m
or

ni
ng

 se
ru

m
 to

ta
l t

es
to

st
er

on
e 

le
ve

l i
n 

HI
V-

po
si-

tiv
e 

ci
sg

en
de

r m
en

 p
re

se
nt

in
g 

w
ith

 fa
tig

ue
 a

s s
ym

pt
om

 o
f 

hy
po

go
na

di
sm

	o
Te

st
os

te
ro

ne
 re

pl
ac

em
en

t i
nd

ic
at

ed
 o

nl
y 

fo
r s

ym
pt

om
at

ic
 

ci
sg

en
de

r m
en

 w
ith

 to
ta

l t
es

to
st

er
on

e 
le

ve
ls 

<1
0 

m
m

ol
/L

Ad
ap

te
d 

fro
m

 S
tr

en
gt

h 
of

 R
ec

om
m

en
da

tio
n 

Ta
xo

no
m

y 
[8

5]
: 

B 
– 

M
od

er
at

e 
qu

al
ity

 e
vi

de
nc

e
D

 –
 V

er
y 

lo
w

 q
ua

lit
y 

ev
id

en
ce

14
. 

HI
V

Br
iti

sh
 HI

V
 A

ss
oc

ia
tio

n,
 2

02
1.

 B
rit

is
h 

HI
V

 A
ss

oc
ia

tio
n 

gu
id

el
in

es
 f

or
 

th
e 

m
an

ag
em

en
t 

of
 t

ub
er

cu
lo

si
s 

in
 a

du
lts

 li
vi

ng
 w

ith
 HI

V
 2

01
8 

(2
02

1 
in

te
rim

 u
pd

at
e)

 [
65

]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

Pa
tie

nt
s (

pa
rt

ic
ul

ar
ly

 th
os

e 
ag

ed
 >

65
 ye

ar
s)

 w
ho

 e
xp

er
ie

nc
e 

sy
m

pt
om

s o
f h

ep
at

ot
ox

ic
ity

 (w
hi

ch
 c

an
 in

cl
ud

e 
fa

tig
ue

) 
fro

m
 tr

ea
tm

en
t o

f l
at

en
t TB

 
in

fe
ct

io
n,

 sh
ou

ld
 co

nt
ac

t t
he

ir 
he

al
th

ca
re

 p
ro

vi
de

rs
, a

nd
 if

 th
er

e 
is 

a 
de

la
y 

in
 d

oi
ng

 so
, 

im
m

ed
ia

te
ly

 st
op

 tr
ea

tm
en

t.

U
nc

le
ar

15
. 

HI
V

N
at

io
na

l I
ns

tit
ut

es
 o

f 
H

ea
lth

, C
en

te
rs

 f
or

 D
is

ea
se

 C
on

tr
ol

 a
nd

 
Pr

ev
en

tio
n,

 HI
V

 M
ed

ic
in

e 
As

so
ci

at
io

n,
 a

nd
 I

nf
ec

tio
us

 D
is

ea
se

s 
So

ci
et

y 
of

 A
m

er
ic

a 
20

23
. G

ui
de

lin
es

 f
or

 t
he

 p
re

ve
nt

io
n 

an
d 

tr
ea

tm
en

t 
of

 o
pp

or
tu

ni
st

ic
 in

fe
ct

io
ns

 in
 a

du
lts

 a
nd

 a
do

le
sc

en
ts

 
w

ith
 HI

V
 [

66
]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

If 
cr

ite
ria

 fo
r a

nt
i-TB

 
dr

ug
-in

du
ce

d 
liv

er
 in

ju
ry

 a
re

 fu
lfi

lle
d 

(s
ym

pt
om

s o
f w

hi
ch

 m
ay

 in
cl

ud
e 

fa
tig

ue
), 

po
te

nt
ia

lly
 h

ep
a-

to
to

xi
c 

dr
ug

s s
ho

ul
d 

be
 st

op
pe

d 
an

d 
pa

tie
nt

 e
va

lu
at

ed
	o

In
tr

al
es

io
na

l i
nt

er
fe

ro
n 

is 
no

t r
ec

om
m

en
de

d 
fo

r fi
rs

t-
lin

e 
tr

ea
tm

en
t b

ec
au

se
 o

f p
ot

en
tia

l f
or

 a
dv

er
se

 e
ffe

ct
s, 

w
hi

ch
 

in
cl

ud
e 

fa
tig

ue

St
ro

ng
 r

ec
om

m
en

da
tio

n 
ba

se
d 

on
 e

xp
er

t 
op

in
io

n

•	
W

ea
k 

re
co

m
m

en
da

tio
n 

ba
se

d 
on

 e
xp

er
t o

pi
ni

on

16
. 

HI
V

Eu
ro

pe
an

 AI
D

S 
Cl

in
ic

al
 S

oc
ie

ty
 2

02
0.

 E
ur

op
ea

n 
AI

D
S 

Cl
in

ic
al

 S
oc

ie
ty

 
Gu

id
el

in
es

 V
er

si
on

 1
0.

1 
[5

6]
•	

Cl
in

ic
al

	o
In

 p
eo

pl
e 

liv
in

g 
w

ith
 HI

V
 w

ho
 a

re
 fr

ai
l, 

sc
re

en
 fo

r, 
an

d 
ad

dr
es

s 
m

od
ifi

ab
le

 c
au

se
s o

f f
at

ig
ue

 (r
ef

er
en

ce
 g

iv
en

 to
 fr

ai
lty

 c
lin

ic
al

 
gu

id
el

in
es

).
	o

If 
fa

tig
ue

 p
re

se
nt

 a
s s

ym
pt

om
 o

f h
yp

og
on

ad
ism

, r
ef

er
 to

 
en

do
cr

in
ol

og
ist

 / 
an

dr
ol

og
ist

 / 
gy

na
ec

ol
og

ist

N
ot

 r
ep

or
te

d
“A

ll 
re

co
m

m
en

da
tio

ns
 a

re
 e

vi
de

nc
e-

ba
se

d 
w

he
ne

ve
r 

po
ss

ib
le

 a
nd

 b
as

ed
 o

n 
ex

pe
rt

 
op

in
io

ns
 in

 t
he

 r
ar

e 
in

st
an

ce
s 

w
he

re
 

ad
eq

ua
te

 e
vi

de
nc

e 
is

 u
na

va
ila

bl
e.

 T
he

 
Gu

id
el

in
es

 d
o 

no
t 

pr
ov

id
e 

fo
rm

al
 g

ra
de

s 
of

 
ev

id
en

ce
”

17
. 

