
TA358. Tolvaptan for treating
autosomal dominant polycystic
kidney disease
Tolvaptan (Jinarc) is a selective vaso-
pressin V2 antagonist, which reduces cell
proliferation, cyst formation and fluid
excretion, reducing kidney growth and
protecting kidney function. Tolvaptan has
a marketing authorisation in the UK “to
slow the progression of cyst development
and renal insufficiency of autosomal dom-
inant polycystic kidney disease (ADPKD)
in adults with chronic kidney disease
(CKD) stage 1 to 3 at initiation of treat-
ment with evidence of rapidly progressing
disease”.

The summary of product character-
istics lists the following adverse reac-
tions for tolvaptan: thirst, polyuria,
nocturia, pollakiuria (frequent urina-
tion) and serum alanine aminotrans-
ferase or aspartate aminotransferase
elevation. Hepato toxicity has been
observed in some people having tolvap-
tan for autosomal dominant polycystic
kidney disease. 

Tolvaptan is taken orally, twice daily
as a split dose. Doses can be titrated
according to tolerability up to a maximum
total daily dose of 120mg. It is available
as 15mg, 30mg, 60mg and 90mg
tablets, in 28-day packs of split-dose
tablets, at a flat net price of £1208.20,
equating to £43.15 per day, regardless of
dose. The annual cost of tolvaptan is esti-
mated by the company to be £15 750 per
person. 

The Department of Health and
Otsuka Pharmaceuticals have agreed
that tolvaptan will be available to the NHS
with a patient access scheme. This
scheme provides a simple discount to the
list price of tolvaptan, with the discount
applied at the point of purchase or
invoice. 

Technology Appraisal guidance 
Tolvaptan is recommended as an option
for treating autosomal dominant polycys-
tic kidney disease in adults to slow the
progression of cyst development and
renal insufficiency only if:

• they have chronic kidney disease
stage 2 or 3 at the start of treatment
• there is evidence of rapidly progressing
disease and
• the company provides it with the dis-
count agreed in the patient access
scheme.

Key conclusions
The Committee concluded that CKD stage
is routinely recorded in clinical practice,
and that it was appropriate to consider
tolvaptan for the subgroup of people with
CKD stages 2 and 3 as well as for people
within the broader licensed indication for
tolvaptan.

The Committee considered that the
most plausible incremental cost-effective-
ness ratio (ICER) for tolvaptan compared
with standard care for adults with CKD
stages 1 to 3 was not in the range nor-
mally considered to be a cost-effective
use of NHS resources and concluded that
it was not possible to recommend tolvap-
tan for people with CKD stages 1 to 3.

The Committee considered that in
adults with ADPKD CKD stages 2 to 3 with
rapidly progressing disease, the most
plausible incremental cost-effectiveness
ratio (ICER) for tolvaptan was £23 500
per quality-adjusted life year (QALY)
gained. The Committee concluded that
for this subgroup, tolvaptan represented
a cost-effective use of NHS resources.
The Committee therefore recommended
tolvaptan as an option for treating ADPKD
to slow the progression of cyst develop-
ment and renal insufficiency only in
adults who have CKD stages 2 to 3 at the
start of treatment and evidence of rapidly
progressing disease.

Clinical effectiveness
The Committee considered evidence for
the TEMPO 3:4 trial, which was a ran-
domised controlled trial that compared
tolvaptan with placebo. It also considered
evidence within this trial for the subgroup
with CKD stages 2 and 3. The Committee
concluded that the generalisability of the
trial results may be limited because of dif-
ferences in the trial population compared

with people with ADPKD seen in routine
clinical practice, but overall it was satis-
fied that TEMPO 3:4 was relevant to UK
clinical practice.

The relative reduction in the annual
rate of renal decline, measured by
Chronic Kidney Disease Epidemiology
Collaboration (CKD-EPI) equation, for
tolvaptan compared with placebo was
26.4 per cent in the intention-to-treat pop-
ulation of TEMPO 3:4, and was 29.7 per
cent for the subgroup with CKD stages 2
and 3a.

The Committee considered the poten-
tial for serious liver injury to be a concern
with tolvaptan treatment, and understood
that the possibility of future Hy’s law
cases could not be ruled out. However,
the Committee concluded that the more
serious adverse events associated with
tolvaptan treatment could be avoided
through increased monitoring.

