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Tracking cancer evolution

Non-small-cell lung cancer
treatment

Let’s look at JAMA and the latest
randomised clinical trial in non-smallcell lung cancer. Not many trials of
this kind appear in JAMA these days,
and those that do tend to be negative.
I take this as an accolade to the
journal’s editorial policy, as outlined
in an article by the editors last week,
and I suspect it has cost them a lot of
reprint revenue from pharma sponsored
studies. Anyway, let’s go back to those
poor human beings with advanced
non-small-cell lung cancer. Their
mean overall survival in this trial was
8 months. During this time they were
given docetaxel plus placebo, with a
45% rate of adverse effects (grade 3 or
above), or docetaxel plus selumetinib,
with a 67% rate of severe adverse events.
So we now know that among patients
with previously treated advanced
KRAS-mutant non-small-cell lung
cancer, the addition of selumetinib to
docetaxel does not provide benefit over
docetaxel alone. This is disappointing,
since logically a mitogen activated
protein kinase inhibitor might have
been expected to work in the presence
of this mutation. But perhaps those
chromosome instabilities were too
extreme by this point, and lethal clones
were multiplying in all directions. Maybe
by this stage palliative care would be
kinder than docetaxel, and more life
prolonging.
̻̻JAMA doi:10.1001/jama.2017.3438
̻̻JAMA doi:10.1001/jama.2017.4563

Since Vinay Prasad and Bishal
Gayawali blazed onto the oncology
scene, it’s been a relief for me
to leave the subject in their
capable hands. Through their
close examination of the original
research, they are able to tease out
the true advances from the hype,
and bring some sense of reality
and indeed morality to the stenchy
world of oncobillionairism. As
Vinay put it in a tweet the other
day, “I’ve no problem that much
basic research is unlikely to result
in therapies in near future. I do
have a problem when many pretend
otherwise.”
Commendably, then, a recently
published original study of patterns
of evolution within non-small-cell
lung cancer does not end with
a welter of speculation about
exciting therapeutic possibilities.
The final sentence reads: “In the
analysis presented here, we provide
a census of driver events in early
stage non-small-cell lung cancer
in relation to clonality and show
that chromosomal instability is not
only a significant driver of parallel
evolution, but also a predictor of
poor outcome.” So the main gain
here is scientific and prognostic.
For an actual person diagnosed
with non-small-cell lung cancer
today there is no immediate benefit.
Quite the opposite: if I had the
condition I would not want to know
the chromosomal instability of
my tumour. However, if someone
wanted to sample my cancer in
the context of truly scientific,
truly shared research for patient
benefit in the future, I would gladly
consent, replying “moriturus te
salutat” (“One who is about to
die wishes you good fortune,” as
the gladiators said to Caesar). On
the other hand, if I was asked by
someone who wanted to make

a lot of money out of the data, I
might just be tempted to use my
last gladiatorial opportunity for
homicide.
̻̻N Engl J Med doi:10.1056/
NEJMoa1616288

FDA approved does not mean
safe
Last week, an article in The BMJ led
by a Yale medical student showed
how few drugs and devices fast
tracked by the US Food and Drug
Administration ever received proper
validation by subsequent studies.
Now there’s another FDA related
paper from the same team. This time
the lead author is Nick Downing, who
previously got two articles into the
leading journals as a Yale medical
student. They sure look after them
good over there at Yale. How unlike
the FDA, which seems unable to
do anything much to protect the
interests of the American people:
“Among 222 novel therapeutics
approved by the FDA from 2001
through 2010, 71 (32.0%) were
affected by a postmarket safety
event. Postmarket safety events were
more frequent among biologics,
therapeutics indicated for the
treatment of psychiatric disease,
those receiving accelerated approval,
and those with near regulatory
deadline approval.” I guess I should
explain, for those old enough to
remember when words kept to their
original meaning, that a “safety
event” means a danger event severe
enough to warrant public airing.
This amazingly thorough review
only stopped looking at the end of
February 2017. From now on the USA
is just one big safety event. One can
only hope that the Trump Event falls
short of total national catastrophe,
but gets close enough to it to act as a
warning for the rest of the century.
̻̻JAMA doi:10.1001/jama.2017.5150
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10-MINUTE CONSULTATION

A snoring child

READING
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The parents of a 4 year old child complain
that he is snoring loudly, is restless during
sleep, and is irritable during the day.
Snoring occurs in 8%-15% of children,
while obstructive sleep apnoea occurs in
1%-4%.1 2 The spectrum of sleep disordered
breathing extends from normal breathing
and uncomplicated snoring through to
obstructive sleep apnoea, with increasing
degrees of airway obstruction (fig 1). Parents
are often concerned about snoring because
of the disordered breathing and behaviour
changes that sometimes accompany it, and
the possibility of an underlying medical
cause. This first consultation will help to
discriminate obstructive sleep apnoea from
uncomplicated snoring. Snoring results
from turbulent airflow and vibration of soft
tissues. In children, the primary cause of
airflow turbulence is hypertrophied tonsillar
and adenoid tissue (fig 2). This induces a
narrowed pharyngeal lumen, which is further
exacerbated by reduced pharyngeal tone
during sleep. In obstructive sleep apnoea,
more severe airflow obstruction results in
intermittent hypoxaemia and hypercapnia,
frequent arousals, and sleep fragmentation.3
Obesity is also a risk factor for obstructive
sleep apnoea in children, but is not the main
driver as it is in adults.4 5
Competing interests: None declared.
Cite this as: BMJ 2017;357:j2124
Find the full version with references at
http://dx.doi.org/10.1136/bmj.j2124