Po
st

-p
ol

io
 s

yn
dr

om
e

Eu
ro

pe
an

 F
ed

er
at

io
n 

of
 N

eu
ro

lo
gi

ca
l S

oc
ie

tie
s 

20
11

. P
os

t-
Po

lio
 

sy
nd

ro
m

e 
[6

7]
•	

Ph
ar

m
ac

ol
og

ic
al

	o
N

o 
de

fin
iti

ve
 th

er
ap

eu
tic

 e
ffe

ct
 fo

r p
yr

id
os

tig
m

in
e,

 p
re

dn
iso

-
lo

ne
, a

m
an

ta
di

ne
, m

od
afi

ni
l

EF
NS

 
sc

he
m

e 
fo

r 
gu

id
el

in
es

 [
86

]
Ph

ar
m

ac
ol

og
ic

al
 –

 IA
 

(e
st

ab
lis

he
d 

as
 n

ot
 u

se
fu

l 
ba

se
d 

on
 a

de
qu

at
e 

RC
Ts

/s
ys

te
m

at
ic

 r
ev

ie
w

)
•	

Be
ha

vi
ou

ra
l

	o
Su

pe
rv

ise
d 

m
us

cu
la

r t
ra

in
in

g,
 b

ot
h 

iso
ki

ne
tic

 a
nd

 is
om

et
ric

•	
Pe

rio
ds

 o
f r

es
t b

et
w

ee
n 

se
rie

s o
f e

xe
rc

ise
s

Su
pe

rv
is

ed
 t

ra
in

in
g 

– 
IIB

 a
nd

 IIIB


 (
es

ta
bl

is
he

d 
as

 
pr

ob
ab

ly
 u

se
fu

l b
as

ed
 o

n 
co

ho
rt

 s
tu

dy
, 

su
bo

pt
im

al
 R

CT
, o

th
er

 c
on

tr
ol

le
d 

tr
ia

l)
Re

st
 –

 n
ot

 r
ep

or
te

d
•	

En
vi

ro
nm

en
ta

l
	o

Tr
ai

ni
ng

 in
 a

 w
ar

m
 c

lim
at

e
En

vi
ro

nm
en

ta
l –

 IB
 

(e
st

ab
lis

he
d 

as
 p

ro
ba

bl
y 

us
ef

ul
 b

as
ed

 o
n 

ad
eq

ua
te

 R
CT

/s
ys

te
m

at
ic

 
re

vi
ew

)

Ta
bl

e 
1.

 C
on

tin
ue

d.



  CLINICAL GUIDELINES FOR FATIGUE 9

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

Li
ve

r 
co

nd
iti

on
s

18
. 

Ch
ol

es
ta

tic
 li

ve
r 

di
se

as
es

Eu
ro

pe
an

 A
ss

oc
ia

tio
n 

fo
r 

th
e 

St
ud

y 
of

 t
he

 L
iv

er
 2

00
9.

 EASL


 
cl

in
ic

al
 

pr
ac

tic
e 

gu
id

el
in

es
: M

an
ag

em
en

t 
of

 c
ho

le
st

at
ic

 li
ve

r 
di

se
as

es
 

[4
0]

•	
Cl

in
ic

al
	o

Ex
cl

ud
e 

as
so

ci
at

ed
 d

ise
as

e 
or

 m
ed

ic
at

io
n 

us
e 

ch
ar

ac
te

ris
ed

 
by

 fa
tig

ue
	o

Li
ve

r t
ra

ns
pl

an
ta

tio
n 

is 
no

t a
pp

ro
pr

ia
te

 fo
r t

re
at

m
en

t o
f 

fa
tig

ue
 in

 th
e 

ab
se

nc
e 

of
 o

th
er

 in
di

ca
tio

ns

Ad
ap

te
d 

fro
m

 G
RA

D
E 

[8
4]

:
W

ea
k 

re
co

m
m

en
da

tio
n 

ba
se

d 
on

 e
xp

er
t 

op
in

io
n

St
ro

ng
 r

ec
om

m
en

da
tio

n 
ba

se
d 

on
 e

xp
er

t 
op

in
io

n
•	

Ph
ar

m
ac

ol
og

ic
al

	o
Co

ns
id

er
 m

in
im

isi
ng

 fa
ct

or
s l

ik
el

y 
to

 e
xa

ce
rb

at
e 

au
to

no
m

ic
 

dy
sf

un
ct

io
n 

su
ch

 a
s e

xc
es

siv
e 

an
ti-

hy
pe

rt
en

siv
e 

m
ed

ic
at

io
n

W
ea

k 
re

co
m

m
en

da
tio

n 
ba

se
d 

on
 e

xp
er

t 
op

in
io

n

•	
Be

ha
vi

ou
ra

l
	o

Co
ns

id
er

 m
in

im
isi

ng
 fa

ct
or

s l
ik

el
y 

to
 e

xa
ce

rb
at

e 
sle

ep
 d

ist
ur

-
ba

nc
e 

su
ch

 a
s c

aff
ei

ne
 in

 e
ve

ni
ng

s

W
ea

k 
re

co
m

m
en

da
tio

n 
ba

se
d 

on
 e

xp
er

t 
op

in
io

n

•	
Ps

yc
ho

lo
gi

ca
l

	o
Co

ns
id

er
 p

sy
ch

ol
og

ic
al

 su
pp

or
t t

o 
as

sis
t w

ith
 d

ev
el

op
m

en
t 

of
 co

pi
ng

 st
ra

te
gi

es

W
ea

k 
re

co
m

m
en

da
tio

n 
ba

se
d 

on
 lo

w
-q

ua
lit

y 
ev

id
en

ce

M
us

cu
lo

sk
el

et
al

 c
on

di
tio

ns
19

. 
Fi

br
om

ya
lg

ia
Eu

ro
pe

an
 L

ea
gu

e 
Ag

ai
ns

t 
Rh

eu
m

at
is

m
 2

01
7.

 E
U

LA
R 

re
vi

se
d 

re
co

m
m

en
da

tio
ns

 f
or

 t
he

 m
an

ag
em

en
t 

of
 fi

br
om

ya
lg

ia
 [

41
]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

Am
itr

ip
ty

lin
e 

(a
t l

ow
 d

os
e)

	o
Pr

eg
ab

al
in

	o
M

on
oa

m
in

e 
ox

id
as

e 
in

hi
bi

to
rs

	o
D

ul
ox

et
in

e 
an

d 
m

iln
ac

ip
ra

n
	o

Se
le

ct
iv

e 
se

ro
to

ni
n 

re
up

ta
ke

 in
hi

bi
to

r
	o

So
di

um
 o

xy
ba

te

Ba
se

d 
on

 s
ys

te
m

at
ic

 r
ev

ie
w

s 
(w

ith
 o

r 
w

ith
ou

t 
m

et
a-

an
al

ys
is

):
W

ea
k 

re
co

m
m

en
da

tio
n 

fo
r

W
ea

k 
re

co
m

m
en

da
tio

n 
fo

r
W

ea
k 

re
co

m
m

en
da

tio
n 

ag
ai

ns
t

W
ea

k 
re

co
m

m
en

da
tio

n 
fo

r
W

ea
k 

re
co

m
m

en
da

tio
n 

ag
ai

ns
t

St
ro

ng
 r

ec
om

m
en

da
tio

n 
ag

ai
ns

t
•	

Be
ha

vi
ou

ra
l

	o
M

ed
ita

tiv
e 

m
ov

em
en

t t
he

ra
pi

es
 (q

ig
on

g,
 y

og
a,

 ta
i c

hi
)

W
ea

k 
re

co
m

m
en

da
tio

n 
fo

r

•	
Ps

yc
ho

lo
gi

ca
l

	o
Bi

of
ee

db
ac

k
W

ea
k 

re
co

m
m

en
da

tio
n 

ag
ai

ns
t

•	
M

ul
tic

om
po

ne
nt

	o
Co

m
bi

ne
d 

be
ha

vi
ou

ra
l/p

sy
ch

ol
og

ic
al

 w
ith

 e
xe

rc
ise

W
ea

k 
re

co
m

m
en

da
tio

n 
fo

r

•	
Co

m
pl

em
en

ta
ry

	o
Ac

up
un

ct
ur

e
	o

S-
ad

en
os

yl
 m

et
hi

on
in

e
W

ea
k 

re
co

m
m

en
da

tio
n 

fo
r

W
ea

k 
re

co
m

m
en

da
tio

n 
ag

ai
ns

t
20

. 
Rh

eu
m

at
oi

d 
ar

th
rit

is
Ro

ya
l D

ut
ch

 S
oc

ie
ty

 f
or

 P
hy

si
ca

l T
he

ra
py

, 2
01

8.
 K

N
GF

 g
ui

de
lin

e 
rh

eu
m

at
oi

d 
ar

th
rit

is
 [

70
]

