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Summary
The prognosis of chronic fatigue syndrome and defined chronic fatigue syndrome in adults and

found that <10% of subjects return to pre-morbidchronic fatigue has been studied in numerous small
case series. We performed a systematic review of levels of functioning, and the majority remain signi-

ficantly impaired. The remaining studies used lessall studies to determine the proportion of individuals
with the conditions who recovered at follow-up, the stringent criteria to define their cohorts. Among

patients in primary care with fatigue lasting <6risk of developing alternative physical diagnoses,
and the risk factors for poor prognosis. A literature months, at least 40% of patients improved. As the

definition becomes more stringent the prognosissearch of all published studies which included a
follow-up of patients with chronic fatigue syndrome appears to worsen. Consistently reported risk factors

for poor prognosis are older age, more chronicor chronic fatigue were performed. Of 26 studies
identified, four studied fatigue in children, and found illness, having a comorbid psychiatric disorder and

holding a belief that the illness is due to physicalthat 54–94% of children recovered over the periods
of follow-up. Another five studies operationally causes.

Introduction
Chronic fatigue syndrome (CFS) is a poorly under- chronic fatigue or CFS. The aims of this paper were:
stood syndrome characterized by physical and mental (i) to describe the prognosis of fatigue states in terms
fatigue, made worse by physical and mental exertion, of the proportion of individuals improved during the
present 50% or more of the time and lasting at least course of each study, and any outcomes reported
6 months.1,2 The fatigue is accompanied by a range such as additional medical illnesses, or deaths; (ii)
of physical and psychological symptoms, especially to identify factors which may modify prognosis,
myalgia and depression. The prognosis of chronic including age of sufferers, severity and duration of
fatigue is uncertain. Some—particularly the lay literat- illness at outset, coexistent psychiatric disorder and
ure—suggest a lifelong course with only infrequent miscellaneous factors.
recovery, whilst others state that recovery is the
norm.3 Chronic fatigue (CF) is the more common and
less severe ‘subsyndromal’ counterpart to CFS,4 which Methodswe define as severe fatigue present 50% of the time
and for at least 6 months, but which is not necessarily Literature search strategy and
associated with functional impairment. study selection

Given the conflicting views expressed over pro-
Papers giving any clinical follow-up/outcome datagnosis, and the relatively small size of many studies,
subsequent to ascertainment due to a primary dia-we carried out a systematic review of all studies

which have followed individuals with fatigue, gnosis of CF or CFS from English-language peer-
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reviewed journals between January 1980 and March of CF and CFS were used, and relatively few studies
1996 were identified from four databases: MEDLINE, used operational criteria for CFS. In eight cohorts,
EMBASE (BIDS), CURRENT CONTENTS and cases were excluded from the rest of the survey if
PSYCHLIT. The search strategy was (chronic* or the onset of fatigue had not been clearly defined,
persist* or post?viral) and (fatigue or exhaust* or whereas in the remainder it was not specified
tiredness), or any of chronic fatigue syndrome, asthe- whether onset was new or longer-term. This hetero-
nia, neurasthenia and myalgic encephalomyelitis. All geneity of case definition severely limits the compar-
references were checked in title and abstract. The ability of these studies. The majority of studies (16/
primary exclusion criteria were (i) papers which used 26) were hospital-based. Follow-up duration varied
mixed target symptoms (e.g. fatigue and pain) or considerably, and some studies only reported a mean
mixed diagnostic categories (e.g. CFS and fibromyal- or median duration. All the studies which reported
gia) as entry criteria; (ii) papers whose main theme gender distribution had more women than men, as
was the investigation or active treatment of either might be expected from the epidemiology of CF and
biological or psychological therapy. Papers which CFS. Four studies were restricted to children and
included placebo groups of patients entered for adolescents, another four described mixed child and
randomized controlled trials were included. adult groups, and 17 were restricted to adults. The

majority of studies (22) achieved >70% follow-up.
Data extraction Three studies followed up 50% or fewer of their

patients.A standard form was used to obtain information from
each study. Studies were classified according to their
design, which fell into three main groups: naturalistic
studies which simply followed groups of sufferers Outcomes
from CFS over time; comparative cohort studies,
where the same measures were used to compare Mortality
outcome of CFS with that of some other illness; and

