
Clinical guideline. Familial
breast cancer: classification and
care of people at risk of familial
breast cancer and management
of breast cancer and related
risks in people with a family his-
tory of breast cancer. CG164.
Much of this update to guidance published
in 2004 and 2006 endorses earlier
advice, but NICE now also recommends
new methods for risk assessment and
genetic testing, and mammographic and
MRI surveillance for women with increased
genetic risk. The threshold for genetic test-
ing for a relative who has breast and/or
ovarian cancer has been lowered: women
who have a 10 per cent chance of carrying
either a BRCA1 or BRCA2 gene mutation
are now eligible (it was formerly 20 per
cent). 
      There is now a range of screening
options for women at increased risk of
breast cancer depending on their age and
genetic status (usefully summarised in a
table). The NHS should now offer annual
MRI screening to all women aged 30–49
years who have, or have a history of,
breast cancer and who remain at high
risk.
      Women with no personal history of
breast cancer but who are at high risk
should be offered chemoprevention with
tamoxifen for five years (whether pre- or
postmenopausal). Raloxifene (unlicensed
indication) is an alternative for women
who cannot take tamoxifen due to an
increased risk of thromboembolic dis-
ease or endometrial cancer. 
      There are also new recommendations
on advice and support for women consid-
ering risk-reducing mastectomy or bilat-
eral salpingo-oophorectomy.

Clinical guideline. Hepatitis B
(chronic): diagnosis and man-
agement of chronic hepatitis B
in children, young people and
adults. CG165.
This clinical guideline describes the care
pathway for hepatitis B, covering diagno-
sis, assessment and monitoring. It states
that patients should be informed about

the infection and its management and
offered a personalised care plan. 
      In primary care, individuals who are
hepatitis B surface antigen (HBsAg) pos-
itive should be screened for other forms
of hepatitis and for HIV and hepatocellu-
lar carcinoma. Children and young peo-
ple, pregnant women and patients with
decompensated liver disease should be
referred to an appropriate specialist. 
      NICE specifies how patients with
chronic hepatitis B should be assessed
in secondary specialist care but advises
against genotype testing to determine ini-
tial treatment.
      The recommended antiviral treat-
ment reiterates earlier technology
appraisals, the choice of treatment deter-
mined by viral load. Although antiviral
treatment should be initiated by a special-
ist, it can be continued under a shared-
care arrangement. Options include peg -
interferon alfa-2a (Pegasys) as initial
treatment and entecavir (Baraclude) and
tenofovir (Viread) as alternatives; telbivu-
dine (Sebivo) and adefovir (Hepsera) are
not recommended. 
      Different options apply for patients
with liver disease, pregnant women, chil-
dren and young people and individuals
who also have other forms of hepatitis.
Prophylaxis is recommended for patients
receiving immunosuppressive therapy
who have hepatitis B.
      Patients with hepatitis B should be
monitored every six months for hepato-
cellular carcinoma and detailed recom-
mendations are made for monitoring all
patients for disease progression.

Clinical guideline. Ulcerative
colitis: management in adults,
children and young people.
CG166.
This guideline covers the management of
ulcerative colitis of all severities in
patients of all ages. Patients should be
informed about their condition, its treat-
ment and the adverse effects of drugs,
and the risk of colorectal cancer. 
      Treatment with an aminosalicylate
and/or a steroid, tacrolimus (unlicensed

indication) and infliximab (Remicade) to
induce remission in patients with mild to
moderate disease is divided into two
steps and tailored to the location of coli-
tis. Options for acute severe colitis are
ciclosporin (unlicensed indication),
steroids and surgery. There must be ade-
quate monitoring protocols for treatment
with immunosuppressants and inflix-
imab. Patients should be assessed for
surgery and provided with information
about their options. 
      Detailed advice is included on the use
of aminosalicylates for maintaining remis-
sion, including azathioprine and mercap-
topurine (unlicensed indication for both
drugs) if necessary. Monitoring should
include bone health (treated as for osteo-
porosis in adults), and growth and puber-
tal development in children and young
people.

