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Executive summary

Objectives

* To assess the relative effectiveness of high-dose
myeloablative therapy and progenitor cell trans-
plantation (HDT/PCT) compared with conven-
tional therapy for the treatment of malignancy.

e To assess the relative cost of HDT/PCT versus
conventional chemotherapy (CC).

® To assess the efficacy and cost of bone marrow
transplantation (BMT) versus peripheral blood
progenitor cells transplantation (PBPCT).

Methods

A systematic review of the published literature
was performed.

Malignancies included

Acute myeloid leukaemia (AML), acute lymphoblastic
leukaemia, chronic myeloid and chronic lymphocytic

leukaemia, malignant lymphoma, multiple myeloma,

and breast, ovarian, lung and testicular cancer.

Study selection
No language restrictions were imposed. Studies
were eligible if they:

¢ compared HDT/PCT with CC in the above
malignancies with regard to survival and/or
progression-free survival (PFS) (comparison
could be at any stage of therapy)

¢ reported an economic evaluation of HDT/PCT
compared with CC, or of the use of BMT
versus PBPCT

* compared the long-term (> 100 days) toxic
effects of HDT /PCT with those of CC

¢ reported the use of cord blood as a source of
progenitor cells.

Data sources

Published studies were identified using electronic
literature searches of Cancerlit, Embase, Medline
and the NHS Economic Evaluation Database
(searches up to and including 31 January 1997).
A second search for randomised controlled trials
(RCTs) was completed on 1 June 1997. These
searches were supplemented by handsearching of
conference proceedings of the American Society

of Haematology (1992-1996), European Bone
Marrow Transplantation Group (1992-1997), the
International Society for Experimental Hematology
(1992-1996) and the European Haematology Asso-
ciation (1994-1996). In addition, the UK Coordin-
ating Committee on Cancer Research Cancer Trials
Register and the National Cancer Institute PDQ
database were searched for reports of eligible on-
going and unpublished trials, although no addi-
tional information was sought from these studies.

Data extraction was performed independently by
two reviewers.

Data synthesis

Quantitative analysis was performed on data from
RCTs and controlled clinical trials (CCTs) only. No
comment was made on the results of the cohort stud-
ies. For economic analyses, costs were converted into
1993 US$ using purchasing power parities published
by the OCED and the US All Goods Consumer Price
Index published by the Bureau of Labor Statistics.

Results

Studies identified

* Twenty-six RCTs comparing HDT /autologous
transplantation with CC and 23 CCTs com-
paring HDT/allogeneic transplantation with
CC (the majority of these were in
haematological malignancies).

¢ Five RCTs comparing BMT with PBPCT.

¢ Fifteen studies comparing the cost of HDT with
that of CC (four using data from RCTs or CCTs).

® Fourteen studies comparing the cost of BMT
with PBPCT (two using data from RCTs).

Results of clinical efficacy studies

HDT with autologous transplantation

For the majority of disease sites investigated few
RCTs were identified. Those that were identified
were generally too small to detect moderate survival
differences and poor data reporting restricted
quantitative synthesis. In multiple myeloma and
adult AML in first remission, fixed time-point
analysis perhaps suggested possible improvements
in PFS following HDT/autologous transplantation,
and in childhood AML the results may suggest a
survival benefit for CC. It must be stressed, however,
that in no disease site was there sufficient reliable
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evidence, that it was not possible to include all
identified trials in the analyses, and that fixed time-
point analysis is not the most informative means of
summarising time-to-event data. Therefore at pre-
sent there is insufficient reliable evidence to deter-
mine whether HDT with autologous transplant-
ation is of benefit in the treatment of any of the
malignancies studied.

HDT with allogeneic transplantation

No RCTs comparing HDT/allogeneic transplantation
with CC were identified. All prospective trials deter-
mined the allocation of treatment on the basis of the
availability of an appropriate sibling donor. There are
many biases associated with non-randomised trials
and as only the published reports were available to
this review, we were unable to determine the validity
of the treatment allocation process and therefore the
reliability of the results. For the majority of leukaemic
conditions there were insufficient trials, including
insufficient patients, to be able to determine whether
HDT with allogeneic transplantation is of benefit.
However, in childhood AML in first remission, there
is perhaps some suggestion from pooled results of
four trials (1017 patients analysed) that there may

be a PFS benefit. However, due to incomplete data
reporting it is not possible to determine whether
there is an overall survival benefit.

BMT versus PBPCT

The five randomised studies identified differed in
their administration of granulocyte colony stimulat-
ing factor. However the results suggest that the use
of growth factor-primed progenitor cell transplants
results in faster engraftment than bone marrow
harvested without growth factor priming. There was
no evidence of a difference in PFS or overall survival
between the two sources of progenitor cells.

Economic analyses

Most comparisons of HDT/PCT with CC
considered only the costs of the procedure. The
use of HDT/PCT was found to cost 1-2 times that
of CC in the treatment of acute leukaemia. In other
malignancies HDT was 1-4 times the cost of CC.
No cost effectiveness analysis was possible.

The use of BMT was found to be approximately
1-1.7 times the cost of PBPCT.

Cord-blood transplantation

Several reports of single transplantation and case
series have been published. The initial successes
of transplanting patients with cord blood has led
to the establishment of cord-blood banks both in
Europe and the USA. The efficacy of cord blood
as a source of progenitor cells has yet to be tested

in a randomised fashion and its use poses several
controversial ethical issues.

Long-term toxicities
Very little data were available to compare the long-
term toxic effects of HDT/PCT and CC.

Conclusions

As a whole the review has found no conclusive evi-
dence that HDT/PCT is superior to conventional
treatment in terms of survival or PFS. Conversely,

it has not demonstrated that it is inferior. Given the
overall pattern of results, HDT/PCT appears to be
a therapy worthy of further exploration.

As few prospective economic analyses were identi-
fied it is not possible accurately to determine the
comparative cost of HDT/PCT and CC.

Implications for clinical practice

¢ If sufficient reliable evidence of the comparative
benefits of HDT/PCT and CC is to be gathered,
then ideal clinical practice should be to consider
all patients for whom transplantation is a treat-
ment option for entry into an RCT or CCT.

¢ In some disease areas the use of HDT/PCT
has become adopted as standard therapy on the
basis of very limited evidence. These include
intermediate-grade non-Hodgkin’s lymphoma in
second remission, recurrent Hodgkin’s disease,
and chronic phase myeloid leukaemia. In view
of this, RCTs could be difficult to conduct in
these areas.

¢ There is currently insufficient evidence to sup-
port the introduction of cord-blood transplant-
ation into routine clinical practice without
prospective randomised evaluation.

Research recommendations

¢ In some disease areas there are a number of
on-going trials which should be supported. In
other disease areas there is an urgent need for
high-quality trials aiming to randomise enough
patients to give sufficient power to detect
moderate differences in outcome.

¢ RCTs and CCTs should include long-term
follow-up, particularly for trials involving a
young patient population in which long-term
toxicity is an issue.

® Prospective health economic assessments, ideally
using data from RCTs and CCTs, are necessary
for each disease area and stage.

® More complete reporting of trials is necessary so
that clinical judgements can be based on all of
the available results of a trial.
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Chapter |

Introduction

ore than 30 years ago it was discovered that

bone marrow destroyed by intensive chemo-
therapy could be successfully replaced by healthy
marrow from another individual. This approach
was seen to have potential uses in several settings
including the treatment of bone marrow disorders
and solid tumours. In the treatment of bone
marrow diseases, both inborn (e.g. enzyme
deficiencies) and acquired (e.g. leukaemia),
the aim of transplantation is replacement of
defective marrow cells. In the treatment of other
malignancies, where it is proposed that more
intensive chemo- and radiotherapy regimens may
have an increased cytotoxic effect on malignant
cells, bone marrow transplantation (BMT) is
used to overcome the acute myelotoxicity and
associated risk of lethal infection and bleeding.

Because of the toxicity of high-dose therapy (HDT)
and BMT this approach has traditionally been used
only for treatment with curative intent. However,
with increased experience and better control of
toxicity, it is becoming more commonly used in the
treatment of less chemo-sensitive tumours, either
for metastatic disease or in the adjuvant setting
where the risks of therapy were previously thought
to outweigh the potential benefits.

Progenitor cell transplantation

BMT, or more accurately progenitor cell
transplantation (PCT), initially involves — before
HTD - the collection of precursor haematopoietic
progenitor cells (stem cells) from either a healthy
human leukocyte antigen-matched sibling or an
unrelated donor with the appropriate tissue type
(allogeneic transplantation), or from the patient
themselves (autologous transplantation). On
completion of treatment stored stem cells are re-
infused into the patient, whereupon they migrate
to the bone marrow to aid haematopoetic recovery
and ‘rescue’ the patient from lethal myelotoxicity.

In the context of this report HDT/PCT is con-
sidered to mean the myeloablative chemo- and
radiotherapy treatments together with PCT.

Allogeneic transplantation, which has been largely
restricted to the treatment of leukaemias, generally

uses marrow from matched sibling donors. This
type of transplant may have a therapeutic benefit
beyond aiding haematopoetic recovery, as the
transplanted cells exert an immunological effect
on the leukaemia. The treatment, however, may
also invoke graft versus host disease (GVHD), a
condition in which the infused cells recognise the
patient as foreign and establish a hostile immune
response. Not all patients will have a suitable sibling
donor, so at present allogeneic transplantation has
limited applicability. However, with an increasing
ability to prevent and manage GVHD and the use
of tissue-type matched unrelated donors (MUDs),
the potential uses for allogeneic transplantation
are increasing, although the toxicity of MUD
transplantation is still higher than that of sibling
transplantation. In contrast, since autologous
transplantation utilises a patient’s own cells, it

is more widely applicable and not liable to give
rise to GVHD. Autologous rescue has been used
as part of the treatment of patients with a variety
of malignancies.

There are two major sources of stem cells: the
bone marrow where they are produced, and the
peripheral blood. Under normal circumstances,
the concentration of stem cells in the general
circulation is low; however their numbers can

be greatly increased following the administration
of growth factors with or without chemotherapy.
Harvesting stem cells from the peripheral blood
as opposed to the bone marrow has potential
advantages; the procedures for collection are less
invasive and the time to haematopoetic recovery
is generally thought to be decreased, which
could result in a reduction in hospitalisation

and possibly in costs.

Benefits and risks

As for any treatment, the potential benefits of
HDT/PCT must be balanced against serious
potential risks. In some illnesses HDT/PCT may
offer an increased chance of cure or at least pro-
longed survival time. However, in other diseases,
even if transplantation offered only equivalent
survival time, a shorter treatment duration may be
a major advantage. For example, the conventional
treatment for acute lymphoblastic leukaemia
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(ALL) in second remission normally lasts up to

2 years whereas HDT with autologous BMT lasts
only 3 months. Decreasing treatment time may
improve a patient’s quality of life and reduce costs.
Similarly, HDT/PCT could increase the duration
of progression-free survival (PFS) without affecting
overall survival but thereby reducing the number
of treatments a patient requires.

It is thought that PCT, especially allogeneic
transplantation, may be associated with higher
treatmentrelated morbidity and mortality than
conventional chemotherapy (CC). It is also possible
that patients receiving HDT/PCT are at greater
risk of long-term toxicities than patients who are
treated with CC. Long-term toxicities which have
been associated with HDT/PCT include secondary
cancers, serious cardiac and pulmonary compli-
cations, cataracts, gonadal and other hormonal
dysfunction, and psychological problems, many of
which have also been linked to the administration
of conventional dose chemotherapy.

Cost and cost-effectiveness

HDT/PCT is generally considered to be an
expensive procedure, and while this may be true
of the cost of initial treatment there is no reliable
evidence as to the comparative costs, when set
against conventional therapy, if an evaluation
accounts for long-term events.

The extra initial cost of HDT/PCT in comparison
with conventional therapy comes mainly from
progenitor cell harvesting and processing, blood
products used, and antimicrobial support, together
with increased hospitalisation, as treatment is given
almost exclusively on an inpatient basis. Allogeneic
transplantation is thought to cost more than
autologous transplantation because of additional
expenses including tissue typing and immuno-
suppressive regimens. However, if HDT/PCT cures
a greater percentage of patients, then the cost of
treating relapses will be reduced; if the difference
in the cure rates is large, then HDT/PCT could
become the more economically favourable treat-
ment. In contrast, if the incidence of long-term
toxicities is high, the full cost of HDT/PCT is
likely to become much greater than that of
conventional therapy.

Current status

As the potential applications of HDT/PCT increase
so do the number of procedures performed. The

European Bone Marrow Transplantation Group
(EBMT), who have published guidelines on the
use of HDT/PCT! (see appendix 5), estimated
that less than 200 transplants were performed
in Europe in 1980,2 with this figure rising to
over 12,000 in 1994.° Previously the greatest
transplantation activity was in the haematological
malignancies; however the use of HDT/PCT is
now increasing in the management of solid
tumours both for metastatic disease and as
adjuvant treatment after surgery.

The current use and application of HDT/PCT
varies widely between diseases. For some condi-
tions, such as chronic myeloid leukaemia (CML),
results with CC are considered to be so poor that
allogeneic transplantation has become standard
practice. In other conditions, for example lung
and ovarian cancer, the process is still considered
relatively experimental.

The introduction of HDT /PCT into medical
practice has taken place largely on the basis of
information from case series and cohort studies
and few randomised controlled trials (RCTs) have
been conducted. Establishment of the advantages
and disadvantages of HDT with either autologous
or allogeneic rescue therefore requires more
reliable evidence from RCTs and systematic
synthesis of that information.

New approaches

With HDT becoming increasingly common,

new technologies and approaches are being
investigated in an attempt to increase efficacy

and applicability, and to reduce long-term com-
plications and toxicities. One important area of
research is the identification of those patients who
are most at risk of failure on conventional therapy,
whose condition may warrant intensive treatment.
Conversely, it is also necessary to identify patients
least at risk who may be cured by CC. It has not
proved straightforward to identify reliable risk
factors, especially in some haematological malig-
nancies, but progress in these areas may come
from advances in the understanding of the cellular
pathogenesis of malignancy and the development
of prognostic factor indices from large patient
registries, coupled with appropriate RCTs. In these
ways, in the future it may be possible to identify
groups of patients who are likely to benefit most
from HDT/PCT.

Autologous transplantation carries a small risk
that stem cells re-infused following myeloablative
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therapy are contaminated by malignant cells
removed from the patient during harvesting which
may cause future relapse. Techniques have been
developed which aim to reduce this possibility by
either removing unwanted cells or positively select-
ing stem cells (purging), but as yet there are no
results from RCTs to establish the efficacy of

this approach.

To improve the availability of MUD grafts for
allogeneic transplantation, the use of umbilical
cord blood harvested from the placenta following
birth is being investigated as an alternative source
of stem cells. The naive immune repertoire of the
neonatal system may pose a lesser risk of GVHD
than other allogeneic transplantations and the
method of collection avoids invasive procedures.
The feasibility and cost of collection and storage
of cord blood have yet to be fully assessed.

Systematic review

Although there are several thousand papers and
abstracts reporting the results of PCT series, there
is still great uncertainty as to the true effectiveness
of HDT/PCT. This review has therefore been
undertaken to assess the published evidence

for the efficacy of HDT/PCT compared with
conventional therapy in a variety of malignancies.

The best evidence of the effectiveness of healthcare
interventions comes from the results of RCTs and
the biases associated with non-randomised studies
are well established.* To avoid bias and to maximise
reliability, systematic reviews are usually restricted

to evidence from RCTs. For most disease areas
considered, that approach has been applied
in the present review, with quantitative analysis
restricted to the results of RCTs.

No RCT was identified that compared the efficacy
of allogeneic transplantation with that of conven-
tional therapy, owing to the recognised difficulties
of carrying out RCTs for allogeneic transplantation.
Therefore, for leukaemia (the only disease site for
which allogeneic transplantation is commonly
used) the findings of pseudo-randomised con-
trolled clinical trials (CCTs), in which the use of
allogeneic transplantation is determined by the
availability of a matched sibling marrow donor,
have been assessed and analysed. No CCTs of
allogeneic transplantation were identified for

any other disease sites. The results of these CCTs
must be considered in the light of the potential
problems associated with their methodology.

This systematic review aimed to identify all relevant
published studies of HDT/PCT, appraise the cur-
rently available evidence, and provide an objective
and comprehensive summary of that evidence.

As in any rapidly evolving field, new evidence is
continually emerging. This is especially true of
HDT/PCT in which for many diseases there are
more patients included in on-going trials than in
all published RCTs.

The present review has, as far as possible, identified
on-going and recently closed trials and it is recom-
mended that the conclusions are considered in
conjunction with the results of these RCTs when
they are published.
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Chapter 2
Methods

Introduction

This review investigated the effectiveness of
HDT/PCT compared with CC in malignant
lymphoma (non-Hodgkin’s lymphoma and
Hodgkin’s disease), multiple myeloma, leukaemia
(acute and chronic), germ-cell tumours and in
breast, ovarian and lung cancer. These disease sites
were chosen as they represent the areas in which
most transplantation activity has been focused in
the past and in which, owing to the incidence of
the disease, the clinical and economic impact is
likely to be greatest. The review also assessed the
literature relating to the cost-effectiveness and long-
term toxicity of HDT/PCT compared with CC, and
the literature concerning the use of cord blood. In
addition, RCTs comparing BMT and peripheral
blood progenitor cell transplantation (PBPCT)
were reviewed.

Given the limited time that was available, the
review is based on the published literature only
and no results from unpublished trials are includ-
ed. It is therefore possible that the review suffers
from publication bias,” whereby the results of
positive trials are more likely to appear in print
than those of negative or inconclusive trials.

The methodology used was pre-specified in the
systematic review protocol, which is reproduced
in appendix 1.

Study identification

Studies were identified by searching the following
electronic databases up to and including
31 January 1997:

Medline

Embase

Cancerlit

Cochrane Controlled Trials Register
NHS Economic Evaluation Database.

Medline, Embase and Cancerlit were re-searched
for RCTs on 1 June 1997 to identify any RCTs that
may have been indexed between January and
June. RCTs were also identified by searching the
UKCCCR Trials Register, Center Watch Clinical

Trials Listings, and the Physicians Data Query
(PDQ) database (see appendix 4). Planned
searches of the Science Citation Index and
Biossis were not done because preliminary
investigations found that they yielded no addi-
tional useful information. All journals that were
a priori deemed by the clinical coordinators to
be potentially important sources of relevant
publications are indexed on one or more of
the electronic databases searched. Therefore,
although it is recognised that bibliographic
tagging and indexing are not always compre-
hensive,® no handsearching of journals

was performed.

Conference proceedings of the following
organisations were handsearched for RCTs and
CCTs and also for abstracts relating to use of cord
blood, long-term toxicity, and cost-effectiveness:

¢ European Haematology Association
(1994-1996)

e EBMT (1992-1997)

* American Society of Hematology (1992-1996)

¢ International Society for Experimental
Hematology (1992-1996).

The 1997 proceedings of the EBMT were also
handsearched to identify more recent RCTs
and CCTs.

Electronic databases were searched using a
slightly modified version of the Cochrane
Collaboration strategy for identifying RCT5,°
together with more general strategies which
aimed to be comprehensive and identify non-
randomised comparative studies and papers
relating to the use of cord blood, long-term
toxicity, and cost-effectiveness. These search
strategies were listed in the systematic review
protocol (see appendix 1).

Eligibility criteria

Studies investigating the efficacy of
HDT/PCT

Studies investigating the efficacy of HDT/PCT
were eligible for inclusion in the review provided
that the authors stated that HDT was administered
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(no judgement was made by the reviewer as to
whether the HDT was truly myeloablative) and the
patients were intended to receive PCT. The study
must also have investigated survival and/or PFS
and included a conventional therapy comparator
arm. PFS was defined as patients alive and
progression-free at time of analysis. RCTs which
did not report on these end-points but which

were otherwise eligible for the review are listed

in appendix 2.

Economic evaluation studies

All studies that made an economic evaluation
of HDT/PCT compared with CC and/or those
that calculated the cost of administering HDT/
PCT in the UK were included. In addition, all
studies that compared the economics of the
use of BMT with that of PBPCT were

also included.

Studies investigating the use of
cord-blood transplantation

All publications in which the authors stated that
cord blood was used as a source of progenitor
cells for use in conjunction with HDT in humans
were reviewed.

Studies investigating long-term

toxic effects

All papers in which the authors stated they were
comparing long-term (> 100 days) toxic effects
of HDT/PCT and a control CC population
were included.

Trials comparing BMT with PBPCT

All trials that randomised the type of haemato-
logical support (either bone marrow or peripheral
blood progenitor cells [PBPCs]) which patients
were to receive following HDT were included.

End-points

The end-points of survival and PFS were
chosen because they provide the most clinically
relevant measures of a treatment’s efficacy in
these diseases.

PFS is the time a patient remains alive and free
from worsening disease. In the treatment of

many malignancies, PFS is an important end-
point: the longer a patient can remain progression-
free, the less treatment they require. If the
effectiveness, in terms of survival, of two treat-
ments were equivalent it would usually be
preferable to treat patients with the therapy

that gave the longest PFS.

Classification of studies

Studies comparing the efficacy of HDT/PCT with
CC were classified as follows:

® prospective RCTs

* prospective CCTs with pseudo-randomisation
(e.g. transplantation given to all patients who
had a matched sibling donor)

® prospective cohort studies with a non-
randomised comparator (including matched
controls from a national/international registry
and historical controls)

® retrospective cohort studies with
non-randomised comparators.

For each disease site a decision, based on the
number of trials, patients and events, but without
knowledge of the results, was made as to which
level of evidence should be considered. If sufficient
evidence was available from the RCTs then no
other studies were reviewed. Similarly, if sufficient
evidence was available from the RCTs plus CCTs
then no further studies were reviewed. Otherwise
all the above categories of study were included, but
no conclusions were drawn from cohort studies.
No case series were included.

Data extraction

For each disease site, all titles identified by

search strategies were assessed for relevance by
one reviewer and a random sample of 10% of the
titles was assessed by a second reviewer to check
for consistency and completeness. Abstracts were
downloaded for titles judged to be potentially
relevant and then full publications were obtained
for all abstracts that indicated potentially relevant
studies. (Full papers were also obtained when the
abstract did not give a clear indication of the
relevance of the study.) All eligible publications
were reviewed by at least one clinical and one non-
clinical reviewer. Data were extracted using data
extraction sheets (see appendix 1). Discrepancies
were resolved by discussion and by seeking a third
opinion when necessary. When studies generated
multiple publications the most recent paper con-
taining sufficient information was used for data
extraction and earlier full publications were
cross-referenced.

