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Differential Scancer scare
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very far with patients. A Clinician
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of modern healthcare

can be mind-boggling.
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CLINICAL PICTURE

Flagellate erythema after eating undercooked mushrooms

This man in his late 60s presented with was treated with oral antihistamines and topical
widespread pruritus persisting for two days. steroids, and he was advised to ingest thoroughly
Physical examination showed linear erythemain cooked mushrooms in the future. The rash resolved
aflagellate pattern on his trunk and extremities. within three weeks.

Dermographism or systemic manifestations Shiitake dermatitis usually appears between
were absent. The patient reported consuming 12 hours and 5 days after the ingestion of raw or
undercooked shiitake mushrooms two days undercooked shiitake mushrooms. Itis thought
before the onset of symptoms. On the basis of the to be caused by a toxic reaction to a heat sensitive
history and characteristic examination findings, polysaccharide in the mushrooms. Other
adiagnosis of shiitake dermatitis was made. He conditions presenting with similar flagellate
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with an increased risk of
prostate cancer. 0f 40292
people aged 55-69 years
in the UKwho were invited
to participate in a study
assessing the potential
for polygenic risk scores—
which detected 130 of the
DNA variants from a saliva
sample—for prostate
cancer screening, 8953
people were interested
and 6393 had arisk score
calculated. Ofthe 745
who had a high risk score
(defined as the 90th
centile of risk or higher),
187 were diagnosed with
cancer. Of these, 103
required treatment, and
74 ofthem would not have
been diagnosed through
existing UK diagnostic
screening pathways
(prostate-specific antigen
and magnetic resonance
imaging).

© N Engl ) Med doi:10.1056/
NEJMoa2407934

Dapagliflozin after
TAVI

Trials of sodium-glucose
cotransporter 2 inhibitors
for heart failure have
previously excluded
people with valvular heart
disease. Anew study added
dapagliflozin to standard
care aftertranscatheter
aortic-valve implantation
(TAVI)—commonly offered
to people with severe aortic
stenosis and high surgical
risk—among 1257 patients
recruited across 39 sites

in Spain. The dapagliflozin
group had lower rates of
the primary outcome of
death from any cause and
worsening heart failure after
oneyear (15.0% versus
20.1% in the standard care
group; hazard ratio 0.72
(95% C10.55t0 0.95)).
However, the observed
lower 1-year mortality in
the dapagliflozin group
(7.8% v8.9%) did not reach
statistical significance.

© N Engl) Med doi:10.1056/
NEJM0a2500366

Behavioural
activation lifts mood

Arandomised clinical

trial showed promising
results for Moodivate. But
whatis Moodivate? No,

it’s nota cow’s milk based
topical steroid, it’s a digital
depression treatment. But
whatis a digital depression
treatment? No, it’s not
usingyour fingers to cheer
yourselfup butan online
behavioural activation
intervention. Participants
with at least moderate
depression who used the
app spentan average of
around an hour using the
app and showed a modest
improvementin depression
symptoms after 12 weeks
compared with those
randomised to usual care.

© JAMA Intern Med doi:10.1001/
jamainternmed.2025.0494

Tom Nolan, clinical editor, The BMJ,
London; sessional GP, Surrey
Cite this as: BMJ 2025;389:r790

linear erythematous eruptions include
reactions to bleomycin, peplomycin,

and docetaxel therapy, jellyfish stings,
dermatomyositis, or adult onset Still’s

Patient consent
obtained.

Cite this as: BM/
2025;389:€082709

disease. Therefore, asking patients
about their food habits is important to
differentiate shiitake dermatitis from

other conditions.

Chao-Jung Chen, Shuang Ho Hospital, Taipei
Medical University, Taiwan; Yu-Chen Huang
(dhist2002@yahoo.com.tw), Wan Fang
Hospital, Taipei Medical University, Taiwan

thebmyj | 3-10 May 2025

MINERVA From the wider world of research

Hypertension in older people
The arterial side of the vascular
system becomes stiffer with

age and intensive treatment of
hypertension in older people might
do more harm than good if it leads
to falls or cerebral hypoperfusion.
Observational data from a large

US survey suggest that this isn’t a
practical concern (J Am Coll Cardiol
doi:10.1016/j.jacc.2025.01.033).
Intensive control of systolic blood
pressure, to a target of <130 mm
Hg, was associated with reduced
cardiovascular mortality in
patients aged 80 and older.