Only 3 of the 2075 patients in the 19 studiesrandomized controlled studies which assigned indi-
followed with organic exclusions died. In someviduals to placebo groups. Additional details noted
studies, it was not clear whether the vital status ofrelated to the social demographic characteristics of
the non-respondents was checked, hence the deaththe sample, the inclusion criteria for the study, the
rate could be higher. One of the known deaths wasmain outcomes used, and the setting.
from an unrelated physical illness, another from anSince the studies tended to use different outcome
unspecified cause, and the other was by suicide.measures, very broad criteria were required to com-

pare the results of studies. It was usually possible to
obtain information on the number of individuals who Newly-diagnosed physical illness
fell into each of the following criteria: (i) recovered
or improved; (ii) the same; (iii) worse; (iv) dead. Most To assess newly-diagnosed physical illnesses, one
studies used different standardized instruments of needs studies which attempted to exclude current
morbidity, but gave a global outcome measure physical illness at their outset. About one quarter of
of fatigue or well-being for the whole group. such studies identified one or more cases of new
Information on other measures used was recorded organic illness. In the other 75% of such studies,
whenever relevant. However, in all but one study,5 which did not report new physical morbidity, it was
overall objective functional and specific symptomatic not clarified if this was due to no new onsets or no
measures were not available for the whole group. explicit attempt to re-examine. Buchwald6 found one
The number of subjects with new organic or psychiat- case of anaemia, one of hypothyroidism, one onset
ric diagnoses and any account of treatment over time of breast cancer and one case of sleep apnoea, i.e.
of follow-up and its length was also noted. Finally, four patients out of 74 followed up (5%). Hellinger7
any conclusions on predictors of outcome were noted. reported four cases of physical illness out of 30
Data are presented according to the setting of the followed up, but did not give specific diagnoses
study, whether the study followed children or adults (13%). Kroenke8 reported three cases of subclinical
and according to the definition of CFS used. hypothyroidism, four of diabetes, one of anaemia

and two of cancer (type not given); i.e. 10 cases out
of the re-examined group of 102 (10%). Marshall9

Results (the only child/adolescent study to report new mor-
bidity) reported one patient with ulcerative colitisCharacteristics of samples used i.e. 1/17 (6%). Finally Wilson10 reported a case of
systemic lupus erythematosus and a case of presumedStudies varied in size from samples of 15 to 498

individuals (median 76). A wide variety of definitions vascular dementia from 103 re-contacted (2%).
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fatigue, whereas others are defined according to aClinical improvement
history of viral illness.

Because the studies used widely differing patient Finally, studies which identify cases from primary
populations, we present the results accordingly. First, care and include cases with fatigue of <6 months
there are four studies which exclusively assessed duration are described in Table 4. These studies
outcome in children seen in secondary care. Second, show a good outcome. In all but one of these studies
there were four studies which used recognized over 40% of patients had made a complete or nearly
operational criteria to define cohorts of adult patients complete recovery during the duration of follow-up.
with CFS. Third, there was a mixed group of studies If the definition is tightened so that only studies with
which followed CF cases in primary care or cases of chronic fatigue or those in secondary care are
fatigue in secondary care. We made the assumption included, the picture is less favourable. There was
that fatigue seen in secondary care was likely to be only one study where more than 40% of patients
chronic, even though some of these studies did not made a complete or nearly complete recovery during
specify the exact duration of fatigue. Finally, there follow-up. Hence it appears that one important
were a number of studies which assessed outcome determinant of prognosis is chronicity.
in adult patients presenting in primary care with
fatigue of short duration.

Table 1 shows the outcome in children and adoles- Predictors of outcomecents presenting with chronic fatigue. All these
studies were based in secondary or tertiary care, and A range of predictors of good and poor outcome
two were in paediatric infectious disease clinics. The were identified in these studies. Most studies defined
outcomes were based on the patient’s or their outcome in terms of current status at follow-up,
parents’ assessment of their clinical condition rated rather than change in scores on fatigue scales over
either face-to-face or by a telephone interview. The the follow-up period. Predictors of outcome have
study with the longest follow-up (up to 6 years11) been grouped into five broad categories.
showed that approximately two-thirds of children
made a complete recovery, and another quarter Demographic predictors
make a very substantial improvement. As a whole,

We have already seen that children with CFS andthese studies show encouraging results: 54–94% of
chronic fatigue seem to have a good outcome. Thischildren will make a definite improvement or a
is confirmed in these studies: 4/6 studies whichcomplete recovery. There is, however, a small minor-
tested for age as a predictor of outcome found anity of children who appear to have a very poor
association between worsening outcome and increas-outcome, remaining bedridden or house-bound, and
ing age. There were no other consistent patterns forit is unclear from these studies what factors are
other demographic attributes.associated with such outcomes.