Analyses

Quantitative analyses were performed only for
RCTs and CCTs. Information on cohort studies
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was included in tables, but owing to the well-known
problems associated with such studies no data
synthesis was attempted. It was stated in the
review protocol that the published results of RCTs
would be analysed and statistically combined by
calculating hazard ratios either based on summary
statistical information” or estimated from a series
of points on survival curves. However, the former
proved impossible because statistical reporting
was incomplete and of a generally poor standard,
and the latter was impossible because many
papers did not present survival curves. Therefore,
odds ratios (ORs) were calculated at one or more
time-points for each disease site and end-point.
The time-points used were selected according

to clinical importance and the maturity and
availability of data presented. The observed and
expected number of events were either read
from the publication or calculated from curves.
These were then used to calculate ORs for
individual trials and combined using the Peto
method according to the fixed effect model.®
Ideally, the number of patients and events in-
cluded in these calculations should have been
adjusted to account for immature data.”® How-
ever, the information required to make such
adjustments was presented in so few trial reports
that adjustment was impractical. Medical
Research Council (MRC) Cancer Trials Office
in-house software was used to perform the
statistical analyses and produce the

OR plots.

Where trials with multiple CC arms presented
individual analyses of HDT/PCT versus each
chemotherapy arm, these are given in the summary
tables. However, for the combined analysis, the
numbers of events on each of the CC arms were
summated to a single value, giving the number

of events on treatment compared with control.

To do otherwise would essentially mean multiple
counting and including the HDT/PCT patients
more than once.

Chi-square tests for heterogeneity' were used

to test for gross statistical heterogeneity between
individual trials, and chi-square tests for interaction
were used to test for gross statistical heterogeneity
between groups of trials. Unless otherwise stated
all p values are on 1 degree of freedom.

Explanation of presentation
of results

In discussing the results of individual trials, most
emphasis is placed on the survival results reported

for the log rank test, where available. This is
because these are time to event analyses (from
which a hazard ratio could be calculated if
sufficient information was presented), giving an
overall summary of the entire survival experience.
If such information was not reported, the ORs
which were calculated at specific points in time

are discussed. It is possible that these ORs may not
always be consistent with the overall conclusions of
an individual trial as the calculations account for
only the total number of events at a particular point
in time and do not account for time to event or the
shape of a survival curve. This may be a particular
problem if ORs are calculated at points of maximal
or minimal curve divergence or in cases in which
the survival curves cross.” For the reasons stated
above, the results of individual trials were com-
bined to produce pooled ORs at specific time-
points and it is these that are discussed in terms

of estimates of overall effect.

Explanation of tables

Tables of studies included in the review are
presented separately for RCTs, for CCTs and for
other comparative studies.

The years of patient entry are presented along

with brief details of the treatment regimens used in
studies of solid tumours, lymphoma and myeloma.
For leukaemia, details of the type of therapy used
are listed, but individual chemotherapy regimens
are not presented, as standard accepted regimens
are both long and complex. The drug abbreviations
used in the tables are listed on page ii.

For RCTs and CCTs, median survival and PFS are
listed as well as percentages at chosen time-points.
Unless otherwise stated, quoted rates are estimates
given in the text or read from Kaplan-Meier curves.
Reported summary statistics relating to these
end-points are presented (unless stated otherwise
these refer to the results of the log rank test), as
are ORs calculated for the review. Owing to the
unreliability of other types of study no reported
statistics or calculations are presented. For the
end-point of PFS, progression or death is counted
as an event and this information is presented

only for those trials that define the end-point

in this way.

The comments column gives further explanation
of the data when necessary, highlights any potential
problems or notable features of the study design,
and presents a brief indication of the authors’
conclusions for RCTs.
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Explanation of plots

The OR for each trial is represented by the central
square on each bar, the size of which is directly
proportional to the amount of information avail-
able in the trial. The outer limits of the bar repre-
sent the 99% confidence interval (CI) and the
inner tick marks show the 95% CI. The vertical line
drawn through the OR value of 1.0 indicates no
difference between the two treatment arms. An
OR lying to the left of this line, with an OR < 1.0,
suggests an advantage to HDT/PCT whereas an
OR lying to the right of the line, with an OR > 1.0,
suggests a benefit to CC. If a CI crosses this line,
then the result for that trial did not reach signifi-
cance at conventional levels. The diamond shown
below a group of trials represents the combined
result for those trials. The diamond is centred on
the combined OR estimate and the edges of the
diamond indicate the 95% CI.

Data included

Search strategies identified almost 14,000 poten-
tially eligible titles from which 1301 potentially
eligible abstracts were identified. After reviewing
all of the abstracts, 566 publications were deemed
potentially relevant and were reviewed in full (see
Table 1). Ultimately 26 RCTs, 22 CCTs and 48 other

studies were included in this systematic review of
the efficacy of HDT/PCT.

For acute myeloid leukaemia (AML) the review
was restricted to RCTs/CCTs. For all other disease
sites, comparative cohort studies were also
reviewed. A total of 3479 patients (who received
either HDT/PCT or CC) were included in

RCTs, more than 2500 patients were included

in CCTs, and 9008 patients who received HDT/
PCT were included as part of other non-
randomised studies.

TABLE 1 The numbers of titles, abstracts and papers reviewed

Disease site Titles Abstracts  Papers
reviewed reviewed reviewed

Breast 1893 134 68
Lung 971 78 39
Testicular 251 251 30
Ovarian 117 17 35
Lymphoma + 5563 371 189
myeloma

Leukaemia 5167 350 205
Total 13,962 1301 566
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Chapter 3

Introduction to acute leukaemia trials

tis in the treatment of acute leukaemia that

HDT with autologous or allogeneic transplant-
ation has been pioneered. Sibling allografting,
where available, may be used preferentially because
the donor cells themselves are thought to have an
immunological effect against the tumour — a graft
versus leukaemia (GVL) effect — and there is a very
low possibility of cancer cells being re-infused.
Sibling allogeneic transplants are not widely applic-
able owing to small family sizes in the developed
world and there being only a 1 in 4 chance that a
potential sibling donor will have immunologically
compatible marrow. In addition, transplant-related
mortality increases with age because of the increas-
ing morbidity associated with GVHD. To increase
the number of available donors, stem cells from
MUDs have been tested. The mortality and
morbidity associated with this process are higher
than with sibling grafts and it remains an
experimental procedure.

As with all therapies the most reliable evidence

of a treatment’s relative efficacy comes from the
results of RCTs. For autologous transplantation

the conduct of such trials is relatively straight-
forward. However, it is more difficult to perform
RCTs for sibling allogeneic transplantation because
not all patients will have an appropriate donor.
Prospective trials that have attempted to determine
the effectiveness of sibling allogeneic transplant-
ation have allocated treatment on the basis of

donor availability. Although this process is
sometimes termed ‘genetic randomisation’,
there are many biases associated with this way of
allocating treatment. Not least, patients who are
known to have a compatible sibling donor are
often compared with all other patients regardless
of whether their marrow was sent for genetic
typing. In interpreting the results of such trials
(CCTs) it is important to consider the short-
comings of this design (Figure 1). As described
in chapter 2, the results of RCTs are presented
separately from those of CCTs.

For trials which include both a true randomised
comparison of autologous PCT versus CC and a
comparison of sibling allogeneic PCT versus CC,
results of the autologous transplantation versus
CC randomisation are presented in an RCT table.
The results of the allogeneic transplant versus

CC comparison appear in a table of cohort studies.
It is inappropriate to perform any data synthesis
on the comparison of a cohort of patients random-
ised to receive CC with a cohort of patients with

a sibling donor, as it is likely that the CC arm will
contain a more select group of patients. This is
because patients with a sibling donor are likely

to have been selected at an early stage as they will
possibly have had tissue typing early in induction,
whereas those randomised to CC will have com-
pleted induction therapy and have been judged

fit enough to undergo randomisation (Figure 1).
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Because the treatment of acute leukaemia is generally standardised across centres, the approach used to conduct most controlled
trials is similar. Following induction treatment, patients in remission are given additional therapy to consolidate their response.
Patients with a compatible sibling donor (B) undergo HDT with allogeneic BMT. All other patients receive conventional therapy.
In some trials those patients without a compatible donor are then randomised to receive either conventional consolidation chemo-
therapy (G) or HDT and an autologous bone marrow transplant (F) (shaded areas in schema).

As with all clinical trials, not all patients will follow the protocol design due to health status, preference or eligibility. When
considering the validity of a trial it is important to determine whether these patients have been included appropriately in any
analysis (i.e. an intention to treat analysis).

| Patients in remission |
I

Not typed | | Typed |
I
A | B
| No donor | | Donor |
I
| Randomised trial | | No randomisation |
I
| | C D E
Patients Patients not Conventional Allogeneic Not
randomised randomised chemotherapy BMT transplanted
I
F G
Autologous Conventional
BMT chemotherapy

O Denotes schema if randomisation between CC and autologous BMT is part of the trial.

RCTs

RCTs comparing autologous transplantation with CC compare the outcome for patients who reach box F with the outcome for
patients who reach box G.

CCTs

CCTs investigating the potential benefit of sibling allogeneic transplantation compare the outcome of patients in box B (regardless
of whether they actually receive a transplant) with patients in box A.

Cohort studies

Itis often unclear from a report of a trial (especially an abstract) whether a study is a CCT or if it is comparing patients who
received a transplant (box D) with all the patients who did not receive a transplant (box E), did not have a donor (box A) or did
not even get tissue typed.

The comparison of patients who receive CC in a truly randomised part of a trial with patients who have a matched donor allocated
allogeneic transplantation (box G versus box D) is considered to be a cohort study as the groups are unlikely to contain
comparable patients.

FIGURE | Typical simplified schema for trials comparing HDT including sibling allogeneic or autologous transplantation with CC in
acute leukaemia
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Chapter 4

Review: paediatric acute
lymphoblastic leukaemia

Introduction

ALL accounts for approximately 80% of all
childhood leukaemias."! The provision of treatment
in the UK s highly organised with the majority of
cases being treated in dedicated units in teaching
hospitals and almost all patients following MRC
trial protocols. Although it is likely that there are

a number of distinct disease entities within this
overall umbrella, when taken as a whole, CC is
highly effective.

Following standard therapy, approximately 95%

of patients achieve a first complete remission, and
around 70% remain free of disease in the long-
term." Treatment is protracted, being given in
intensive phases which involve hospitalisation
(induction and consolidation) followed by a main-
tenance phase which is given on an outpatient basis
over a 2-year period. Although this treatment is
highly successful, it is associated with appreciable
morbidity, and expense, and it has therefore been
suggested that HDT with autologous transplant-
ation may have a role in consolidating first remis-
sion by reducing the total treatment time and
potentially improving a patient’s quality of life.

For patients whose disease recurs, the outcome
is much worse, with about 70% reaching a second
remission and up to 30% remaining free of the
disease in the long-term.'*'* At second relapse
the outcome is even more unfavourable. This
has warranted the testing of both allogeneic and
autologous transplantation in patients whose
leukaemia is chemosensitive. Preliminary cohort
studies of HDT with allogeneic BMT given after
relapse have suggested that good outcomes can
be obtained using this approach. However there
is a significant treatment-related mortality which
is higher with unrelated donors than with sibling
donors, and there is also a significant long-term
morbidity specific to this age group.

There are several other issues to be considered.
Although a number of clinical factors can predict
high-risk disease, there are no reliable prognostic
indices. Thus, a major focus of research is the
identification of the one-third of cases that are

likely to relapse and are most likely to benefit

from HDT/PCT as part of initial treatment. It

is also thought that the timing of relapse may be

a indicator of survival: relapse while on mainte-
nance therapy is thought to be associated with a
very poor outcome, and the further from treatment
that relapse occurs the better the outcome. This
may warrant the approach of HDT/PCT being
targeted at early recurrence.

Methods

The methods set out in chapter 2 were used. No
RCTs and two CCTs were identified. Incomplete
reporting of trials makes it difficult to categorise
studies and it is possible that the CCTs identified
were actually cohort studies. Data from other,
published, comparative studies were tabulated to
provide supplementary qualitative information.

Results

Reports of two CCTs comparing allogeneic trans-
plantation with CC were found. One CCT involved
patients in first remission (Table 2),'* and the other
involved patients in second remission (Table 3).'°
No RCTs were identified. Data from other compar-
ative studies are presented in Tables 4-7 to provide
supplementary qualitative information.

First remission

CCT comparing HDT/allogeneic transplantation
with conventional therapy

The one CCT identified which compared HDT/
allogeneic transplantation with CC (Table 2) regis-
tered 111 patients and accrued patients between
1985 and 1990."

Survival

The authors reported no evidence of a difference
in survival, although no data were presented to
support this statement.

PFS
A PFS curve is presented in the paper. The authors
quote an OR of 0.8 (95% CI 0.43-1.14), indicating ()
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that there was no evidence of a difference between
the two treatments.

Second remission

CCT comparing HDT/allogeneic transplantation
with conventional therapy

The CCT identified included 45 patients accrued
between 1976 and 1980." From the information
reported in this paper it is unclear whether the
study was a CCT or a prospective cohort study.

The data presented in Table 3 should therefore

be interpreted with caution.

Survival

The authors presented the numbers of patients
alive at the time of analysis which favoured the
HDT/PCT arm. However neither summary
statistics nor a survival curve were presented and
therefore it was not possible to calculate an OR.

PFS

No PFS data were presented and although the
authors comment that HDT with allogeneic
transplantation offered the best chance of long-
term remission, no statistical data were quoted.

Discussion

The use of HDT with allogeneic transplantation

has become, for many, the treatment of choice for
paediatric patients who relapse and have poor prog-
nostic features. However this treatment strategy is
based on the results of cohort studies and not on the
findings of more reliable RCTs or CCTs. Two CCTs
comparing HDT/allogeneic transplantation with
CC were identified, one investigating its use in first
remission and one in second remission. The study
which involved patients in first remission found no
evidence of a statistically significant difference
between HDT/allogeneic transplantation and CC.
The paper on the trial involving patients in second

remission made no statistical comment on the
findings and was too poorly reported to allow

any data synthesis. Both trials registered very few
patients, 111 and 45 respectively, and therefore
only large differences in outcome could be reliably
detected. It is therefore not possible to comment
with any certainty on the true efficacy of HDT/
allogeneic transplantation compared with CC

for the treatment of paediatric ALL.

The amount of pseudo-randomised evidence
comparing HDT/allogeneic transplantation with
CC for patients in second remission is somewhat
overwhelmed by the literature on the results of
potentially unreliable and possibly biased cohort
studies. It is important that at relapse patients are
entered into well-designed trials, as it is only by
adopting this approach that reliable evidence of
treatment efficacy and long-term side-effects will
become available. Such randomisation may be
difficult for clinicians who perceive a treatment
benefit for allogeneic transplantation. There is,
however, one currently on-going trial and partici-
pation in this trial should be supported (Table 8).

No randomised studies were identified which
compared HDT/autologous transplantation with
CC in either first or second remission, and there-
fore it is not possible to make any comment on the
efficacy of this treatment. There are three on-going
or as yet unreported trials and entry into the open
trials should be encouraged (Table 8).

The perception that HDT /allogeneic transplant-
ation is of benefit for paediatric patients with ALL
in second remission has led investigators to use
stem cells from MUDs for patients who do not have
a matched sibling donor. The morbidity associated
with MUD transplantation is greater than for sib-
ling allografts and whether it confers an advantage
over CC is presently being tested in a randomised
trial (Table 8).
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Chapter 5

Review: adult acute lymphoblastic leukaemia

Introduction

The relative incidence of adult ALL — about
15-20% of acute adult leukaemias — is lower than
that of paediatric ALL and its prognosis much
worse. At presentation around 80-85% of patients
achieve complete responses,? but long-term
survival is only in the order of 20-30%.% This is,
however, thought to be a reflection of the biology
of the two diseases rather than of the treatment
strategy used, because conventional therapy for
adult ALL has been influenced by the success

of the approach in treating children.

As with paediatric ALL, CC consists of intensive
induction and consolidation phases, which are deliv-
ered in hospital and are often associated with a high
morbidity and mortality, followed by maintenance
therapy which is given on an outpatient basis over a
2-year period. Because of the relatively poor success
of this conventional therapy and the length of the
treatment, HDT with either allogeneic or autologous
transplantation has been tested as an alternative in
the consolidation of first remission, with the aim

of increasing survival rates and decreasing
treatment time.

At relapse, conventional treatment is intensive,
not particularly effective and associated with
considerable morbidity, mortality and expense.
Therefore, there is a possibility that HDT with
allogeneic support may also have a role in
improving survival in second or third complete
response, although the number of patients that
attain such responses is very low.

Methods

The methods set out in chapter 2 were used. Three
RCTs and six CCTs were identified. Data from other
comparative studies were tabulated to provide
supplementary qualitative information.

Results

Three RCTs and six CCTs were identified, all of
which investigated the use of HDT/PCT in the
consolidation of first remission (Tables 9 and 10).

One CCT compared the outcome for patients who
had a donor with that for patients without a donor
who were then randomised to either autologous
transplantation or CC (results of this randomised
portion of the trial are in Table 9).

RCTs comparing HDT/autologous
transplantation with conventional
therapy

Three RCTs**? which randomised 213 patients to
autologous BMT or CC were identified (Table 9).
Each randomised adult patients in complete
remission following induction therapy. Two
trials®* were conducted by the same group with
the earlier trial®' reported as the feasibility study
for the second.™ All trials were reported as full
papers, although for one trial® some information
was taken from a meeting abstract.”® Patients were
randomised between 1985 and 1991. No paper
presented a survival curve, and only one*
presented a PFS curve.

Survival

Neither of the papers®”! that provided information
on survival found evidence of a difference between
treatments. Because of the information available it
was only possible to calculate an OR for one trial*
at 5 years and therefore no summation of data
could be performed.

30,31

PES

No evidence of a difference in PFS between treat-
ments was reported for any of the trials. A 2-year OR
could be calculated for only one trial®® and therefore
no summation of data could be performed.

CCTs comparing HDT/allogeneic
transplantation with conventional
therapy

Six CCTs were identified which compared
HDT/allogeneic BMT with conventional therapy
in patients achieving a complete remission follow-
ing induction therapy (Table 10). Five** compared
HDT/allogeneic BMT with CC, and the sixth®
compared HDT/allogeneic BMT with HDT/
autologous BMT or CC. In total, 719 adult patients
were entered into these trials from 1982 to 1991.
It is believed that two publications®* reported

on the same trial despite discrepancies between
the publications. The earlier abstract reported
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on more patients, but the full paper®” presented
more complete information and has therefore
been commented on and used in the combined
analysis in this review.

The reporting of results was generally poor. Only
two®?* out of five papers reported on survival.
Both presented survival curves. All but one* of the
reports presented some information on PFS and
three® " presented a PFS curve.

Survival

Of the two papers that reported survival, one®
reported no evidence of a difference between
HDT /allogeneic transplantation and CC. No
statistical comment was made on the results of
the second, small CCT.** However, the calculated
OR at 2 years of 0.81 (99% CI 0.50-1.30) suggests
no evidence of a difference between the two
treatments modalities. No summation of data
was performed owing to the differing control
arms in these trials.

PES

Two™* publications reported no evidence of a
difference between the two treatment arms. In a
third trial,®® HDT/PCT was compared with three
chemotherapy regimens, two containing both
consolidation and maintenance, and the third
maintenance alone. The authors stated that there
was no significant difference between HDT/PCT
and the two CC regimens containing consolidation
chemotherapy, but make no comment on the arm
containing maintenance therapy alone. Using the
total number of patients and events in all of the
chemotherapy arms, the calculated 2-year OR of
0.39 (99% CI 0.15-1.04) favours HDT/PCT.

30,35

Mrsic and colleagues® reported a highly
significant result in favour of HDT/PCT, but it

is unclear with which chemotherapy regimen the
HDT/PCT was compared; calculated ORs using
the results of both control arms at 2 and 3 years
are 0.39 (99% CI 0.12-1.24) and 0.26 (99% CI
0.08-0.87), respectively.

The combined 2-year OR of 0.38 (95% CI 0.22—
0.65; Table 11) for trials comparing allogeneic trans-
plantation with CC indicates an absolute survival
benefit of approximately 23% (95% CI 11-35%)
in favour of HDT/PCT (Table 11). As stated above,
one paper’ reported data on three chemotherapy
regimens compared with a common HDT/PCT
arm. The authors conclude that the maintenance-
only arm performed significantly worse than both
arms which contained consolidation and mainte-
nance therapy. Performing a sensitivity analysis on

the pooled 2-year OR, but including only the data
from the two maintenance and consolidation arms
of this trial, gives a combined OR for all trials of
0.45 (95% CI 0.26-0.79) which suggests an absolute
survival advantage of 20% (95% CI 7-31%) also in
favour of HDT/PCT.

Combining the calculated 3- and 4-year ORs

(Table 12) from two trials®®*” gave an overall OR of
0.23 (95% CI 0.10-0.51) which suggests an absolute
survival benefit of approximately 35% (95% CI
15-51%) in favour of HDT/PCT.

Cohort studies comparing HDT/
allogeneic transplantation with
conventional therapy

Cohort studies comparing HDT/allogeneic
transplantation with conventional therapy are pre-
sented in Tables 13 and 14. As previously discussed
(chapter 3), it is usual for trials which randomised
between autologous BMT and CC also to compare
allogeneic transplantation with CC. This latter
comparison does not constitute a true CCT and
any such published results are tabulated in the
cohort studies (Table 14).

Discussion

The RCTs and CCTs identified were generally
relatively small and inconsistently reported. Many
trials only reported on PFS.

HDT with autologous transplantation
Three RCTs have compared the use of HDT/
autologous transplantation with CC in the
consolidation of first remission in adult ALL; no
evidence of a benefit for HDT/PCT was reported
for any of these studies. Each of these trials was
small and able to detect reliably only large
differences in efficacy.

HDT with allogeneic transplantation
HDT with allogeneic transplantation, for consoli-
dation of first remission, has been compared with
conventional therapy in a number of controlled,
but non-randomised, comparisons. Results for
survival were reported for only two trials and in
neither study was there any evidence of a difference
between the treatments. Both trials were relatively
small and therefore only large differences in treat-
ment effect could have been detected. In addition,
the protocol for one trial** was altered part way
through so that patients without a suitable donor,
deemed to be at high risk, were offered autologous
transplantation. This change in protocol may have
biased the results. The combined results suggest
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that there may be some improvement in PFS, but
this calculation does not include information from
all trials and therefore is not a reliable summary
of all trial data.