Laboratory tests in
pregnancy

A vast dataset of 40 million
laboratory test results, obtained
from 300000 pregnant women
during a 140 week period that
spanned preconception, gestation,
and the postpartum period, tells us
what we already knew—although in
more detail (Sci Adv doi:10.1126/
sciadv.adr7922). Profound
physiological changes occur during
pregnancy to supply energy for fetal
growth and to prevent the maternal
immune system from rejecting the
fetus. Many test results, including
liver enzymes, albumin, sodium,
and uric acid concentrations don’t
return to baseline for nearly a year
after delivery.

Immunotherapies for
Alzheimer’s disease

If the amyloid hypothesis of
Alzheimer’s disease is correct,
monoclonal antibodies directed
at amyloid beta should slow
down the progression of cognitive
decline. A meta-analysis
combines results from 13 relevant
randomised controlled trials, with
a total of 19000 patients with mild
cognitive impairment or dementia
(PLoS Med doi:10.1371/journal.
pmed.1004568). On average,
people treated with monoclonal
antibodies showed a slower
decline in cognitive performance
than those allocated to placebo,
but the size of the benefit was
disappointingly small.

Tripe palms

Acquired pachydermatoglyphia
is a rare condition characterised
by a rugose hypertrophy of the
palms and hyper-pigmentation of
the palmar creases, which gives
the hands a striking tripe-like
appearance. In more than 90%
of cases, it’s a
paraneoplastic
phenomenon {
(JAMA
Dermatol il g
doi:10.1001/ o 4
jamadermatol.2025.0195). / _?,/
Lung and gastric cancers

are the commonest

underlying malignancies.

Writing is thinking

An article primarily intended

to help graduate students write
up the results of their research
could well be useful to anyone
experiencing writer’s block (Nat
Biotechnol doi:10.1038/s41587-
025-02584-1). Apart from down-
to-earth, practical advice about
ways to tackle tasks that involve
writing, it makes the point that
writing should be thought of as
a central activity for scientists.
Without writing, there is no
thinking and fewer opportunities
for communicating ideas.

3
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Second cancers after a
diagnosis of melanoma

Follow-up of 150000 people
diagnosed with a first primary
melanoma in Australia finds that
nearly a quarter subsequently
developed a second primary cancer
(Am J Epidemiol doi:10.1093/aje/
kwaf068). The commonest second
cancer was another melanoma.
The next most common types were
prostate cancer for men and breast
cancer for women, with a 5 year
risk of around 3%.

Cite this as: BMJ 2025;389:r794
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PRACTICE POINTER

Ask the consultant:

Don Sims

University Hospital Birmingham, Birmingham, UK
Correspondence to: Don.Sims@uhb.nhs.uk

This article was adapted from a BMJ Learning module “Ask the consultant:
Stroke”: https://new-learning.bmj.com/course/10064619

Stroke physician Don Sims provides expert answers
to questions from internal medicine trainees on
treating patients newly diagnosed with atrial
fibrillation, the principles of ischaemic stroke
management, anticoagulation and thrombolysis
thresholds for stroke and transient ischaemic attack,
and how to clinically differentiate an acute stroke
from an old stroke with a secondary diagnosis in the
context of a patient presenting with confusion and
neurological signs.

WHAT YOU NEED TO KNOW

e Long term anticoagulation is indicated for
most patients with a new diagnosis of atrial
fibrillation

e Offer thrombolysis with alteplase or
tenecteplase in patients with acute ischaemic
stroke within 4.5 hours of symptom onset,
and those with unknown onset of events with
confirmatory advanced imaging

e ODbtain early intracranial imaging, ideally
MRI, for patients who present with an atypical
history but features potentially consistent with
stroke

e Anticoagulate people with ischaemic stroke
and atrial fibrillation or flutter within five days
of onset for mild stroke and five to 14 days for
moderate to severe stroke

TESTYOURSELF

A76yearold man is diagnosed with atrial fibrillation

and mitral regurgitation after a fall at home. There is no
significant traumatic injury. He has hypertension, stage

3 chronic kidney disease, angina, hypertension, and
peripheralvascular disease. His CHA,DS,-VASc score is 5,
HAS-BLED score is 2, and ORBIT score is 2, putting him ata
high risk of stroke and low risk of bleeding.