Public health guidance. Tobacco:
harm-reduction approaches to
smoking. PH45. 
NICE has recommended a harm reduc-
tion approach for smokers who are
unable to quit using the conventional
abrupt cessation method currently
favoured by NHS services. It identifies
three groups of smokers eligible for sup-
port: 
• those who may not be able, or do not
want, to stop smoking in one step
• those who may want to stop smoking,
without necessarily giving up nicotine
• those who may not be ready to stop
smoking but want to reduce the amount
they smoke.
      With smoking cessation now the
responsibility of local authorities, this
guideline is intended for commissioners,
public health practitioners, organisations
providing education and training, and
manufacturers and retailers of licensed
nicotine-containing products (NCPs). 
      The key recommendation relating to
drug therapy is that all NCPs should be
licensed (e-cigarettes will be from 2016)
and made available without prescription.
They should be recommended, with
appropriate behavioural support and
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information about self-help, for people
prepared to reduce their tobacco con-
sumption while continuing to emphasise
that cessation is the preferred goal. NCPs
should be used as long as necessary to
prevent relapse to: stop smoking, cut
down prior to stopping, reduce consump-
tion or facilitate a temporary cessation.
      The guideline describes how harm
reduction should be promoted and deliv-
ered to smokers (including people in
prison, mental health units and immigra-
tion centres) and by whom. Comm -
issioners should ensure that harm
reduction complements smoking cessa-
tion initiatives and, together with aca-
demic and professional representatives,
offer appropriate training for staff.
Information about harm reduction and
NCPs should be provided by tobacco
retailers.

Technology appraisal.
Rivaroxaban for treating pul-
monary embolism and prevent-
ing recurrent venous
thromboembolism. TA287.
Recommended
Rivaroxaban (Xarelto) is now recommended
as an option for treating pulmonary
embolism and preventing recurrent deep
vein thrombosis (DVT) and pulmonary
embolism in adults. It was already recom-
mended for treating DVT and preventing
complications and, like apixaban (Eliquis)
and dabigatran (Pradaxa), it is also recom-
mended for preventing venous throm-
boembolism after total knee or hip
replacement.
      With evidence that it is as effective as
treatment with a low-molecular-weight
heparin (LMWH) plus warfarin but with a
lower risk of major bleeding, the key
driver for the cost effectiveness of rivarox-
aban was the cost of international nor-
malised ratio (INR) monitoring. NICE also

took account of the problems of warfarin
therapy, including the need for regular
INR monitoring, dose adjustment, multi-
ple food and drug interactions and the
impact on people’s lifestyle.
     Rivaroxaban was both less expen-

sive and safer than LMWH plus warfarin
over a 3-, 6- or 12-month treatment
period. For lifelong treatment, the extra
cost per QALY gained with rivaroxaban
compared with LMWH plus warfarin was
£17 900–£22 900.

Technology appraisal.
Dapagliflozin in combination
therapy for treating type 2 dia-
betes. TA288. Recommended
Dapagliflozin (Forxiga) is a sodium-glu-
cose co-transporter-2 inhibitor that blocks
the reabsorption of glucose in the kid-
neys, increasing the excretion of glucose
in the urine. NICE recommends it as an
option for type 2 diabetes in two ways:
•as dual therapy with metformin, when
used as recommended for the DPP-4
inhibitors
• or combined with insulin, with or with-
out other oral agents. 
      It is not recommended as part of
triple therapy with metformin and a sul-
fonylurea.
      NICE recommends a DPP-4 inhibitor
instead of a sulfonylurea as second-line
therapy after metformin when HbA1c ≥ 6.5
per cent (or other level agreed with the
individual) and if there is a significant risk
of hypoglycaemia or a sulfonylurea is
unsuitable.
      NICE recognised that dapagliflozin is
associated with a low risk of hypogly-
caemia and concluded that it would most
likely be prescribed when a sulfonylurea
was inappropriate. Adding dapagliflozin
appears to provide similar glycaemic con-
trol to other drug combinations but pos-
sibly greater weight loss, and this was the

main driver of improvements in health-
related quality of life. 
      The DPP-4 inhibitors, which NICE
believes are the key comparators for
dapagliflozin, offer greater gain in QALYs
but are also more expensive as dual ther-
apy with metformin. When added to
insulin, the cost per QALY gained with
dapagliflozin compared with DPP-4
inhibitors was below £20 000.

Technology appraisal.
Mirabegron for treating symp-
toms of overactive bladder.
TA290. Recommended
NICE recommends mirabegron (Betmiga)
as an option for treating the symptoms of
overactive bladder as second-line therapy
when antimuscarinic drugs are con-
traindicated, ineffective or not tolerated.
      Mirabegron is a beta3-adrenoceptor
agonist licensed for the symptomatic
treatment of urgency, increased micturi-
tion frequency and/or urgency inconti-
nence associated with overactive bladder.
NICE concluded that, like the antimus-
carinic drugs, it offers modest improve-
ments compared with placebo. There is
good evidence that its efficacy is compa-
rable with that of tolterodine but it is
unclear how it compares with other
antimuscarinics. Mirabegron does, how-
ever, have a different profile of adverse
effects and is therefore a useful addition
to the formulary.
      The differences in costs and effective-
ness between mirabegron and antimus-
carinic agents are small, making it
difficult to estimate its cost effectiveness
compared with the older alternatives. The
main driver of cost effectiveness was per-
sistence with treatment but no data on
adherence are available for mirabegron.
The best estimate was that the extra cost
per QALY with mirabegron was £5270
compared with tolterodine tartrate 4mg.
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