At present it is not possible to determine whether
HDT with autologous or allogeneic transplantation
offers any benefit over CC in the consolidation of

first remission in adult ALL. Given the poor
prognosis of adult ALL, the completion of more
prospective trials is necessary to determine whether
the benefits suggested by retrospective cohort
studies are substantiated by the results of more
reliable RCTs or CCTs. Participation in the on-
going trials for both allogeneic and autologous
transplantation (Table 15) should be encouraged.

23



1a

adult acute lymphoblastic leukaemi

Review.

*UONDB[As 5B J3139q
)M S3IpNIs Ul SujIen|eA spaau
1@H ey 15983ns pue sjusned
3[SLI-MO| PUE -y31Y JO 3MXIW € S|
24943 JBY2 JUBLUWIOD SJoYINY

‘syuaned ysu-ydiy

40} s1Inq ‘sauaiyed st
-pJepuels 1o} pa3edIpul 30U S|
1INV 18y 3PN|2U0Dd sJoyIny
14734 o4 8!

Jaded ay3 wo.y 3ey3 pue ‘[eAIAINS
UBIPaW © 01 SJ49j94 1DB.ISqE BY)
wio.y anjeA ay3 3eys s|qissod
$13] [eAIAJNS 10} saN(eA d
paionb auy ur Aouedaudsiq ,
ec'oe 01 198L

Jo pua 3y e pariodad Apnas
3y ul syusped [03u0d 3L Jo
uonJod a2.e| & pawLio) sjuaney

'S30UB.U3J24 OM) WU} usdel ele(
‘suoisn|auod wJy

Aue 01 swod 03 s3usned ma)
003 3Je 343y} 33eIs sdoyIny

‘pagind auam syuedsued|
“Apms pariodau Alioogd

ee'0eMO[Rq Apmas 03 Jond
Apnas Aujiqisesy Areuiwija.g

*SJUBAS padtodau
JO JaquuNU 3y Wo.y
Pa1€|N3[Ed S| [BAIAINS BPNID)

sjusWIWO)

WL yioq
Joj [e103
ury >

J2:1dH
syyeap
1X0)

sJeah g
(oz+-010) sieak
890 SN 81T SEHy
- 90=4 €16l -
- WZ - —_
(1D %66) 22:LaH
Yo soded up  (sypuow) DD:LAH
pajendjeD sdisipeIs  ueipapy %

Sdd

Jaded ut
L0=4d
sIeak §
(18'1-57°0) 1ensqe ul
890 s00>d  [TIE

saeah g7
(¢6'1-62°0)
SL0 SN -
(12 %66) 22:1dH
4o  sededur (sypuow) 5D:1aQH
pajendjeD) sJ1IsieI§  uelipap]
|eAIAINS

sJeaf g
€1

saeak §'7
Ly¥s

%

“uonodyisuaul = | 531 yupd S0 = [y7 WDdYUSIS 10U = SN
“UWINJ0D SIUBLILLOD 0] 9DUIAYI-550. SIa113) 1d1dssadng

'PaIDIS ASIMIBLI0 SSaUN Uiy 350p (3011t 3pd U0 sawpu Sp Jo suonDIAIGYD Jo 15) 335
«

IPUT 1WAV + 1AaH

] I 4 B 14 13 13

(K9 71) 191

‘(0z1) X120l
(po8und)

1av + LaH

65 85 LIl (seplo ) (seph7) D

(po8und)
W 1Wav+ 1dH

®sE L (s9pho ) (s9ph7) D

ANEEE
‘asop [e303)
20 1dH [&oL ole) 1aH

syuaiyed jo ‘oN usundas juaueal)

(4aded |ny)
26661 1P

06-L861 1uodseulag

(1oenSqE)
(cP661 1010 24014

(4aded |jny)

0h661
p 39 ueqQas

69861

(4aded |jny)
98-9861 (0661 102 31314

saeak ELNICYEIES]
Aapug leup

TIV YNpo Ul uoIssILwaJ 3s.1f Jo UORDPIOSUOD Byl Ul 9 YUM | Hd snoSojoinp/| gH Sulpdwod sjHY 6 31g9V.L

T
o



No. 8

Vol. 2

il

Health Technology Assessment 1998

25

panunuod

*SUOSLIDQLIOD PISILIOPUDI-UOU YIIM PIIDIDOSSD SISDI] puD swidjqoid ay2 Jo 2ySij a3 Ul POMAIA 3G pjnoys SyNSal Ay} 240JaJ3Y1 PUD ‘SDLIY PISILIOPUDI 10U 34D 3GD] SIY2 Ul Pa3I0gal SAPMS 3y |
“ULINJOD SIUBLUIOD 0} AIUIRYD4-5504D S1319) IqLdssadng

'PaIDIS ASIMIBYIO SSI|UN NE\mE asop (030211 33pd uo sawpu 3nip Jo suonpiAIqGqD Jo 1Sl 335
«

'saeak (f > pade uonendod sy 3ul
-redwiod aJe 4aramoy ‘pajonb sansiels
3] 'S9AIND [BAIAINS BY2 U papnul

aJam syuaned 4ons JayIaym Jeapdun si 3l sieak 7
133 9Y3 WoJ4 ‘uonelue|dsue. o} 3|q #0'1-510)
-131jou1 a.4am s.eak (o < pade suaney - 6€0 - - - - - - - 66 86 1E 691 - - Snsal |[eaAQ
'sjuaized Jo uaquinu (303
01 dn ppe 10U S30p paNIWO/papn|aUl sieak g
sjuaned jo Jaquinu 3y 'siskjeue (95°0+070) sIeak 7
ay3 wouj paniwo atom siuaned Auel - 910 - SIYAN Tu - - - - 6T 8¢ - - W - ¢ uostredwo?
Adesayaowsyd uonepijosuod
BAISURIUI YaM pasedwod saeah g
UBYM S4d dseaudur Apuediyudis (z5°7-810) sIeak g
30U S30p | g 3B 3383S sdoyyny - 89°0 SN YANYAN  ¥9°TL - - - - (4 - W+D - 7 uosiiedwo)
"BUOJE || Y3IM pasedwiod | + D sieah 7
Buinidau syuaned u Ja3uo) (SS'141°0) sIeak g
(5000 > d) Apueoyuds sems4d - ¥0 SN 6TYAN  €5TL - - - - ge 8 - - W+ - | uosireduiod
‘UONESIWOpUE. 0)
BuipJod3e UBAIZ auB D)) 10 SINSDY (4aded |jny)
"D F W 03 pasiwopue. sem 33 S8-€861 /861 D12 3431y
sieak i
's[eLy Jasue| (£8°0-£0°0) sJeaf §
J0j paau 3y} 1s988ns sioyiny S1°0 0£:5/
sieak 7 (4aded |jny)
“kdeaay uonanpu Jo [ery [euonnIIsUl (5'1-90°0) saeak 7 651661
-PINW € o 34ed pauLIo} §[0.3U0D - 0€0 9800=d  SIWAN yySL - - - - 9l 8 4 - — [8-T86| ‘dwin|g g ueuLio4
[o 1) 1aL
saeak g “(oz1) X121 (4aded yjny)
"LINg Sno2ojoIne pa.ayo aam (0€'1-050) siwah g W LIV + LaH »¢8861
suaned sl-ySiy €ge| oYY ¢ - - - - 180 - 8l-€¢ 6v-€9 1T 8 - 6C D+l D+ 9886l p 32 J0300.4
22:1aH (12 %66) J2'1aH (12 %66) J2:LaH (w/Bw
syyeap ¥o Jaded ur  (sysuow) >D:1aH ¥o Jaded ur (sypuow) DD:1aH pepnp ‘asop [e303)  saeak ERNICYEIEY]
sjuswiwio)y  dIxol  pajeme) SdhsieIS  UBIpsl % pajemoje) sanshess  uelpapy % 20 1dH -x3 [&oL o) 1aH 4Anug feMy
S4d [BAIAING sjuaiyed jo ‘oN *:wE_ww._ RUETITH-CNT

T1V Ynpo ul uoissias 1s.if Jo uonDPIOSLOD Y1 Ul DD YIM | Dd 218uaS0)p/ | GH Sulpdwod s|5D 0T J19VL



1a

adult acute lymphoblastic leukaemi

Review.

panunuod

's4aquunu Juaned ur Aoueda.dsip sy

2/dsap [eL1} SWeS BY1 9q 03 pawunsse
s1 3 “[endsoy awes ay3 Aq unu

SEM PUE |, ‘g66] D 39 US| SE S3EP
Anus juaped swes sy sey [el siy]

"|1e3ap ap| Aaop

‘suswiBaJ Adesaypowayd
4304 Ul s3uaA9/sIuaNEd JO
Jaquinu [€303 Y3 3uisn pajend[ed YO

s anjea siy3 uswiBau Adesayy
-OUIRY) YIYM 03 43| J0U 513 ¢

‘'S9AJINI [BAIAJNS |Blien)de
9NJ3 JOU 3J9M S3AJIND |BAIAING

‘poAIRIA UsWISa.

01 BuipJodde pariodal ale D)

J0j $INSDY "SUBWISAL DD OMI YIM
paJedwod sem 14oyod | H 3uUQ

sjudwwio)

0-€l

JJ'LdH
syjeap
1X0]

*SUOSLIDALIOD PASILIOPUDI-UOU YIIM PIIDIDOSSD SISDI] PuD swidjqoid ay2 Jo 2ySij Sy3 Ul PaMaIA 3G pjnoys SyNSal Ay} 240JaJaY1 pUD ‘S|DLI PASILIOPUDI 10U 34D JGD] SIY2 Ul Pa3I0dad SAPMS 3y |

steak ¢
(@'0-90°0)
910 - -
sJeah ¢
(t80-800)
920
sieak 7
kT 1-t10)
6€°0 - -
sieak ¢
(s¥'1-9€0)
9€°0
seak g syauow

(ezT-+10) SI-tl
£50  ¢1000>d AN

sieak ¢
(58'0-900)
€20

sieak 7 syauow
(60'1-60°0) d
€0 ¢1000>d AN

(12 %66) 22:1aH

40  sdedur (sysuow) 32:LaH 4o

pajejndfeD sonsneI§  uelpajy

Sdd

saeak ¢
SIS - - - -

saeak ¢
0€:TS

sieak 7
19 - - - -

sJeaf ¢
0zts

sieak 7
1€19 - - —= ==

(12 %66) 02:1aH
Jaded ur  (sypuow) >>:1adH

% pojende) SIPsHEIS  ueIpdl %

[BAIAING

“ULIN|0D SUSLILLIOD 01 UAIRJ9I-5504D SI1a113) 1qLdssadng
'PaIDIS ASIMIBYIO SSI|UN NE\mE asop (030211 23pd uo sawpu nip Jo suonpiAIGqD Jo 1Sl 335
«

(oen5qe)
ggC661
@8 S - ol - LWAIV+ 1AH 16-€861 P39 218y
W 8 - 00l SNS3 |[eIRAQ
liaung
+X10]
8¢ 8 - 9 W+D 1WaIV+1aH T uosiiedwo)
ligung
+X10]
w 8 - U W+D 1WaIV+ 1aH | uostiedwiod
(4aded |ny)
16-€861 €661 1P 10 IS}y
ANE\ME
papnp ‘asop [e303)  saeak ERIENCTEY]
20 1dH -x3 [&oL oJe] 1aH Anu3 [eliL
syuaned jo 'oN usundas juaueal)

TIV HNPD U UoISSIwa4 351 Jo UORDPIOSU0D Y Ul D YiM 1d d1uaop/ L gH Sulpdwiod 153 PIu0d OT F1avL

O
(o]



:No. 8

Vol. 2

il

Health Technology Assessment 1998

“SisA[eue sIy3 ul papnjoul
aJsam syuaned padAy anssn Aup

‘L INg d1ouadoye

Yum Jamneq Apuediyudis
w.iopiad syuaned yjsii-ysiy
a2 JBL2 SAIBDIPUI YDIYM
paw.iopad sisA[eue 19sqng

(6 2190y 99s)

97 'sA 1|Ng snoSojoine

01 PasILLIOPUE. 3JIM WOYM
JO BWIOS ‘SIAYIO [[B"SA | NG
219ua30]|e JUSMJISpUN oYM
sjuaped o sem sisAjeuy

sjuaWIWOo)

78l

JJ0'LaH
syjeap
d1X0)

27

SUOSIDGLUIOD PISILIOPUDI-UOU LM PIIDIDOSSD SISDI] puD Suia|qoid L Jo IySij Y1 Ul PaMaIA 3q PINOYS SYNSI U 40JaJaL) PUD ‘S[DLIY PASILUOPUDI 10U 4D JGDY SIY Ul Pa3iodai SaIpMIs By |

sIeak §
(90°1-82°0)
¥S0 ,10=4

(12 %66)

4o  Jededur (sysuow) D3:1aH

pajendfe) sdnsies

Wt

23:1aH

ueIpay

Sdd

sieak §
€5

%

“UWINJ0 SIUBLILLOD 03 AUAIRYI-550. SI1113) 1ddssadng

'PaIDIS dSMIaL0 ssajun ,wi3us 3s0p (0303 4 35 uo sawpu Bup Jo suoDiA2AGqp Jo 15} 335
«

sIeak §
(ST1+€0)
90 sieok i LWav (10ensqe
177§ + 1aH [4aded |jny)
sIeak 7 Jo cc766! Ip 19 34314
(1910 sieak g (sopho7)  [igL X2l pue (661

¥80 800=9d  0glS 9509 Iyl 911 0 LST O 1WdaIV+ LdH 1679861 1p 39 UBqgas

(0D pue LINGY/LAH Y30g Yam payessd siusied JoUop-0u) JOUOP-0U 'SA Jouop Jo uostiedwo)

(12 %66) J2:LaH (w/Bw
¥o Jaded up (sysuow) HO:1AH papnpd ‘asop [e303)  sdeak ERTENETEY]
pajende) sdhsiiers  uelpaly % 20 1AaH -x3 [&oL oJe] 1aH Anug [etp
[eAIAINg syuanyed jo ‘'oN  uswiBau Juswyea)

TIV HNPD Ul UOISSILSJ 3544 JO UORDPIIOSUOD dY2 Ul DD YUM | Dd dI3udB0lp/LgH Buiodwiod sD PIUod OT 3TGVL



Review: adult acute lymphoblastic leukaemia

*SUOSIIDGLUOD PISILIOPUDI-UOU YUM PIIDIDOSSD SISDIG pub swidjqo.d aya Jo 1Sl dy1 Ul PaMaIA 3q pJnoYs SYNSaJ Syl 210J243Y1 puD ‘S[DLIY PISILLIOPUDI 10U 3D 3(qD] SIY2 Ul pa1iodaJ salpnis Y|
090 =4d870 =" XvH 1000 >d‘0L71 =X (150-010 1D %S6) €20 = YO
DD SJNOoAe4 1 AH s4noAeq

0€ ¢ 0c 9l 0l S0 00
| | | | | |

‘ LL°S 99°8— £8/99 9¢/S1 “reloL

1000 > 4°€T°0 = YO

_ L | &y v0'9- (9754 8T/ €661 10 12 21U}
I f 5| ¥l [4Nam S/ 8/C 1661 ‘@wn|g g uew.og
uo SIUBHEA i-o olo) 1aH 93us.9yey

Po2493UD *OU/SJUDAD "ON

S4d D3k pup - 77y YNPD Ul UOISSILISI 1541 JO UOIDPIJOSUOD 3Y2 Ul DD YUM uonplup|dsubal d1Ruado)b/ | gH Subdwod s1H) 2T 319V.L

*SUOSIIDGUIOD PISILUOPUD.I-UOU YUIM PIIDIDOSSD SIsDIG pub swwjqoid a3yl Jo 1yl Sy Ul pamalA 3G pinoys s3nsaJ Y1 340J243Yy1 puD ‘S|pLI} PISILLOPUD. 10U 34D 3|qDY SIy3 Ul pa1iodas SaIpnls dy |
96'0=9d'600= 9 X39H 1000 > d0T11 =X (§9°0-TT0 ID %56) 8E0 = YO

DD SJINOAeY 1dH S4noAey

0¢ ¢ 0c 9l 0l S0 00
| | | | | |

‘ LTE] 8'CI- £81/901 VLIV [l

1000 > 4'8€°0 = YO

- 1 _
ol _ 0 20'S 89— LISy 811 Lc€661 D 13 DSl
| _ : _ = 189 V9 66/7S 8¢/l | ce/861 D 32 24314
_ _ =1 g 191~ 91/6 81z 1661 ‘BUin|g g UEWLIO
¥o aduelEA 1-o ole) 1aH adusIapRY

P9493UD "OU/SJUIAD ‘ON

S4d 4D3A-Z 77y YNPD Ul uoIssiLLRJ 1S4t Jo UONDPIOSUOD U1 Ul D) YuM uonpup|dsupiy druadolp/ | qH Suupdwod sjH> TT I1gv.L

(-]
(o]



:No. 8

Vol. 2

il

Health Technology Assessment 1998

“UBJP|IY> puE S)NPE papnjaul Apnas ay |

29

*SUOSIDGUIOD PISILIOPUDI-UOU LM PIIDIOSSD SISDI] puD SLajqoid du Jo 2SI Y1 Ul PamalA 3q PINOYS SYNS3J Y1 40JaJaLj) puD ‘S|DLI PISILUOPUDI 10U 4D 3|GDY SILY Ul Patiodas SaIpMs Ay |

'PaIDIS asymiayR0 ssajun wijSui 3sop (0103 Y a30d uo sawpu Snip Jo suonoiraIqqp Jo 15) 335
X

'pagund aom siuedsue.y Al sieak
- - €=

*SJOAIAINS WLIS)-3UO) (1or15qE)
jo uonJodoud quediyudis e apiroud Aew | Lygy 1ey2 saeak 7 [14°x10] 17661
PPN|2UOD SIOYINE BY | "UBNIS UONELLIOJI B3| AJOA -9 - =S - - LT I 8¢t - 1Wav+1aH oy - PR une-z3Ig
(sreak g7
"$94N3ed) sieah ¢ pase syuaned)
9|qeInoAR), Lim suaired sJow paureuod DD - - 9€:95 - - £l 8| T3 - - - - 7 uostiedwor
(seak 09-57
sJeak § pase syuaned)
“Apms paseg-uonejndog - - 81:8C - - 4 9] o - - - - | uositedwor)
“1BASqe (10e15qE)
3y Ul USNLIM se s 98 uj dejusAo Sy 'synpe pue 466!
sjuadsa|ope ‘sdnous ade oma 3 pad0o| Apnis ay | - - d b 18 4032044

“[EAIAINS 93.j-BIWIBY N3] JO SULIS) Ul

DD 03 Jowiadns swads | gy 3BY3 2IEIS SJoyany
‘sypuow |/ 1e [(*o 1) 1aL (10ensqe)
1QH -0} %8 PUE spuow gy 38 37 40} %TT “(oz1) X121 03661
{[EAIAINS 99.j-BILISRND| SE UBAIS e SINsay - - - - - 61 8| 1€ W+D  LWAV+ 1aH Od 68861 FLEERENEIN

‘dnosg

[043u0d Jaypo ayp uj sisoudoud Jood & yam
sjuaned Jo Jaquinu aY) Jo UONEDIPUI OU S| 3JaY | [(AD 501) 191 (4aded |ny)
“Jug|dsue.) sNO30|0INE UE PaJayjo S.IaMm JOUOp SIeak 7 () Wvdl 886!
ou pue sisoudo.d Jood e yam suaned ggg | oy =0 - - 81°YAN 6v-(8 1T 0l 1€ - 1Wav+ 1aH Od  98-786l 1P 39 403204

J2:aH  DJ2LaH 22:1aH (w/Bw
syjeap (syauow) HO:1AH (sypuow) Dd:1aH ‘asop [€303) adfy saeak ERIIENETEY]
syuswWod dlxoL uelpapy % uelpapy % oJo] 1dH [&oL ojo] laH 4pms  Anugz [elL
sdd |eAIAING syuaned jo 'oN *:wE_qu_ jusWyea]

77V YNPD ul uoissiwaJ 1541 Jo UonDpIjosUod Y1 Ul D) Yum |Hd snodojounp/ | gH Sutipdwiod saipnis 1oyod €T J1gVL



ia

adult acute lymphoblastic leukaem

Review.

panunuod

*SUOSLDALIOD PASILIOPUDI-UOU YiM PIIDIDOSSD SISDI] puD swidjqoid ay1 Jo 2yS)j Y3 Ul PaMaIA G pjnoys S3NsaJ dy} 240JaJay1 pUD ‘S|DLY PISILLUOPUDI 10U 34D JGD] SIy2 Ul Pa3Jodal SApMS Ay |

“ULINJOD SIUBLULIOD 0} AIUIYYD4-5504D $1319) 3qLdssadng

b PUD € S90UDI3Ja1 Ul pariodal S|ous Y Ul papnjou 3.0 swaod Aupws 1oy Ay Aian 5131 (4 LWl Ansiday ujdsupiy MoLDI auog [PUORDUIAIU Y} ol S1UaADG puD SDUASOY UDWLSD) OMI 10 PaIDaL SIUANDd Jof SHNSAY |
'PaDIs asimia0 ssajun S asop (010} it 8nd o sawou Snup Jo suonoiaiqqp Jo sy 33 X