Which one of the following is the most appropriate long term
management option for him for stroke risk reduction?

a. Warfarin

b. Direct oral anticoagulant
c. Enoxaparin

d. Aspirin

e. Clopidogrel

(Answer at end of article)

154

Stroke

0.5 HOURS

LEARNING
MODULE
| J

See learning.bmj.
com for linked
learning module

BM) Learning

When a patient is newly diagnosed with
atrial fibrillation in hospital, what is the best
short term and long term stroke prevention
strategy?

The risk of ischaemic stroke with atrial fibrillation,
depending on presence of other risk factors, ranges from
3% to 15% a year.' The National Institute for Health and
Care Excellence (NICE) recommends that all patients
with new onset atrial fibrillation (AF) who are receiving
no or sub-therapeutic anticoagulation should be offered
heparin in the absence of contraindications until a full
assessment is made and oral anticoagulation established
if deemed appropriate.” The direct oral anticoagulants
(DOACs) allow treatment of patients newly diagnosed
with transient ischaemic attack (TIA) in secondary care
clinics with AF to be anticoagulated immediately without
along lead-in time via outpatient anticoagulation clinic
pathways. However, in people with new onset AF, if there
is uncertainty over the precise time since onset, offer oral
anticoagulation as for persistent AF.?

Strongly consider any patient with a new diagnosis of
AF for long term anticoagulation with a DOAC as first-
line treatment, such as apixaban, dabigatran etexilate,
rivaroxaban, or edoxaban. Alternatively, consider a
vitamin K antagonist (such as warfarin) if DOACs are
contraindicated or not tolerated.” DOACs are considered
first-line treatment over warfarin because they are non-
inferior in trials assessing stroke prevention and have
a lower bleeding risk. See box 1 for practical tips when
prescribing either form of anticoagulation.

Assess the risk of stroke and bleeding using the
CHA,DS,-VASc stroke risk score and a bleeding risk
score.” Current NICE and European Society of Cardiology
guidance recommend that anticoagulation is considered
for all men with a CHA,DS,-VASc of 21 and women with
a score of >2, balancing the expected stroke reduction,
bleeding risk, and patient preference.?”®

Evidence review from the NICE guidelines has shown
that the ORBIT bleeding risk score has a higher accuracy
in predicting absolute bleeding risk than other bleeding
risk tools such as HAS-BLED and ATRIA.?” Therefore,
NICE now recommends using the ORBIT bleeding risk
score where possible.

Why don’t we anticoagulate all patients
following acute ischaemic stroke?

One of the major recent developments in stroke medicine
has been the focus on better detection and treatment of
AF, and the appreciation of how antiplatelets, such as low
dose aspirin, are relatively poor in terms of preventing
stroke with a cardioembolic source.®® AF is present

and likely causative in 25% of ischaemic strokes,"

3-10 May 2025 | thebmj



Box 1| Practical tips when prescribing anticoagulation

Direct oral anticoagulants (DOACs)

e Calculate creatinine clearance before prescribing a DOAC, as
apixaban, rivaroxaban, and edoxaban are not suitable when
creatinine clearance is <15 mL/minute

e Dabigatran should be avoided if creatinine clearance is <30
mL/minute

Warfarin

e Use with caution in mild to moderate renal impairment;
needs more frequent monitoring in severe renal impairment’

e Can interact with multiple medications, leadingto an
increased risk of bleeding*

e Allvitamin Kantagonists should be used with caution in
mild to moderate hepatic impairment and avoided in severe
hepaticimpairment®

and in these patients you should strongly consider
anticoagulation.'' '* However, this does not mean that
ischaemic strokes from other causes should necessarily
be treated with anticoagulants, and NICE states that
anticoagulation should not be used routinely for the
treatment of acute stroke.™