Table 2 shows the outcome of adult cases of CFS
defined according to recognized criteria. These stud- Features of the initial illness
ies show that only a small minority of cases (0–6%)

There were no strikingly consistent trends. In general,recover to premorbid levels over the period of follow-
markers of a more severe illness (chronic symptoms,up. There is more variation in the reports of improve-
severe disability, more severe fatigue and more

ment. The study with the longest follow-up10 reported
physical symptoms) tend to be associated with a

the highest proportion of patients improved, implying
poor outcome, although such associations were not

that with time a significant proportion gradually
consistently found.

recover. Nevertheless, the overall level of functional
impairment reported in this study showed that the

Psychological predictorsmajority of cases continued to be impaired carrying
out routine activities. Two of the studies also reported Psychiatric disorder is consistently associated with a
a substantial proportion of cases (10–20%) in whom poor outcome. Another consistent feature is the
symptoms worsened over the period of follow-up. patient’s belief in a physical cause of their symptoms,

The pattern of recovery for the mixed group of which predicted poor outcome in every study in
studies which followed up cases of fatigue not which it was measured.
fulfilling full operational criteria for CFS is shown in
Table 3. Some of these studies included patients who Physical predictorsmet CFS criteria among their cohorts, and some of
the cohorts were for chronic fatigue. These studies Apart from a weak association between raised oral
are very mixed, as some of the cohorts are straightfor- temperature and better outcome in one study, there

were no associations between physical characteristicsward clinical series based on consecutive cases of
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measured at baseline and outcome. Studies which
had defined cases according to exposure to viruses
did not find any associations with viral titres and
recovery.

Other predictors

Very few other predictors were reported, apart from
in Sharpe’s study,12 where avoidance of alcohol,
belonging to a self-help organization and changing
or leaving employment were associated with a poor
outcome. Treatments were not widely examined, but
Vercoulen reported no association between improve-
ment and treatment by either a medical specialist or
alternative practitioners.13

Discussion
Because the literature reviewed in this paper was
very varied, in quality and aims, we decided not to
proceed with our initial intention of a quantitative
synthesis of the literature, preferring to present the
main results of individual studies as they stand. The
main findings of this paper are first, that CF/CFS is
not associated with increased mortality. Second, if
subjects are properly investigated at the outset, it is
rare for new physical diagnoses to appear. Third, the
outcome of chronic fatigue in children appears to
be favourable, although a small minority remain
chronic invalids. Fourth, the outcome of CFS and
chronic fatigue in adults is of concern, with most
patients reporting symptoms and disability at follow-
up. Fatigue of shorter duration in primary care has
a better outcome. Finally the consistently reported
predictors of poor prognosis are advancing age,
psychiatric disorder and a belief in physical cause
of the symptoms.

What are the implications of these findings? The
first point is that despite the emotive subject of
chronic fatigue and CFS in children, paediatricians
seeing fatigued children may be able to reassure
parents that the prognosis is better than often reported
in the lay literature. Turning to adults, the studies
reviewed indicate that complaints of fatigue in
primary care are often self-limiting. Chronic fatigue
and CFS, however, appear to run a chronic course
in many sufferers, and these studies indicate that
untreated the prognosis is essentially poor.

Overlap has been reported between CF/CFS and
medically unexplained syndromes such as for
example fibromyalgia syndrome (FMS).14 It is note-
worthy that FMS patients have similar outcomes, and
like CF/CFS patients show better outcome in the one
community sample studied15 than in specialist set-
tings,16–18 and that children also have favourable
outcome relative to adults.19Le

vi
ne

et
al

.5
31

pa
tie

nt
s

in
pr

im
ar

y
ca

re
id

en
tif

ie
d

N
K

Po
st

al
qu

es
tio

nn
ai

re
at

a
m

ea
n

of
84

%
fo

llo
w

ed
:

12
/2

6
fu

nc
-

fo
llo

w
in

g
on

e
of

fo
ur

ou
tb

re
ak

s
of

24
m

on
th

s
tio

ni
ng

w
ith

ou
t

lim
ita

tio
n

at
‘p

os
t

vi
ra

l
fa

tig
ue

sy
nd

ro
m

e’
in

U
SA

.
2y

rs
;

‘a
lm

os
t

al
l’

su
bj

ec
ts

ab
le

C
as

es
di

ag
no

se
d

on
ba

si
s

of
se

ve
re

to
re

tu
rn

to
pr

e-
ill

ne
ss

ac
tiv

ity
an

d
pe

rs
is

te
nt

fa
tig

ue
at

3
ye

ar
s

Sh
ar

pe
et

al
.1

2
17

7
pa

tie
nt

s
pr

es
en

tin
g

w
ith

at
le

as
t

N
K

Po
st

al
qu

es
tio

nn
ai

re
in

cl
ud

in
g

m
ea

s-
81

%
fo

llo
w

ed
:

of
th

os
e

fo
l-

6
w

ee
ks

fa
tig

ue
in

an
in

fe
ct

io
us

di
s-

ur
es

of
fu

nc
tio

na
l

im
pa

irm
en

t
at

lo
w

ed
fo

r
le

ss
th

an
on

e
ye

ar
ea

se
s

cl
in

ic
w

ith
im

pa
ire

d
fu

nc
tio

n
1.