'sypuow ¢ uey) Jaduoj Joj

uoissiwa. u sauaned yam | |\g dluadojje pa.edwo) [(0D) ng
“0T1) X1D 40
20 M (o 71-01) 191 (4aded iry)
pa.Jedwod awo3Ino 9|qe.noAe) & papiroad | |g SIBaA 7 sIeak T fo0z1) X101 40661
212Ua50][e UOININSUI 1A U JB) LIS SI0yINY 9T9L 6v¥8 0FY¥AN €176 8l 0€ - 1Walv+ LaH oY 68-T861 1039 BNWER]
‘b PUB £f S9IUBJRJR. Ul PapNul OS[e
aJe Jaded siy ui papnul sauaned eyy sjqissod s1 3
sJeaf §
‘w.e uonejuedsuet) ay) Ul UoIssiwal Ajued X
pue w.e Adessypowsyd ayp ul suonenp asuodsal €1y wmé.mm_ (soded jny)
110y 10} MO|[e 03 pa3snipe SaAIND [BAIAING "0 I
sieak 7 88-1861 o 1661
‘sisAJeue Jred payiel - - 16:9% - - 8¢ 8¢ 9L - 1Wav+1aH ooy ‘1dH P19 Jausss3y
A1151391 MOUIBWI-BUOQ E WO USXEI 210Y0d | dH sieak i
. l4834
BJEP [BAIAJINS PRISN[PEUN BY) WO) BJE SINSDY [1Wg ,%w ded )
“23ep 140402 3unsnipe Joj spoyraw sieak 7 wodj sausned] o661
ua.ayip Sunednsaaul Jaded [ea18ojopoyraly - - 19:8 - - 14T 4]l 1394 - 1Walv+ LaH oY /80861 P10 J23SSI
A1151824 MOJIBW-3UOQ B WOUJ UDXEI 140Y0d | H
"UOJssa.3a4 X0 pareaun.I-)a| e
M:_m: ﬁwuwz_vm us3q aAey elep wmwzn_-.co>_w CACTY
syeap Jo adA1 sy Jo s|ieasp ON ‘GHAD 2l1uoJyd
yonw papnpul Aqewnsaad syiesp 1x01 ay | sIeak g 1(oded |jny)
we | GH dyp ul Aljeniow patea-auswiea. Y3y %S-%ES - (424 - - ¢4 1414 8lL - 1Walv+ LaH 0Dy /80861 5661 1012 ueyz
"3 Yaim pasedwiod Y PuE TV Yaim siuaned
JO S3NS3. PaUIGUIOD BY3 UO $3IBIUIIUOD Jadey
sisheue jo (‘o ¥01) 191 (4aded iny)
'52In3y [eAIAINS awn e (09) did] 8861
[BLENIOE J0U [BAIAINS 3PNID 3.8 SIN[BA [EAIAING , =L - - - 108 44 ] W+D  1WdIV+ 1dH Od  $8-0861 1p 30 Jopuez
UOISSIWSJ 3841} JO UOIIEPIOSUOD
O2:laH  J2iLaH J2'1aH (w/Bw
syjeap (sypuows) DD:1AH (sypuows)  DD:1dH ‘asop [e303) adhy  sueak ERICYEIES]
sjuswwo)  dIxoL uelpajy % uelpay % 20 LaH oL 2 laH Apms  Asnuz el
sdd [eAIAING syuaned jo 'oN *:vE_wv._ RUCTITL N

TIV YNpD Ul uoISSILWAJ 3s.1f Jo UORDPIOSUOD Byl Ul DD YUM | Hd diduadolp/ | gH Sutipdwods saipns 10yo) T 31gV.L

o
(0]



:No. 8

Vol. 2

il

Health Technology Assessment 1998

panunuod

'suaned oLiyeipaed pue 3jnpe Jo aunxij

*SIOAIAINS WI2I-3uo| Jo uon.odoud Juedyudis
e apiaoad Aew ] |\g 1ey3 papn|auod sioyny

‘uonew.ojul 3| A4p

'$S0.2 SAAIND 4
"UORJB[RS 5BD 193194 Yam Sunen|eas

spoau | @H 2ey? 25983ns pue ‘syusned ysii-mo|
pUE -ySiy JO 3UNIXIW 3Y3 UO JUSWILLOD SIOYINY

"UBJP|IY2 pUE S)NPE Y30q papnau|

"UBAIZ S|1BIOp M3} AJaA

"sdno.8 Jusunea.y oma ays
U39MI9G 3UBIBYIP OU SEM 232 1By 31BIS SJoyIny

‘wie | qH
40} UBNI3 E3ED [PAIAINS OU — BIEP [EAIAINS 3PN.ID) ¢

sjuswiwio)

31

*SUOSIDGUUIOD PISILIOPUDI-UOU YYiM PIIDIOSSD SISDI] puD SLajqoid 3L Jo 1ySIj Y1 Ul Pamaia 3q PINOYS SYNS3J Y1 340JaJaL) PUD ‘S[DL] P3SILIOPUDI 10U 4D 3|GDY SIL Ul patiodas salpns Ay |
“ULINJOD SIUBLILLIOD 0] LI5S0 SI13] 1qLdsIadng

PaIDIS BSIMIBYI0 SSAUN NE\mE asop (D101 {1 95pd uo sawpu SnJp Jo suonpiAdIqqp Jo 1) 935
*

[x1o'ng

sieak J0 1y *X12]
€= 1WAV + LaH (ensqe)
sIeak § 147661
-9 - —€€ - - LT 4 6¢ - o) oY - pRunmey-zeIq
(4aded |ny)
sIeak ¢ 10661
- - SE9Y - - Sl 1€ - 1WalvV+ 1aH Od 067861  1p1e luodseulag
dnoJs Jouop (10ea35GR)
S ul syyesp 19661
- - - - oM} %11 - - - - 1WavV+1aH Od 169861 P 39 spieydry

saeak G738
dn-mojjo}

ueipaw 3e (igLx10] (ensqe)
0T - - - olb— [43 6€ I (3P 7D LAY+ LaH Jd 98-9861 0661 1032 3.3l
PaNUINUOI UOISSILAJ 1541} JO UOIEPI0SU0D

O22:aH  D2:LaH 22:1aH (w/Bw
syjyeap (syauow) HO:1aH (sypuow) Dd:1adH ‘asop [€303) adhy saeak ERIIEFETEY]
dlxoL uelpapy % uelpapy % 20 1dH ®moL oJo] laH 4pms  Anugz [elL

sdd |eAIAING syuaned jo 'oN *:wE_qu_ jusWyea]

TIV YNpD Ul UoISSILWLA 3s.1f JO UOADPIOSUOD 3y Ul D) YUM | Hd d1duasolp/ | H Sutipduwiod salpnis 140yo) PIU0d +T 31gV.L



1a

adult acute lymphoblastic leukaemi

Review.

-asourde( u| ,

‘9seasIp
Jo sa3e3s Juaayp e ‘uonendod | QH paxiw A4sp -

‘Apms paseq-uone|ndog -

“eASqe
3y ul uanm se s dnoud a3e ur dejiano sy
*s3u9ds3jope pue synpe ‘sdnod oma oauj yjdg

20:1aH
syyeap
sjuswIWwo) 21X0]

*SUOSIDGUIOD PISILIOPUDI-UOU LYiM PIIDIDOSSD SISDI] puD SLajqoid i Jo 2SI Y1 Ul PamalA 3q PINOYS SYNSJ Y1 40JaJaL) PUD ‘S|DLI] PSILUOPUDI 10U 4D 3IGDY SIL Ul Pa140das SAIpMS Ay |

- S

R4 -

sIeak ¢
- 9€:08 -

sJeak ¢
- 81:0 -

22:1aH 22:1aH
(sysuow) 35:1aH (sysuow)  >3:1aH
uelpajy % uelpaly

sdd [eAIAINg

Jeak |
g4

%

6l

€l

144

20

“ULUNJ0D SIUBLILLIOD 0] LIR35S SIa13] 1qLdsIadng

"PAIDIS SIMIAYIO SSA|UN NE\wE 350p (D307 {11 9504 U0 sawpu Snip Jo SUONDIARIGYD JO 1si) 33
P

8 L
I 144
14 8t
1dH [&oL
syuaned jo ‘'oN

[paseq-igL 5(aded |ny)
+X12] ah86!
W LWEIV+1aQH  oDY €8-8L6l D 13 EpIYsOx

JUBLITESIY BUI|-1SI1} "SA 3sCe[a./UOISSILLIL JO UOITepI|oSU0D

(sreak 57|
page syuaped)
7 uostiedwon

(s4eah 09-5T
pade syuaned)
| uostredwod

(10rnsqR)
47661

- lWalvV+ LaH Jd - p 19 4032044

PaNUNUOJ UOISSILIBI 1SJ1} JO UONEBPI|0SUOD

ANE\ME
‘asop [€303) adfy  sueak ERIIENEIEY]
2 1aH 4Apms  Anuz [eny

uawi3ad juswiyead)
*

TV YNPD Ul uoIsSILRJ 1S4l JO UORDPIOSUOD Y1 Ul D) YUM | druasoyp/ | gH Sutipduwiod saipnis 14040 PIU0d T 319V.L

o
(0]



Health Technology Assessment 1998; Vol. 2: No. 8

panunuod

'SP D 1Y 0T uado a1pdIpul Sax0q pappys
*9p02 92uaJajas [Pl DQd i
‘11 23pd uo sawpu Snip Jo suonpirIqqD Jo 1sl] 335 .

[X LW dW ‘G34d “9DA]
wu:m:wu:_mz

[D1 LAD XLD “UNA ‘SWa

“UDA dOL3 ‘LAD Buipnpul s34 ] [igL+ do13l
uonepljosuod) 1WEIV/LIWGY + 1LaH
[4D dsv ‘X1W] [4D dSV X1WI
:O_HNuc_m:wu:_ :O_umuc._mcwu:_
(1Y AW LAD X1LD XL dSV (1Y AW LAD X1LD XL dSV
‘d3¥d YDA “UNQ Butpnjaul s3j24> 7] ‘d3Yd YDA “UNQ Butpnpaul s3j4> 7] 116vr1S3
05/ uondnpuy| uondnpuy| Tv usdo £667-3
22 1aH Aapqidie
|enJdde pauueld Juswi3au juswiyead ) aseasiq snyejg apod el

TIVynpo ul patiodai 194 20U s| Y pup s DY Bulos-up ST 37aVL



Review: adult acute lymphoblastic leukaemia

|enad>oe pauue|d

LEVI<

Adesays SND
/sixejlydoud SND

‘A3dd YDA XLW dW-9
[@-LOV X1LW dW-9 X1D

‘NNDE YAV “WDA ‘a3yd]
dduBULIUIRY

[LAD X 1D ‘a3¥d “4DA dsv]
uonepljosuo)

[4DA ‘a3yd X1 ‘WNAl
S6t uoRanpuy|

i sJeaf G'Z 10} SdUBUIUIEL

20

Adeaaya gND/sixejAydoad sND

[Ig1x1o]
LNGIV/LNGY + LaH

[LAD X 1D ‘@3¥d YDA dsv]
uonepljosuod)

[4DA ‘a3yd ‘X1 ‘WNAl
uondnpu|

1Wav + 1dH

1dH

*:wE_ww._ juswijead]

*9p02 dduasdfas bl OQd !
‘11 98pd uo sawpu 3nup Jo suonpiAdIqqp Jo 1si| 935
*

*** lenadde pauueld wnuwixep]

Tv 96/60/%0 P3sCID +19890-D.1403

TIV 3npe

AsH-y3IH uado 116890-D.1403
Amaqidip

aseasiq snjels apod |en|

TIv 3npo ur pariodai 394 30u 1Dy pup s[DY Sulos-up PIUOI GT ITGVL

T
(0]



Health Technology Assessment 1998; Vol. 2: No. 8

Chapter 6

Review: paediatric acute myeloid leukaemia

Introduction

AML occurs less frequently in children than in
adults and accounts for about 15-20% of the child-
hood leukaemias.* Unlike ALL, paediatric AML
treated with CC carries a poor prognosis. Around
75-85% of children achieve a complete remission
following initial chemotherapy® and the long-term
survival is approximately 30-40%.* Outcome for
those patients who relapse is much poorer with
long-term survival about 5%.*" Although similar

in many respects to adult AML, there are genetic
differences between these entities which suggest
areason for the poorer outcome in adult cases.
For this reason adult and paediatric cases have

not been analysed together.

Conventional treatment involves intensive
chemotherapy, given as an in-patient, which is asso-
ciated with significant mortality and morbidity. The
long-term side-effects of treatment are likely to be
particularly problematic in paediatric cases because
of the effect on the developing child. However,
children do appear to tolerate chemotherapy better
than adults. Standard chemotherapy generally
continues for 4-6 months, but unlike in ALL
maintenance therapy is not used.

The efficacy of the HDT/PCT approach in

the consolidation of first remission, particularly
with autologous support, has been suggested

in a number of cohort studies which has led to a
number of RCTs being conducted. The activity of
HDT with allogeneic support has also been demon-
strated for the consolidation of first remission, but
conducting properly randomised comparisons has
proved difficult and trials have used quasi-random
methods of allocating treatment according to
donor availability as discussed in chapter 3.

Shortly after we undertook our systematic review
we became aware that a more reliable meta-analysis
based on individual patient data to investigate the
role of HDT/autologous BMT as consolidation of
first remission had been completed by the AML
Collaborative Group (Clarke M, Clinical Trials
Services Unit, Oxford: personal communication,
1997). However the results of the AML Collabora-
tive Group project have not yet been published and
it was decided to include the current results in

our report as an interim measure. The results
presented here are undoubtedly less reliable
than those of the AML Collaborative Group (see
appendix 6) and should therefore be replaced
by the Collaborative Group’s results when they
become publicly available.

Methods

The methods set out in chapter 2 were used. Four
RCTs and five CCTs were identified. Because of the
amount of data available from RCTs and CCTs it
was decided not to search for the results of

cohort studies.

Results

Four RCTs were identified (Table 16) which
randomised 712 children to autologous BMT or
conventional therapy for the consolidation of first
remission. Five CCTs (Table 17) were found which
included more than 1000 patients receiving either
an allogeneic transplantation or conventional
therapy in the consolidation of first remission.

RCTs comparing HDT/autologous
transplantation with conventional
therapy

Four RCTs were identified which compared
HDT /autologous transplantation with conven-
tional therapy (Table 16). Three of the studies®*™*
compared HDT/PCT with CC, and the fourth®
compared HDT/PCT with ‘no further therapy’.
A total of 712 patients were randomised across
all trials between 1987 and 1995.

Of the reports on RCTs that were identified,
two®®% were full papers, and two®**® were abstracts.
Three publications® ™ report survival data and
one® presented a survival curve. All reports give
PFS data, with PFS curves appearing in both

full papers.”*

Survival

Two publications®™?® found no evidence of

a difference between the two treatments for
survival, whereas the Children’s Cancer Group
trial®* reported preliminary results that were
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significantly better in the CC arm. Combining the
calculated 3- and 4-year ORs for 2 trials®*** gave an
overall OR of 1.43 (95% CI 1.02-2.01; Table 18)
suggesting an absolute survival benefit of approxi-
mately 8% (95% CI 0-16%) in favour of CC.

PES

Three publications®~ reported no evidence of

a difference between HDT/PCT and CC for PFS
and although no statistical comment is made on
the results of the fourth trial,’® the calculated ORs
at 2 and 4 years also gave no evidence of a differ-
ence between the two treatments. The pooled ORs
were 1.14 (95% CI 0.72-1.81) at 2 years and 1.22
(95% CI 0.88-1.69) at 3 and 4 years (Tables 19 and
20) — at both time-points in favour of CC.

53-55

CCTs comparing HDT/allogeneic
transplantation with conventional
therapy

Five publications that reported the results of
CCTs which compared HDT/allogeneic transplant-
ation with conventional therapy were identified
(Table 17). Four compared HDT/allogeneic
transplantation with CC, and the fifth compared
patients undergoing HDT/allogeneic transplant-
ation with patients receiving HDT/autologous
transplantation or ‘no further therapy’. Patients
were registered between 1979 and 1994.

Of the trials identified, four®™ were published
as full papers, and one™ was an abstract. Three
publications®™*%® reported survival data, but only
one paper™ presented a survival curve. All papers
reported PFS data, and all full papers presented
PFS curves.

Survival

None of the publications®**® that reported
survival data found any evidence of a difference
between the two treatment modalities. The
combined OR at 4 and 5 years is 0.69 (95% CI
0.50-0.96) suggesting an absolute survival differ-
ence of approximately 9% (95% CI 1-17%) in
favour of HDT/PCT (Table 21).

PES

Four publications®~° reported no significant
difference between HDT/PCT and CC, whereas
the fifth® found a conventionally significant benefit
for HDT/PCT. The combined ORs are 0.63 (95%
CI 0.48-0.84) at 2 years (Table 22) and 0.54 (95%
CI 0.42-0.75) at 4 years (Table 23). This suggests
an absolute survival benefit of approximately
11% (95% CI1 4-17%) at 2 years and 15% (95%
CI 8-21%) at 4 years, both in favour of HDT

with allogeneic transplantation.

55-58

Cohort studies comparing
HDT/allogeneic transplantation

with conventional therapy

As previously discussed (chapter 3) it is usual for
trials which randomised between autologous BMT
and CC also to compare allogeneic transplantation
and CC. This latter comparison is essentially a
cohort study and although no literature search
was carried out to identify other cohort studies,
the results of these comparisons are tabulated

for completeness (Table 24).

Discussion

HDT with autologous transplantation
Although HDT including autologous support has
been compared with conventional therapy in a
number of RCTs, the results of these trials are
currently immature and should be interpreted
cautiously. The results of four trials including a
total of 712 children have been published: three
compared HDT/autologous transplantation with
CC and the fourth compared HDT/autologous
transplantation with ‘no further therapy’. None
of these studies offers convincing evidence of the
superiority of one approach over the other, and
those trials which compared HDT/PCT with CC
all tend to favour conventional therapy. Conse-
quently, at present, it is not possible to draw firm
conclusions or recommend one treatment
approach over the other.

HDT with allogeneic transplantation
HDT with allogeneic transplantation has been
compared with conventional therapy in a number
of controlled but non-randomised comparisons.
The results from the four trials which compared
HDT/allogeneic transplantation with CC only,>*
which included a total of 1021 children, suggest

a benefit in favour of HDT/PCT. However, the
reporting of these trials was poor, particularly

with respect to survival. Only two of these publi-
cations®®® presented survival data which when
combined gave a conventionally significant benefit
in favour of HDT with allogeneic transplantation
at 4 years. Similarly, the combined results, from
four trials,”™ for PFS at both 2 and 4 years suggest
conventionally significant benefits for HDT with
allogeneic transplantation. The results of the MRC
trial®® comparing HDT/allogeneic transplantation
with HDT /autologous transplantation or ‘no
further therapy’ are preliminary and at present
there is no evidence of a difference between the
two treatments. Although the results of the identi-
fied CCTs suggest some benefit for allogeneic
transplantation, these results must be interpreted
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with caution in view of the potential bias associated
with non-randomised studies.

Further research is undoubtedly required to deter-
mine whether or not HDT with either autologous
or allogeneic support is more effective than con-
ventional treatment of first remission paediatric
AML. Recruitment into currently on-going studies

(Table 25) and the establishment of further pro-
spective trials should be encouraged. It must also
be noted that although treatment-related mortality
is lower among children than in adults, the inten-
sive treatments used may be associated with more
long-term side-effects such as growth retardation
and secondary malignancies; such trials must
therefore ensure adequate long-term follow-up.
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Chapter 7

Review: adult acute myeloid leukaemia

Introduction

In adults, AML accounts for 80-85% of acute
leukaemia cases.* Incidence increases with age and
treatment results appear worse in older age groups
both because of the difficulty in delivering treat-
ment and the perceived biological differences in
the disease process. Using conventional treatment
about 70-80% of patients younger than 65 years
enter first remission;* however, this is associated
with a long-term survival rate of only approximately
15-25%."* Investigators have therefore evaluated
the use of HDT with allogeneic or autologous
transplantation in the consolidation of first
remission, as a means of preventing relapse

and improving survival.

At the time of relapse intensive chemotherapy is
thought to be required to induce further remis-
sions, and at this point the remission rates attained
are much lower than at presentation. Prolonged
remission is unlikely and HDT/PCT has been
used in an attempt to increase the duration of
second remission.

In the UK, a large proportion of AML patients
aged 65 years or younger are entered into national
MRC trials and this has ensured some degree

of uniformity in the approach to treatment. CC

is intensive, generally takes around 3-5 months

to complete and is associated with longer

periods of hospitalisation than is HDT with
autologous support.

Shortly after we undertook our systematic review
we became aware that a more reliable meta-analysis
based on individual patient data to investigate

the role of HDT /autologous BMT as consoli-
dation of first remission had been completed

by the AML Collaborative Group (Clarke M,
Clinical Trials Services Unit, Oxford: personal
communication, 1997). However the results of

the AML Collaborative Group project have not yet
been published and it was decided to include the
current results in our report as an interim measure.
The results presented here are undoubtedly less
reliable than those of the AML Collaborative
Group (see appendix 6) and should therefore

be replaced by the former when they become
publicly available.

Methods

The methods set out in chapter 2 were used.

First remission

Five RCTs were identified which investigated the
use of HDT with autologous transplantation com-
pared with conventional therapy in the consoli-
dation of first remission. An additional trial® was
identified which reports results of the comparison
of HDT/PCT with CC for a mixture of randomised
and non-randomised patients and although these
data are presented in the table and ORs have been
calculated, no comment is made on these results
and the results have not been used in any data
synthesis. Ten CCTs comparing HDT/PCT with
CC were identified. Because of the amount of data
available from RCTs and CCTs it was decided not
to search for the results of cohort studies.

Second remission

No RCTs or CCTs were identified. Two retro-
spective cohort studies were found, although
it is likely that some patients are included in
both studies.

Results

First remission

Data from RCTs and CCTs comparing HDT/PCT
with conventional therapy for the consolidation of
first remission in adult AML are shown in Tables 26
and 27.

RCTs comparing HDT/autologous
transplantation with conventional therapy

Five RCTs were identified which compared
autologous transplantation with conventional
therapy in first remission (Table 26). Four®®® com-
pared HDT/PCT with CC. The {ifth® compared
HDT/PCT with ‘no further therapy’ and included
some paediatric patients. A total of 928 individuals
(including children) were randomised across all
trials between 1984 and 1994.

Of the five publications identified, three®®** were
full papers, and two were abstracts®% (Table 26).
Two publications®®® are from the same trial group,
and although updates of the earlier trial® have
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been reported, the results have been combined
with the results of the later trial.** One of latest
updates of trials from this group® also contains
patients from a third trial which has not been
reported separately. The most recent reference
for each individual trial is tabulated.

Four publications®*® reported information on
survival, but only the full paper® presented a
survival curve. All but one publication® reported
on PFS, but the data given for one trial® did not
include deaths from all causes as events; a true
PFS curve appeared in only one paper.*®

Survival

None of the publications,” ™ giving survival
information reported any evidence of a difference
between treatments. Pooling the calculated 4-year
results gives a combined OR of 0.89 (95% CI
0.64-1.29) (Table 28) in favour of HDT/PCT.

63-66

PFS

Of the three publications that reported PFS,%%6%%
no significant difference between treatments was
reported in one trial® and a result of borderline
significance in favour of HDT/PCT was reported
for a second.”” The third trial® reported no statis-
tical information, but a calculated OR of 0.28
(95% CI 0.04-2.04) at 2.5 years showed no evi-
dence of a difference between treatments. How-
ever, combined ORs for 2 and 4 years were 0.57
(95% CI0.36-0.93) and 0.61 (95% CI 0.41-0.90),
respectively (Tables 29 and 30), which suggests an
absolute survival benefit of approximately 14%
(95% CI 2-23%) at 2 years and 12% (95% CI
3-22%) at 4 years, both favouring HDT/PCT.