•	
Be

ha
vi

ou
ra

l
	o

Pr
ov

id
e 

in
fo

rm
at

io
n 

ab
ou

t t
he

 im
po

rt
an

ce
 o

f e
xe

rc
ise

 a
nd

 a
 

he
al

th
y 

lif
es

ty
le

	o
Su

pe
rv

ise
 a

nd
 e

nc
ou

ra
ge

 th
e 

pa
tie

nt
 d

ur
in

g 
ex

er
ci

se
 if

 th
er

e 
ar

e 
RA

-s
pe

ci
fic

 b
ar

rie
rs

 su
ch

 a
s f

at
ig

ue
	o

An
y 

fo
rm

 o
f e

xe
rc

ise
 th

er
ap

y, 
un

su
pe

rv
ise

d 
at

 le
as

t 5
0%

 o
f 

th
e 

tim
e

	o
An

y 
fo

rm
 o

f f
ul

ly
 su

pe
rv

ise
d 

ex
er

ci
se

 th
er

ap
y

	o
An

y 
fo

rm
 o

f f
ul

ly
 su

pe
rv

ise
d 

ex
er

ci
se

 th
er

ap
y 

fo
r p

at
ie

nt
s 

w
ith

 se
rio

us
 d

ise
as

e 
pr

og
re

ss
io

n
	o

Fr
eq

ue
nc

y 
of

 e
xe

rc
ise

 th
er

ap
y

	o
In

te
ns

ity
 o

f e
xe

rc
ise

 th
er

ap
y

	o
Ty

pe
 o

f e
xe

rc
ise

 th
er

ap
y

	o
D

ur
at

io
n 

of
 e

xe
rc

ise
 th

er
ap

y
	o

Ha
nd

 e
xe

rc
ise

s
	o

Ex
er

ci
se

 th
er

ap
y 

on
 la

nd
 v

er
su

s i
n 

w
at

er

Ba
se

d 
on

 li
te

ra
tu

re
 r

ev
ie

w
 b

ut
 o

th
er

w
is

e 
un

cl
ea

r

Ba
se

d 
on

 li
te

ra
tu

re
 r

ev
ie

w
 b

ut
 o

th
er

w
is

e 
un

cl
ea

r

Im
pl

em
en

ta
tio

n 
de

em
ed

 a
cc

ep
ta

bl
e 

an
d 

fe
as

ib
le

, 
al

th
ou

gh
 e

st
im

at
ed

 e
ffe

ct
s 

un
ce

rt
ai

n,
 b

as
ed

 
on

 lo
w

-q
ua

lit
y 

ev
id

en
ce

Eff
ec

tiv
en

es
s 

an
d 

qu
al

ity
 o

f 
ev

id
en

ce
 r

e 
fa

tig
ue

 
co

ul
d 

no
t 

be
 d

et
er

m
in

ed
Im

pl
em

en
ta

tio
n 

de
em

ed
 a

cc
ep

ta
bl

e 
an

d 
fe

as
ib

le
, 

al
th

ou
gh

 n
o 

es
tim

at
ed

 e
ffe

ct
s 

av
ai

la
bl

e
U

nk
no

w
n 

– 
no

 s
tu

di
es

U
nk

no
w

n 
– 

no
 s

tu
di

es
U

nk
no

w
n 

– 
no

 s
tu

di
es

U
nk

no
w

n 
– 

no
 s

tu
di

es
U

nk
no

w
n 

– 
no

 s
tu

di
es

U
nk

no
w

n 
– 

no
 s

tu
di

es

(C
on
tin

ue
d)



10 K. MULLIGAN ET AL.

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

21
. 

Sj
og

re
n’

s 
sy

nd
ro

m
e

Sj
ög

re
n’

s 
Sy

nd
ro

m
e 

Fo
un

da
tio

n 
20

17
. T

re
at

m
en

t 
gu

id
el

in
es

 f
or

 
rh

eu
m

at
ol

og
ic

 m
an

ife
st

at
io

ns
 o

f 
Sj

ög
re

n’
s 

sy
nd

ro
m

e:
 U

se
 o

f 
bi

ol
og

ic
 a

ge
nt

s, 
m

an
ag

em
en

t 
of

 f
at

ig
ue

, a
nd

 in
fla

m
m

at
or

y 
m

us
cu

lo
sk

el
et

al
 p

ai
n 

[4
2]

•	
Ph

ar
m

ac
ol

og
ic

al
	o

D
eh

yd
ro

ep
ia

nd
ro

st
er

on
e 

is 
no

t r
ec

om
m

en
de

d

	o
H

yd
ro

xy
ch

lo
ro

qu
in

e 
m

ay
 b

e 
co

ns
id

er
ed

 in
 se

le
ct

ed
 si

tu
a-

tio
ns

	o
N

ei
th

er
 e

ta
ne

rc
ep

t n
or

 in
fli

xi
m

ab
 is

 re
co

m
m

en
de

d

M
od

ifi
ed

 G
RA

D
E 

[8
4]

: 
St

ro
ng

 r
ec

om
m

en
da

tio
n 

ag
ai

ns
t, 

ba
se

d 
on

 t
w

o 
w

el
l-d

es
ig

ne
d 

RC
Ts

.
W

ea
k 

re
co

m
m

en
da

tio
n 

fo
r, 

ba
se

d 
on

 e
xp

er
ie

nc
e 

in
 p

at
ie

nt
s 

w
ith

 s
ys

te
m

ic
 lu

pu
s, 

on
e 

un
co

nt
ro

lle
d,

 r
et

ro
sp

ec
tiv

e 
st

ud
y 

an
d 

on
e 

RC
T 

in
 S

jö
gr

en
’s 

sy
nd

ro
m

e.
St

ro
ng

 r
ec

om
m

en
da

tio
n 

ag
ai

ns
t, 

ba
se

d 
on

 
in

su
ffi

ci
en

t 
da

ta
 a

nd
 e

xp
er

ie
nc

e
•	

Be
ha

vi
ou

ra
l

	o
Ed

uc
at

io
n 

ab
ou

t s
el

f-c
ar

e 
m

ea
su

re
s s

ho
ul

d 
in

cl
ud

e 
ad

vi
ce

 
ab

ou
t e

xe
rc

ise

St
ro

ng
 r

ec
om

m
en

da
tio

n 
fo

r 
ba

se
d 

on
 o

ne
 s

m
al

l 
RC

T 
pl

us
 e

vi
de

nc
e 

fro
m

 o
th

er
 m

us
cu

lo
sk

el
et

al
 

co
nd

iti
on

s
22

. 
Sy

st
em

ic
 lu

pu
s 

er
yt

he
m

at
os

us
Br

iti
sh

 S
oc

ie
ty

 f
or

 R
he

um
at

ol
og

y 
20

18
. T

he
 B

rit
is

h 
So

ci
et

y 
fo

r 
Rh

eu
m

at
ol

og
y 

gu
id

el
in

e 
fo

r 
th

e 
m

an
ag

em
en

t 
of

 s
ys

te
m

ic
 lu

pu
s 

er
yt

he
m

at
os

us
 in

 a
du

lts
 [

57
]