WHAT YOU NEED TO KNOW
•   Around one in 10 of children snore,
but only 1%-4% of children have
obstructive sleep apnoea
•   Refer children with a history of
snoring and any additional features
of obstructive sleep apnoea to an
otolaryngologist
•   Treatment can include intranasal
steroids, adenotonsillectomy, and
weight loss if indicated
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History
In their own words, ask the parents and child LEARNING
to explain what the problem is and
how it is affecting them. Ask about
the presence
of one or more of the following
MODULE
READING
features that raise the probability of obstructive sleep apnoea. The presence or
absence of any single feature does not predict or exclude obstructive sleep apnoea,
but the association of any additional features with snoring should prompt referral
(table below).
Night features
•   Snoring—how often does this occur and when did it start or get worse?
of sleep does the child usually get?
•   Restless or disturbed sleep—how many hoursLEARNING
MODULE
How often is sleep broken? READING
•   Obstructive apnoeas—does the child stop breathing completely for periods at night
HOURS
where it looks as if they are0.5
trying
to breathe, are grunting, gasping, or choking?5
Home videos recorded by parents can be predictive of obstructive sleep apnoea6
•   Enuresis—Is there new enuresis? New enuresis in the setting of previous night time
continence may occur in obstructive sleep apnoea
Day features
•   Is the child irritable or excessively tired by day?
•   When awake, does the child predominantly breathe through their mouth?
•   Is there nasal quality of speech, which might indicate the presence of nasal
obstruction secondary to septal deviation, adenoid, or turbinate hypertrophy?
•   Is there developmental delay or behavioural problems such as symptoms of
attention deficit hyperactivity disorder, depression, aggression, or abnormal social
behaviours?4
Medical history
Consider conditions that can predispose children to obstructive sleep apnoea,
including recurrent tonsillitis or nasal obstruction. Also consider:
•   Previous adenotonsillectomy (residual obstructive sleep apnoea is not
uncommon)
•   Allergic rhinitis
•   Muscle weakness, hypotonia
•   Craniofacial abnormalities
•   Cerebral palsy and other neuromuscular conditions
•   Syndromes such as Down’s syndrome,1 5Prader-Willi, and mucopolysaccharidoses
•   Obesity
Differential diagnoses for disordered breathing
Condition
Primary snoring

Allergic rhinitis

Adenoidal
hypertrophy
Laryngomalacia

Central sleep
apnoea

Typical features
No apnoeas, daytime sequelae,
developmental, nor growth
concerns
Rhinorrhoea, itch, sneezing,
mucosal inflammation, swollen
turbinates
Poor nasal air flow, nasal voice,
mouth breather, recurrent otitis
media
Occurs in infancy. Stridor, worse
with distress/feeds/upper
respiratory tract infections. Can
be associated with snoring and/
or apnoeas.
Apnoeas without respiratory
effort

Investigations
None

Management
Reassure, monitor

Consider skin prick/
radioallergosorbent
testing
Lateral neck
radiograph

Avoid allergens. Try
antihistamines, intranasal
steroids2
Refer if associated with sleep
disordered breathing. Consider six
week trial of intranasal steroids2
Varies with severity. Can cause
obstructive sleep apnoea

Requires assessment
of airway by
otolaryngologist

Refer to a
paediatrician

Varies with cause
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WHAT YOU SHOULD DO
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Examination
•   Growth—look for obesity or evidence
of faltering weight.
•   Phenotype—note syndromic and
craniofacial abnormalities (such as
micrognathia), adenoid facies (long,
open mouthed face suggestive of
enlarged adenoids), and midface
hypoplasia.
•   Audible signs—listen for mouth
breathing, stertor (coarse, inspiratory
nasal noise), and hypernasality.
•   Nasal passages—look for nasal
obstruction; deviated nasal
septum, mucosal inflammation, or
hypertrophy and swollen turbinates.
•   Oropharyngeal examination—note
tongue and tonsil size. Large tonsils
are a sensitive but non-specific
feature.3 Look for asymmetry or an
abnormal palate.
•   Ears—children with adenotonsillar
hypertrophy often have co-existing
otitis media.

Management
Reassure parents if their child has
uncomplicated snoring and no
additional symptoms or features, as
these children are unlikely to have
obstructive sleep apnoea.4 Arrange to
see them again in the coming months
and refer them if any new concerns
develop.
Children with snoring and any
additional features of obstructive
sleep apnoea should be referred to an
otolaryngologist.2 4 These children often
undergo adenotonsillectomy although
there is emerging evidence that watchful
waiting and intranasal montelukast
might be effective alternatives

No disease

to adenotonsillectomy in some
circumstances.7 8 Where there is doubt
about the diagnosis, polysomnography
(continuous recording of physiologic
variables during sleep) is the gold
standard investigation to confirm or
exclude obstructive sleep apnoea.4
In addition to referral, advise
weight loss for an overweight child
with features of obstructive sleep
apnoea.9 If there is nasal obstruction
and mild features of obstructive sleep
apnoea,5‑11 consider a trial of intranasal
steroids for six weeks while awaiting
otolaryngologist review, according to
local guidelines.