5–
48

m
on

th
s

62
/8

2
(7

6%
)

re
po

rte
d

fu
nc

-
an

d
so

m
at

ic
sy

m
pt

om
s

tio
na

l
im

pa
irm

en
t.

Th
is

fe
ll

to
69

%
in

th
os

e
fo

llo
w

ed
1–

2
ye

ar
s

an
d

33
%

fo
r

th
os

e
fo

l-
lo

w
ed

>
2

ye
ar

s.
O

nl
y

13
%

co
ns

id
er

ed
se

lv
es

fu
lly

re
co

ve
re

d

*V
al

di
ni

et
al

.3
9

Pr
im

ar
y

ca
re

:
22

pa
tie

nt
s

w
ith

fa
tig

ue
M

ea
n

12
yr

s
C

lin
ic

al
vi

si
ts

,
m

ea
n

7
m

on
th

s
af

te
r

10
0%

fo
llo

w
ed

:5
/2

2
im

pr
ov

ed
ov

er
on

e
ye

ar
.

O
rg

an
ic

ex
cl

us
io

n
(2

2%
)

no
t

m
ad

e



J. Joyce et al.230

Ta
bl

e
4

Pr
im

ar
y

ca
re

st
ud

ie
s

of
fa

tig
ue

of
<6

m
on

th
s

du
ra

tio
n

St
ud

y
Se

tti
ng

an
d

de
fin

iti
on

M
ai

n
ou

tc
om

e
us

ed
D

et
ai

le
d

no
te

s
on

ou
tc

om
es

C
al

de
r

et
al

.4
0

Pr
im

ar
y

ca
re

:
65

pa
tie

nt
s

po
si

tiv
e

fo
r

Pa
tie

nt
s’

re
po

rt
of

ch
an

ge
at

in
te

rv
ie

w
at

12
10

0%
fo

llo
w

ed
:

of
w

hi
ch

47
/6

5
(7

2%
)

co
xs

ac
ki

e
B

vi
ru

s
se

ro
lo

gy
an

d
cl

in
ic

al
ly

m
on

th
s

co
ns

id
er

ed
se

lf
un

w
el

l
at

si
x

m
on

th
s

an
d

‘p
os

t
vi

ra
l

fa
tig

ue
sy

nd
ro

m
e’

36
/6

5
(5

5%
)

at
on

e
ye

ar

Kr
oe

nk
e

et
al

.8
10

2
pa

tie
nt

s
at

te
nd

in
g

pr
im

ar
y

ca
re

w
ho

Po
st

al
qu

es
tio

nn
ai

re
at

si
x

m
on

th
s

an
d

on
e

10
0%

fo
llo

w
up

:
2/

10
2

pa
tie

nt
s

de
ve

lo
pe

d
id

en
tif

ie
d

fa
tig

ue
as

a
‘m

aj
or

pr
ob

le
m

’
fo

r
ye

ar
ca

nc
er

,
29

/1
02

fa
tig

ue
im

pr
ov

ed
(2

8%
).

ov
er

on
e

m
on

th
w

ith
ou

t
m

ed
ic

al
ill

ne
ss

.
22

/1
02

w
or

se
ne

d
an

d
re

m
ai

nd
er

un
ch

an
ge

d

*E
ln

ic
ki

et
al

.4
1

52
pa

tie
nt

s
w

ith
a

ch
ie

f
co

m
pl

ai
nt

of
fa

tig
ue

G
lo

ba
l

as
se

ss
m

en
t

of
ch

an
ge

at
in

te
rv

ie
w

at
79

%
fo

llo
w

ed
:

20
/4

1
re

po
rte

d
re

so
lu

tio
n

of
at

le
as

t
on

e
m

on
th

’s
du

ra
tio

n.
Ex

cl
us

io
n

si
x

m
on

th
s

of
fa

tig
ue

;1
7/

41
im

pr
ov

em
en

t
an

d
no

ne
on

ly
if

al
re

ad
y

es
ta

bl
is

he
d

m
ed

ic
al

ca
us

e
go

t
w

or
se

*N
el

so
n

et
al

.4
2

11
3

pa
tie

nt
s

sc
re

en
ed

by
se

lf
re

po
rt

Te
le

ph
on

e
qu

es
tio

nn
ai

re
s

co
m

pl
et

ed
at

3,
6,

74
%

fo
llo

w
up

:
51

%
be

tte
r;

16
%

qu
es

tio
nn

ai
re

in
pr

im
ar

y
ca

re
.