•	
Cl

in
ic

al
	o

Co
m

pl
ic

at
io

ns
 o

f l
up

us
, i

nc
lu

di
ng

 c
hr

on
ic

 fa
tig

ue
, s

ho
ul

d 
be

 
m

an
ag

ed
 a

cc
or

di
ng

 to
 n

at
io

na
l a

nd
 in

te
rn

at
io

na
l g

ui
de

lin
es

•	
Ph

ar
m

ac
ol

og
ic

al
	o

Fo
r p

at
ie

nt
s w

ith
 n

or
m

al
 re

na
l a

nd
 li

ve
r f

un
ct

io
n,

 h
yd

ro
xy

-
ch

lo
ro

qu
in

e,
 c

an
 b

e 
us

ed
 u

p 
to

 6
.5

 m
g/

kg
/d

ay

N
ot

 r
ep

or
te

d

SI
GN

 [
87

] 
A1

+
+

 A
t 

le
as

t 
on

e 
hi

gh
-q

ua
lit

y 
m

et
a-

an
al

ys
is

N
eu

ro
lo

gi
ca

l c
on

di
tio

ns
23

. 
M

ul
tip

le
 s

cl
er

os
is

N
at

io
na

l I
ns

tit
ut

e 
fo

r 
H

ea
lth

 a
nd

 C
ar

e 
Ex

ce
lle

nc
e 

(NI
C

E)
 M

ul
tip

le
 

sc
le

ro
si

s 
in

 a
du

lts
: m

an
ag

em
en

t 
20

22
 n

g2
20

 [
43

]
•	

Cl
in

ic
al

	o
As

se
ss

 fa
tig

ue
, i

nc
lu

di
ng

 p
ot

en
tia

l c
au

se
s o

th
er

 th
an

 M
S

In
fo

rm
al

 c
on

se
ns

us
•	

Ph
ar

m
ac

ol
og

ic
al

	o
Co

ns
id

er
:

	
▀

Am
an

ta
di

ne
	

▀
M

od
afi

ni
l

	
▀

Se
le

ct
iv

e 
se

ro
to

ni
n 

re
up

ta
ke

 in
hi

bi
to

r

	o
D

o 
no

t u
se

 v
ita

m
in

 B
12

 in
je

ct
io

ns
	o

D
o 

no
t o

ffe
r h

yp
er

ba
ric

 o
xy

ge
n

Am
an

ta
di

ne
 –

 v
er

y 
lo

w
 q

ua
lit

y 
ev

id
en

ce
M

od
afi

ni
l –

 c
on

se
ns

us
 b

as
ed

 o
n 

cl
in

ic
al

 
ex

pe
rie

nc
e 

an
d 

lo
w

-q
ua

lit
y 

ev
id

en
ce

SS
RI

 –
 v

er
y 

lo
w

 q
ua

lit
y 

ev
id

en
ce

Vi
t 

B1
2 

– 
no

 e
vi

de
nc

e 
fo

r 
us

e
H

yp
er

ba
ric

 o
xy

ge
n 

– 
la

ck
 o

f 
ev

id
en

ce
, c

lin
ic

al
 

ex
pe

rie
nc

e,
 a

nd
 h

ig
h 

co
st

•	
In

fo
rm

at
io

n
•	

Ex
pl

ai
n 

po
te

nt
ia

l p
re

ci
pi

ta
nt

s o
f f

at
ig

ue
 in

 M
S

Cl
in

ic
al

 e
xp

er
ie

nc
e

•	
Be

ha
vi

ou
ra

l
	o

Co
ns

id
er

 su
pe

rv
ise

d 
ex

er
ci

se
 p

ro
gr

am
m

es
 in

vo
lv

in
g 

m
od

er
-

at
e 

pr
og

re
ss

iv
e 

re
sis

ta
nc

e 
tr

ai
ni

ng
 a

nd
 a

er
ob

ic
 e

xe
rc

ise
	o

Co
ns

id
er

 v
es

tib
ul

ar
 re

ha
bi

lit
at

io
n

	o
Ad

vi
se

 th
at

 a
er

ob
ic

, b
al

an
ce

 a
nd

 st
re

tc
hi

ng
 e

xe
rc

ise
s i

nc
lu

d-
in

g 
yo

ga
 m

ay
 b

e 
he

lp
fu

l
	o

En
co

ur
ag

e 
to

 ke
ep

 e
xe

rc
isi

ng
 af

te
r t

re
at

m
en

t p
ro

gr
am

m
es

 e
nd

	o
He

lp
 co

nt
in

ue
 to

 e
xe

rc
ise

, e
.g

. r
ef

er
ra

l t
o 

ex
er

ci
se

 re
fe

rr
al

 
sc

he
m

es
	o

O
ffe

r t
re

at
m

en
t b

as
ed

 o
n 

pe
rs

on
 p

re
fe

re
nc

e 
an

d 
ab

ili
ty

 to
 

co
nt

in
ue

 th
e 

ac
tiv

ity
 a

fte
r e

nd
 o

f t
re

at
m

en
t p

ro
gr

am
m

e

M
os

tly
 lo

w
 o

r 
ve

ry
 lo

w
 q

ua
lit

y 
ev

id
en

ce

•	
N

ut
rit

io
na

l
	o

Ex
pl

ai
n 

th
er

e 
is 

no
 e

vi
de

nc
e 

fo
r s

pe
ci

fic
 d

ie
t t

o 
he

lp
 fa

tig
ue

 
bu

t f
ol

lo
w

 h
ea

lth
y 

di
et

 fo
r g

en
er

al
 h

ea
lth

La
ck

 o
f 

av
ai

la
bl

e 
ev

id
en

ce
 o

n 
sp

ec
ifi

c 
di

et
s

•	
M

ul
tic

om
po

ne
nt

	o
Co

ns
id

er
 a

 co
m

bi
na

tio
n 

of
 su

pe
rv

ise
d 

ae
ro

bi
c 

an
d 

m
od

er
at

e 
pr

og
re

ss
iv

e 
re

sis
ta

nc
e 

ac
tiv

ity
 co

m
bi

ne
d 

w
ith

 co
gn

iti
ve

 
be

ha
vi

ou
ra

l t
ec

hn
iq

ue
s f

or
 fa

tig
ue

 in
 p

eo
pl

e 
w

ith
 m

od
er

at
e-

ly
 im

pa
ire

d 
m

ob
ili

ty
	o

O
ffe

r d
isc

us
sio

n 
ab

ou
t s

el
f-m

an
ag

em
en

t t
ha

t c
ou

ld
 in

cl
ud

e 
go

al
s, 

en
er

gy
 co

ns
er

va
tio

n,
 li

fe
st

yl
e 

fa
ct

or
s, 

us
e 

of
 st

re
ss

 
m

an
ag

em
en

t a
pp

ro
ac

he
s s

uc
h 

as
 m

in
df

ul
ne

ss
 a

nd
 co

gn
iti

ve
 

be
ha

vi
ou

ra
l t

ec
hn

iq
ue

s

Ev
id

en
ce

 r
an

ge
d 

fro
m

 v
er

y 
lo

w
 t

o 
hi

gh
 q

ua
lit

y

Se
lf-

m
an

ag
em

en
t 

di
sc

us
si

on
 –

 in
su

ffi
ci

en
t 

ev
id

en
ce

 t
o 

re
co

m
m

en
d 

fo
rm

al
 p

ro
gr

am
m

es
 

bu
t 

re
co

m
m

en
da

tio
n 

ba
se

d 
on

 c
lin

ic
al

 
ex

pe
rie

nc
e

Ta
bl

e 
1.