Disease

Normal
breathing

Occasional
snoring

Regular
snoring

Upper airway
resistance
syndrome

Mild
sleep apnoea

Moderate
sleep apnoea

Severe
sleep apnoea

Fig 1 | Spectrum of symptoms and signs seen in sleep disordered breathing
Normal anatomy

Common causes of sleep apnoea
Open airways allow air to flow easily

Air

Adenoidal
tissue

Large tonsils and adenoids make
airflow more difficult

Air

Swollen adenoidal
tissue

Palate

Tongue

Tonsils

Large tonsils

Throat

EDUCATION INTO
PRACTICE
• If a parent is worried
about their child’s
snoring, what features
in the history and
examination will help
you distinguish between
primary snoring and
obstructive sleep
apnoea?
• Based on reading this
article, is there anything
you would do differently
in your practice?

Fig 2 | Turbulent airflow caused by hypertrophied tonsillar and adenoid tissue
the bmj | 20 May 2017											
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Disturbed grief: prolonged grief disorder and
persistent complex bereavement disorder
Paul A Boelen,1 2 Geert E Smid2
What defines these disorders?
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The Diagnostic and Statistical Manual of Mental Disorders
(DSM) and international classification of diseases
0.5 HOURS
Each individual’s grief process is unique. The
(ICD) offer definitions to support clinicians to identify
READING
concept of stages of grief occurring in a specific
disturbed grief. DSM (5th
edition) has introduced criteria
LEARNING
order is a popular, yet inadequate representation
for persistent complex bereavement disorder (PCBD)
MODULE
READING
HOURS
of what grieving people go through.1 Doctors from
categorised as one 0.5
of the
“other specified trauma- and
5
any specialty can identify bereaved patients who
stressor-related
disorder.”
The forthcoming 11th edition
0.5 HOURS ̻̻http://learning.
LEARNING
are struggling for longer, or more severely than
of
the
ICD
will
include
prolonged
grief disorder (PGD).6 7
bmj.com for linked
MODULE
most. Defining when this grief becomes disturbed or
The term PGD is used throughout this article because
learning module
pathological is difficult, and has been the subject of
most of the research drawn upon relates to PGD rather
0.5 H OU RSthan PCBD.
recent classification and debate.
PGD differs from normal and uncomplicated grief, not
LEARNING
MODULE
READING
in terms of the nature of grief reactions, but rather the
WHEN TO SUSPECT PROLONGED GRIEF DISORDER
distress and disability caused by these reactions and their
• If, more than six months after the death of someone close, patients present with
persistence and pervasiveness.6 8 The symptoms occur
persistent, distressing, and disabling grief reactions that are out of proportion to or
transiently in many bereaved individuals, but it is only
inconsistent with cultural, religious, or age appropriate norms
when these reactions are experienced on more days than
• If, more than six months after a loss, patients present with persistent, distressing,
and disabling separation distress, difficulties with confronting the reality and
not, causing severe distress and impairment in important
irreversibility of their loss, and report a pervasive sense of meaninglessness about life
areas of functioning more than six months after loss, that
LEARNING
without the deceased loved one
a PGD diagnosis is applicable.
MODULE
READING
The distress in individuals with PGD might be
maintained by negative thoughts and avoidance
EDUCATION INTO PRACTICE
0.5 HOURS
behaviours, and by sensitivity to loss-related stimuli. For
• Do you consider screening for grief symptoms in situations other than after
example, following a loved one’s death in a road traffic
bereavement, such as after migration, disappearance of a loved one, or after a
physical or mental health diagnosis?
incident, images of a particular car or media coverage of
• How might you incorporate the grief task model into your clinical practice when
other accidents might trigger images of the accident and
caring for a recently bereaved patient? How might you explain the grief task model
associated pain.
to your patients?
Few epidemiological studies have examined the
prevalence of PGD. Studies based on earlier definitions
of PGD indicate that the condition occurs in about 5% of
WHAT YOU NEED TO KNOW
bereaved individuals.10 11 A recent systematic review and
•   When confronted with the death of a loved one, most people
meta-analysis indicates that 10% of bereaved adults are
experience transient rather than persistent distress, and do not
at risk of PGD.12
develop a mental health condition.
READING

•   Bereavement, specifically the sudden, unexpected death of a loved

one is associated with an elevated risk for multiple psychiatric
disorders.
•   Consider prolonged grief disorder (PGD) in people with ongoing
separation distress beyond the first six to 12 months of bereavement.
•   PGD occurs in approximately 10% of bereaved individuals, with
an increased risk following the death of a partner or child and
loss due to unnatural or violent circumstances, and among people
vulnerable to mental health conditions.
•   Psychological treatments addressing the pain and consequences
associated with the irreversibility of the separation can be effective.
•   Emerging evidence provides limited support for pharmacological
interventions.
HOW PATIENTS WERE INVOLVED IN THIS ARTICLE
One patient endorsed this article and described it as a “road map.”
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Who is most at risk?
There is evidence for elevated risk of PGD among women
and people with lower levels of education.24 Personality
traits associated with PGD include insecure attachment
and neuroticism.25 The nature of the relationship with the
deceased is important: the death of a partner or child is
associated with PGD.24 Losing a person with whom one
had a close and supportive relationship increases the
risk.26‑28
More severe grief is associated with unnatural and
violent loss, due to homicide, accidents, criminal attacks,
suicide,29 30 and unexpected death.31 Elevated risk of
persistent distress following unnatural loss has been
observed in immigrant ethnic minorities,32 refugees, and
groups affected by conflict.33
20 May 2017 | the bmj

Can PGD be prevented?

