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The Benefits of the Proposition
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Summary from evidence review
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There is a %
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MCL is a disease of relapse and
remission. Median Progression Free
Survival (PFS) is a measure of how
long following treatment patients can
expect to remain both alive and free of
disease progression. Patients may not
be disease or symptom free during
this period.

PFS is preferred to Time to
Progression (TTP) since it accounts
for patients who have died.

Median PFS was 6.5 months (95% CI
4.0 to 7.2), as reported by Goy et al
(largest study, longest reported follow-

up).

These results should be interpreted
with caution; trial was not randomised
or comparative. There is no evidence
that bortezomib is any better or worse
than other treatments for this outcome.




3. |Mobility Not measured
Self-care Not measured
5. [Usual Not measured
activities
6. |Pain Not measured
Anxiety / Not measured
Depression
8. |Replacement |Not measured
of more toxic
treatment °
9. |Dependency |Not measured \
on care giver /
supporting 'b
independence R
10. |Safety Adverse events All trials repert adverse events.
identified [B] Due to | comparison with
other mehts or standard care, it is
noppessible to determine what
.% 0N of events are attributable to
ortezémib treatment and what
Y p rtion are likely to be a direct
onsequence of the disease. Similarly,
there is no evidence that bortezomib is
more or less safe than other
Q‘ treatments.
The PINNACLE trial reported that 98%
of patients experienced at least 1
Q adverse event.
The PINNACLE trial reported that 70%
of patients experienced at least one
toxicity of grade 23. Commonly
reported grade =3 toxicities included
fatigue and peripheral neuropathy.
11. ery of Not measured
intervention

Other health outcome measures determined by the evidence review

Outcome measure

Grade of evidence

Summary from evidence review

Overall response rate |Grade B
(Complete Response
(CR) + Complete

Remission/unconfirmed

Overall Response Rate (ORR) is
a composite of all patients with
any treatment response to
bortezomib, whether partial or




(Cru) + Partial
Response (PR))

complete; all studies assessed
this outcome.

ORR was reported as 32% (95%
Cl 24-40) by Goy et al (largest
study, with longest reported
follow-up) and as 47% (95% CI
21.3-73.4)

These results should be
interpreted with caution,fffial was
not randomised or ¢ r%e.
There is no evid&h %
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Complete response Grade B

(CR + CRu)
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[ designate patients
it ble histologies with a

‘ 2 ass prior to therapy, and

whom treatment eradicated
all but the single persistent mass,
which had shrunk by 275%. This
acknowledges that in most cases
the remaining mass represents
scar tissue or fibrosis. It should
not be applied to patients with
multiple masses which have
decreased by 75% in total; this is
partial response. (Cheson,
2008).

CRu is also intended to apply to
patients with indeterminate bone
marrow biopsy post-treatment,
and should not be applied to
patients who have not had
repeated biopsy.

Complete response was reported
as 8% (95% ClI 4-14) by Goy et
al. These results should be
interpreted with caution; trial was
not randomised or comparative.
There is no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.




Complete response
(CR only)

Grade B

Complete Response (CR) refers
to resolution of detectable
disease including resolution of
symptoms, blood and
biochemical markers, lymph
node masses, any spleen
enlargement, and bone marrow
histology.

CR was reported in 6% of
patients (95% CI 3-12) @er
et al (largest study, lgagest
reported foIIow-u’:) t | did
not report this
separately fr
These s@ be

[

interpre ution; trial was
not ra or comparative.
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Partial Response (PR)
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Partial response (PR) requires
reduction in size of the spleen
and liver nodules and the largest
lymph node masses, no increase
in other nodes and no increase in
the size of liver or spleen, and no
new sites of disease.

PR was reported for 26% of
patients by Fisher et al (largest
study, longest reported follow-
up). Goy et al did not report this
outcome.

These results should be
interpreted with caution; trial was
not randomised or comparative.
There is no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.

Stable disease (SD)

Grade B

Stable disease (SD) refers to
disease which has not
responded to treatment, but has
also not worsened during
treatment.




SD was reported for 33% (95%
Cl 26 to 42) of patients by Fisher
et al. Results were similar (38-
40%) in the remaining trials.
These trials were not randomised
or comparative, and there is
therefore no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.

Progressive disease Grade B
(PD)

Progressive disease ( ers
to disease whichghag Contiqued
to worsen duri aat

PD was repor }
for 25% e % Cl 18 to

33).

Th ia re not randomised
OLC ive and there is
e no evidence that
mib is any better or worse
n other treatments for this
outcome.

Duration of response |Gra ‘_Q
(DoR)
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MCL is a disease of relapse and
remission. Median Duration of
Response (DoR) is a measure of
how long patients can expect
their response to treatment to
last.

Median DoR was reported as 9.2
months (95% ClI 4-7.3) by Goy et
al (largest study, longest
reported follow-up).

These results should be
interpreted with caution; trial was
not randomised or comparative.
There is no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.

Time to Progression Grade C
(TTP)

MCL is a disease of relapse and
remission. Median Time To
Progression (TTP) is a measure
of how long following treatment
patients can expect to remain
free of disease progression.




Patients may not be disease or
symptom-free during this period.
It is similar to PFS but does not
capture data on patients who
have died.

Median TTP was 6.7 months
(95% CI 4.0-7.3), as reported by
Goy et al (largest study, longest
reported follow-up).

These results should b
interpreted with cautier; tial'was
not randomised Sr w ive.

There is no evi C

bortezomib i N r or worse
than ot a ts for this

outcome.

Time to First Response

Grade C

MediamJ1 o First Response
[ e of how long after
art eatment patients may

ct to first see a treatment
ponse.

Goy et al found the median to be
1.4 months. This result should be
interpreted with caution; trial was
not randomised or comparative.
There is no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.

10.

Grade C

Time to next therapy is an
indicator of how long following
bortezomib treatment patients
remain free of need to other
drugs. This is an indicator of
quality of life, and clinical benefit.

Goy et al found median TTNT to
be 7.4 months (95% CI 5.6-9.3).
This result should be interpreted
with caution; trial was not
randomised or comparative.
There is no evidence that
bortezomib is any better or worse
than other treatments for this
outcome.