 C
on

tin
ue

d.



  CLINICAL GUIDELINES FOR FATIGUE 11

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

24
. 

N
eu

ro
lo

gi
ca

l d
is

ea
se

s 
– 

ALS
,

 P
ar

ki
ns

on
’s 

di
se

as
e,

 s
tr

ok
e 

an
d 

M
S

Eu
ro

pe
an

 S
oc

ie
ty

 f
or

 C
lin

ic
al

 N
ut

rit
io

n 
an

d 
M

et
ab

ol
is

m
 2

01
7.

  
ES

PEN


 g
ui

de
lin

e 
cl

in
ic

al
 n

ut
rit

io
n 

in
 n

eu
ro

lo
gy

 [
58

]
•	

Cl
in

ic
al

	o
Ea

rly
 d

et
ec

tio
n 

an
d 

tr
ea

tm
en

t o
f p

ro
bl

em
s t

ha
t c

ou
ld

 le
ad

 to
 

m
al

nu
tr

iti
on

 in
 M

S 
as

 it
 c

an
 co

m
po

un
d 

fa
tig

ue
•	

Be
ha

vi
ou

ra
l

	o
In

 p
eo

pl
e 

w
ith

 ALS


 w
ith

 m
us

cu
la

r f
at

ig
ue

 a
nd

 lo
ng

-la
st

in
g 

m
ea

ls,
 a

dv
ise

 to
 fr

ac
tio

na
te

 m
ea

ls
•	

N
ut

rit
io

na
l

	o
Co

ns
id

er
 o

ra
l n

ut
rit

io
n 

su
pp

le
m

en
ta

tio
n 

fo
r p

re
ve

nt
io

n 
of

 
m

al
nu

tr
iti

on
 in

 M
S

	o
In

 p
eo

pl
e 

w
ith

 ALS


 w
ith

 m
us

cu
la

r f
at

ig
ue

 a
nd

 lo
ng

-la
st

in
g 

m
ea

ls,
 a

dv
ise

 to
 e

nr
ic

h 
m

ea
ls 

an
d 

re
co

m
m

en
d 

nu
tr

iti
on

al
 

su
pp

le
m

en
ta

tio
n 

if 
w

ei
gh

t l
os

s p
ro

gr
es

se
s

N
o 

fa
tig

ue
-s

pe
ci

fic
 r

ec
om

m
en

da
tio

ns
 f

or
 P

ar
ki

ns
on

’s 
di

se
as

e 
or

 
st

ro
ke

Go
od

 P
ra

ct
ic

e 
Po

in
t 

– 
St

ro
ng

 c
on

se
ns

us

Go
od

 P
ra

ct
ic

e 
Po

in
t 

– 
St

ro
ng

 c
on

se
ns

us

St
ro

ng
 c

on
se

ns
us

 b
as

ed
 o

n 
Gr

ad
e 

B 
ev

id
en

ce
 

– 
a 

bo
dy

 o
f 

ev
id

en
ce

 in
cl

ud
in

g 
hi

gh
-q

ua
lit

y 
sy

st
em

at
ic

 r
ev

ie
w

s 
of

 c
oh

or
t 

or
 c

as
e-

co
nt

ro
l 

st
ud

ie
s 

or
 w

el
l-c

on
du

ct
ed

 c
oh

or
t 

or
 

ca
se

-c
on

tr
ol

 s
tu

di
es

Go
od

 P
ra

ct
ic

e 
Po

in
t 

– 
St

ro
ng

 c
on

se
ns

us

25
. 

St
ro

ke
H

ea
rt

 a
nd

 S
tr

ok
e 

Fo
un

da
tio

n 
20

19
. C

an
ad

ia
n 

st
ro

ke
 b

es
t 

pr
ac

tic
e 

re
co

m
m

en
da

tio
ns

: M
oo

d,
 c

og
ni

tio
n,

 a
nd

 f
at

ig
ue

 f
ol

lo
w

in
g 

 
st

ro
ke

 [
44

]

•	
Cl

in
ic

al
	o

Ca
re

 sh
ou

ld
 b

e 
by

 h
ea

lth
 p

ro
fe

ss
io

na
ls 

kn
ow

le
dg

ea
bl

e 
in

 
fa

tig
ue

 a
nd

 it
s m

an
ag

em
en

t

	o
Pe

rio
di

ca
lly

 sc
re

en
 fo

r p
os

t-
st

ro
ke

 fa
tig

ue
	o

In
 th

os
e 

w
ith

 p
os

t-
st

ro
ke

 fa
tig

ue
, s

cr
ee

n 
fo

r c
o-

m
or

bi
di

tie
s 

an
d 

m
ed

ic
at

io
ns

 a
ss

oc
ia

te
d 

w
ith

 fa
tig

ue

•	
Ph

ar
m

ac
ol

og
ic

al
	o

So
m

e 
lim

ite
d 

ev
id

en
ce

 th
at

 m
od

afi
ni

l m
ay

 b
e 

co
ns

id
er

ed
	o

In
su

ffi
ci

en
t e

vi
de

nc
e 

to
 re

co
m

m
en

d 
an

tid
ep

re
ss

an
t t

re
at

-
m

en
t f

or
 p

os
t-

st
ro

ke
 fa

tig
ue

•	
In

fo
rm

at
io

n
	o

Pr
ov

id
e 

ba
sic

 in
fo

rm
at

io
n 

ab
ou

t p
ot

en
tia

l e
xp

er
ie

nc
e 

of
 

po
st

-s
tr

ok
e 

fa
tig

ue
•	

Ps
yc

ho
lo

gi
ca

l
	o

Co
gn

iti
ve

 b
eh

av
io

ur
al

 th
er

ap
y 

m
ay

 b
e 

co
ns

id
er

ed
	o

M
in

df
ul

ne
ss

-b
as

ed
 st

re
ss

 re
du

ct
io

n 
m

ay
 b

e 
co

ns
id

er
ed

	o
En

co
ur

ag
e 

pa
tie

nt
s t

o 
co

m
m

un
ic

at
e 

en
er

gy
 st

at
us

 a
nd

 re
st

 
ne

ed
s t

o 
ot

he
rs

•	
Be

ha
vi

ou
ra

l
	o

Co
un

se
lli

ng
 o

n 
gr

ad
ua

te
d 

ex
er

ci
se

 sc
he

du
le

s i
s  

re
co

m
m

en
de

d
	o

Co
un

se
lli

ng
 o

n 
en

er
gy

 co
ns

er
va

tio
n 

st
ra

te
gi

es
 is

  
re

co
m

m
en

de
d

	o
Co

un
se

lli
ng

 o
n 

sle
ep

 h
yg

ie
ne

 is
 re

co
m

m
en

de
d

	o
Pr

ov
id

e 
ed

uc
at

io
n 

on
 p

ac
in

g 
ac

tiv
ity

 a
nd

 re
st

Le
ve

l C
 –

 c
on

se
ns

us
 a

nd
/o

r 
su

pp
or

te
d 

by
 

lim
ite

d 
re

se
ar

ch
 e

vi
de

nc
e

Le
ve

l C
Le

ve
l B

 –
 E

vi
de

nc
e 

fro
m

 s
in

gl
e 

RC
T 

or
 c

on
si

st
en

t 
fin

di
ng

s 
fro

m
 ≥

2 
w

el
l-d

es
ig

ne
d 

no
n-

ra
nd

om
iz

ed
 a

nd
/o

r 
no

n-
co

nt
ro

lle
d 

tr
ia

ls,
 

an
d 

la
rg

e 
ob

se
rv

at
io

na
l s

tu
di

es

Le
ve

l C
Le

ve
l B

Le
ve

l C

Le
ve

l B
Le

ve
l B

Le
ve

l C

Le
ve

l C

Le
ve

l C

Le
ve

l B
Le

ve
l C

(C
on
tin

ue
d)



12 K. MULLIGAN ET AL.

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

26
. 