PATIENT PERSPECTIVE

Psychological interventions
Universal or primary prevention in those without
risk factors is largely ineffective.46‑48 Indicated or
secondary prevention in subgroups with heightened
risk for persistent grief are more effective, yielding
small to modest effects, particularly among people
who self refer, motivated for preventive care, and
who report elevated emotional distress.46‑48 Recently,
family focused therapy for high risk families of
advanced cancer patients, starting during palliative
care and continuing into bereavement, was found to
reduce statistically significantly the risk that people
developed PGD, in comparison with standard care.49

PRIYA SUNDRAM

Self help
One study examined a writing intervention that was
delivered by email (without personalised therapist
feedback) to bereaved individuals who had no risk
factors. The intervention yielded no statistically
significant change in grief symptoms and coincided
with high (46%) participant dropout.50 Another
recent study evaluated an online therapist assisted
intervention for bereaved care givers of recently
deceased cancer patients who reported clinically
significant and disabling PGD symptoms at three
to six months after loss.51 This intervention yielded
lower dropout (17.3%) and led to statistically and
clinically significant reductions in PGD, posttraumatic stress disorder, depression, and anxiety
that were maintained over time.

One woman whose daughter died writes about her experiences with grief
“On July 18, 2012, our 14 year old daughter
J was diagnosed with leukaemia and
haemophagocytic lymphohistiocytosis,
a disease that strikes one in 1.2 million
people. She died within 12 weeks of getting
these diagnoses. Our world collapsed. Three
months before, she was shining and had such
a lust for life and now we had to bury her. What
I feel since then is indescribable. An intense
pain. The pain of me missing J is not even the
worst. It is the pain of her not being able to
enjoy life. That pain is inhuman. Our whole
family is broken. My son not only lost his sister
but also his parents.
Our future is gone. J was involved in all plans
we had. Everything is changed. With her
death a part of me died. I feel like a zombie.
I am angry at everybody. Angry at old people
getting old. Angry at people that, other than
J, recover from their illnesses. I often wonder
if things would have gone differently, if we
would have done things differently. The
feeling that I might bring her back, if only I’d
find a solution how.
All kinds of things elicit strong feelings.

Seeing girls of J’s age hanging around town.
Hearing songs that were played at J’s funeral.
We no longer celebrate birthdays and skip
public holidays. I visit the grave every day.
That’s the only thing I can do for her: make
sure her grave looks wonderful. Life goes on,
but for us it will always be October 8, 2012.
The day J died.
We are also living in fear. If our son has fever,
we fear for the worst. When doctors say there
is only a small chance that something is badly
wrong, we don’t believe that.
We did it without help for six months. After
searching for help for some months we
found psychological help. Now, three and
a half years later, we still have sessions. My
psychologist and I watched a video of our final
holiday with J. This has helped me a lot. The
sessions with the psychologist and talking
with J’s doctors have convinced me that there
is nothing I could have done to prevent this
from happening. The intense pain will always
remain and my head will always be full. That’s
why the sessions with the psychologist are
important.

Medication
To our knowledge, no studies have yet examined the
effects of preventive drug interventions.
Worries about medicalisation of grief
Concerns have been expressed that recognition of
PGD as a mental health condition could stigmatise
those receiving the diagnosis, or might undermine
their coping self efficacy and support from friends
and family. However, as supported by research,3
establishment of the PGD diagnosis confers
important advantages as it can be relieving and
comforting to those receiving the diagnosis, can
facilitate understanding and recognition from the
environment, and turn self blame about “being
unable to cope” into confidence that treatment
might help.
Worries about medicalisation of grief have also
been voiced in reaction to the changes in diagnostic
criteria for major depression in DSM-5,5 which allow
clinicians to consider a diagnosis of depression
in treatment-seeking patients after two weeks
following the loss of a loved one. If the criteria for
major depression are met, then the clinician should
carefully assess whether a conservative watch
and wait approach is sufficient or whether suicidal
ideation, major role impairment, or a substantial
clinical worsening warrant treatment.
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PGD IN CHILDREN
• Criteria for persistent complex bereavement
disorder in DSM-5 for children are similar to
those for adults, except that the condition can
already be classified at six months after loss (12
months in adults).
• The estimated prevalence of PGD in children
is between 5% and 10%.38 PGD symptoms are
associated with impairments in functioning and
depression. Symptoms can manifest differently
in children than in adults—for example, in an
obsession with death during play.5
• Meta-analyses show that interventions can
reduce the severity of grief reactions in children
without PGD symptoms with small to moderate
effects,40 and with relatively greater effects in
children with symptoms. Interventions that
include confrontation with the most distressing
aspects of the loss are particularly helpful
(as opposed to interventions including no
confrontation).
• Treatments found to be effective in single
controlled studies are the group based Family
Bereavement Program and trauma and grief
component therapy developed for adolescents.
• Cognitive behavioural interventions show a
reduction in PGD in uncontrolled studies.44 45