Fa
tig

ue
an

d
12

m
on

th
s

‘s
ub

st
an

tia
lly

im
pr

ov
ed

’
at

on
e

ye
ar

.
O

f
pr

es
en

t
fo

r
on

e
m

on
th

or
lo

ng
er

,
an

d
w

as
a

th
os

e
id

en
tif

ie
d

as
qu

es
tio

nn
ai

re
fa

tig
ue

,
m

aj
or

pr
ob

le
m

.
N

ot
ex

cl
ud

ed
if

m
ed

ic
al

ly
35

%
be

tte
r

at
on

e
ye

ar
ill

an
d

no
sy

st
em

at
ic

ps
yc

hi
at

ric
ex

cl
us

io
n

*T
ei

te
lb

au
m

&
Bi

rd
43

64
pa

tie
nt

s
pr

es
en

tin
g

w
ith

ch
ie

f
co

m
pl

ai
nt

of
M

ea
n

fo
llo

w
-u

p
15

m
on

th
s:

as
se

ss
ed

on
10

0%
fo

llo
w

ed
:

37
/6

4
pa

tie
nt

s
ha

d
al

m
os

t
fa

tig
ue

of
at

le
as

t
2

m
on

th
s

du
ra

tio
n

&
cl

in
ic

al
vi

si
ts

co
m

pl
et

e
re

so
lu

tio
n

of
sy

m
pt

om
s

an
d

fu
nc

tio
na

l
im

pa
irm

en
t

w
ith

ou
t

in
iti

al
25

/6
4

sh
ow

ed
si

gn
ifi

ca
nt

bu
t

in
co

m
pl

et
e

m
ed

ic
al

ex
cl

us
io

n
or

sy
st

em
at

ic
ps

yc
hi

at
ric

im
pr

ov
em

en
t.

St
ud

y
lo

ok
ed

at
tre

at
m

en
t

ex
cl

us
io

n
of

su
bc

lin
ic

al
hy

po
th

yr
oi

di
sm

an
d

hy
po

ad
re

na
lis

m

*V
al

di
ni

et
al

.4
4

11
5

pa
tie

nt
s

sc
re

en
ed

fo
r

ne
w

on
se

t
fa

tig
ue

Te
le

ph
on

e
fo

llo
w

up
at

on
e

ye
ar

64
%

fo
llo

w
ed

:
31

/7
3

no
t

fa
tig

ue
d

at
of

on
e

m
on

th
on

Ra
nd

In
de

x
of

V
ita

lit
y.

N
o

fo
llo

w
up

or
ga

ni
c

ex
cl

us
io

ns
or

sy
st

em
at

ic
ps

yc
hi

at
ric

ex
cl

us
io

ns

*W
hi

te
et

al
.4

5
10

1
pa

tie
nt

s
po

st
gl

an
du

la
r

fe
ve

r:
fa

tig
ue

St
an

da
rd

iz
ed

in
te

rv
ie

w
at

1,
2

an
d

6
m

on
th

s
96

%
fo

llo
w

ed
:

By
6

m
on

th
s

55
/9

7
(5

7%
)