St
ro

ke
In

te
rc

ol
le

gi
at

e 
St

ro
ke

 W
or

ki
ng

 P
ar

ty
; 2

02
3 

N
at

io
na

l c
lin

ic
al

 
gu

id
el

in
e 

fo
r 

st
ro

ke
 f

or
 t

he
 U

K 
an

d 
Ire

la
nd

 [
45

]
•	

Cl
in

ic
al

	o
As

se
ss

 a
nd

 re
vi

ew
 fo

r f
ac

to
rs

 th
at

 m
ay

 p
re

ci
pi

ta
te

/e
xa

ce
rb

at
e 

fa
tig

ue
 (e

.g
. d

ep
re

ss
io

n,
 a

nx
ie

ty
, s

le
ep

 d
iso

rd
er

s, 
pa

in
)

	o
Co

ns
id

er
 th

e 
im

pa
ct

 o
f p

os
t-

st
ro

ke
 fa

tig
ue

 a
nd

 ta
ilo

r s
ch

ed
ul

-
in

g 
an

d 
le

ng
th

 o
f a

ss
es

sm
en

t a
nd

 re
ha

bi
lit

at
io

n 
ac

co
rd

in
gl

y, 
an

d 
pr

ov
id

e 
ac

ce
ss

 to
 a

lte
rn

at
iv

e 
so

lu
tio

ns
 w

he
re

 n
ec

es
sa

ry
•	

Ph
ar

m
ac

ol
og

ic
al

	o
Fl

uo
xe

tin
e 

sh
ou

ld
 n

ot
 b

e 
us

ed
 to

 p
re

ve
nt

 p
os

t-
st

ro
ke

 fa
tig

ue

	o
M

od
afi

ni
l s

ho
ul

d 
on

ly
 b

e 
pr

ov
id

ed
 in

 th
e 

co
nt

ex
t o

f a
 c

lin
ic

al
 

tr
ia

l
•	

In
fo

rm
at

io
n/

ed
uc

at
io

n
	o

Pr
ov

id
e 

in
fo

rm
at

io
n 

an
d 

ed
uc

at
io

n 
on

 h
ow

 to
 p

re
ve

nt
 a

nd
 

m
an

ag
e 

fa
tig

ue
 a

nd
 so

ur
ce

s o
f s

up
po

rt

•	
Be

ha
vi

ou
ra

l –
 C

on
sid

er
 fo

r t
he

 fo
llo

w
in

g 
ap

pr
oa

ch
es

:
	o

us
in

g 
a 

di
ar

y 
to

 re
co

rd
 a

ct
iv

iti
es

 a
nd

 fa
tig

ue
	o

Pa
ci

ng
 a

nd
 p

rio
rit

isi
ng

 a
ct

iv
iti

es
	o

Re
st

	o
Se

tt
in

g 
sm

al
l g

oa
ls

	o
Ch

an
gi

ng
 d

ie
t a

nd
/o

r e
xe

rc
ise

 (t
ai

lo
re

d 
to

 in
di

vi
du

al
)

•	
Ps

yc
ho

lo
gi

ca
l –

 C
on

sid
er

 fo
r t

he
 fo

llo
w

in
g 

ap
pr

oa
ch

es
:

	o
bu

ild
in

g 
ac

ce
pt

an
ce

 a
nd

 a
dj

us
tm

en
t

	o
re

la
xa

tio
n 

an
d 

m
ed

ita
tio

n
	o

co
pi

ng
 m

et
ho

ds
•	

Co
m

pl
em

en
ta

ry
	o

Ac
up

un
ct

ur
e 

sh
ou

ld
 o

nl
y 

be
 p

ro
vi

de
d 

in
 th

e 
co

nt
ex

t o
f a

  
cl

in
ic

al
 tr

ia
l

Ba
se

d 
on

 a
 c

om
bi

na
tio

n 
of

 s
ys

te
m

at
ic

 r
ev

ie
w

s, 
pr

im
ar

y 
st

ud
ie

s, 
be

st
 p

ra
ct

ic
e 

gu
id

el
in

es
, a

nd
 

ex
pe

rt
 c

on
se

ns
us

Cl
ea

r 
ev

id
en

ce
 f

ro
m

 h
ig

h-
qu

al
ity

 s
ys

te
m

at
ic

 
re

vi
ew

s 
an

d 
RC

Ts
O

ne
 s

m
al

l h
ig

h-
qu

al
ity

 R
CT

Ba
se

d 
on

 a
 c

om
bi

na
tio

n 
of

 s
ys

te
m

at
ic

 r
ev

ie
w

s, 
pr

im
ar

y 
st

ud
ie

s, 
be

st
 p

ra
ct

ic
e 

gu
id

el
in

es
, a

nd
 

ex
pe

rt
 c

on
se

ns
us

As
 a

bo
ve

As
 a

bo
ve

Sy
st

em
at

ic
 r

ev
ie

w
 b

ut
 in

cl
ud

ed
 s

tu
di

es
 w

er
e 

sm
al

l w
ith

 r
is

k 
of

 b
ia

s

27
. 

St
ro

ke
St

ro
ke

 F
ou

nd
at

io
n 

(2
02

3)
. C

lin
ic

al
 g

ui
de

lin
es

 f
or

 s
tr

ok
e 

m
an

ag
em

en
t 

[6
8]

•	
Cl

in
ic

al
	o

Sc
he

du
le

 th
er

ap
y 

se
ss

io
ns

 fo
r w

he
n 

pa
tie

nt
s a

re
 m

os
t a

le
rt

 
	o

Co
ns

id
er

 p
ot

en
tia

l m
od

ify
in

g 
fa

ct
or

s f
or

 fa
tig

ue
 e

.g
. a

vo
id

in
g 

se
da

tin
g 

dr
ug

s a
nd

 a
lc

oh
ol

, s
le

ep
-re

la
te

d 
sle

ep
 d

iso
rd

er
s, 

de
pr

es
sio

n
•	

In
fo

rm
at

io
n/

ed
uc

at
io

n
	o

Pr
ov

id
e 

in
fo

rm
at

io
n 

an
d 

ed
uc

at
io

n 
ab

ou
t f

at
ig

ue
 a

nd
 

po
te

nt
ia

l m
an

ag
em

en
t s

tr
at

eg
ie

s (
de

ta
ils

 o
f s

tr
at

eg
ie

s n
ot

 
pr

ov
id

ed
)

•	
Be

ha
vi

ou
ra

l
	o

Po
ss

ib
le

 in
te

rv
en

tio
ns

 co
ul

d 
in

cl
ud

e 
ex

er
ci

se
, i

m
pr

ov
in

g 
sle

ep
 h

yg
ie

ne
•	

Ps
yc

ho
lo

gi
ca

l
	o

Po
ss

ib
le

 in
te

rv
en

tio
ns

 co
ul

d 
in

cl
ud

e 
co

gn
iti

ve
 b

eh
av

io
ur

al
 

th
er

ap
y

Co
ns

en
su

s
Co

ns
en

su
s

Co
ns

en
su

s

Co
ns

en
su

s 
bu

t 
in

su
ffi

ci
en

t 
ev

id
en

ce
 t

o 
gu

id
e 

pr
ac

tic
e

Co
ns

en
su

s 
bu

t 
in

su
ffi

ci
en

t 
ev

id
en

ce
 t

o 
gu

id
e 

pr
ac

tic
e

Re
sp

ira
to

ry
 c

on
di

tio
ns

28
. 