TIPS FOR NON-SPECIALISTS
• Grief is a normal reaction when you lose
someone close. Over time, coping with the
consequences of loss should become easier.
• Some people are more likely to experience
difficulties in recovery, such as those who have
lost a child or partner, suffered loss to a violent
cause (eg, homicide, road traffic incident), and
were already socially or emotionally vulnerable
before the loss.
• People can experience a variety of feelings,
including yearning, sadness, anger, fear, and
guilt, as well as difficulties in accepting the loss,
and might believe that life is meaningless since
the loss. These symptoms can come and go.
• During the grieving process a person might have
difficulty in thinking about the consequences
of the loss, handling the associated pain,
maintaining positive views on life and the future,
and adjusting their plans. These experiences do
not necessarily signal disturbed grief.
• Disturbed grief might occur when processing
the implications, pain, and reality of the loss
continues to be disabling and distressing
beyond the second half of the year of
bereavement.
• There is some uncertainty on whether and which
treatments help most. People experiencing
distressing and disabling grief reactions six
months on from the loss might benefit from
psychological interventions to foster adaptive
thinking and coping. People who lost someone
in traumatic circumstances, or those who have
other mental health problems might need help
sooner.
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Can PGD be treated?
Psychological interventions
There are still relatively few controlled
studies examining psychological
treatments for PGD. Recommended
psychological therapies, tested in at
least two independent and controlled
studies, include “complicated grief
treatment” (encompassing elements of
exposure, cognitive restructuring, and
interpersonal therapy)52‑54; cognitive
behavioural therapy (combining
exposure and cognitive interventions)55 56;
and therapist assisted online cognitive
behavioural therapy (encompassing
exposure, cognitive interventions, and
behavioural activation applied using
writing assignments) 57 58 (see box right).
See bmj.com for a summary of the six
controlled studies testing “complicated
grief treatment,” cognitive behavioural
therapy, and internet based therapy.
Promising interventions tested in single
controlled studies include behavioural
activation,59 cognitive narrative therapy,60
and integrated cognitive behavioural
therapy.61 Interpretative and supportive
time limited group therapies 62 63 are
promising interventions not compared
with waiting list or alternative treatment
but yielding moderate effects on PGD
reduction.
Self help interventions
Apart from the aforementioned studies on
internet based therapist assisted cognitive
behavioural therapy,57 58 to our knowledge,
no other controlled studies have examined
self help interventions for PGD.
Psychological first aid
In situations of traumatic bereavement—for
example, in accidents or criminal attacks,
first responders and disaster relief workers
can provide “psychological first aid.”64
These individuals can establish contact,
promote safety and comfort, gather
information regarding current needs and
concerns, provide practical assistance, and
encourage connection with medical and
social support resources.64 Psychological
first aid was developed from expert
consensus, and is an important area for
future research.65
Pharmacological interventions
Studies on pharmacotherapy for PGD
and depression related to bereavement
provide evidence for the efficacy and
safety of antidepressant medications,

Psychological interventions for prolonged
grief disorder
Exposure interventions:Designed to
minimise avoidance of situations, thoughts,
and memories associated with the loss.
Aimed to encourage verbalisation and
exploration of the implications of the
separation by, for example, recounting or
writing about the loss.
Cognitive interventions:Designed to identify
and modify negative cognitions that block
confrontation with, elaboration of, and
adjustment to the loss.
Behavioural activation:Designed to enable
active adjustment to the loss, encourage
continuation of meaningful roles and
activities, and to reduce depressive
avoidance gradually increasing engagement
in activities.

including the selective serotonin
reuptake inhibitors citalopram,53
escitalopram,66 67 and paroxetine,68 the
tricyclic antidepressants desipramine69
and nortriptyline,70 71 and bupropion.72
In most, pharmacotherapy was used
to target depression rather than PGD,
and, accordingly, yielded considerably
greater reductions in depression
symptoms. However, beneficial effects of
pharmacotherapy for both depression and
PGD might be expected since conditions
share underlying mechanisms, including
negative cognitions and reduced activity.
In a recent large scale controlled
study,53 citalopram alone or placebo
were compared with “complicated grief
treatment” combined with citalopram
or placebo. Results indicated that
citalopram augmented the effects
of “complicated grief treatment” on
depression but not on PGD, and that
citalopram alone did not substantially
reduce depression. Antidepressant
treatment can be considered as an
adjunct to psychotherapy for patients
with PGD, and can also be considered
for comorbid depression associated
with major role impairment, substantial
clinical worsening, or suicidality. In such
situations, medication should be offered
in addition to (rather than instead of)
psychosocial interventions and attempts to
optimise social support. Benzodiazepine
treatment is generally not recommended,
since it carries the risk of dependence
and can interfere with learning and
memory functions that are important
for psychological adaptation to loss. In a
naturalistic study, benzodiazepines did
not improve outcomes.73
20 May 2017 | the bmj

Identifying
abnormal grief

Suggested diagnosis thresholds

It is normal for feelings of grief to follow loss.
However, severe feelings lasting six months or
more can indicate a diagnosis. The condition has
two commonly used names, under different
classification systems. There is substantial overlap
between the two sets of diagnostic criteria
(represented by the purple shaded area below).