CCTs comparing HDT/allogeneic
transplantation with conventional therapy

Eight full papers and three abstracts were identified
(Table 27) which compared HDT/allogeneic trans-
plantation with CC for the consolidation of first
remission in adults (two trials®®%® included both
adult and paediatric patients). Ten trials compared
the outcome for patients with a donor® %" (allo-
cated allogeneic transplantation) with the outcome
for patients without a donor allocated CC. One
trial® randomised patients without a donor to auto-
logous transplantation or ‘no further therapy’ but
all patients without a donor were analysed in the
no-donor arm, regardless of whether they were
actually randomised. Across all trials over 900
patients were registered between 1977 and 1994.
Only three full papers®* ™ and one abstract™
reported information on both survival and PFS.
Four publications®”""7 reported only results for

survival, all but one” of which presented a survival
curve. Three publications®®77 presented only PFS
data, and two published PFS curves.*"

Survival

Five publications reported no evidence

of a difference between allogeneic transplantation
and conventional therapy. Two publications®"
made no statistical comment on their results but
sufficient information was presented to calculate
ORs, both of which favoured HDT/PCT (Table 27).
In an abstract, Dinsmore and colleagues™ reported
only crude survival figures at the time of analysis,
and it was not possible to calculate an OR.

60,66,70,71,73

Combined analysis at 2 and 4 years gave ORs

of 0.87 (95% CI 0.56-1.35) and 0.31 (95% CI
0.21-0.45), respectively (Tables 31 and 32) which
suggests an absolute survival benefit of approxi-
mately 26% (95% CI 19-32%) at 4 years. The
calculated OR for the preliminary report from
one study™ is extreme and because of the limited
information reported in the abstract, can only be
included in the combined analysis at 4 years. It is
very possible that this poorly reported trial is not
a true CCT but simply a cohort study, but there is
insufficient information to assess this properly. A
sensitivity analysis omitting this trial gives a com-
bined OR at 4 years of 0.82 (95% CI 0.50-1.32).

PFS

Five publications report no evidence of a
difference between the two therapies in terms of
PFS. For one of these trials” allogeneic transplant-
ation was compared with two chemotherapy regi-
mens, neither of which was significantly different
from the HDT/PCT arm. One publication® reports
a significant difference in favour of HDT/PCT, but
this trial had a very short follow-up. In an abstract
Dinsmore and colleagues™ make no statistical
comment on the findings, and there is insufficient
information to calculate an OR.

60,68,70,72,75

Hewlett and colleagues™ present PFS data for
patients who received transplants, patients with
donors but who did not receive a transplant, and
CC patients. The calculated OR used the total
number of events in the combined groups of
patients who had a potential donor. However,
the paper does report a non-significant p value
for the log rank test of donor versus no donor.

The combined ORs at 2 and 4 years are 0.49 (95%
CI 0.31-0.66) and 0.47 (95% CI 0.29-0.77) respec-
tively, which suggests an absolute survival benefit
of approximately 16% (95% CI 10-26%) at 2 years
and 18% (95% CI 7-29%) at 4 years in favour of
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patients receiving allogeneic transplantation
(Tables 33 and 34).

Cohort studies comparing HDT/allogeneic
transplantation with conventional therapy

As previously discussed (chapter 3) it is usual for
trials which randomised between autologous BMT
and CC also to compare allogeneic transplantation
and CC. This latter comparison is essentially a
cohort study and although no literature search
was carried out to identify other cohort studies,
the results of these comparisons are tabulated

for completeness (Table 35).

HDT/PCT in second remission

The results from two retrospective cohort
comparing HDT/allogeneic transplantation with
CC for the consolidation of second remission in
AML summarised in Table 36.

Discussion

A total of four trials, including 553 adult patients
with AML, which compared HDT/autologous
support with CC have been published. There was
no good evidence of a survival difference in any of
these trials or in the combined results. There was
however some suggestion that HDT/PCT might
improve PFS, with all trials favouring HDT/PCT
and the combined OR reaching conventional
levels of significance. The trial reporting on the
comparison of autologous transplantation and
‘no further therapy’ also found no evidence of

a difference in survival at 5 years. Further research
is undoubtedly needed to confirm whether HDT
with autologous transplantation increases PFS and
to determine whether such PFS benefit is translated
to a survival benefit. There is currently one on-
going trial (Table 37) in which participation

should be encouraged.

HDT including allogeneic transplantation has
been compared with CC in a number of controlled,
but non-randomised, comparisons. Consequently,
although encouraging, the results from ten trials
including over 900 patients must be interpreted
with caution. The reporting of these trials was
incomplete, with just over half presenting survival
data. Although the combined results appear to
suggest a survival benefit of HDT/PCT at 4 years,
this is driven largely by the results of the study by
Labar and colleagues.” It was difficult to discern
whether or not that study was a CCT or cohort
study and the results are extreme. Without the
results of the study by Labar and colleagues,”

there is no clear evidence of a survival difference
between the two treatment approaches. As for
survival, there is some suggestion that HDT/PCT
might offer an advantage over conventional therapy
in terms of PFS, with the combined ORs at 2 and

4 years reaching conventional levels of significance.
However, given the potential bias associated with
non-randomised studies, such results must be inter-
preted cautiously and further research is required
to confirm this observation. There is currently one
on-going trial (Table 37) in which participation
should be encouraged.
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Chapter 8

Review: chronic myeloid leukaemia

Introduction

The natural history of untreated CML has been
well described and includes an initial chronic
phase, the median duration of which is about

3.5 years. Approximately 15% of cases transform
to an acute phase (blast crisis) each year and this
transformation is invariably followed rapidly by
death, so that by 10 years from presentation most
patients have died.”

The traditional aim of conventional therapy,
which is generally relatively simple and involves
oral administration of non-toxic drugs, has been
to improve quality of life rather than to cure

or prolong survival. Recently however, alpha-
interferon has been reported to significantly
increase the duration of the chronic phase.®

CML is primarily a disease of the elderly, the
majority of whom would be unsuitable for HDT/
PCT even if it were proved to be effective. There
are, however, a number of younger patients who
may be suitable for more intensive therapies
including a small proportion in the 20-40 year age
group who might be considered for allogeneic
transplantation from either related or unrelated
donors. On the basis of encouraging observations
of long-term survival rates approaching 50% in
case series and cohort studies, and despite the
high mortality associated with these procedures,
allogeneic transplantation from a sibling donor is
accepted by many as the treatment of choice for
young patients. There is a widely held belief that
randomised comparisons of this approach with
conventional approaches would be unethical.

For older patients it is thought that the high
early mortality associated with transplantation
may outweigh the potential advantages of any
possible long-term benefit and consequently

HDT /PCT has been little tested or used for
such patients.

Methods

The search strategies set out in chapter 2 were used.

Results

No RCTs or CCTs were found. Four cohort studies
were identified (Table 38).

Discussion

There is at present no reliable evidence from

RCTs or CCTs concerning the use of HDT involving
either allogeneic or autologous transplantation in
the treatment of CML. Treatment decisions are
made largely in relation to the age and fitness

of a patient, together with perceptions of a
treatment’s efficacy.

Given the poor prognosis and lack of alternative
potentially curative therapies, allogeneic transplant-
ation is widely accepted as routine therapy for
young patients with a suitable sibling donor.
However, in the absence of information from pro-
spective controlled trials, it is impossible accurately
to quantify the true magnitude of any potential
benefit or associated risk of this treatment.

RCTs, or well conducted CCTs, are essential to
evaluate reliably the therapeutic options currently
available to patients with CML. Two trials that are
currently on-going compare HDT/autologous
transplantation with CC (Table 39) and partici-
pation in these trials should be encouraged.
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Chapter 9

Review: chronic lymphocytic leukaemia

Introduction

Chronic lymphocytic leukaemia (CLL) is
primarily a disease of the elderly, and as the
overall median survival is between 8 and

12 years, death often occurs due to other
causes. Therefore, it is difficult to justify the
use of HDT/PCT in this population. Treatment
for this condition in its early stages normally
consists of initial observation followed by
chemotherapy often involving the oral adminis-
tration of a single alkylating agent such as
chlorambucil, which is aimed at improving
symptoms rather than at cure. There are,
however, a minority of younger patients who
may benefit from and be suitable for more
intensive therapies.

Methods

The search strategies set out in chapter 2
were used.

Results

No trial or comparative study of HDT/PCT
versus CC in CLL was identified.

Discussion

HDT/PCT procedures have been little used

or investigated in the treatment of CLL. Since the
vast majority of patients are elderly, it is unlikely
that HDT/PCT could have widespread applicability
and its potential use is likely to be restricted to the
small proportion of young patients.

It has recently been reported that the chemo-
therapeutic agent fludarabine appears to induce
complete responses relatively easily and that HDT
with autologous transplantation may have a role in
improving survival for those patients who have
responded to treatment. This hypothesis has yet to
be tested and as far as is known no randomised trials
are planned. It is also possible that the use of allo-
geneic support which could potentially harness the
GVL approach may be of benefit in treating CLL,
but even registry data on this approach are limited.

Currently, whilst likely to be feasible and potentially
applicable to a small subset of patients, HDT/PCT
remains an experimental approach to treating
CLL. It is essential that if preliminary studies show
HDT/PCT to be of potential benefit, the therapy
should be tested in well-designed, conducted and
analysed RCTs. Such trials would undoubtedly
require national and international cooperation.
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Introduction

The non-Hodgkin’s lymphomas (NHLs) are a
relatively rare, clinically and pathologically hetero-
geneous group of malignant diseases of lymphoid
tissue. On the basis of their pathological character-
istics and clinical behaviour, they are usually
divided into three major subgroups, termed

low-, intermediate-, and high-grade NHL.

Low-grade NHLs are indolent diseases, with a
characteristic relapsing and remitting course, and
there is a median survival of 8 to 10 years from the
time of diagnosis.*** Although low-grade NHLs are
generally regarded as incurable, there have been
very few studies addressing the use of HDT/PCT
in the treatment of these diseases.

In contrast, HDT/PCT has been used widely for
the treatment of intermediate- and high-grade
NHLs. These are much more aggressive malignant
diseases, in which modern first-line combination
chemotherapy regimens produce complete
response rates of about 60-80%.%°> However,

only 40-50% of patients achieve long-term disease-
free survival.*" For those patients with relapsed

or refractory disease, outcome is very poor, with
only 10-15% achieving long-term disease-free
survival after treatment with conventional second-
line regimens.®™ In early, registry-based and single-
institution studies long-term PFS rates of 30-40%
were reported for patients with relapsed/refractory
disease treated with HDT /PCT. As a result, the

use of HDT /PCT in this situation has

become widespread.

Although the use of HDT/PCT was initially
restricted to salvage in patients with poor prognosis,
it has been applied more recently as post-remission
therapy after conventional dose remission-induction
treatment, and as a component of the initial induc-
tion therapy. The earlier use of HDT/PCT in these
diseases has been due both to the increasing safety
and reduced mortality of HDT/PCT which is asso-
ciated with improved supportive care (particularly
the use of peripheral blood stem cells) and the
identification of high-risk patients with NHL (based
on the International Index®") which allows early
intensification of therapy to be tested prospectively
in high-risk patients.

Methods

The methods set out in chapter 2 were used. Seven
RCTs and no CCTs were identified. As the RCTs
treated patients in a variety of different disease
stages, data from other cohort studies were

also tabulated.

Results

RCTs comparing HDT/PCT with

CCin NHL

A total of seven RCTs including 1292 patients were
identified (Table 40); patients were randomised
between 1987 and 1995. These RCTs included trials
investigating HDT/PCT in a variety of different
disease stages which were considered to be
clinically distinct groups of patients who are
generally managed differently and so each is
considered separately.

First-line induction therapy

One paper,*” and two abstracts presenting
preliminary results,*®® reported trials which
randomised a total of 524 patients to HDT/PCT
as firstline therapy. One study” randomised to
immediate HDT/PCT versus delayed HDT/PCT
on relapse.

Survival

The full paper® reported no evidence of a
difference between treatment arms. One of the
abstracts® reported a significant benefit for CC.
The other abstract®™® presented no summary statis-
tics but stated that the results showed no advantage
for HDT/PCT; the calculated OR at 3 years of

0.95 (99% CI 0.36-2.53) showed no evidence

of a difference between the two treatments.

No combination of data at 2 years was possible
(Table 41). Combining the results at 3 and 4 years
gives a pooled result which shows no clear evidence
of a difference between HDT/PCT and CC with an
OR of 0.74 (95% CI 0.42-1.31) in favour of
HDT/PCT (Table 42).

PFS
One publication® reported a significant PFS
benefit for HDT/PCT and another® reported 69
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a significant benefit for the CC arm. The third
publication®® presented no information on PFS.
No combination of data was possible.

Consolidation of first complete remission

One full paper® reported a trial of HDT/PCT as
consolidation of first complete remission which
included 541 patients classified as poor risk
according to the Coiffier criteria.

Survival

There was no evidence of a difference in survival
between HDT/PCT and CC, with a reported
relative risk of 1.03.

PFS

No evidence of a difference in PFS between
HDT/PCT and CC was reported (relative risk
=1.19).

Consolidation of first remission in

slow responders

Two full papers™? reported trials investigating
HDT/PCT as consolidation of first remission in
patients who were slow responders to induction
chemotherapy, which in total randomised

118 patients. Both papers presented survival
and PFS curves.

Survival

Neither paper reported evidence of a difference
in survival. The pooled ORs of 1.08 (95% CI
0.47-2.45) at 2 years (Table 41) and 1.73 (95%

CI 0.80-3.75) at 4 years (Table 42) indicate no
clear evidence of a difference between treatments,
although both favour CC.

PFS

Neither trial showed evidence of a difference in
overall PFS. Although both the combined 2-year
OR of 0.84 (95% CI 0.40-1.73; Table 43) and the
4-year OR of 0.96 (95% CI 0.47-1.99; Table 44)
favour HDT/PCT, they do not reach conventional
levels of significance.

Consolidation of second or third complete or
partial remission

One trial® of 109 patients investigated the use
of HDT/PCT as consolidation of second or third
complete or partial remission. This was reported
in a full paper which presented survival and

PFS curves.

Survival

The paper reported a significant survival advantage
of HDT/PCT, although it was noted that a greater
number of patients received radiotherapy in the

HDT/PCT arm than in the CC arm (40%
vs. 22%).

PFS
A significant advantage of HDT/PCT was also
reported for PFS.

Cohort studies
Data from cohort studies are summarised in
Table 45.

Discussion

High-grade and intermediate-

grade lymphomas

Salvage therapy

HDT/PCT is now widely regarded as ‘standard’
treatment for patients with relapsed or refractory
aggressive NHL. This is based largely on the results
of retrospective studies from single institutions and
transplant registries. More recently, this view has
been supported by results from the single RCT®
discussed above, which reported an advantage in
survival and PFS for HDT/PCT over CC in patients
treated in second or third remission. The trial took
7 years to complete, and only 109 patients were
randomised, although the original target accrual
was for 142 randomised patients.”*

No other on-going or planned prospective studies
address the role of HDT/PCT in the salvage
setting. Therefore, on the basis of results from

only one small trial, HDT/PCT is now regarded by
many as the optimum salvage therapy for aggressive
NHL. Further prospective randomised studies are
required to establish reliably whether or not HDT/
PCT is superior to conventional dose salvage
treatment. As far as is known, no such trials are
currently planned.

First-line therapy in previously

untreated patients

Three randomised studies have been reported, two
of which were in abstract form. The trial®” reported
as a full paper found a significant improvement in
PFS in the HDT/PCT arm which was not observed
in the results for overall survival. The other two
reports®™® are very preliminary. Consequently, at
present there is insufficient published evidence to
determine the role of HDT/PCT in this situation.

Consolidation of first complete remission

A single randomised study has addressed the role
of HDT/PCT in complete remission, for patients
with high-risk aggressive NHL defined using prog-
nostic factors similar, but not identical, to those
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identified by the International Index. No
difference in overall survival or PFS was reported.
However, in a later subgroup analysis, published
since the completion of this review, the authors
reported an improved PFS and overall survival for
patients defined as high-intermediate- or high-risk
according to the International Index.

There are several randomised trials in progress

(Table 46) which compare high-dose with convention-
al dose post-remission therapy for patients with high-
risk disease. All have very similar study designs, and
most will be completed within the next 1 to 2 years.

Consolidation of first partial remission in slowly
responding patients

Two randomised trials, both with small numbers,
assessed the role of HDT/PCT in slowly responding
patients, who have been shown in several retro-
spective studies to have a poor prognosis. Both
trials were small, and both failed to demonstrate

a clear difference in overall survival or PFS between
treatment arms.

Low-grade lymphomas

There is very little evidence at present on the
role of HDT/PCT in low-grade lymphoma. One
randomised study has recently closed because
of poor accrual, and other studies are on-going.
Participation in randomised trials should

be encouraged.

In summary, most clinical trials in NHL have
focused on intermediate- and high-grade disease.
There are very few randomised trials currently
reported, and no definitive conclusions can be
made about the efficacy of HDT/PCT.

In the absence of further randomised trials,

the use of HDT/PCT as salvage therapy is likely
to remain a standard approach. Its role as initial
therapy, either for untreated patients or for those
in remission after conventional dose induction
therapy, remains uncertain, but this may be
clarified on completion of the on-going pro-
spective trials (Table 46). Participation in these
trials should be encouraged.
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Review: Hodgkin’s disease

Introduction

Hodgkin’s disease (HD) is an uncommon lymphoid
malignancy, with an incidence that peaks in young
adults and again among older age groups. Until
recently, treatment was determined almost entirely
by the anatomical stage at presentation, although
in recent years the identification of various prog-
nostic factors has allowed a more ‘risk-directed’
approach. However, the stage at presentation
remains a major determinant of therapy. For
patients with early-stage disease, extended field
radiotherapy has been standard treatment for
many years, although chemotherapy is now
gaining an increasing role.

The use of combination chemotherapy such as
MOPP (mustine, vincristine, procarbazine, pred-
nisone) for advanced stage HD is associated with
response rates of 80-90%.% Long-term follow-up
of patients treated with this regimen has shown
that about 50% remain alive and disease-free at

20 years,” with most deaths being due to recurrent
HD, although treatment-related complications are
also an important cause of late deaths. Long-term
complications of regimens based on alkylating
agents such as MOPP include secondary malignancy
(leukaemia, NHL and solid tumours), immuno-
suppression, and male and female infertility. In
recent years, anthracycline-based chemotherapy
regimens such as ABVD (doxorubicin, vincristine,
bleomycin and dacarbazine) have largely replaced
MOPP and related regimens as the standard treat-
ments for advanced HD.” These regimens are
thought to produce higher long-term PFS rates,
and less long-term toxicity.

As with NHL, HDT with autologous PCT in HD
has been used primarily for patients with relapsed
disease. Although patients initially treated with
radiotherapy can be very effectively salvaged with
combination chemotherapy, the long-term PFS for
patients who relapse after, or are refractory to, their
firstline chemotherapy regimen is only 15-20%.'%
Studies from single institutions and registry-based
studies have reported higher PFS rates for patients
receiving HDT/PCT than have been reported for
conventional dose salvage therapy, and the use of
HDT/PCT as second-line chemotherapy for HD

is now widely accepted.

Although studies of HDT/PCT to consolidate
first remission are in progress, this approach has
been limited by the difficulty in identifying ‘poor-
risk’ patients with HD, in whom the long-term
PEFS is sufficiently poor to justify a more intensive
approach.’™ It should be noted that young adults
form a large proportion of the patients with HD,
and therefore it is particularly important to evalu-
ate the incidences of the potential long-term
toxicities associated with HDT/PCT.

Methods

The methods set out in chapter 2 were used.
One RCT and no CCTs were identified and
so data from three other comparative studies
were tabulated to provide supplementary
qualitative information.

Results

RCT comparing HDT/PCT with CC
in HD

The one RCT identified randomised resistant
or relapsed HD patients'” (Table 47). The trial
was stopped early because of poor accrual,

40 of a planned 66 patients having

been recruited.

Survival
No evidence of a difference in overall survival
was reported.

PFS
A conventionally significant improvement in PFS
was reported for the HDT/PCT arm.

Cohort studies

Data from cohort studies are summarised in Table 48.

Discussion

As with NHL, on the basis of retrospective data
HDT/PCT is now generally considered as ‘standard’
therapy for patients with relapsed or refractory
HD. Only one randomised trial has been published,
and this is much too small to provide a basis for
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firm conclusions. The paper'” reported a significant
improvement in PFS for HDT/PCT compared with
conventional dose salvage therapy. No improvement
in overall survival was observed, although this may
be due in part to the fact that several patients who
failed the conventional dose salvage therapy
‘crossed over’ to receive HDT/PCT. The trial is

also confounded by the fact that a mixture of
chemo-sensitive and chemo-resistant patients were
included, and it is not apparent whether the two
arms of the trial were balanced for these factors.

At present, HDT/PCT is generally accepted as a
standard therapy for patients with HD which has
relapsed after an initial combination chemotherapy
regimen. However, further randomised trials are
required to verify its role and recruitment into the
on-going trial should be encouraged (Table 49).

The use of HDT/PCT to consolidate first remission
in ‘poorrisk’ HD is the subject of at least two on-
going trials (Table 49), but at present there is no
published evidence to support its use.
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Review: multiple myeloma

Introduction

In spite of its reputation as a chemosensitive
malignancy, multiple myeloma remains fatal
for nearly all who contract it.'” It is primarily
a disease of the elderly and median survival is
about 2-3 years,'” during which time there is
considerable morbidity, associated mainly with
diffuse bone pain, resulting from the disease.

Alkylating agents (such as melphalan), given
alone or with corticosteroids, have for many years
been the mainstay of treatment, and when given
appropriately are associated with few side-effects.
About 55% of patients respond to chemotherapy'”’
and a ‘plateau’ phase of stable disease associated
with few symptoms is reached. Progression occurs
in almost all patients and second-line treatment
is at present unsatisfactory: responses are of short
duration and there is a high morbidity associated
with therapy. More aggressive combination
therapies, aimed at increasing the duration of
the initial plateau phase, have been introduced.
These have had limited success and whether such
intensive regimens, which are more difficult to
administer and are associated with greater
morbidity, have any benefit over melphalan

and prednisolone is uncertain.'?>!%

The transient nature of remissions after conven-
tional treatment has led to the investigation of dose
intensification, especially for the younger patient
population in whom such treatment can be toler-
ated. HDT with autologous support aims to induce

a stable minimal disease state, if not a complete
response. The duration of the plateau phase is possi-
bly the most clinically important end-point in treat-
ing multiple myeloma, as this represents the period
of time when the symptoms of the disease are best
controlled and a patient’s quality of life is best. Thus,
even if HDT/PCT and CC were to be equally effec-
tive in terms of survival, if the PFS time is longer
with HDT/PCT then it might become the treatment
of choice for younger fitter patients.