Ch
ro

ni
c 

ob
st

ru
ct

iv
e 

pu
lm

on
ar

y 
di

se
as

e
Gl

ob
al

 I
ni

tia
tiv

e 
fo

r 
Ch

ro
ni

c 
O

bs
tr

uc
tiv

e 
Lu

ng
 D

is
ea

se
 2

02
3.

 G
lo

ba
l 

st
ra

te
gy

 f
or

 t
he

 p
re

ve
nt

io
n,

 d
ia

gn
os

is
 a

nd
 m

an
ag

em
en

t 
of

 
ch

ro
ni

c 
ob

st
ru

ct
iv

e 
pu

lm
on

ar
y 

di
se

as
e 

20
23

 r
ep

or
t 

[6
9]

•	
Be

ha
vi

ou
ra

l
	o

Pu
lm

on
ar

y 
re

ha
bi

lit
at

io
n

	o
Se

lf-
m

an
ag

em
en

t e
du

ca
tio

n
•	

N
ut

rit
io

na
l

	o
N

ut
rit

io
na

l s
up

po
rt

•	
Ps

yc
ho

lo
gi

ca
l

	o
M

in
d–

bo
dy

 in
te

rv
en

tio
ns

Fo
r 

al
l –

 E
vi

de
nc

e 
Le

ve
l B

 (
RC

Ts
 w

ith
 im

po
rt

an
t 

lim
ita

tio
ns

 o
r 

lim
ite

d 
bo

dy
 o

f 
ev

id
en

ce
)

Ta
bl

e 
1.

 C
on

tin
ue

d.



  CLINICAL GUIDELINES FOR FATIGUE 13

Co
nd

iti
on

Gu
id

el
in

e 
or

ga
ni

sa
tio

n,
 d

at
e,

 a
nd

 t
itl

e

Su
m

m
ar

y 
of

 r
ec

om
m

en
da

tio
ns

 c
on

ta
in

ed
 in

 t
he

 g
ui

de
lin

es
Le

ve
l o

f 
ev

id
en

ce
 o

n 
w

hi
ch

 g
ui

da
nc

e 
re

po
rt

ed
 

to
 b

e 
ba

se
d 

an
d 

st
re

ng
th

 o
f 

re
co

m
m

en
da

tio
n

N
.B

. t
hi

s 
in

fo
rm

at
io

n 
ha

s 
be

en
 c

on
de

ns
ed

 a
nd

 d
oe

s 
no

t 
pr

ov
id

e 
th

e 
fu

ll 
in

fo
rm

at
io

n 
in

 t
he

 g
ui

de
lin

e,
 f

or
 w

hi
ch

 
it 

is
 n

ec
es

sa
ry

 t
o 

ac
ce

ss
 t

he
 s

ou
rc

e 
do

cu
m

en
ts

.

29
. 

Ch
ro

ni
c 

ob
st

ru
ct

iv
e 

pu
lm

on
ar

y 
di

se
as

e
Lu

ng
 F

ou
nd

at
io

n 
Au

st
ra

lia
, 2

02
2.

 T
he

 C
O

PD
-X

 P
la

n:
 A

us
tr

al
ia

n 
an

d 
N

ew
 Z

ea
la

nd
 g

ui
de

lin
es

 f
or

 t
he

 m
an

ag
em

en
t 

of
 c

hr
on

ic
 

ob
st

ru
ct

iv
e 

pu
lm

on
ar

y 
di

se
as

e 
20

22
 [

60
]

•	
Cl

in
ic

al
	o

Gi
ve

n 
th

e 
ne

ga
tiv

e 
im

pa
ct

 o
f e

xa
ce

rb
at

io
ns

 o
n 

sy
m

pt
om

s 
su

ch
 a

s f
at

ig
ue

, d
ec

id
e 

w
he

th
er

 p
er

fo
rm

in
g 

ai
rw

ay
 c

le
ar

an
ce

 
te

ch
ni

qu
es

 is
 a

pp
ro

pr
ia

te
, a

nd
 if

 so
, c

ho
os

e 
th

e 
m

os
t a

pp
ro

-
pr

ia
te

 te
ch

ni
qu

e 
du

rin
g 

ex
ac

er
ba

tio
ns

. C
ho

ic
e 

of
 te

ch
ni

qu
es

 
sh

ou
ld

 b
e 

gu
id

ed
 b

y 
a 

ph
ys

io
th

er
ap

ist

Le
ve

l o
f 

ev
id

en
ce

 n
ot

 s
pe

ci
fie

d

•	
Be

ha
vi

ou
ra

l
	o

N
on

-p
ha

rm
ac

ol
og

ic
al

 st
ra

te
gi

es
 (s

uc
h 

as
 p

ul
m

on
ar

y 
re

ha
bi

li-
ta

tio
n 

an
d 

re
gu

la
r e

xe
rc

ise
) s

ho
ul

d 
be

 p
ro

vi
de

d 
to

 a
ll 

pa
tie

nt
s

St
ro

ng
 r

ec
om

m
en

da
tio

n 
ba

se
d 

on
 L

ev
el

 I 
ev

id
en

ce
 o

bt
ai

ne
d 

fro
m

 a
 s

ys
te

m
at

ic
 r

ev
ie

w
 

of
 a

ll 
re

le
va

nt
 R

CT
s.

30
. 

H
oa

rs
en

es
s

Am
er

ic
an

 A
ca

de
m

y 
of

 O
to

la
ry

ng
ol

og
y 

– 
H

ea
d 

an
d 

N
ec

k 
Su

rg
er

y 
Fo

un
da

tio
n,

 2
01

8.
 C

lin
ic

al
 p

ra
ct

ic
e 

gu
id

el
in

e:
 H

oa
rs

en
es

s 
(D

ys
ph

on
ia

) 
(U

pd
at

e)
 [

71
]

•	
Be

ha
vi

ou
ra

l
	o

Re
st

 y
ou

r v
oi

ce
 b

rie
fly

 to
 p

re
ve

nt
 v

oi
ce

 fa
tig

ue
, s

tr
ai

ni
ng

, a
nd

 
ov

er
us

e

Re
co

m
m

en
da

tio
n 

of
 h

ig
h 

co
nfi

de
nc

e 
ba

se
d 

on
 

Gr
ad

e 
C 

ev
id

en
ce

 –
 o

bs
er

va
tio

na
l s

tu
di

es
, 

sm
al

l-s
am

pl
e 

RC
Ts

, e
xp

er
t 

op
in

io
n,

 a
nd

 a
 

pr
ep

on
de

ra
nc

e 
of

 b
en

efi
t 

ov
er

 h
ar

m



14 K. MULLIGAN ET AL.

Environmental (physical) – One guideline (3.4%) for post-polio 
syndrome [67] recommended muscular training in a warm climate 
(Level B recommendation – “probably effective”).