pr
es

en
t

fo
r

2
w

ee
ks

,
an

d
as

so
ci

at
ed

w
ith

w
er

e
w

el
l

in
ca

pa
ci

ty



Prognosis in CFS 231

Ta
bl

e
5

Pr
ed

ic
to

rs
of

ou
tc

om
e

St
ud

y
D

em
og

ra
ph

ic
In

iti
al

ill
ne

ss
Ps

yc
ho

lo
gi

ca
l

Ph
ys

ic
al

Bo
m

ba
rd

ie
r

et
al

.3
6

O
ld

er
ag

e
di

d
w

or
se

Lo
ng

er
du

ra
tio

n
of

sy
m

pt
om

s
an

d
Li

fe
tim

e
dy

st
hy

m
ia

as
so

ci
at

ed
w

ith
Ra

is
ed

or
al

te
m

pe
ra

tu
re

sh
or

te
r

du
ra

tio
n

of
fo

llo
w

up
po

or
ou

tc
om

e
as

so
ci

at
ed

w
ith

be
tte

r
as

so
ci

at
ed

w
ith

w
or

se
ou

tc
om

e
ou

tc
om

e

C
al

de
r

et
al

.4
0

N
o

re
po

rt
G

oo
d

ou
tc

om
e

if
pr

es
en

te
d

w
ith

N
o

re
po

rt
N

o
as

so
ci

at
io

n
be

tw
ee

n
pa

ra
es

th
es

ia
e,

dy
sp

no
ea

or
re

co
ve

ry
an

d
vi

ra
l

tit
re

s,
an

or
ex

ia
ly

m
ph

oc
yt

e
le

ve
ls

,
or

liv
er

fu
nc

tio
n

C
ha

ld
er

et
al

.1
N

o
as

so
ci

at
io

n
N

o
re

po
rt

Ps
yc

ho
lo

gi
ca

l
di

st
re

ss
an

d
N

o
re

po
rt

at
tri

bu
tio

ns
pr

ed
ic

t
po

or
ou

tc
om

e

C
la

rk
et

al
.3

7
O

ld
er

ag
e

an
d

le
ss

sc
ho

ol
in

g
M

ul
tip

le
ph

ys
ic

al
sy

m
pt

om
s,

lo
ng

er
Li

fe
lo

ng
dy

st
hy

m
ia

as
so

ci
at

ed
w

ith
N

o
re

po
rt

as
so

ci
at

ed
w

ith
po

or
ou

tc
om

e
du

ra
tio

n
of

fa
tig

ue
as

so
ci

at
ed

w
ith

po
or

ou
tc

om
e

po
or

ou
tc

om
e

H
el

lin
ge

r
et

al
.7

N
o

re
po

rt
N

o
re

po
rt

N
o

re
po

rt
EB

V
se

ro
lo

gy
no

t
as

so
ci

at
ed

w
ith

ou
tc

om
e

H
in

ds
&

M
cC

lu
sk

ey
32

Pa
tie

nt
s

un
de

r
20

ye
ar

s
ha

d
be

tte
r

N
o

re
po

rt
N

o
re

po
rt

N
o

re
po

rt
ou

tc
om

e

Kr
oe

nk
e

et
al

.8
O

ld
ag

e
as

so
ci

at
ed

w
ith

po
or

er
M

or
e

di
sa

bi
lit

y
as

so
ci

at
ed

w
ith

BD
I

no
t

as
so

ci
at

ed
BM

I
no

t
as

so
ci

at
ed

ou
tc

om
e

bu
t

no
as

so
ci

at
io

n
fo

r
po

or
er

ou
tc

om
e;

no
n-

si
gn

ifi
ca

nt
as

so
ci

at
io

n
ed

uc
at

io
n

w
ith

lo
ng

er
du

ra
tio

n
of

fa
tig

ue
an

d
po

or
er

ou
tc

om
e.

N
o

as
so

ci
at

io
n

w
ith

fa
tig

ue
se

ve
rit

y
or

so
m

at
ic

sy
m

pt
om

s

Sh
ar

pe
et

al
.1

2
G

en
de

r,
ag

e,
m

ar
ita

l
st

at
us

N
O

T
Be

tte
r

ou
tc

om
e

w
ith

in
cr

ea
si

ng
Em

ot
io

na
l

di
so

rd
er

,
an

d
be

lie
f

in
N

o
re

po
rt

as
so

ci
at

ed
w

ith
ou

tc
om

e
du

ra
tio

n
of

fo
llo

w
-u

p.
N

o
vi

ra
l

ae
tio

lo
gy

as
so

ci
at

ed
w

ith
as

so
ci

at
io

n
w

ith
du

ra
tio

n
of

po
or

ou
tc

om
e

sy
m

pt
om

s
at

st
ar

t

V
er

co
ul

en
et

al
.1

3
N

o
as

so
ci

at
io

ns
fo

un
d

Sh
or

t
du

ra
tio

n
of

fa
tig

ue
an

d
lo

w
er

Po
si

tiv
e

se
lf

ef
fic

ac
y,

an
d

no
t

N
o

re
po

rt
fa

tig
ue

sc
or

es
as

so
ci

at
ed

w
ith

a
at

tri
bu

tin
g

to
a

ph
ys

ic
al

ca
us

e
go

od
ou

tc
om

e
as

so
ci

at
ed

w
ith

go
od

ou
tc

om
e

W
ils

on
et

al
.1

0
A

ge
at

on
se

t
no

t
as

so
ci

at
ed

D
ur

at
io

n
of

ill
ne

ss
no

t
as

so
ci

at
ed

St
re

ng
th

in
be

lie
f

of
a

ph
ys

ic
al

ca
us

e
N

o
as

so
ci

at
io

n
w

ith
ce

ll-
an

d
ps

yc
hi

at
ric

di
so

rd
er

m
ed

ia
te

d
im

m
un

ity
de

ve
lo

pi
ng

du
rin

g
th

e
ill

ne
ss

as
so

ci
at

ed
w

ith
a

po
or

ou
tc

om
e.