The use of antiplatelets (aspirin and, in recent
years, clopidogrel or ticagrelor) is a proven strategy for
preventing strokes not caused by atrial fibrillation.'* ?
About 45% of strokes are caused by atherosclerosis, either
in major vessels (such as the aortic arch or carotid arteries)
or more distal vessels in the brain."’ Treat strokes caused
by atherosclerosis, plaque rupture, platelet aggregation,
and then vessel occlusion by platelet-rich thrombus or
embolism of the thrombus with antiplatelets.™ **

In practice, most clinicians, when finding or suspecting
significant atherosclerosis disease in addition to proven
AF and either could be the cause of stroke, would likely
consider long term anticoagulation monotherapy after
the initial one to two weeks of antiplatelets. The rationale
for this is because anticoagulants may protect against
platelet-mediated disease. The Intercollegiate Stroke
Working Party guidelines (written by representatives
from the Scottish Intercollegiate Guidelines Network,
the Royal College of Physicians, and the Royal College of
Physicians of Ireland) do not currently recommend the
use of an antiplatelet and anticoagulant in conjunction.

The Intercollegiate Stroke Working Party guidelines
strongly recommend, based on high quality evidence,
to treat with 21 days of dual antiplatelet therapy with
aspirin plus clopidogrel (or aspirin plus ticagrelor for
30 days) in people with a non-cardioembolic minor
ischaemic stroke or high risk TIA in the past 24 hours,
and a low risk of bleeding.'*" This is followed by
monotherapy with clopidogrel or ticagrelor."? For
patients with TIA or minor ischaemic stroke who are not
appropriate for dual antiplatelet therapy, clopidogrel
at aloading dose followed by a daily maintenance dose
should be given.'” The guidelines also recommend dual
antiplatelet therapy for three months in people with
ischaemic stroke or TIA due to severe symptomatic
intracranial stenosis."?

European Society of Cardiology guidelines state
that dual antiplatelet therapy (aspirin plus ticagrelor

thelbmj | 3-10 May 2025

or clopidogrel) may be a treatment option in patients
with symptomatic carotid stenosis in the early phase of
minor stroke or TIA. This is often then continued until
definitive surgical correction is undertaken." Long term,
low dose rivaroxaban plus aspirin may be a treatment
option in patients with asymptomatic carotid stenosis or
in those with a history of carotid revascularisation, who
are considered at very high risk because of associated
comorbidities (especially polyvascular patients)."’
However, this strategy is associated with a higher
bleeding risk, and a recent meta-analysis found that the
benefits and risks were finely balanced.'®

The important message is to perform a comprehensive
assessment for AF, including paroxysmal AF, in
patients presenting with ischaemic stroke, as this may
determine treatment with anticoagulants. The presence
of paroxysmal AF has previously been underestimated,
and latest NICE guidance is for patients to undergo longer
periods of monitoring and consideration for implantable
devices in more patients.?

However, if no indication for anticoagulation treatment
is identified, then antiplatelet therapy is the evidence-
proven treatment for prevention of ischaemic stroke.'* *?
The Intercollegiate Stroke Working Party guideline
recommends clopidogrel or ticagrelor as the standard
antithrombotic treatment for long term prevention of
vascular events in people with ischaemic stroke or TIA
without paroxysmal or permanent atrial fibrillation;
use aspirin (75 mg daily) for those who are unable to
tolerate clopidogrel.’” The combination of aspirin and
clopidogrel is not recommended for long term prevention
of vascular events unless there is another indication
(such as acute coronary syndrome, or a recent coronary
stent)."” Treat people with ischaemic stroke with acute
haemorrhagic transformation with long term antiplatelet
or anticoagulant therapy unless the risks outweigh the
benefits.'

A transient ischaemic attack is often defined
as being a transient loss of neurological
function that resolves in under 24 hours.
However, if a stroke is suspected, should
thrombolysis be considered if patients
present within the appropriate timeframe?