According to the DSM-5 definition
of PCBD, these are the number of
symptoms needed for diagnosis.
This can be a useful guide, although
diagnoses would be made
combining the patient’s experience
and the clinician’s judgment.

Prolonged grief disorder (PGD)*
Persistent complex bereavement disorder (PCBD)†

Symptom
duration

6+ months
(children)

6+ months

Separation
distress

12+ months
(adults)

Longing for deceased
Preoccupation
with circumstances
of death

Intense emotional pain

1+

Preoccupation with deceased

Other
symptoms

Sadness
Disbelief
Emotional
numbness
An inability to
experience
positive mood

Impact
on life
Severity

A desire to die, to be with the deceased

Difficulty accepting the death

Bitterness

Difficulty in reminiscing
positively about the deceased

Denial

Anger

Blame

Guilt

Feeling that life is empty or meaningless
Feeling alone or detached from others

Feeling one has lost a part of one’s self

Difficulty trusting other people

Difficulties engaging with activities
or making plans for the future

Excessive avoidance of places, people,
or objects reminding of the loss

Impairment in important areas of functioning:
Family

Personal

Educational

6+

Occupational

Social

Other

1+

Reactions are out of proportion or inconsistent with the normal expectations of an individual’s community:
Social

Cultural

Religious

1+

* As defined in ICD-11: International Classification of Diseases (11th Edition)
† As defined in DSM-5: Diagnostic and Statistical Manual of Mental Disorders (fifth edition)
Disclaimer: This infographic is not a validated clinical decision aid. This information is provided without any representations, conditions or warranties that it is accurate or up to date. BMJ and its licensors assume no responsibility for any aspect of
treatment administered with the aid of this information. Any reliance placed on this information is strictly at the user's own risk. For the full disclaimer wording see BMJ's terms and conditions: http://www.bmj.com/company/legal-information/

Who might manage grief and PGD?
Typically, mental health services provide treatment
focused on cure and care for mental health conditions
related to bereavement, whereas less specialist grief
counselling primarily entails emotional support for nonclinical, normative responses to loss.
Self directed and non-specialist management—
Individuals grieving the loss of a loved one following
an anticipated, natural death do not normally need
professional help. They might seek support, advice,
and information from general practitioners and grief
counsellors. The development of guidelines can improve
the identification and treatment of PGD in primary
care; a recent study in Denmark indicated that general
practitioners had problems diagnosing mental health
conditions that were related to bereavement.74

Referral for specialist assessment—Consider referral to
mental healthcare services, when grief symptoms persist
for more than six to 12 months and lead to impaired
functioning, or earlier when depression or symptoms of
post-traumatic stress disorder are associated with major
role impairment, a substantial clinical worsening, or
suicidal ideation. Consider an approach that is sensitive to
the patient’s culture, and give special attention to grieving
rituals that fit the culture of that person and which might
not have taken place sufficiently.75 Specialised mental
healthcare organisations can provide culturally sensitive
psychological therapy for grief to meet the needs of more
vulnerable groups, including migrants and refugees.
Competing interests: None declared.
Cite this as: BMJ 2017;357:j2016
Find the full version with references at http://dx.doi.org/10.1136/bmj.j2016

the bmj | 20 May 2017											

323

ROSE LLOYD

EDUCATION INTO PRACTICE
• Have you considered that a patient or carer
of a patient might grieve for a life or identity
that is lost or altered by having to come to
terms with living with a long term condition?
• How might you attempt to identify whether
someone is struggling in this respect?
• Does this article offer you any ideas on
doing this?
• It is sometimes argued that health
professionals should not share their own
experiences as a patient, yet in this example
it proved helpful. Does this make you reflect
on this issue differently?
• Having read this article is there anything you
have read or reflected on that might alter
your practice?

WHAT YOUR PATIENT IS THINKING

Bereavement without a death
Rosamund Snow

W

hen I was a kid I wanted
to be the kind of person
who can crash land in
the desert and walk for
days to safety; the loyal
adventurer who won’t give up searching the
mountains for a friend even when everyone
else is exhausted. Then I got a diagnosis of
type 1 diabetes.
Life with type 1 is manageable, but it’s hard
work to be adventurous and it’s impossible to
be completely spontaneous. If I were dropped
in the desert, I’d die pretty quickly. In fact,
if I want to walk to the shops, or even eat a
piece of fruit, I have to plan, think about what
happened since my last injection and what is
likely to happen before my next one; I have to
carry emergency supplies; I have to do blood
tests. I can’t even have a drink without having
to do maths.
Nobody real had died, but the person I
wanted to be was gone forever.