Methods

The methods set out in chapter 2 were used. Only
two RCTs and no CCTs were identified and so data

from other comparative studies were also tabulated
to provide supplementary qualitative information.

Results

RCTs comparing HDT/PCT with CC in
multiple myeloma

The two RCTs identified reported on 357
randomised patients (Table 50). One trial'”
compared the use of HDT/PCT with CC as first-
line treatment. The other'” compared first-line
HDT/PCT with deferred HDT/PCT for those
patients with disease refractory to, or recurring
after, CC. Patient recruitment over both trials
occurred between 1990 and 1994. Both trials were
reported as full papers with one'® presenting
survival and PFS curves.

Survival

A conventionally significant benefit for HDT/PCT
over CC (Table 50) was reported for one trial.'*
No evidence of a survival difference was shown

in the second trial.""” At 2 years the combined OR
of 0.68 (95% CI 0.42-1.10) favours HDT/PCT
(Table 51).

PES

One publication'” reports a significant PFS benefit
for HDT/PCT (Table 50). The other!''’ makes no
statistical comment. The calculated combined OR
at 2 years (Table 52) suggests an absolute survival
advantage for approximately 22% in favour of
HDT/PCT with an OR of 0.39 (95% CI 0.25-0.59).

109

Cohort studies

Data from cohort studies are summarised in Table 53.

Discussion

Only two small RCTs were identified which
compared HDT/autologous transplantation with
conventional therapy. One trial'®™ showed a small
but significant improvement in both overall survival
and PFS for HDT/PCT, despite appreciable attri-
tion in the HDT/PCT arm with 26% of patients
unable to complete the high-dose procedure as
intended. A second trial''? also showed an improve-
ment in PFS with HDT /PCT, but no difference in

87
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survival, possibly owing to the relatively large
number of cross-overs to HDT/PCT in the
conventional dose arm (32 of 79 patients). The
combined ORs at 2 years suggested a PFS benefit
for HDT /PCT, which was not seen in survival at
this time. Because of the preliminary nature of the
data from the trial by Fermand and colleagues,'’
combined ORs could not be calculated at 4 years,
at which point the OR of the more mature trial
by Attal and colleagues'® suggests a benefit in
favour of HDT /PCT.

At present, it is not possible to comment reliably
on the efficacy of HDT/PCT with autologous

transplantation compared with conventional
therapy. Two trials are on-going (Table 54) and

if the target accrual is reached the number of
patients in randomised comparisons will be more
than trebled. Participation in these trials should
be encouraged.

The role of allogeneic transplantation for the
treatment of multiple myeloma has been little
investigated because of the age of the majority

of patients and the very high early mortality which
is thought to be greater than 40%.""! At present
allogeneic transplants are considered an
experimental therapy.
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Chapter 13

Review: breast cancer

Introduction

Breast cancer is the commonest of malignant
diseases in women, and in England and Wales there
are about 34,000 new cases each year.'"” Thus any
benefit of HDT/PCT in breast cancer could have
major implications both in terms of public health
and NHS resources. Approximately 20,000 patients
with metastatic breast cancer undergo HDT/PCT
each year in the USA, at an estimated cost of

1 billion dollars."®

Patients with advanced disease or metastases, either
at diagnosis or following recurrence, are generally
considered incurable, although responses to CC
are observed in a high proportion of patients, and
a small number of long-term survivors are present
in some series.'”® To date, the majority of studies

of HDT/PCT have focused on metastatic disease in
an attempt to establish whether such treatment is
potentially effective. High response rates have been
demonstrated in several series, but the duration of
responses is generally short.

In most cases early breast cancer is treated locally
by a combination of surgery and radiotherapy.
Adjuvant chemotherapy produces modest improve-
ments in survival for patients.'* However the
prognosis for women with extensive axillary node
involvement remains poor and it is in this group

of early breast cancer patients that dose intensifi-
cation and HDT/PCT is now being tested.

Methods

The methods set out in chapter 2 were used. As
only three RCTs and no CCTs were identified, data
from other comparative studies were also tabulated
to provide supplementary qualitative information.

Results

RCTs comparing HDT/PCT with CC in
breast cancer

Three randomised trials'*~'* including a total of
197 patients were identified (Table 55) all of which
investigated the use of HDT/PCT in advanced
disease. Two trials'**'# randomised only those

women responding to initial chemotherapy,
whereas in the remaining trial™®' no initial chemo-
therapy was given. Two trials were published as full
papers,'?"'#2 one written in Swedish,'* and one trial
was published as an abstract.'”® Across all studies
randomisation took place between 1988 and 1995.

Survival

One publication'® reported a significant benefit
of CC, although it is unclear from the abstract
whether the p value presented is for comparison
of median survivals or from the log rank test.
Another publication'' reported a significantly
longer median survival on HDT/PCT but did
not present any associated statistics or log rank
analyses, although calculated ORs for survival

of 0.17 (99% CI 0.05-0.53) at 1 year and 0.10
(99% CI 0.03-0.35) at 2 years are conventionally
significant. The third publication'?* did not present
any information on survival. Therefore survival
results could not be combined.

PES

Only one report'®® presented a statistical compari-
son of HDT/PCT with CC, which showed a conven-
tionally significant benefit of HDT/PCT. As this was
the only trial to report on this end-point, present-
ing only median PFS, it was not possible to
calculate ORs or combine results.

Cohort studies
Data from cohort studies are summarised in
Table 56.

Discussion

Despite the large numbers of women who have
reportedly been treated with HDT/PCT, particu-
larly for metastatic disease, there is little good
quality evidence for its efficacy. The limited evi-
dence that is available from randomised trials in
metastatic disease is inconsistent. The trial reported
by Bezwoda and colleagues'?' favours HDT/PCT,
but the results could potentially be confounded
by the use of maintenance tamoxifen: more HDT/
PCT patients responded to treatment and were
therefore offered tamoxifen, whereas fewer CC
patients exhibited a response to treatment and
consequently fewer received it. In addition, the
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conventional treatment arm had an unusually poor
outcome by comparison with other series. An
abstract'® on another trial reported a significantly
longer PFS for patients who received HDT/PCT,
but significantly better survival for patients who
received CC, possibly because a proportion of those
treated in the CC arm may subsequently have gone
on to receive HDT/PCT at the time of recurrence.
A third trial™® stopped early owing to poor accrual
and included too few patients and gave too few
details to draw useful conclusions.

Consequently, it is not possible to draw firm
conclusions from these trials at present. The results
of the large studies now underway (Table 57) must
be awaited before HDT/PCT can be accepted as a
routine part of management. The disease is suffi-
ciently common for reliable evidence to be gather-
ed in a short time if these trials are energetically
supported. A systematic review of the literature

concerning the use of HDT/PCT in the treatment
of metastatic breast cancer, which used somewhat
different methodology and was conducted in the
USA, reached broadly similar conclusions.'**

There is as yet no evidence from randomised trials
concerning HDT/PCT for breast cancer in the
adjuvant setting. As this is the largest group of
potential HDT/PCT recipients it is of the highest
priority that recruitment into those trials now
underway (Table 57) is encouraged. Without reli-
able evidence to guide practice it is likely that the
use of HDT/PCT would gradually increase in this
group of patients who are usually free of co-morbid
conditions and thus able to tolerate the therapy
well. The unsatisfactory outcome of conventional
adjuvant therapy in patients with extensive axillary
lymph node involvement is a powerful factor in
this, making it all the more necessary to determine
the role of HDT/PCT as soon as possible.
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Chapter 14

Review: germ-cell tumours

Introduction

Non-seminomatous germ-cell tumours provide

a model for chemotherapy-curable malignancies.
With the use of platinum-containing combination
treatment, and where necessary follow-up surgery,
approximately 80% of patients with metastatic
disease may expect cure.”® However, for the few
men in whom initial treatment fails to produce a
complete remission, or the small proportion of
patients in which the disease recurs, the outlook is
much less satisfactory. Conventional ‘salvage’
regimens may cure around a third of such
patients'®? but for the majority the illness proves
fatal. The testing of high-dose chemotherapy
with autologous stem cell rescue is a logical
response to the frequent failure of ‘salvage’
therapy, given the demonstrable chemo-
sensitivity of most cases.

High-dose treatments have principally been applied
following recurrence after conventional treatment.

More recently, the identification of prognostic

features at the time of presentation has allowed the

description of a high-risk subgroup in which the
results of conventional therapy are less satisfactory
(41% PFS at 5 years™") and for which elective
intensification may be appropriate as a part

of initial treatment.

Methods

The methods set out in chapter 2 were used.
Only one RCT and no CCTs were identified and
so data from the one relevant comparative study
were also tabulated to provide supplementary
qualitative information.

Results

RCT comparing HDT/PCT with CC in
germ-cell tumours

One randomised trial'** including a total of

114 patients with poor-prognosis metastatic non-
seminomatous germ-cell tumours was identified
(Table 58). Randomisation took place between
1988 and 1991 and the trial was reported as a
full paper in 1993.

Survival

No evidence of a difference in overall survival
between high-dose and conventional therapy
was reported.

PES

PFS at a median follow-up of 24 months was
reported to favour CC, but no statistics were
presented for this end-point. No curve was
presented and the percentage alive and free
from progression was not given. Therefore
it was not possible to calculate ORs.

Cohort studies
Data from cohort studies are summarised in
Table 59.

Discussion

Only one randomised trial has addressed

the use of HDT/PCT in therapy for germ-

cell tumours. This trial of patients with poor-
prognosis metastatic tumours found no evidence
that HDT/PCT is more effective in this situation,
although with only 114 patients randomised
only large differences in efficacy would have
been reliably detected. In addition there were
several potential confounding factors in the
design of the trial: in particular, the planned
dose of the most active agent, cisplatin, was
identical in both the HDT/PCT and the CC
regimens. Accordingly, no conclusion can

be drawn regarding the efficacy of HDT/

PCT in this setting.

The unsatisfactory results of CC in poor-
prognosis patients often leads some clinicians
to use HDT/PCT in the treatment of germ-
cell tumours, particularly following recurrence,
but there remains no clear evidence on which
to base such practice. Those trials currently

in progress (Table 60) should provide evidence
of the efficacy of HDT/PCT both following
recurrence and as part of initial therapy for
those with poor prognostic features. However,
owing to the low incidence of these tumours,
such trials will require national and inter-
national collaboration to achieve adequate
statistical power.
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Chapter 15

Review: small cell lung cancer

Introduction

Lung cancer is the leading cause of cancer-related
deaths and worldwide more than half a million new
cases are diagnosed annually.'®® About 20% of lung
cancers are of the small cell histological type,*® and
the majority of patients present with extensive
disease. Small cell lung cancer (SCLC) has been
shown to be sensitive to cytotoxic agents, but only
about 5% of patients survive for more than 2 years."
In an attempt to improve survival rates, dose intensifi-
cation supported by autologous transplantation has
been investigated in patients responding to induction
chemotherapy. Non-SCLC is less sensitive to chemo-
therapy, and as far as it is known no studies have been
performed to investigate HDT/PCT in this disease.

7

Methods

The methods set out in chapter 2 were used. As
only one RCT and no CCTs were identified, data
from the one relevant comparative study that was
found were also tabulated to provide supple-
mentary qualitative information.

Results

RCT comparing HDT/PCT with CC

in SCLC

One randomised trial'*® including a total of 45
patients with limited stage SCLC who were in
complete or partial remission following induction
chemotherapy was identified (Table 61). Random-
isation took place between 1980 and 1985 and the
trial was reported as a full paper in 1987.

Survival
No evidence of a difference in overall survival
was reported.

PFS
A conventionally significant benefit in PFS with
HDT/PCT was reported.

Cohort study
Data from a cohort study are summarised in
Table 62.

Discussion

Only one trial investigating HDT/PCT in SCLC was
identified. This trial reported a significant increase
in PFS for the HDT/PCT arm with no evidence

of a survival benefit. However, owing to the small
number of patients randomised only large differ-
ences in efficacy could have been detected reliably
and the results must therefore be interpreted
cautiously. The authors also comment that it was
not clear whether progenitor cell support was
necessary for the administration of the ‘high-dose
chemotherapy’ given in the trial. Accordingly, no
conclusion can be drawn regarding the role of
HDT/PCT in this setting.

Investigation of HDT/PCT in SCLC has been
restricted by the co-morbidity in the relatively
elderly patient population, which makes many
candidates unsuitable for intensive chemotherapy
regimens, and there is a perception that HDT/
PCT is ineffective. This perception is, however,
not based upon reliable evidence, as the findings
of this review make clear. Further randomised
studies involving patients fit enough to tolerate
such treatment are justified, but it should be
noted that this approach will only be appropriate
in the minority of cases. Despite the unsatisfactory
results of CC, HDT/PCT cannot be regarded

as a routine part of management and parti-
cipation in on-going trials (Table 63) should

be encouraged.
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Chapter 16

Review: ovarian cancer

Introduction

Ovarian cancer is generally asymptomatic in

the early stages. Consequently, the majority

of women present with advanced disease and
tumour spread to the peritoneal cavity and
beyond. Cytoreductive surgery is usually followed
by chemotherapy. A recent systematic meta-
analysis of individual patient data has suggested
that platinum-based regimens are more effective
than non-platinum regimens and that cisplatin
and carboplatin are equally effective."**'*' Much
recent research has focused on the taxanes for
which the majority of RCTs are expected to report
in the near future. Intensification of treatment
(without transplantation) has been tested to
determine whether the number of long-term
remissions may be increased in advanced

disease and recent Phase II studies of HDT with
autologous support have reported promising
results, although no randomised trials have

yet been reported.'*

Methods

The methods set out in chapter 2 were used.

Results

No trial nor comparative study of HDT/PCT versus
CC in ovarian cancer was identified.

Discussion

At present there is no reliable evidence concerning
the use of HDT /PCT in ovarian cancer. However,
two RCTs are in progress and a further trial
coordinated by the EBMT has been launched
(Table 64). The use of HDT/PCT in the treatment
of ovarian cancer should still be considered an
experimental treatment the efficacy of which must
be assessed in RCTs, and recruitment into these
trials should be encouraged.

109



Review: small cell lung cancer

SLS <

00€

SLC

lenudoe
pauueld

X1 +d4ddd
Jo

vsado

X12vsadd

vOQadD X1

20

[Wvd-1vsagd “IXLX12]
1WaY + 1aH

[x1o ‘vsagdl
1Ddad + 1aH

[X1IW X112 ‘voagadl]
10d9d/LWNgGY + 1aH

1dH

*:wE_ng juswiedd |

'S|pLY | /g7 uado a1pdIpul S9X0q PapDYS

‘11 23pd uo sawpu 3nip Jo suonpirLIqGqD Jo 1Sl 335 i

9SEaSIp [enplsad Wd 7 >
‘AI/Ill ®883s OO

9SEBaSIp |BNPISAJ OU JO [ewlully

ewoupJed [elpyuds
UBLIBAO SWN|OA-MO"

Apqi3ie ssessig

*** lenadde juayed wnwixepy

uewapaT [

Jojeulp.aood Apnig

uedo ‘LWe3
usdo OD3NID
uedo ¥91-D0D
snyelg 9pod |eli]

132UD> UDLIDAO Ul pa1iodal 194 J0u S| DY pup s|HY Sulod-up +9 319V.L

o



Health Technology Assessment 1998; Vol. 2: No. 8

Chapter 17

Health economics review

Introduction

HDT/PCT is readily identified as a procedure

of considerable cost, arising from the expense of
prolonged hospital care, high-technology medical
interventions and the provision of specialised
facilities. However, the true cost of HDT/PCT must
be considered in relation to both the long-term
consequences and the cost of administering CC

to similar patient populations (Table 65).

Methods

The search strategies described in chapter 2 were
used to identify relevant health economics studies.

The conclusions of cost-effectiveness analyses
based on the results of cohort studies are

subject to the same potential biases in the
assessment of effectiveness as those previously
described for similar comparisons of clinical
data and are consequently unreliable.*
Therefore, for those studies that reported
cost-effectiveness ratios based on data from
sources other than RCTs or CCTs, only cost
data are presented.

The cost data presented have, where possible,
been converted to the equivalent cost in 1993

US dollars using purchasing power parities
published by the OECD in August 1997 and the
US All Goods Consumer Price Index published by

the Bureau of Labor Statistics. Where the paper
did not present the year for which the prices were
calculated, an estimation was made based on the
year of publication and the years in which
patients were recruited.

TABLE 65 Comparison of cost factors in the initial treatment for PCT and CC

Procedure PCT

Set-up Setting up a specialist bone-marrow
transplantation unit is expensive.

However this is a single expenditure.

ccC

CC utilises the same facilities as chemotherapy
for other malignancies.

Hospitalisation

Outpatient visits

Laboratory costs

Drugs and
nutritional costs

Radiotherapy

Transfusions

Procedural costs

Hospitalisation may not be necessary for
peripheral blood progenitor cell harvesting,
but is required for bone-marrow harvesting.

It is usually necessary after HDT and may include
time in an isolation room or intensive care.

Follow-up visits are necessary on completion of
treatment.

Laboratory costs are relatively high because of
the need to process the progenitor cells and the
number of routine blood tests required.

Drugs and parenteral nutrition are needed.

TBI is common.

Transfusions are often necessary because of
myelotoxicity.

The cost of bone-marrow harvest must
be included.

For some malignancies CC will be given on an
outpatient basis and hospitalisation will occur
only for adverse events. For other malignancies
CC is intensive and hospitalisation is required.

Some CC will be given on an outpatient basis.
Follow-up visits are necessary after completion
of outpatient or inpatient treatment.

Routine tests only are necessary.

There are costs for drugs, but parenteral
nutrition is not needed. Drugs may be
administered over a longer period of time

Targeted radiotherapy is more common

Transfusions are not usually necessary except in
an emergency.
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Results

Fifteen studies comparing the cost and/or the cost-
effectiveness of HDT/PCT with those of conven-
tional therapy were identified (Tables 66 and 67).
All used bone marrow as a source of progenitor
cells. In the ten studies which looked at the cost
of HDT/PCT in leukaemia, all costed allogeneic
transplantation and two studies'**'** also costed
autologous transplantation. In all other disease
sites, the cost of autologous transplantation was
addressed. Across all studies the patients were
treated between 1973 and 1993.

Fourteen studies comparing the cost and/or the
cost-effectiveness of BMT versus those of PBPCT
in a variety of malignancies were also identified
(Tables 68 and 69). Across all studies the patients
were treated between 1988 and 1995.

HDT/PCT versus CC

Only four of the identified studies'**'*17 used

the results of RCTs or CCTs as efficacy measures.
Although these reports derived cost-efficacy figures
based upon observed differences in outcome
between HDT/PCT and CC, as would be expected
given their small size none showed therapeutic
results that reached conventional levels of
significance. If efficacy cannot be considered
significantly different, then the only changing
variable in a cost-effectiveness analysis will be cost.
Therefore, although the results of cost-effectiveness
analyses are tabulated, only cost data are
considered further.

All but two analyses'**!*® conducted on treatment
of leukaemia concluded that HDT/PCT was more
expensive than CC. The cost of administering BMT
and some subsequent therapy in acute leukaemia
(first and second remission, autologous and allo-
geneic transplantation) was reported to be around
1-2 times the cost of CC in all studies'**146145-152
except one' (in which BMT was reported to be
five times the cost of CC). In other diseases the cost
of BMT was found to be between 1 and 5 times

the cost of conventional therapy.'*"!5+1%

All analyses were based on the mean costs from
small patient cohorts, the majority of which were
not from randomised or pseudo-randomised
trials. It is therefore possible that these data

are not representative of the cost of either
treatment modality.

PBPCT versus BMT

Thirteen comparative studies were identified in
which the costs of administering HDT/BMT were

compared with those of treatment with HDT/
PBPCT (Tables 68 and 69). All but two'®"!*® studies
were known to be carried out retrospectively. The
average cost of a BMT was reported to be 1-1.7
times that of a PBPCT.

Discussion

HDT/PCT versus CC

The cost-effectiveness of HDT/PCT has yet to be
reliably determined, largely because the true effi-
cacy of HDT/PCT compared with CC is unproven.
Even in those studies that used the results of RCTs
or CCTs, sample sizes were small and unable reli-
ably to detect moderate differences in outcomes.
As with any therapy the cost-effectiveness of HDT/
PCT is likely to vary depending upon the condition
being treated. In most cases, HDT/PCT is given
with curative intent and therefore differences in
efficacy of HDT/PCT and CC will influence the
cost-effectiveness ratio. In some conditions, for
example childhood ALL, the main potential
advantage of HDT with autologous transplantation
may be to decrease overall treatment time even if
little gain in long-term survival is expected. The
timing of HDT/PCT may also affect the cost-
effectiveness of treatment. For example, HDTPCT
may be used either early in treatment or following
first or second relapse. If HDT/PCT prevents many
more relapses than CC, it may be more cost-
effective to use HDT/PCT as part of initial therapy.
If, however, HDT/PCT prevents only a few relapses,
it may be more cost-effective to reserve this
approach for patients with recurrences. These
issues highlight the need for more prospective
quality of life studies to assess the benefits to
patients of different treatment approaches.

A further aspect of HDT/PCT which has still to

be fully addressed and which will greatly influence
estimates of cost/cost-effectiveness is that of long-
term toxicity. Reliable evidence of the comparative
incidences of serious long-term toxicities (such as
second malignancies) in patients treated with CC
and HDT/PCT is unavailable and will come only
from the maturation of RCTs and CCTs (see chapter
19). If HDT/PCT causes a greater number of late
side-effects than CC, then the overall costs of HDT/
PCT will increase and the survival rate will decrease.
The economic consequences of long-term toxicities
will be most apparent in those diseases for which
the patients have the greatest survival times.

At present there is insufficient evidence to
comment on the cost-effectiveness of HDT /PCT
compared with CC in any malignancy because of
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the lack of reliable evidence of the comparative
efficacy of the two treatments. Further prospective
cost-effectiveness studies are required which utilise
the results of large reliable RCTs as measures of the
comparative clinical outcome of HDT/PCT and
CC. Ideally the efficacy measure would be taken
from the results of a meta-analysis of individual
patient data.