The cutoff of 24 hours for the duration of a TIA predates
brain imaging and can be difficult to apply clinically in
the context of modern stroke management. This is for two
reasons:
e [t suggests most TIAs last several hours, when most last
only a matter of minutes or up to an hour or two*’
o It does not reflect the fact that a patient with
neurological symptoms of a TIA lasting 20 hours
will likely have significant damage to neuronal
tissue, whereas “transient” suggests no damage.
These patients are likely to have visible lesions on
diffusion-weighted magnetic resonance imaging (MRI)
demonstrating this damage, so this presentation is
more in keeping with a stroke.
The Intercollegiate Stroke Working Party and NICE
guidelines recommend thrombolysis (with alteplase or
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Box 2| Summary of recommendations from NICE on

thrombolysis for people with acute ischaemic stroke'* *®

e Thrombolysis is recommended for treating eligible adults
with acute ischaemic stroke if:
- Treatment is started as soon as possible within 4.5 hours
of onset of stroke symptoms, and
— Intracranial haemorrhage has been excluded by
appropriate imaging techniques
e Thrombolysis should be administered only within a well
organised stroke service with:
- Stafftrained in delivering thrombolysis and monitoring
for complications
- Nursing staff trained in acute stroke and thrombolysis to
provide level 1 and level 2 care
- Immediate access to imaging and re-imaging, and staff
trained to interpret the images
o Staffin emergency departments can administer thrombolysis
fortreating ischaemic stroke if:
— They are appropriately trained and supported, and
- Patients can be managed within an acute stroke service
with appropriate neuroradiological and stroke physician
support
e Protocols must be in place for delivering and managing
intravenous thrombolysis, including post-thrombolysis
complications

tenecteplase) in patients with acute ischaemic stroke
within 4.5 hours of symptom onset (box 2)."**? The
Intercollegiate Stroke Working Party guidelines also
recommend that patients with acute ischaemic stroke
who were last known to be well more than 4.5 hours
earlier should be considered for thrombolysis with
alteplase if treatment can be started between 4.5 and 9
hours of known onset, or within 9 hours of the midpoint
of sleep if a patient has woken with symptoms, and the
guidelines report evidence from computed tomography
(CT) or magnetic resonance perfusion (core-perfusion
mismatch) or MRI (diffusion-weighted imaging (DWI) and
fluid-attenuated inversion recovery (FLAIR) mismatch)
of the potential to salvage brain tissue.'? Consider
interventions such as mechanical thrombectomy up to
six hours or more following onset of symptoms, although
this is not always readily available across some of the UK
and other regions." *

If the patient is rapidly improving, and therefore very
likely to have had a TIA, in my clinical experience it may
be reasonable to observe. However, you should not delay
to assess whether some unseen improvement is coming.
The original product licence for alteplase recommended
that symptoms should be present for at least 30 minutes
before drug delivery on the assumption that this would
exclude most genuine TIAs. This length of time has
nearly always elapsed by the time of the first assessment
in the emergency department, so further delays
should be avoided. For patients who have only minor
apparent events, treatment with thrombolytics may not
be indicated—most trials exclude patients without a
disabling stroke. However, what is considered disabling is
hard to quantify, and low scores, as measured by the NIH
Stroke Scale/Score," involving speech and vision can still
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Fig 1|CT scan showing the hyperdense middle cerebral artery sign in the left hemisphere

be disabling. Use clinical judgment and discuss risks and
benefits with patients and their care givers.

Patients who have had a TIA may develop a full stroke
within the next 48 hours. Since the use of vascular
imaging has become widespread in routine practice,
in my experience it has become more common to
see patients with what was thought to be a TIA who
have significant thrombus occlusion in the cerebral
circulation. These patients may be maintaining
neurological function only temporarily with collateral
vessels, and their condition may worsen.

If a patient is confused and has focal
neurology, clinically, how can you determine
whether this is due to an acute stroke or to an
old stroke with a secondary diagnosis?

Clinically, it can be difficult to differentiate between

an acute stroke and an old stroke with a secondary
diagnosis. In my experience, patients with an acute
stroke as the primary diagnosis are not usually confused,
though receptive dysphasia can be mistaken for
confusion. However, as with any medical condition,
delirium can occur after a stroke. Patients who have
delirium following an infection may demonstrate other
clues to the cause of their confusion, such as fever and
raised inflammatory markers.