N
o

as
so

ci
at

io
n

fo
r

ne
ur

ot
ic

is
m

an
d

pr
em

or
bi

d
ps

yc
hi

at
ric

di
so

rd
er



J. Joyce et al.232

syndrome: prevalence in a Pacific Northwest Health CareThe risk factors for poor prognosis include psychi-
System. Ann Intern Med 1995; 123:81–8.atric disorder and illness beliefs. We suggest that

7. Hellinger WC, Smith TF, Van Scoy RE, Spitzer PG, Forgacswhatever the original cause of fatigue, there are
P, Edson RS. Chronic fatigue syndrome and the diagnostictheoretical reasons to argue that these factors are utility of antibody to Epstein-Barr virus early antigen. JAMA

important perpetuators of the illness.20–22 These pro- 1988; 260:971–3.
gnostic factors are not unique to CF/CFS. Studies 8. Kroenke K, Wood D, Mangelsdorff D, Meier N, Powell
have suggested that depression is an important pre- J. Chronic fatigue in primary care: prevalence, patient

characteristics and outcome. JAMA 1988; 260:929–34.dictor of poor outcome (expressed both in terms of
mortality and quality of life) in many physical 9. Marshall GS, Gesser RM, Yamanishi K, Starr SE. Chronic

fatigue in children: clinical features, Epstein-Barr virus andillnesses.23–25 Beliefs about illness are important pre-
human herpesvirus 6 serology and long term follow-up.dictors of behaviour and desire to participate in
Pediatric Infect Dis J 1991; 10:287–90.rehabilitation. Such faulty attributions predict failure

10. Wilson A, Hickie I, Lloyd A, et al. Longitudinal study ofto return to premorbid levels of functioning.26 In
outcome of chronic fatigue syndrome. Br Med J 1994;

CFS, the belief in a solely physical cause for symp- 308:756–9.
toms may be predictive of avoiding exercise or 11. Feder HM, Dworkin PH, Orkin C. Outcome of 48 pediatric
reducing other activities which might prolong disabil- patients with chronic fatigue. Arch Family Med 1994;
ity. If the patient has expectations of failure, it is 3:1049–55.
important not to compound these with uncorrobor- 12. Sharpe M, Hawton K, Seagroatt V, Pasvol G. Follow up of

patients presenting with fatigue to an infectious diseasesated predictions of gloomy outcome. On the positive
clinic. Br Med J 1992; 305:147–52.side, the influence of attributional factors indicates

13. Vercoulen JHMM, Swanink CMA, Fennis JFM, Galama JMD,an opportunity for effecting change.
van der Meer JWM, Bleijenberg G. Prognosis in chronicThis review concerns the prognosis of CF/CFS
fatigue syndrome (CFS): a prospective study on the natural

without treatment. Recent studies have suggested course. J Neurol Neurosurg Psychiatry 1995; (in press).
that rehabilitation programmes can alter the short-

14. Buchwald D, Garrity D. Comparison of patients with CFS,
and medium-term prognosis of the condition27–29— FMS and multiple chemical sensitivity. Arch Intern Med
further research is needed to determine the long- 1994; 154:2049–53.
term effects of such treatment. 15. Granges G, Zilko P, Littlejohn G. FMS: Assessment of the

severity of the condition two years after diagnosis.
J Rheumatol 1994; 21:523–9.

16. Felson D, Goldenberg D. The natural history ofAcknowledgements
fibromyalgia. Arch Rheumatol 1986; 29:1522–6.

John Joyce is supported by an educational grant from 17. Ledingham J, Doherty S, Doherty M. Primary fibromyalgia
syndrome: an outcome study. Br J Rheumatol 1993;Pfizer UK. Matthew Hotopf is supported by the
32:139–42.Medical Research Council. Additional support was

18. Henricksson C. Longterm effects of fibromyalgia onreceived from the Medical Policy Group of the
everyday life. A study of 56 patients. Scand J RheumatolDepartment of Social Security.
1994; 23:36–41.

19. Busilka D, Neumann L, Hershman E, Gedalia A, Press J,
Sukenik S. Fibromyalgia syndrome in children—an outcomeReferences study. J Rheumatol 1995; 22:525–8.

20. Sharpe M. Chronic fatigue syndrome. Psychiatric Clin North1. Sharpe M, Archnard LC, Banatvala JE. A report—chronic
Am 1996; 19:549–73.fatigue syndrome: guidelines for research. J Roy Soc Med

1991; 84:118–21. 21. Wessely S. Cognitive behavioral therapy for patients with
chronci fatigue syndrome: Why? In: Demitrack M, Abbey S,2. Fukuda K, Straus S, Hickie I, Sharpe M, Dobbins J, Komaroff
eds. Chronic Fatigue Syndrome: An Integrative Approach toA. The chronic fatigue syndrome: a comprehensive
Evaluation and Treatment. New York, Guildford Press, 1996;approach to its definition and study. Ann Int Med 1994;
212–39.121:953–9.

22. Petrie K, Moss-Morris R, Weinman J. The impact of3. Wessely S. Neurasthenia and chronic fatigue: theory and
catastrophic beliefs on functioning in chronic fatiguepractice in Britain and America. Transcultural Res Rev
syndrome. J Psychosomatic Res 1995; 39:31–7.1994; 31:173–209.