PBPCT versus BMT

In most studies PBPCT was reported to cost less
than BMT. The authors generally conclude that the
differences in the cost of the two procedures were
due mainly to the faster haematological recovery
with PBPCT. This reduces the time that a patient

is at risk from infection, which in turn decreases
hospitalisation (especially in intensive care), and is
likely to reduce the numbers of transfusions and
routine laboratory tests performed.

Several small randomised comparisons of BMT
versus PBPCT have been performed (see chapter
18). The results of three out of four of these RCTs
confirm the findings of the cohort studies, in that
PBPCT decreases haematological recovery time
with no difference in long-term survival and/or
PES. If the results of these small RCTs are con-
firmed in larger studies, it could be concluded
that the introduction of PBPCT in place of BMT
would reduce the cost of HDT/PCT.
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Chapter 18
BMT versus PBPCT

Introduction

PBPCT is increasingly used as an alternative to
BMT for several reasons. Harvesting of PBPCs

is thought to be more acceptable to the patient
since no general anaesthetic is required and the
procedure is less invasive. The use of haematopoi-
etic growth factors has made it possible to mobilise
large numbers of PBPCs to allow serial high-dose
treatments to be carried out, and is thought to
result in faster engraftment. It may also be possible
to obtain PBPCs from patients whose bone marrow
is unsuitable for harvesting owing to previous
therapy or malignant infiltration. However, at
present there is little data comparing the efficacy
of BMT with PBPCT in terms of survival and PFS,
nor information about the long-term effectiveness
of PBPC renewal capacity.

Methods

The search strategies in chapter 2 were used. The
search strategies only identified studies which in-
cluded patients being treated for one of the malig-
nancies addressed in this review so it is possible,
although unlikely, that randomised studies includ-
ing only patients with non-malignant conditions or
malignancies not addressed in this review have not
been identified.

Results

Five studies were identified (Table 70): one!'”
included patients with germ-cell tumours, two
included patients with lymphoma (both HD and
NHL), one'® included patients with solid tumours
and lymphomas, and one trial'’® made no mention
of the type of patients treated. Three'**!"1™* trials
used growth factors to mobilise the peripheral blood
stem cells, one'” used growth factor to mobilise
both bone marrow and PBPC, and one'” used no
mobilising agents. All trials investigated autologous
transplantation and across all trials more than 262
patients were randomised between 1989 and 1994.

161,175

Time to haematopoietic recovery
Three publications'®!*"17 reported a convention-
ally significant decrease in the time to platelet and

neutrophil recovery with PBPCT, and whereas

two publications'™!" reported no evidence of

a difference in haematopoietic recovery. In two
papers'®'® the authors commented that there was
no evidence of a difference in the number of bleed-
ing episodes between the two groups. No evidence
of a difference in the number of febrile episodes
was reported in two studies,'®"'7* whilst for a third
study'® it was reported that there was a significant
decrease in the duration of febrile episodes with
PBPCT, although no comment was made on the
incidence of the episodes.

Time to discharge from hospital

Two publications'®'®! reported a conventionally
significant decrease in the time to hospital
discharge with PBPCT, and two'”*!” reported no
evidence of a difference. The other publication'™
reported no data on this outcome.

PFS or survival
No trial found evidence of a difference in overall
Survivallﬁl,NE’) or PFS.160,174,175

Discussion

Of the five trials identified, for three!®*'61174 it was
concluded that the use of PBPCs decreased the
time to haematological recovery with no compro-
mise in the efficacy of HDT/PCT. Although no
publication reported differences in survival or PFS,
it should be acknowledged that the trials were small
and that the trial data were immature.

In two trials'™!'” no evidence was found of
differences between PBPCT and BMT in any of
the clinical parameters measured. For one of these
trials'” the authors comment that this may be
because no growth factors were used for the
mobilisation of the PBPCs. However, the trial'”
was also small, randomising only 28 patients, and
therefore only large differences would have been
detected. In the second of the trials that found no
difference between PBPCT and BMT'” both the
bone marrow and PBPC were primed with growth
factor and the authors conclude that it is the use
of growth factors before cell harvesting, not the
source of the stem cells, that determines the
speed of engraftment.
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BMT versus PBPCT

There was considerable clinical heterogeneity

in the patient populations included in the trials.
The patients were also in various stages of disease
treatment, with different previous exposure to
cytotoxic drugs.

Overall it appears that PBPCs mobilised using
haematopoietic growth factors shorten the time
to engraftment when compared with resting

bone marrow, with no apparent effect on survival.

Whilst the evidence for more rapid engraftment
with mobilised PBPCs is strong, there is a lack of
information concerning long-term outcome,
particularly with respect to control of malignancy.
For this reason further careful studies are required
to determining the relative merits of the two
approaches. Ideally these studies should be in
randomised trials, and it will be important to have
longer follow-up on the trials that have already
been conducted.
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Chapter 19

Review: long-term toxicity

Introduction

As the use of HDT/PCT has increased, and
the early regimen-related mortality has been
reduced, evidence has emerged that HDT/
PCT may be associated with significant long-
term toxicities. These have been observed in
patients undergoing both allogeneic and
autologous transplantation.

Many research groups have identified second-
ary myelodysplasia, leukaemia, or other second
malignancies, particularly NHL, in survivors
of both PBPCT and BMT (Table 71).177-17
However, the precise incidence of these
complications is unclear. Although high-dose
chemotherapy (particularly alkylating agents)
and total body irradiation (TBI) have been
implicated, it is possible that treatment given
before the HDT may be partly responsible for
the risk of secondary cancer, as is well
documented for HD.

Other frequently documented long-term
toxicities include infertility and impairment
of immune function associated with B and
T lymphocyte disorders’™'*! and general
health. The functional and employment
status of survivors of BMT have also

been studied.'®

Methods

The search strategies set out in chapter 2 were
used. The search strategies were designed to
identify those studies that have investigated
BMT in each malignancy included in this
review. Therefore, it is possible that eligible
papers addressing the general question of long-
term toxicity, which have not been tagged in
the electronic databases with a disease-specific
label nor have a disease mentioned in the
abstract text, have not have been identified

by the search strategies used.

Results

No randomised studies addressing the comparative
long-term side-effects of HDT/PCT and CC were
found and only four cohort studies were identified.
The findings of these cohort studies, the results of
which are summarised in Table 72, are subject to
the same biases as those of non-randomised
efficacy studies and their results should be

viewed with similar caution.

Discussion

As is the case with the efficacy of HDT/PCT, many
hundreds of papers have reported the incidence of
long-term toxicities in cohorts of patients receiving
HDT/PCT. Although these papers have been able
to identify the types of long-term toxicity that
might be expected from HDT/PCT (see below),
they are unable to give any reliable information
about whether the incidence is significantly higher
than that experienced by similar patient
populations treated with CC.

The types of toxicity reported fall into two cate-
gories, those that can be attributed to chronic
GVHD (or its treatment), which occurs after
allogeneic transplantation, and those probably
caused by the high-dose radiotherapy and chemo-
therapy itself, which will occur regardless of the
type of transplant used. Several of the toxicities
are generally attributed to the administration of
TBI, and it is thought that the incidence and
severity of many of these complications may
diminish if the TBI is fractionated rather than
administered as a single fraction.

Because of the lack of randomised evidence,

it is not possible to draw any conclusions about
the relative incidences of long-term toxicities of
HDT/PCT compared with CC. Further research
in this area is urgently needed, including the long-
term follow-up of patients entered into clinical
trials of HDT /PCT versus CC.

129



long-term toxicity

Review.

uoneyue|dsue.y d1vuado||e Suimol|o4

uonelped Adessyzowayd

uondBUI ‘QHAD ‘uonelped dessyzowsyd
AHAD -0 uoneipey

uoneipey

paulwia1BpuUn

uonelped Adessyzowsyd

uonelpey

uondaul 49150z sadusy ‘GHAD 2IUOIYD SU9ASS

AHAD 3uodys

AHAD 2uoayd ‘esnedousw aunjews.d ‘splousas jo asn paduojo.d
uoneipe. Adessypowsyd s1xoroaydsN

Adesayzowayp ‘uoneipey

SPOI1J31S0211102 JO 3sn paduojoud ‘GHAD 2IuoJyd ‘uoneipey
uonelped Adessyrowsy

AHAD 2uodys

uolelped Adesayrowsy

uoneipe. SUIMO||0} pue QHAD JO 3|nsad & se adewep 3un| J1UoJayD

(QHAD jo uonuaaaud uoy) uoissauddnsounwwi
Jo asn paduojoud ayy pue uonelpe (syuade SunA[edje AjuenonJed) Adesayrowsyd

(s)asned A1

uaidId>3J O) JOUOP WOJ) SUONIPUOD JO JDySUB]
UOI)B.JIOLI9ISP [BIUSP SAmBWId

SauBJIqWAW [esOdNW ul sagueyd
plouaydl| ‘yamo.s |reu pue Jrey Jood ‘uonejuswsid-ap Suipn|pul SISpIOSIp UDS

yanow pue saks AiQq
seIRIRD)

sJapJosIp [ed130[0Yd4sd
eise|dsApojaAly
uonsunysAp p1oJAy |

saAJau [esaydiiad
Jo uondunysAp pajejosi ‘saiyyedoinaudjod Suipnpdui [edi8ojoinaN

S1S0J429u093s0 dndasy

sisododoaisQ

uonounysAp |eusy

Suluonounyjew [epeuos;/A|iaau]

UONEP.IBIDI YIMOID)

B90Y.LIBIP pUB $SO| 3ySIom paleIdosse yum uondaosqelel

UoIIdUNYSAP JBAIT

S131]O1Y2U0.q dAIIR.ISI|qO ‘sluownaud [ennsaaiul 3ulpnppul suspJosip AJeuowind

suonosju|

sapueudijew AJepuodag

Apixoy

sasno> Ajyji| yum 4y19801 | NG PUD | QH YHM PaIDIDOSSD SaMIdIX0] wiidl-8uo] T/ 319Vl

130



:No. 8

Vol. 2

il

Health Technology Assessment 1998

‘Suljooyps

[e1>ads padinbau pue syuesjnauodnue SuiAleda.a sem dn-moj|o} 38 pue JuawiIealy SuLinp

Ayredojeydasua ue padojaasp pey jusned Jayro ay] ‘sannduylp Suiuies| upualiadxs

SEM WOYM JO SUO ‘UOIBINPS SWIN-||N Ul 3J3M UIP|IYd T| Y3 JO | | 340Yod DD a3 U]

‘looyds e
SaNINJIYIP PeY USJIP[IYD oM] ‘wsipeuododAy pajresuadwiod Jo 9dUIPIAS PeY SIAYI0 OM]
PUE 2Jn|Ie} UBLIEAO PBY OS[E SUO UBJP|IYD Inoj asay JO ‘sauswa|ddns uadoaisao padinbau
PUE JUSIDJOP SuoW.IOY YImoJ3 aam uaJp|iy> Jnoj dnoud | gH ay3 ul ‘dn-mojjo} 2y

2D 40 1INd
219ua30||B PIAIIdAI OYM UOISSIWAI PUODIS Ul TV YIIM UaJp|iyd jo Apnis aAndadsoulal

& ul papnjpul sauaned SulAlAINS S JO SWO2INO WI1-3uo| 8Y3 uo pardodad saded siy |

'ssaa3sip [ed18ojoydAsd Jo uswisn(pe [eai8ojoydAsd ur sdnoud oma ayy
U99M13q SIDURIBYIP JULdIUSIS A|[ED1ISIIEIS OU DU9M 43U I8yl paldodad Joyine ay |

12d/1aH
Sulal@dau suaned jo eyl Yim padedwiod sem elWSeXNS| 21IAD0RAW dIUOIYD U0}

Adeasyrowayd ou Jo [euonusAuod 3ulAiedaa siuaned jo Juswasn(pe [eaidojoydAsd sy

‘uoissa.udap Jo 92.8ap 4218248 B padualiadxa D7) paAladad pey oym siuaned Jeyy
SEM 9DUBJYIP Paltodad AJUO U 1$1I0UOD OMI B3 U23MIDQ 9DUDIBYIP [[BI9AO 33| SEM dJdYy |

‘Apmis aAndiudsap
aAndadsouad e ul sauaididad DD €7 pue sauaididad JINg | 6 Jo dnoud e uoy pauedwod sem o)

"(AjpAnoadsau

‘%91 'SA %08) 3104od DD Y3 Ul 3soya ueyl uondunysAp [epeuos jo ss43sp Js1es.s & pey
1J0Yod | gH 2Y3 ul uswom y3noya uaAs ‘(aedas ssauj|| 03 sauawnsnlpy [ed18o0joyd4sd aya jo
3[edsqns auo pue SuluondUNY [eNxaS sIE30J9(] 342 JO SIIeds UNoj Aq paJnseaw se) uonduny
[enxas0ydAsd JO W] Ul SSII[EPOW JUSWIES. OMI B3 USIMIDG SSIUBISHIP OU 949M 343y |

s8uipuy jo Auewwng

4B

61:1¢C

€16

6¥-1¢C

22:LdH
sjuaned jo ‘oN

[e1auaD)

[e2130j0yd4sy

[e2130joy24sd

[e2130joyd4sd

pa3e81saAul
£31x0y
wii93-8uoj
Jo adAy

131

(4oded |ny)
079861 ‘Ip 19 s|[9ssayD

(1oenSqR)
316861 ‘84qysely

(4oded |ny)
481966 D 13 snoisse|o]

(4oded |ny)
£81 661 1D 39 BLIWINLY

CRIIEFEII]

29 Jo asoyr yum | gH Jo samdixo1 wisl-8uol ayr Sulipdwiod saipns 140403 Jo Aipwiwins z) 31gVL






Health Technology Assessment 1998; Vol. 2: No. 8

Chapter 20

Review: cord-blood transplantation

Introduction

Blood from the umbilical cord was first suggested
as a potential source of progenitor cells in 1983,
and following testing in animal models the first
human transplantation using cord-blood cells
from a sibling donor was carried out for a child
with Fanconi anaemia in 1988.'% The difficulties
of finding matching donors for allogeneic
transplantation and the potential advantages

of cord blood as a source of stem cells have
encouraged the establishment of cord-blood
banking and transplantation programmes in
several countries.

Cord blood is collected from the placenta

via the umbilical vein after delivery of a baby
and cutting of the cord. In this way, the cells are
obtained without risk or detriment to either the
mother or child. Apart from avoiding an invasive
procedure, there are other potential advantages
of cord blood as a stem cell source: the naive
immune repertoire of the neonatal system may
pose a lesser risk of GVHD than other unrelated
donor transplants, and the low rate of viral
carriage may reduce the risks of infections

with agents such as Epstein—Barr virus

and cytomegalovirus.

The limitations of cord-blood transplantation

have principally been logistic, requiring facilities
for collection and cryopreservation of the cells

to be available at the time of delivery. For sibling
transplants this can be arranged in advance, but for
unrelated donors a bank of cord blood is required
with information concerning histocompatibility and
microbiological screening obtained at the time of
collection. Once set up, however, blood banks could
decrease the cost and inconvenience of harvesting
and transporting stem cells. Perhaps the major
constraint on the procedure has been the limited
number of cells that can be obtained from a single
placenta which will determine the maximum size

of patient for whom the procedure could be used.

Methods

The search strategies set out in chapter 2
were used.

Results

All publications identified, in which the use of
cord-blood transplantation for patients under-
going HDT/PCT for malignancy was described,
concerned the feasibility of the procedure and
the complications observed in patient series.
No studies have compared differences between
the in vivo characteristics of transplanted cord
blood and other sources of progenitor cells,

or between sibling and unrelated donors.

The majority of papers reported the results

of cord-blood transplantation in one or a few
patients, describing the procedure and the
engraftment characteristics. Summaries of case
series of more than ten patients are tabulated
(Table 73).

Single procedures and small cases series with
sibling donors have been described for child-
hood ALL,'*"% childhood CML,"-'% childhood
lymphoma'®® and childhood AML."” The

largest series of 44 sibling donor transplants

was reported from the International Cord

Blood Transplant Registry.'*®

Unrelated donor procedures have also been
described in single cases and small case series for
children with acute leukaemia'®*" and in single
cases of adults with AML*"' and CML.****"* Two
large series of unrelated cord-blood transplants
have been described,**% each including trans-
plants for both malignant and non-malignant
conditions (Table 73).

The cohort studies using cord blood identified
above do not, of course, represent the total number
of cord-blood procedures performed; patients with
genetic disorders and children with solid tumours
other than those addressed in this review have also
successfully received transplants.

Discussion

Although the first transplantation was performed
less than a decade ago,'® cord-blood transplant
ation is already widely regarded as a viable
clinical procedure of considerable promise
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and importance. In 1992, the first US pilot
public blood bank was established at the New
York Blood Center which today aims to store
20,000 units of blood (one unit being the blood
collected from one placenta/ umbilical cord).
In the UK, the National Blood Service/Scot Blood
in conjunction with other organisations have
established, or are in the process of establishing,
five cord-blood banks which aim to have banked
20,000 units of blood in the next 2-3 years for
both transplantation and research purposes
(Donaldson C, Cord Blood Bank, Bristol:
personal communication, 1997).

In Europe, a collaborative research project,
Eurocord, which is affiliated to the EBMT, was
initiated in 1995 and currently has 5000 units
banked. Eurocord has a number of aims:

e to standardise the methods of collection,
testing and cryopreservation of cord blood

¢ to study the properties of haematopoietic
progenitors present in cord blood including
expansion and gene transfer

® to establish a European depository of cells,
DNA and serum for study of infectious diseases
and genetic disorders in a series of 20,000 cord-
blood collections performed in different
European countries

® to establish a European registry of patients
treated with cord-blood transplants

* to design prospective protocols comparing
cord-blood transplantations with transplant-
ations of haematopoietic stem cell from
other sources.

Although these banking initiatives are already
well underway, many ethical and logistic consider-
ations concerning the storage and use of cord
blood have yet to be fully examined. Possibly the
most controversial issue is that of ownership and
whether donated blood in a public cord-blood
bank should be available to any suitable recipient
and therefore not guaranteed to be available to
the donor (child) if required in later life. It is
also considered necessary to ensure follow-up of
both mother and child to detect any genetic or
infectious disease not detected at birth. However,
experience in Belgium has shown that follow-up
compliance by mothers at 4 months can be low
and in some banks only just over half of samples
have been fully validated.?”’ Issues involving
consent concern both the use of cord blood in
clinical procedures and for research purposes;
ideally informed consent should be given by a
mother prior to delivery for both types of use.
The number of units stored in a public cord-blood

bank must be sufficiently large to ensure a high
chance of finding a match for all patients regard-
less of genetic background, and it is essential that
banked cord blood is donated from a racially
diverse population which reflects the population
that the cord-blood bank is serving. In addition,
little is known about the long-term viability of cyro-
preserved cord blood and therefore no inform-
ation is available about the maximum length of
time donations can be stored.

The cost of establishing and maintaining a cord-
blood bank has yet to be fully established. The
charge for private cord-blood banking in the US is
approximately $1500 for the first year and $95 for
each subsequent year of storage,” whereas in
Belgium the cost of banking one fully validated
unit of cord blood is reported to be US$650.27
The overall cost of any bank will depend largely
on the number of units banked and the length

of time for which it is determined that blood

can be stored.

There remain many unanswered clinical questions
concerning the use of cord blood. One of the
potential advantages of this type of transplantation
is the likely decreased level of GVHD. While this
may lower the initial treatmentrelated toxicity it
could also mean a decrease in the GVL effect,
which may in some diseases increase the relapse
rate. Because of the number of stem cells contained
in a single unit of cord blood, this type of trans-
plant is thought to be most suitable for children.
EX vivo expansion of the stem cells is one possible
means of increasing the number of cells available
and potentially of widening the applicability of
cord blood; it also raises the possibility of estab-
lishing colonies of genetically rare stem cell

lines. This approach, however, is still highly
experimental and the viability of ex vivo expanded
stem cells has yet to be established. Some of these
and other questions of efficacy are likely to be
addressed following a grant of US$30 million, in
April 1997, by the US National Heart Lung and
Blood Institute to seven centres in the USA to
coordinate Phase III trials in cord-blood
transplantation.?”

Further research, both laboratory and clinic

based, is needed to establish what role, if any, cord
blood should play in the treatment of malignancies
and other conditions. If resources are to be used
most effectively it is essential that the efficacy of
cord blood in clinical practice is tested in appro-
priate RCTs and that its use does not become
established on the basis of promising, but
unreliable, observational studies.
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Chapter 21

General

Treatment using HDT/PCT has been under
investigation for more than 30 years and has,
for some diseases, become established as a routine
component of treatment (see EBMT report sum-
mary — appendix 5). Despite the publication of
hundreds of case series and cohort studies involv-
ing thousands of patients, few randomised or
controlled trials have compared the HDT/PCT
approach with standard therapy. Consequently,
the use of HDT/PCT is guided by little reliable
evidence. As for any potentially toxic and costly
treatment, it is important to determine whether
or not HDT/ PCT is more effective than standard
therapy, and to establish its associated benefits
and detriments, as a basis for deciding whether it
should have a role in routine clinical practice. The
purpose of carrying out this systematic review was
to synthesise the available evidence in a number
of key cancers to establish the current state of
knowledge about HDT/PCT.

Scope of this review

This report reviews the published literature com-
paring HDT/PCT with conventional treatment in a
number of cancer sites. Owing to time constraints,
and as planned in the protocol, no unpublished
data were reviewed. The literature searches for pro-
spective RCTs and CCTs, on which the review is
based, are complete to June 1997. This means that
many but not all (because of the speed of biblio-
graphic database indexing) of the trials published
by the end of 1996 will have been included, together
with some more recent publications that have
appeared in high-profile journals that are indexed
quickly by bibliographic databases.

The review has focused on the results of RCTs
owing to the many potential problems and biases
associated with non-RCTs. However for the acute
leukaemias, controlled trials of allogeneic trans-
plantation, using pseudo-random methods of
treatment allocation, have also been considered.
Other published cohort studies are tabulated to
provide additional background information only
and no conclusions are drawn from these.

The disease sites studied were selected on the basis
of previous research activity, current practice and

discussion

potential future clinical and economic impact
based on the incidence of each disease.

The end-points reviewed were survival and PFS

as these were judged to be clinically relevant
across all disease sites and the most commonly
reported outcomes in individual studies. Although
progression is a potentially subjective and there-
fore ‘softer’ end-point than survival, the time

alive without evidence of disease is an important
outcome for patients which may have significant
impact on their quality of life. No formal assess-
ment of quality of life as an outcome was made

as few individual studies reported this information
and because of the difficulties associated with
comparing and summarising such data,

measured on different scales at different time-
points and in different patient populations,

across individual studies.