TA359. Idelalisib for treating
chronic lymphocytic leukaemia
Idelalisib (Zydelig) is an inhibitor of phos-
phoinositide-3 kinase, which regulates
important cellular functions including pro-
liferation, cell death and migration. It has
a marketing authorisation in the UK for
use “in combination with rituximab for the
treatment of adult patients with chronic
lymphocytic leukaemia who have
received at least one prior therapy, or as
first-line treatment in the presence of 17p
deletion or TP53 mutation in patients
unsuitable for chemoimmunotherapy”.

The summary of product characteris-
tics lists the following adverse
reactions to idelalisib, alone or with ritux-
imab, as affecting more than 10 per cent
of patients: infections, neutropaenia, diar-
rhoea, transaminase increase, rash,
pyrexia and increased triglycerides. 

The recommended dose and sched-
ule in the summary of product character-
istics is 150mg taken orally, twice daily.
Treatment is continued until disease pro-
gression or unacceptable toxicity; in most
cases, treatment can be resumed at
100mg twice daily when the adverse
event has been resolved. Idelalisib is
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priced at £3114.75 for 60 150mg
tablets. The mean cost of a one-year
treatment course for idelalisib is 
£37 922. The company has a simple dis-
count agreement that provides a dis-
count to the list price of idelalisib. 

Technology Appraisal guidance 
Idelalisib, in combination with rituximab,
is recommended:
• for untreated chronic lymphocytic
leukaemia in adults with a 17p deletion
or TP53 mutation or
• for chronic lymphocytic leukaemia in
adults when the disease has been
treated but has relapsed within 24
months.
• Idelalisib is recommended only if the
company provides the drug with the dis-
count agreed in the simple discount
agreement.

Key conclusions
Idelalisib plus rituximab is not recom-
mended as a cost-effective use of NHS
resources for people with previously treated
relapsed chronic lymphocytic leukaemia.
The Committee noted that no evidence had
been submitted to support making recom-
mendations for this population.

Idelalisib plus rituximab is recom-
mended as a cost-effective use of NHS
resources for people with previously
treated high-risk relapsed chronic lympho-
cytic leukaemia. The Committee noted
that the most plausible ICERs were within

the range of £36 000 and £46 000 per
QALY gained and this population could be
considered under the supplementary
advice to the Committee on end-of-life
treatments.

Idelalisib plus rituximab is also rec-
ommended as a cost-effective use of NHS
resources for people with previously
treated refractory chronic lymphocytic
leukaemia. The Committee noted that the
most plausible ICER for the comparison
with rituximab alone is between £31 000
and £41 000 per QALY gained and the
most plausible ICER for the comparison
with best supportive care is between 
£40 000 and £50 000 per QALY gained.
It further noted that this population could
be considered under the supplementary
advice to the Committee on end-of-life
treatments.

Finally, idelalisib plus rituximab is rec-
ommended as a cost-effective use of NHS
resources for people with untreated
chronic lymphocytic leukaemia with a
17p deletion or TP53 mutation. The
Committee noted that this group would,
in effect, have access to idelalisib if the
disease relapsed. It further noted that
because treatment with chemotherapy is
potentially harmful for this type of dis-
ease, it was unreasonable to postpone
access until their disease had relapsed.

Clinical effectiveness
The Committee considered the evidence
submitted by the company including a

phase III, double-blind, randomised con-
trolled trial across 90 centres in the USA
and Europe (including the UK). The study
evaluated idelalisib plus rituximab com-
pared with rituximab plus placebo
in people with chronic lymphocytic
leukaemia. They also considered a US
phase II, single-arm study of idelalisib
plus rituximab in 64 patients with
untreated chronic lymphocytic
leukaemia.

The phase III study showed a statisti-
cally significant improvement in median
progression-free survival for idelalisib
plus rituximab compared with rituximab
plus placebo of 19.4 months compared
with 6.5 months. The reported hazard
ratio (HR) was 0.15 (95% CI 0.09 to 0.24,
p < 0.001). The intention-to-treat analysis
for median overall survival showed a sta-
tistically significant difference for idelal-
isib plus rituximab compared with
rituximab plus placebo (HR  0.34, 95% CI
0.19 to 0.60, p < 0.001).

The results of the phase II study
showed at 36 months no patients with a
17p deletion or TP53 mutation had a pro-
gression event. Progression-free survival
for the overall population at 36 months
was 83 per cent, compared with 100 per
cent for the 17p deletion or TP53 muta-
tion patients. Overall survival at 36
months was 100 per cent for the
17p deletion or TP53 mutation patients
and 90 per cent for the whole study pop-
ulation.
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