Multicomponent – Two guidelines (6.9%), one for fibromyalgia 
[41] and one for MS [43], recommended multicomponent inter-
ventions that combine behavioural and psychological approaches. 
A weak recommendation for multicomponent therapies was made 
in fibromyalgia, based on a systematic review of moderate quality 
trials. A recommendation to consider a combination of aerobic 
and moderate progressive resistance activity with cognitive 
behavioural techniques for MS was based on evidence that ranged 
from very low to high quality.

Of the non-pharmacological treatments summarised above, 
only biofeedback and S-adenosyl methionine were advised against, 
both in relation to fibromyalgia [41].

Discussion

Statement of principal findings

Only 13.6% of clinical guidelines for long-term physical health 
conditions provided recommendations for how to manage fatigue. 
Furthermore, in guidelines that did address fatigue, the recom-
mendations were often minimal, for example, advice to adjust 
medication if fatigue was a side-effect. Although recommendations 
for pharmacological treatment of fatigue were available for some 
conditions, the strong recommendations made were mainly about 
what treatments not to use whereas most of the recommendations 
for treatments to use were weak.

The most widely recommended non-pharmacological approach 
for fatigue was physical activity. The amount of advice given varied 
between guidelines, for example, in the type of exercise recom-
mended and whether supervision is required but there was little 
advice on frequency or intensity of activity. The strength of recom-
mendations varied, with few making strong recommendations; this 
does, however, suggest that guideline developers for other conditions 
should explore the evidence for physical activity on fatigue.

A variety of psychological approaches were recommended with 
no one dominant approach. No guideline advised against using 
psychological therapies, however, recommendations were mostly 
weak based on low-quality evidence.

Interpretation within the context of the wider literature

Most of the identified guidelines did not contain any recommen-
dations for managing fatigue. For some guidelines, this is under-
standable because fatigue is not a major feature of those particular 
diseases. However, it should be borne in mind that while we did 
not identify fatigue prevalence data for all included LTCs 
(Supplementary table 1), this does not necessarily mean that 
people with those diseases do not experience fatigue. For exam-
ple, it is widely recognised that people with thyroid disease expe-
rience fatigue [73], however, no prevalence data were found.

This review confirms that, where evidence is available, it has 
not always been incorporated into guidelines. As mentioned in 
the introduction, some evidence of benefit of interventions to 
alleviate fatigue exists in RA [21,26] and SLE [27]; however, only 
one of the five RA guidelines and one of the four SLE guidelines 
identified in this review included recommendations for fatigue 
management. Some  trials have examined the effect of interven-
tions on fatigue for people living with HIV but no guidelines were 
identified that have incorporated the findings [74,75]. A scoping 
review of systematic reviews reported that the anti-depressant 

fluoxetine was found to be ineffective for reducing fatigue in HIV 
and post-stroke; however, the HIV guidelines we identified did  
not include this advice [46]. We have not reviewed evidence of 
efficacy of interventions to manage fatigue across all LTCs as this 
would be beyond the scope of this mapping review; however, 
these examples indicate that lack of guidance is not always due 
to non-availability of research evidence. It is also important that, 
where negative findings for treatments exist, they are incorporated 
into guidelines to advise on what not to do.

It is unclear why some guideline developers have not included 
recommendations in cases where evidence on the efficacy of inter-
ventions exists. Recommendations and checklists exist to help groups 
developing and updating clinical practice guidelines [76,77], and fol-
lowing these recommendations should help ensure that the included 
guidance is appropriate. However, it would seem that fatigue is not 
always identified by guideline developers as a priority. Patient involve-
ment in the guideline development panel is crucial [78,79] but even 
where this occurred, for example in National Institute for Health and 
Care Excellence (NICE) RA guidelines [25], fatigue recommendations 
are not necessarily included. It is possible that this omission arises 
because of an assumption that symptoms of fatigue will be alleviated 
if the disease is otherwise brought under control, for example, if 
inflammation is controlled. This view may be mistaken as, for example, 
in RA [80] and inflammatory bowel disease [81], the correlation 
between disease activity and fatigue is low. Where fatigue is a per-
sistent symptom of a LTC, it is important that guidelines should offer 
specific advice on how best to manage it.

Implications for policy, practice, and research

The scarcity of guidance for managing fatigue in LTCs is, however, 
likely to be at least partly explained by the limited available 
evidence for efficacy of pharmacological and non-pharmacological 
interventions. Much of the evidence reported in the included 
guidelines was rated fairly low quality, a finding that has also 
been identified elsewhere [46], highlighting the need to develop 
and test fatigue-management strategies in high-quality trials. 
There is a need to apply learning across LTCs, for example, to 
examine whether interventions that have been found to benefit 
one LTC could also benefit others. This would likely be facilitated 
by gaining a better understanding of the mechanisms of fatigue 
in different LTCs and any similarities and differences between 
conditions [82,83], which may also help to inform consideration 
of whether guidelines on fatigue management need to be 
disease-specific or could be developed across conditions or cat-
egories of conditions.

Strengths and limitations

Limitations of the review include that, owing to limited resources, 
the review included only guidelines published in English. Although 
we searched five bibliographic databases and six guideline repos-
itories, limited resources also meant that there are other repositories 
that we did not search; our searches will therefore not have iden-
tified all guidelines for all long-term physical health conditions. In 
common with other mapping reviews [29], this study does not 
include a quality appraisal and therefore is not able to comment 
on the relative quality of individual guidelines.

Review strengths are that searches were conducted in both 
bibliographic databases and clinical guidelines repositories. 
Screening and a proportion of data extraction were conducted 
by two independent reviewers. This review identified a large num-
ber of guidelines across a wide range of LTCs; given the 

https://doi.org/10.1080/09638288.2024.2353855
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consistency of the findings across LTCs, with few that incorporate 
recommendations for fatigue, unidentified studies are unlikely to 
threaten the review’s conclusion that this is a neglected area 
within clinical guidelines.

Conclusions

Despite fatigue being a debilitating symptom for many people 
with a range of LTCs and a common reason for seeking help, 
clinicians have very little guidance about how best to help people 
suffering with fatigue.

There is a need for greater prioritisation of fatigue research so 
that practice recommendations can be improved to inform clini-
cians about better management of a symptom that is very difficult 
for patients.
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Appendix A 

The following search strategy was used to identify eligible papers:

1.	 Guideline* or guidance in Title
2.	 MeSH DESCRIPTOR Fatigue Explode all
3.	 MeSH DESCRIPTOR long-term conditions Explode all
4.	 MeSH DESCRIPTOR chronic disease Explode all
5.	 MeSH DESCRIPTOR chronic illness Explode all
6.	 Multiple sclerosis
7.	 Parkinson’s
8.	 Stroke
9.	 Polio
10.	 Epilepsy
11.	 Rheumatoid arthritis
12.	 Osteoarthritis
13.	 Charcot-Marie tooth

14.	 Systemic lupus erythema
15.	 Lupus
16.	 COPD
17.	 Asthma
18.	 Heart failure
19.	 Inflammatory bowel disease
20.	 Diabetes
21.	 Thyroid
22.	 Sickle cell
23.	 HIV
24.	 Hepatitis B
25.	 Hepatitis C
26.	 Kidney disease
27.	 Liver disease
28.	 #1 and #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 

or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or 
#19 or #20 or #21 or #22 or #23 or #24 or #25 or #26 or #27
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