Symptoms of delirium include®’:

Fluctuations in consciousness level

Agitation

Loss of concentration

Hallucinations (less common).

3-10 May 2025 | thebhmj



Fig 2| CT scan showing loss of grey-white differentiation with sulcal effacement in the left
hemisphere (circle)

Symptoms of delirium are not usually present in
patients with stroke alone, although stroke itself may
cause delirium. This highlights the importance of brain
imaging to distinguish between the two causes.

Pragmatically, patients should be given thrombolysis
only in the event of a clear clinical stroke.'' '* Confused
patients with minor or vague neurology should not
be treated with thrombolysis routinely.'* ** However,
clinical assessment has limitations, and in my experience
many people are not diagnosed with stroke until
confirmatory imaging. This is especially the case in
patients with strokes in more unusual areas of the brain,
such as away from the middle cerebral artery territory,
who present with limited neurology and confusion (for

TESTYOURSELF (REVISITED)

example, infarctions of the thalamus or non-dominant
frontal lobe).

It is therefore prudent to consider early CT or preferably
MRI, where possible, for this clinical scenario. An old
stroke should be readily visible. With modern multi-
slice CT scanners, patients with acute stroke often have
visible, albeit subtle, signs of ischaemic damage even in
the hyper-acute situation (70% sensitivity for detection
when using CT angiography source data).”' Changes such
as the hyperdense middle cerebral artery (fig 1), loss of
grey-white differentiation and sulcal effacement (fig 2)
are visible in many patients.”

How long after thrombolysis should you
consider anticoagulation for patients with
atrial fibrillation?

Anticoagulation was historically started two weeks
after an ischaemic stroke irrespective of whether the
patient received thrombolysis, balancing the risk of
haemorrhagic transformation of the infarction with the
risk of leaving patients unprotected from their AF.

The updated Intercollegiate Stroke Working
Party guideline suggests a graduated approach to
anticoagulation in patients with an ischaemic stroke
or TIA and AF." Consider anticoagulation in people
with ischaemic stroke and AF or flutter within five days
of onset for mild stroke and five to 14 days of onset for
moderate to severe stroke.'? In those with a TIA, start
anticoagulation immediately, once brain imaging has
excluded haemorrhage, with an agent with a rapid
onset."

Whether the patient received thrombolysis on
presentation should not necessarily affect when
anticoagulation is started. If there has been significant
haemorrhagic transformation of the infarction, some
clinicians may delay starting anticoagulation beyond two
weeks, but there are no clear guidelines covering this area
of practice. If there is a full recovery with thrombolysis
(or mechanical thrombectomy), consider starting
anticoagulation substantially earlier.'?

Competing interests: None declared.

Cite this as: BMJ 2025;388:r436
Find the full version with references at http://dx.doi.org/10.1136/bmj.r436
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B (Direct oral anticoagulant) is the correct answer.
NICE recommends that all patients with new

not tolerated.” DOACs are considered first-line
treatment over warfarin because they are non-

To obtain accredited continuous
professional development points,
complete the full BM) Learning
module at https://new-learning.
bmj.com/course/10064619.
The module contains eight
additional questions submitted
by users of BM) Learning,
including therapeutic cooling,
posterior circulation stroke,
stroke recovery, and mechanical
thrombectomy.

thelbmj | 3-10 May 2025

onset AFwho are receiving no or sub-therapeutic
anticoagulation should be offered heparin in

the absence of contraindications until a full
assessment is made and oral anticoagulation
established if deemed appropriate.” However, in
people with new onset AF, if there is uncertainty
overthe precise time since onset (as in this
scenario), oral anticoagulation should be offered
as for persistent AF.2 Options include a DOAC such
as apixaban, dabigatran etexilate, rivaroxaban,
and edoxaban, or a vitamin Kantagonist (such

as warfarin) if DOACs are contraindicated or

inferiorin trials assessing stroke prevention and
have a lower bleeding risk.