WHAT YOU NEED TO KNOW
• A feeling of bereavement may occur

after a change in health status, and
it can take a long time to come to
terms with it
• Patients may find it hard to accept
that it’s ok to grieve for lost health;
telling them it’s normal can make an
enormous difference
• Sometimes the only person who
can put things in perspective is
someone going through the same
experiences
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I hated the person I was supposed to become
As a patient I had to be obedient or the doctors
disapproved. Well meaning people wanted to
pity me, while less well meaning people were
disgusted by me as a burden on the health
system. I felt trapped in a prison cell. People
would look in and tell me how sorry they were
for me, but they could always walk away,
while I would never, ever escape.
I stopped sleeping and I started getting
panic attacks, I made the kinds of detailed
plans for suicide that should have rung every
kind of alarm bell, but I kept looking for other
reasons for my misery. I didn’t connect it up
with my “prison cell” nightmare or even the
fact that when I went to have blood taken at
the clinic, tears poured silently down my face
all the way through. I went to a counsellor
but didn’t mention diabetes. It didn’t cross my
mind that it was acceptable to be grieving the
fact that I was no longer healthy.
“Good patients” can be deceptive
Maybe the nurses noticed me crying and
said something to my doctor, or maybe he
was wise enough to know that just because
my blood sugar was “well controlled” it
didn’t mean my emotions were. For the first
time he asked me how I was feeling, rather
than what my blood test strips said. I started
to tell him that actually I’d had the diagnosis
over a year, I was fine. But before I could say
any of that, I started sobbing again.
He did two life saving things. Firstly, he
told me that it was not surprising I was upset
after a serious diagnosis like diabetes—

READING
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It didn’t cross my mind
that it was acceptable
to be grieving the fact
that I was no longer
healthy

that he would expect me to experience a
bereavement process. Secondly, he told
me to go and talk to Monica, one of the
specialist nurses, who also had type 1
diabetes.

An imperfect role model
Why was Monica so valuable? Not because
of her healthcare professional’s expertise,
but because she wasn’t a perfect patient
with diabetes. She knew how hard it is to be
the weird one in a room of healthy people
who really don’t care or understand what we
have to think about all the time. She still had
days where she got angry and sad that she’d
got this disease; she let me know it was okay
to mourn who I used to be. I still thought I
was stupid and selfish to be so upset, but
something started to change in my head. I
haven’t followed the classic stages of grief,
because like Monica I still have days when
having diabetes makes me angry and sad
and days where I’m just enormously tired of
this never ending disease. But 25 years on,
I’m no longer in denial and I’ve accepted
who I am. It’s even possible to move from
grief to pride—those with type 1 diabetes are
among the hardest working people you’ll
ever meet. I’m proud of us.
This article by BMJ Patient Editor Rosamund Snow was
written a few months before she died.
 Obituaries: BMJ 2017;357:j850).
Correspondence to: H Macdonald
hmacdonald@bmj.com
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ENDGAMES For long answers go to the Education channel on bmj.com
CASE REVIEW
A man with chest pain and acute ST elevations
on electrocardiogram

1 What is the most likely
diagnosis?
2 What is the underlying
aetiology?
3 How would you manage
this patient?
Submitted by Erica O Miller, Vijay K
Krishnamoorthy, Frederick S K Ling,
Abhishek Chaturvedi, and Scott J
Cameron
Patient consent obtained.
Cite this as: BMJ 2017;357:j2198

The radiograph shows a right sided
aortic arch (fig 2, arrows) and
unfolding of the ascending aorta: an
example of a vascular ring.

SPOT DIAGNOSIS
Mild dysphagia and globus
sensation in an older man
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Submitted by Subramanian Nachiappan and
David C Howlett
Patient consent obtained.
Cite this as: BMJ 2017;357:j2106

CASE REVIEW
A man with chest pain and acute ST elevations on
electrocardiogram

Fig 2

READING

A 72 year old man presented with a three
to four month history of non-progressive
difficulty in swallowing and a globus
sensation at the cervicothoracic level.
Nasoendoscopy was normal. A chest
radiograph was performed (fig 1). What does
it show?

disease, mycotic infection,
syphilis, Lyme disease,
collagen vascular disease, and
inflammatory arteritides.
3 Management need not
differ substantially from
guidelines recommended for
acute coronary syndrome.
Treatment might also include
percutaneous stenting across
an aneurysmal coronary
segment, intravenous platelet
glycoprotein IIB/IIIA receptor
antagonists, and off-label use
of vitamin K antagonist.
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electrocardiogram (figure)
and an emergent coronary
angiogram were taken.
Contrast ventriculography
showed preserved left
ventricular ejection fraction
with hypokinesis of the
inferior left ventricular wall.
Serum creatine kinase
was elevated to 1942 U/L
(reference range 47-171
U/L) the morning after
presentation.

throughout his life, managing
his dyslipidaemia with
diet and exercise and he
did not take prescription
medications. The man’s
family history was notable
for coronary artery disease
in his father. He denied
smoking cigarettes and using
any drugs, and was quite
physically active in martial
arts. His blood pressure was
160/101 mm Hg on arrival,
and his cardiovascular and
respiratory examinations
were unremarkable. A 12 lead

If you would like to
write a Case Review
for Endgames,
please see our author
guidelines at
http://bit.ly/29HCBAL
and submit online at
http://bit.ly/29yyGSx

SPOT DIAGNOSIS
Mild dysphagia and globus
sensation in an older man

1 The electrocardiogram
shows inferior ST segment
elevations consistent with an
acute myocardial infarction.
Coronary angiography shows
coronary artery aneurysm
of the right coronary artery
with acute intracoronary
thrombosis.
2 Coronary artery disease is
the most common cause of
coronary artery aneurysms.
Coronary artery aneurysms can
also be congenital or acquired
as a consequence of Kawasaki