23. Silverstone PH. Depression increases mortality and4. Wessely S, Chalder T, Hirsch S, Wallace P, Wright D. The
morbidity in acute life-threatening medical illness.prevalence and morbidity of chronic fatigue syndrome: a
J Psychosomatic Res 1990; 34:651–7.prospective primary care study. Am J Public Health 1997;

(in press). 24. Frasure-Smith N, Lesperance F, Talajic M. Depression
following myocardial infarction: impact on 6-month5. Levine PH, Pocinki AG, Cheney P, et al. Clinical,
survival. JAMA 1993; 270:1819–25.Epidemiologic, and virologic studies in four clusters of the

chronic fatigue syndrome. Arch Intern Med 1992; 25. Schubert DSP, Burns R, Paras W, Sioson E. Increase of
152:1611–16. medical hospital length of stay by depression in stroke and

amputation patients: a pilot study. Psychother Psychosom6. Buchwald D, Umali P, Umali J, Kith P, Pearlman T,
Kormaroff AL. Chronic fatigue and the chronic fatigue 1992; 57:61–6.



Prognosis in CFS 233

26. Ladwig KH, Roll G, Breithardt G, Budde T, Borggrefe M. patients with chronic fatigue vs chronic fatigue syndrome.
Arch Intern Med 1995; 155:2105–10.Post-infarction depression and incomplete recovery 6

months after acute myocardial infarction. Lancet 1994; 37. Clark RR, Katon W, Russo J, Kith P, Sintay M, Buchwald D.
343:20–3. Chronic fatigue: risk factors for symptom persistence in a 2

27. Bonner D, Butler S, Chalder T, Ron M, Wessely S. A follow 1/2 year follow up study. Am J Med 1995; 98:187–95.
up study of chronic fatigue syndrome. J Neurol Neurosurg 38. Gold D, Bowden R, Sixbey J, et al. Chronic fatigue a
Psychiatry 1994; 57:617–21. prospectice clinical and virologic study. JAMA 1990;

28. Sharpe M, Hawton K, Simkin S, et al. Cognitive therapy for 264:48–53.
chronic fatigue syndrome: a randomized controlled trial. Br 39. Valdini A, Steinhardt S, Feldman E. Usefulness of a standard
Med J 1996; 312:22–6. battery of laboratory tests in investigating chronic fatigue in

29. Morin CM, Culbert JP, Schwartz SM. Nonpharmacological adults. Family Practice 1989; 6:286–91.
interventions for insomnia: a meta-analysis of treatment. Am 40. Calder BD, Warnock PJ, McCartney RA, Bell EJ. Coxsackie
J Psychiatry 1994; 151:1172–80. B viruses and the post viral fatigue syndrome: a prospective

30. Carter BD, Edwards JF, Kronenberger WG, Michalczyk L, study in general practice. J Roy Coll Gen Practit 1987;
Marshall GS. Case control study of chronic fatigue in 37:11–14.
pediatric patients. Pediatrics 1995; 95:179–86. 41. Elnicki DM, Shockcor WT, Brick JE, Beynon D. Evaluating

31. Smith MS, Mitchell J, Corey L, et al. Chronic fatigue in the complaint of fatigue in primary care: diagnoses and
adolescents. Pediatrics 1991; 88:195–202. outcomes. Am J Med 1992; 93:303–6.

32. Hinds GME, McCluskey DR. A retrospective study of 42. Nelson E, Kirk H, McHugo G. Chief complaint fatigue: a
chronic fatigue syndrome. Proc Roy Coll Physicians, longitudinal study from the patient’s perspective. Family
Edinburgh 1993; 23:10–14. Practice Res J 1987; 6:175–188.

33. Peterson PK, Schenck CH, Sherman R. Chronic fatigue 43. Teitelbaum J, Bird B. Effective treatment of severe chronic
syndrome in Minnesota. Minnesota Medicine 1991; fatigue: a report of a series of 64 patients. J Musculoskeletal
74:21–6. Pain 1995; 3:91–110.

34. Tirelli U, Marotta G, Improta S, Pinto A. Immunological 44. Valdini AF, Steinhardt S, Valicenti J, Jaffe A. A one-year
abnormalities in patients with chronic fatigue syndrome. follow-up of fatigued patients. J Family Practice 1988;
Scand J Immunol 1994; 40:601–8. 26:33–8.

35. Bates DW, Schmitt W, Buchwald D, et al. Prevalence of 45. White PD, Grover SA, Kangro HO, Thomas JM, Amess J,
fatigue and chronic fatigue syndrome in a primary care Clare AW. The validity and reliability of the fatigue
practice. Arch Intern Med 1993; 153:2759–65. syndrome that follows glandular fever. Psychological Med

1995; 25:917–24.36. Bombardier CH, Buchwald D. Outcome and prognosis of