Aspirin and other antiplatelet therapies such
as clopidogrel are not appropriate treatments
for stroke prevention in a patient with atrial
fibrillation because they are less efficacious than
DOACs or warfarin in reducing stroke risk and
carry a similar bleeding risk, especially in older
adults.”?

Enoxaparin may be a suitable choice initially, as
it provides full anticoagulation, but for long term
stroke prevention oral options are preferable.
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GUIDELINES

Adrenal insufficiency: identification and
management—summary of new NICE

guidance

Saoussen Ftouh, Madelaine Zucker, Anh Tran, Sally Tollerfield, Kaz Williams, Helen Simpson on behalf of the Guideline

Development Group

Full author details on bmj.com
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Further information about the guidance, a list of members of the guideline
development group, and the supporting evidence statements are in the full
version on bmj.com

Adrenal insufficiency is the inadequate production of

the hormone cortisol from the adrenal glands. Global

prevalence ranges from 0.4/100 000 (South Korea)

t0 15-22/100 000 (Nordic countries) for primary

adrenal insufficiency, and 14-28/100 000 (Spain and

UK) for secondary adrenal insufficiency.’ It is often

unrecognised, which can lead to adrenal crisis and,

if not identified and treated, death. From July 2018

to July 2020, NHS England National Reporting and

Learning System identified 78 incidents related to

adrenal insufficiency, including two deaths and six

incidents of severe harm to patients across England.’
Care is variable across the UK but there is a

lack of understanding on who is at risk of adrenal

insufficiency, how to test for it, and how to manage

a life threatening adrenal crisis promptly. Here we

summarise newly published guidelines from the

National Institute for Health and Care Excellence (NICE).

Recommendations

NICE recommendations are based on systematic reviews
of best available evidence and explicit consideration of
cost effectiveness. When minimal evidence is available,
recommendations are based on the guideline committee’s
experience and opinion of what constitutes good
practice. Evidence levels for the recommendations are in
the full version of this article on bmj.com.

WHAT YOU NEED TO KNOW

e Adrenal insufficiency is often unrecognised and can lead to
adrenal crisis and death if not identified and treated

e Offer an 8-9am serum cortisol test to people aged one year and
older with suspected adrenal insufficiency

e Treat adrenal crises with hydrocortisone and fluid rehydration,
and transport the patient to hospital quickly

e Discuss the following with patients who have confirmed adrenal
insufficiency: sick day rules, how to administer emergency
hydrocortisone, and the need for extra hydrocortisone cover when
faced with stressors, including intercurrent illness
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Presentation

Adrenal insufficiency can be primary, secondary, or tertiary
(box 1). The symptoms and signs of adrenal insufficiency
are common to many conditions. They are listed in the
order of most to least clinically distinguishing from other
conditions and were based on guideline committee
opinion and evidence review of six small cross sectional
studies. There were concerns around the applicability

of the study populations, including people with specific
conditions such as human immunodeficiency virus or
liver cirrhosis. Therefore, the guideline committee based
their recommendations on consensus opinion, drawing
on their experience and knowledge of the risk of adrenal
insufficiency that is associated with drugs and coexisting
conditions and comorbidities (eg, type 1 diabetes or
hypothyroidism, hypothalamo-pituitary tumours) and
their respective treatments.

The evidence informing the recommendation that
people at increased risk includes those who have
recently taken glucocorticoids (including duration of
treatment thresholds) was based on consensus opinion
and informed by clinical guidelines endorsed by the UK
Society of Endocrinology and a systematic review and a
meta-analysis.>”

Isolated non-specific symptoms, such as lethargy or
diarrhoea, are too general as indications for testing,
and might lead to overtesting. Symptoms need to be
persistent, over the course of weeks or months, and other
potential causes ruled out before further investigation.
Unexplained hyperpigmentation might be all over the
body or in specific areas, such as surgical scars or buccal
pigmentation.

Consider adrenal insufficiency in people with
unexplained hyperpigmentation, or when there is no
other clinical explanation for the presence of one or more
of the following persistent symptoms, signs, or features:
o Weight loss
e Salt craving
e Nausea or vomiting
e Lack of appetite or unable to eat a full meal
e Diarrho