A 45 year old man with a
history of dyslipidaemia
presented to the emergency
department with chest
pain. He was awakened one
hour earlier with burning,
pressure-like substernal
chest pain radiating to his
left arm with associated
nausea. He denied
dyspnoea, diaphoresis, or
lightheadedness. The pain
was constant, not worse with
exertion, and not relieved
by an antacid medication.
He reported good health
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MINERVA A wry look at the world of research
Tinea faciei caused by Arthroderma benhamiae
A healthy 33 year old man presented with a six week
history of an inflammatory plaque on the cheek (figure).
The man had recently visited a farm but denied handling
animals. Flucloxacillin for presumed impetigo was
ineffective, and a two week course of fluconazole partially
cleared the lesion. Fungal culture isolated Arthroderma
benhamiae, an emerging pathogen. The commonest
UK source of this zoophilic dermatophyte is guinea
pigs. Infections have been associated with dogs, who

Is my test back yet?

The messy reality of British
primary care is explored in
an article called “The role
of informal dimensions
of safety in high-volume
organisational routines:
an ethnographic study of
test results handling in UK
general practice” (Implement
Sci doi: 10.1186/s13012017-0586-8). A quarter of a
century after the arrival of the
internet and the adoption of
electronic medical records
in UK primary care, there is
no single streamlined system
for letting patients know the
results of their tests. A certain
amount of improvisation is
often needed, and by and
large most systems seem safe.
But some must be safer and
more convenient than others.

Unfulfilled expectations
in coronary disease
A group of 544 Swedish
patients with stable
coronary artery disease
awaited coronary
angiography with high
hopes of improvement after
investigation and treatment
(Open Heart doi: 10.1136/
openhrt-2016-000529).
They shared a positive
attitude towards lifestyle
changes, medication, and
participation in decision
making regarding their
own treatment. But when
assessed by their own
individualised criteria six
months later, 43.6% reported
failure to achieve treatment
expectations.
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likely acquired the fungus from rodents. The man was
successfully treated for four weeks with oral terbinafine,
250 mg. This case highlights the need to consider fungal
pathogens in lesions that are unresponsive to antibiotics,
even if obviously impetiginised.
Philippa K Walker-Smith (pw13282@my.bristol.ac.uk), University
of Bristol, Bristol, UK; Christina Wlodek; Jane Sansom
Patient consent obtained.
Cite this as: BMJ 2017;357:j2007

IDEAL gynae research

For six years, the IDEAL Collaboration
has worked on ways to improve methods
of research in surgery. For example,
before embarking on a full randomised
controlled trial, it might be helpful to
conduct a prospective cohort study with
learning curve analysis (IDEAL stage 2b).
A great demonstration of this comes from
a study in 20 Chinese hospitals comparing
three treatments for uterine fibroids:
myomectomy, hysterectomy, and high
intensity focused ultrasound (HIFU). HIFU
comes out clear favourite for effectiveness
and rapid recovery, to such a degree that
it could be argued that a randomised
trial is no longer needed (BJOG doi:
10.1111/1471-0528.14689).

Chronic obstructive pulmonary
viruses and bacteria
Over a hundred people with chronic
obstructive pulmonary disease
gave monthly sputum samples to
a Southampton team over a two
year period (Thorax doi: 10.1136/
thoraxjnl-2016-209023). Samples were
also taken during exacerbations, which
happened on average three times a
year, with a peak between October and
March. Leading bacterial pathogens were
Moraxella catarrhalis and non-typeable
Haemophilus influenzae (NTHi) and there
was evidence that seasonally prevalent
viruses, especially human rhinovirus,
were precursors to these. So the tradition
of “stay away from me if you’ve got a cold”
seems sound.

Kids’ transplants and later
cancers
The largest registry study so far shows
that solid organ transplantation in
childhood or adolescence carries with it a
19-fold increase in the risk of later cancer
(Paediatrics doi: 10.1542/peds.20163893). This figure was based on a mean

four years of follow-up in a cohort of
17 958 transplants performed in 16 732
individuals under the age of 18. Over this
relatively short period, non-Hodgkin’s
lymphoma was the predominant type of
cancer, with a risk over 200 times that of
the matched population.

Lowering blood pressure in the
very old and frail
Treating high blood pressure in people
over the age of 80 has a limited evidence
base, which largely excludes those with
frailty. But a survey of general practitioners
in 29 countries shows that many still
prescribe antihypertensive drugs to both
the very old and the frail (BMC Geriatrics
doi: 10.1186/s12877-017-0486-4). In
a classic demonstration of geographical
variation in practice, prescribing rates vary
between 34% and 88%.

Hurt by judo
Minerva wears the handsome helmet
and greaves of a martial goddess, but
doesn’t really enjoy this role. She usually
sneaks off parade and leaves oversight
of the Chinese martial arts in the hands
of the local goddess Magu, and judo
with her Japanese sister Izanami. But
unfortunately judo injuries still happen,
despite Izanami’s best protective
efforts. According to an online survey
of 4659 active and former judo athletes
(Br J Sports Med doi: 10.1136/
bjsports-2016-096849), anterior
cruciate ligament rupture
and vertebral disc
prolapse are the
injuries
most
likely
to cause
prolonged
incapacity.
Cite this as: BMJ
2017;357:j2269
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