Constraints and caveats

The approach used in this systematic review has
a number of limitations which must be borne in
mind when interpreting the results.

As the review is based on the published literature
only, it may suffer from publication bias, whereby
trials with positive results are more likely to be
published than those with negative or inconclusive
results. Thus the published literature may be biased
in favour of HDT/PCT. A number of completed
but as yet unpublished trials have been identified
for which the results were not available to be
included in this review. Since time constraints did
not allow data to be collected from closed, unpub-
lished trials, no formal assessment can be made as
to whether or not publication bias influences the
findings of this review.

Owing to incomplete reporting of trials, the
combined analyses presented here are often based
on only a proportion of even those few patients
entered into prospective trials. Not all publications
presented the required data at one or more of the
time-points studied, and so the trials included in
the combined analyses are not always consistent
over time. In addition, quantitative review was
restricted to fixed time-point analyses which is
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not the most informative method of summarising
time-to-event data such as survival or PFS. Thus it is
important that the numerical syntheses presented
are interpreted cautiously and used only as a rough
indication of the possible benefits or detriments of
HDT/PCT.

Nonetheless, this report presents a systematic
review which, within the constraints of the
approach, is believed to represent a compre-
hensive and reliable summary of the current
published literature.

ALL

HDT including PCT has a relatively long

history in the treatment of ALL. An advantage
of the approach is that it may offer a much
shorter duration of therapy with approximately
3 months being required to undergo HDT/PCT
compared with about 2 years for standard
maintenance treatment.

Childhood ALL

At presentation, treatment for paediatric ALL
with CC is very effective, and consequently most
studies have concentrated on the use of HDT
with allogeneic transplantation in the consolidation
of second complete remission. Historically, trans-
plantation has used donor grafts, usually from a
sibling when there is a 25% chance of achieving

a match. Although a great many case series and
cohort studies have been reported, few prospective
trials have addressed the value of allogeneic trans-
plants. No RCTs have been published, nor as far
as is known are any proposed. This is almost
certainly a result of the difficulties of consent
when randomising children, especially when this
takes place after identifying a matching donor.
Two small CCTs in which treatment allocation was
based on donor availability have been published,
one in first remission and the other in second
remission. These accrued 111 and 45 patients,
respectively. Given the very few patients included
in these studies there is currently no reliable evi-
dence concerning the use of HDT plus allogeneic
transplantation in comparison with conventional
therapy in this situation. Although used widely in
clinical practice, it is not clear from the results of
the CCTs available whether such treatment
improves survival or PFS in children with ALL.

Although this is an area in which it is undoubtedly
difficult to conduct RCTs, it may be possible to
derive useful information from well-designed CCTs.
In future more careful consideration should be

given to study design. Indeed, with more
appropriate analysis (comparing those who did
with those who did not receive a transplant for all
tissue-typed patients), cohort studies such as those
shown in Table 7 could be conducted as CCTs.

Thus information gathered from the same children
could be used to obtain a more reliable answer to
this important question. The setting up of further
CCTs and participation in the currently on-going
trial should be encouraged.

Until recently the use of autologous transplantation
has been little investigated, although a potential
advantage of this approach is that it may offer a
much shorter duration of therapy. However, given
that the majority of patients do not have an avail-
able donor and that routine practice involves
treatment with conventional therapy, RCTs are
feasible and participation in the two on-going
studies should be supported.

Adult ALL

For adults with ALL, the prognosis is generally
poor and HDT/PCT has been investigated largely
as consolidation of first remission. Three RCTs of
HDT with autologous transplantation have been
published. In total these three studies accrued
213 patients. However, the reporting of these
small trials is incomplete and currently there is
insufficient evidence on which to base firm con-
clusions concerning the use of HDT and autol-
ogous transplantation in adult ALL. Three trials
of autologous transplantation are on-going.

For similar reasons to those described above for
childhood ALL, RCTs of HDT including allogeneic
transplantation are difficult and no such published
trial was identified. A total of five CCTs, involving

a total of 462 patients, which compared HDT plus
allogeneic transplantation with CC in adult ALL
have been published. These are incompletely
reported with only one trial presenting information
on survival. Although all trials favour the use of
HDT in terms of PFS, such results must be inter-
preted with caution owing to the potential bias
associated with non-randomised studies. Further
trials involving more patients are required to
confirm or refute the observations to date and
recruitment to the two on-going and future

RCTs should be supported.

AML

A meta-analysis of individual patient data has
already been completed by the AML Collaborative
Group. This will provide a more reliable assessment
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than this review of the effectiveness of HDT/PCT
in treating AML in first remission. Therefore, the
results presented here should be regarded as an
interim summary to be superseded by the results
of the AML Collaborative Group project when
they enter the public domain.

Childhood AML

Paediatric AML carries a poor prognosis and
treatment with CC has yielded disappointing
results. Consequently, the use of HDT/PCT in the
consolidation of first remission has been investi-
gated. For the same reasons as discussed for ALL,
randomised comparisons involving allogeneic
transplantation have been difficult and no such
study was identified. However for paediatric AML
the use of HDT plus autologous BMT has been
compared with CC for the consolidation of first
remission in four published RCTs, which in total
randomised 712 children. Although combined
analyses appear to favour CC, much of the
published data is immature and there is no good
evidence of a difference between the two types of
therapy. Two RCTs are currently on-going and
participation in these trials should be encouraged.

Five published CCTs which compared HDT and
allogeneic transplantation with conventional ther-
apy in total accrued over 1000 children. Reporting
of these trials was incomplete and allowed no firm
conclusions regarding overall survival to be drawn.
Although all trials with allogeneic rescue favoured
HDT/PCT in terms of PFS, these results must be
interpreted cautiously given the potential bias
associated with non-randomised studies. Further
data will be available following the completion of
the four CCTs currently in progress and entry into
these trials should be supported.

Adult AML

In adult patients four RCTs including a total

of 553 individuals have compared HDT and
autologous transplantation with conventional
therapy in the consolidation of first remission.
Although there was no good evidence of a differ-
ence in survival between the two treatments, there
was some suggestion of a benefit from HDT/PCT
in terms of PFS, with all but one trial favouring this
approach and the combined analyses reaching
conventional levels of significance.

Eleven published CCTs were identified which
compared HDT and allogeneic transplantation
versus conventional therapy in the consolidation
of first remission. These included almost

1000 patients. Reporting of trials was incomplete,
with just over half of the publications presenting

survival and/or PFS data. The individual trials
yielded inconclusive and conflicting results for
survival. Although the combined analyses appear

to suggest a survival benefit of HDT/PCT at 4 years,
this is driven largely by the results of a single study
for which the results are extreme. Without this trial,
there is no evidence of a significant difference in
survival between the two treatments. For PFS there
is some evidence of a benefit from HDT/PCT and
combined analyses reach conventional levels

of significance.

Although the published results may appear
promising, no firm conclusions can be drawn on
the role of HDT/PCT in the treatment of adult
AML. Further work is required to determine
whether or not HDT with either autologous or
allogeneic support is more effective than
conventional therapy in the treatment of first
remission adult AML. The meta-analysis of
individual patient data will be important in this
respect. However, it will not answer all questions
and recruitment into the three on-going
prospective trials should be encouraged.

CML

Owing to poor prognosis, lack of effective
conventional therapies, and a perceived benefit
of HDT/PCT from case series and cohort studies,
HDT including allogeneic transplantation is widely
regarded as standard therapy for younger CML
patients. There has been a reluctance to conduct
prospective trials and no published RCTs or CCTs
were identified. In the absence of such trials the
magnitude of any potential benefit or risk asso-
ciated with HDT and allogeneic transplantation
cannot be reliably determined.

For patients without a suitable donor who are

fit to tolerate HDT, autologous transplantation may
be a viable option for prolongation of the chronic
phase. Two large RCTs investigating HDT with
autologous support are in progress which between
them plan to accrue 1550 patients. Recruitment to
these trials should be supported.

CLL

As CLL is largely a disease of the elderly,
HDT/PCT is unlikely to be widely used in routine
management and any potential future use is likely
to be restricted to the small proportion of young
patients. Although HDT with PCT has been shown
to be feasible, it remains an experimental
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procedure which currently plays no role in routine
clinical practice. If, in future, HDT/PCT is to be
considered as a potential treatment option, then
further research is required including appropriate
prospective evaluation in RCTs comparing the
approach with best standard therapy.

Non-Hodgkin’s lymphoma

HDT/PCT is widely used as a component of
standard salvage therapy for relapsed or refractory
intermediate- or high-grade NHL. Although there
is little reliable evidence supporting its use in this
context, in the absence of further randomised trials
the use of HDT/PCT as salvage therapy is likely to
remain a standard approach.

Reports on seven RCTs have been published.
These trials involved patients with intermediate-
and high-grade NHL at various stages of relapse
and remission, the results of which are immature
and often conflicting. In total these trials have
included over 1000 patients. However, they have
spanned treatment ranging from first-line therapy
to salvage therapy and have included a number of
clinically distinct types of disease. Numbers within
each of the different categories were limited.
Consequently it is not possible to draw any firm
conclusions regarding the efficacy of HDT/PCT
in treating NHL.

Several RCTs are currently in progress and should
be completed within the next few years. These
will add significantly to the current evidence and
enable a more reliable assessment of whether

or not HDT/PCT confers improved survival in
aggressive NHL. Participation in such trials
should be encouraged.

There is very little evidence available concerning
the role of HDT/PCT in treating the more
indolent low-grade NHLs. One RCT has closed
recently owing to poor accrual and several others
are on-going. Participation in such RCTs should
be encouraged.

Hodgkin’s disease

On the basis of the results of single institution and
registry data, HDT/PCT is commonly used as part
of standard second-line treatment for HD. There is,
however, very little reliable evidence to support this
policy. Only one RCT has been published, which
with 40 patients randomised is much too small to
allow any firm conclusions to be drawn or

treatment recommendations to be made. Three
on-going RCTs, two in poor-risk first remission and
one in the salvage setting have been identified.
Participation in these and the setting up of further
RCTs should be encouraged. As young adults form
a large proportion of HD patients it is particularly
important that future trials address the issue of
long-term toxicity.

Multiple myeloma

Although HDT with autologous transplantation
is increasingly used as a component of manage-
ment for younger patients, there is still little
evidence from randomised trials concerning
its role in treating multiple myeloma. Only two
published RCTs have been identified, which
with a total of 357 patients randomised are too
small to allow firm or reliable conclusions to
be drawn, despite potentially encouraging
preliminary results. If HDT with autologous
transplantation is to be considered as a widely
applicable therapeutic option for multiple
myeloma then it is important that further

RCTs are undertaken. Two such trials are

in progress to address the issue.

Solid tumours

Few trials have investigated the use of HDT/
PCT in treating solid tumours and until recently
the intervention was used rarely. There is now,
however, an increasing trend towards the use

of HDT/PCT, especially against breast cancer,
which is now the most common condition for
which HDT/PCT is used in the USA. Clearly it
is important that appropriate research is con-
ducted to establish whether or not HDT/PCT
has a role in treating solid tumours. If the use
of HDT/PCT to treat common solid tumours
became widespread, it could potentially have
considerable resource implications. It should,
however, be appreciated that many patients are
likely to be considered too old or to have disease
too advanced to undergo HDT/PCT, thus
restricting the potential number

of procedures.

Only one RCT has been reported in germ-cell
tumours and this found no evidence of a differ-
ence in outcome between HDT/PCT and standard
therapy. Similar conclusions were reached for

one small published trial in SCLC. No reliable
evidence exists concerning the use of HDT/PCT
in ovarian cancer, although two RCTs are now
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on-going. For breast cancer, three RCTs
including less than 200 women in total have
been published and these have conflicting
results. There is therefore currently insufficient
evidence to conclude whether or not HDT/PCT
is of benefit in treating any of the solid

tumours investigated.

Further research must be a priority and enrolment
of patients into RCTs should be encouraged. In
breast cancer a number of RCTs are in progress
which, if target accruals are met, will result in over
4500 randomisations and should allow a reliable
assessment of the value of HDT/PCT in both the
adjuvant and advanced settings. Somewhat fewer
on-going RCTs have been identified for the other
solid tumours reviewed. If HDT/PCT is to be con-
sidered as a treatment option for these tumours,
the setting up and completion of RCTs must be

a priority.

Cost of HDT with BMT or PBPCT

HDT/PCT is easily perceived as an expensive
intervention owing to the initial cost of harvesting
progenitor cells and the need to provide intensive
medical support in specialist facilities. However,
the true cost of HDT/PCT must be considered in
relation both to the long-term consequences of
treatment and the cost of treating similar patient
populations with conventional therapy.

Given that the main conclusions of this review
are that the role of HDT/PCT in treating most
cancers remains uncertain, and that further
research is required to obtain reliable estimates
of clinical effectiveness, the cost-effectiveness
analyses presented here should be regarded as
preliminary. This review has therefore concen-
trated on presenting reported comparisons of the
cost of treatment (together with some subsequent
therapy). However, there are problems with even
these comparisons because most studies of cost
are both retrospective and based on very small
numbers of patients. Ideally, studies would be
based on long-term cost data collected prospec-
tively for sufficiently large and comparable
groups of individuals treated with HDT/PCT

or conventional therapy.

The limited and potentially flawed published
data available suggests that transplantation costs
1-5 times more than conventional therapy
(including maintenance therapy). Comparisons
of PBPCT and BMT suggest that PBPCT is

less expensive.

Use of cord blood

The use of stem cells derived from the umbilical
cord following birth is a relatively new and still
experimental procedure. A potential advantage
of the approach is thought to be the reduced
risk of GVHD and the use of cord blood also
removes the cost and inconvenience of
harvesting and transporting marrow from

an unrelated donor.

However, there are many unresolved ethical and
practical concerns including ownership, consent,
use for experimental as well as clinical purposes,
ensuring notification of subsequently detected
inherited disease, and the need to establish
donor banks of sufficient size to give a reasonable
chance of obtaining a match for those ethnic
groups represented in the population served.

At present it is unclear how long cord blood

may be safely stored and use has largely been
restricted to children because it is generally
thought that there are insufficient stem cells

in a sample of cord blood to support
haematopoiesis in an adult.

A number of public cord-blood banks have been
or are in the process of being set up, including five
in the UK which together ultimately aim to store
20,000 cord-blood samples. Given that the use of
cord blood is currently rare and its therapeutic
effect not clear, such banks should be considered
experimental and it is essential that the role of
cord-blood transplantation is properly evaluated
in well-designed prospective studies, preferably
RCTs, before such facilities are expanded or cord
blood is introduced into clinical practice on an
ad hoc basis.

Long-term toxicity

Although the use of HDT/PCT has been associated
with a number of long-term toxicities, including
secondary cancers, infertility and lymphocyte
function disorders, there is little comparative data
on the incidence of such complications in relation
to similar patient populations treated with conven-
tional therapy. Therefore it is unclear to what
extent these problems are attributable to HDT/
PCT. Long-term follow-up of patients enrolled in
RCTs is therefore essential if the question of long-
term toxicity is to be addressed adequately. Given
that a large proportion of individuals treated with
HDT/PCT are likely to be in the younger age
groups, this should be given a high priority in

trial design. 141
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General discussion

Conclusions

For all disease sites considered, there is little
evidence from randomised studies concerning

the effectiveness of HDT/PCT in improving

either overall survival or PFS. Reporting of trials
has been incomplete and of inconsistent quality,
thereby hindering both qualitative and quantitative
synthesis. Trials have generally been too small to
detect moderate survival benefits reliably and indi-
vidual publications reporting trials with significant
results, positive or negative, must therefore be
interpreted cautiously. In light of the constraints

of the approach and the data available, quantitative
syntheses and combined results presented in this
report must also be viewed with caution. On the
basis of current published information it is not
possible to draw firm conclusions on the role of
HDT/PCT in treating any of the malignancies
investigated. Although many economic studies
have been undertaken, published cost-effectiveness
analyses are immature and even the relative costs of
HDT/PCT compared with standard treatment are
unclear. There also remain important unanswered
questions concerning long-term toxicity, and newer
techniques and approaches involving purging and
the use of cord blood are currently experimental.
Further research is undoubtedly required to estab-
lish the role of the HDT/PCT approach both for
allogeneic and autologous transplantation in the
treatment of cancer.

General implications for research

Given the paucity of reliable evidence concerning
the use of HDT/PCT, the most important impli-
cation for future research is that further evidence
from randomised studies is required. New trials
must be designed to include sufficient numbers

of patients to detect reliably moderate differences
in treat-ment effect. For the rarer malignancies
this will undoubtedly require international collabo-
ration. In circumstances such as HDT with allo-
geneic transplantation in leukaemia, where RCTs

are unlikely to be possible, it is important that CCTs
are appropriately designed and analysed to ensure
that like is compared with like. Where allocation is
based on donor availability, the appropriate com-
parison is of those who received a transplant with
those who did not for all tissue-typed patients. As
HDT/PCT is often used to treat young patients

it is important that appropriate comparisons of
long-term toxicity and morbidity are undertaken.
Ideally this should be done as long-term follow-up
on RCTs. Similarly, there is currently little reliable
information concerning the costs and cost-
effectiveness of HDT/PCT. Given the real or
perceived financial burden associated with the
widespread use of HDT/PCT it is important that
appropriate prospective economic evaluations

are undertaken.

General implications for practice

As the potential applications for HDT/PCT widen,
it should be appreciated that not all patients are
likely to be suitable for such therapy, and for those
considered too old or physically unable to tolerate
such intensive therapy, conventional interventions
are likely to remain the mainstay of treatment.

Itis of course impossible to generalise on the
current or future role of HDT/PCT across the
diverse diseases considered in this report. It is clear
that, for historical reasons, HDT/PCT has become
established as routine treatment in certain diseases
for which conventional therapy offers very little
hope of cure (see EBMT survey results, appendix
5). Whilst it is to be hoped that further RCTs will
be conducted to establish whether or not this
approach is justified, it is clear that in some circum-
stances the conduct of trials may be difficult. It is
important that the same gradual acceptance of
HDT/PCT into routine practice by default does
not occur for other cancers where currently the
approach is experimental. In such circumstances,
routine practice should be to consider entering

all patients into on-going RCTs.
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Systematic review protocol

Introduction

The principal dose-limiting effect of most
chemotherapy agents is bone marrow suppression.
In order to circumvent this and allow administration
of higher, potentially more effective doses, several
strategies are available. All provide a means of
reconstituting the bone marrow after treatment
with cells that have not been exposed to the chemo-
therapeutic agents. Reconstitution may be from
harvested bone marrow or peripheral blood pro-
genitors (‘stem-cells’). Autologous rescue employs a
patient’s own progenitors whilst allogeneic trans-
plantation involves the use of progenitors derived
from a different person. Allogeneic transplantation
may have a therapeutic effect beyond that of the
cytotoxic drugs in that the transplanted cells may
exert an immunologic effect upon the malignancy,
but the main principle underlying high-dose therapy
(HDT) is that more intensive treatment should yield
better results by killing more malignant cells.

Initially, HDT was restricted to ‘salvage’ treatment
of patients in whom conventional treatment failed
to eradicate disease. However, with the advent of
improved supportive measures, particularly the

use of peripheral blood progenitor cell rescue,

the toxicity and mortality from high-dose treatment
has fallen substantially. This in turn has led to a
widening of its use.

HDT with autologous stem-cell transplantation

is now becoming widely applied to allow dose
intensification. Until recently, its use was confined
to haematological malignancies, but in the last

5 years there has been a marked increase in use
for solid tumours. This is particularly true of breast
cancer, which is now the commonest setting for
this form of treatment in the USA.

Sibling allogeneic transplantation is a well
established treatment and is regularly used for
the management of haematopoietic malignancies.
Transplantations with progenitor cells from un-
related donors, however, are associated with a
high mortality and morbidity and to date their
use is largely experimental.

An increased understanding of the mechanism
and control of graft versus host disease is necessary

before the treatment could be used routinely to
treat some of the many potential recipients for
whom a sibling allograft is unavailable.

As the indications for HDT broaden and new
technologies which may improve the effectiveness
of the treatment are developed, so the numbers of
patients treated increase. Despite several thousand
papers and abstracts reporting on the results of
transplant series there is still great uncertainty as to
the true effectiveness of this treatment modality.

It is therefore both necessary and timely to
undertake a systematic review to evaluate the
evidence currently available in the literature
concerning the use of HDT. This review therefore
aims to identify all relevant published studies of
HDT. The methods described in this protocol will
be used to appraise systematically the available
evidence and to provide an objective and reliable
summary of that evidence.

The best evidence of the effectiveness of any
healthcare intervention comes from the results

of well-conducted randomised controlled trials
(RCTs). The potential biases associated with non-
randomised studies are well known. For this reason,
although this review will identify all studies, it will
place most emphasis on the results of RCTs. Where
possible the results of RCTs will be combined
quantitatively, as will those of controlled clinical
trials (CCTs). Where insufficient randomised/
controlled data is available, other comparative
studies will be summarised and appraised quali-
tatively. The decision as to whether other compar-
ative studies will be appraised will be taken when
the number of RCTs and CCTs, the total number
of patients entered and the number of events are
known, but before any analysis of data has been
performed. No summation of data from non-
RCTs/CCTs will be performed.

Aims

The purpose of this review is to identify all studies
investigating the effectiveness, in terms of survival
and/or progression-free survival, of HDT com-
bined with progenitor cell transplantation. The
literature will be assessed in several key areas, both
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to synthesise current evidence for the use of HDT
and to identify research questions to be addressed
in the future.

The review will concentrate on malignancies which
were identified as diseases in which a large
proportion of the current transplants are
performed. For completeness a literature search
for randomised and controlled clinical trials will be
carried out to identify any area in which a large
number of Phase III trials into the efficacy of BMT
may have been carried out. If such an area exists, it
will be included in the review.

Primary questions to be addressed

1. Does HDT improve survival/progression-
free survival when compared to conventional
therapy in
— breast cancer
— acute and chronic leukaemia
— malignant lymphoma
— multiple myeloma
— ovarian cancer
— testicular cancer

2. What evidence is there concerning the cost-
effectiveness of HDT?

3. What evidence is there comparing the long
term toxicities of HDT with those of
conventional chemotherapy?

4. What evidence is there concerning the use of
cord-blood transplantation?

Additional questions to be addressed

1. What randomised evidence is there comparing
peripheral stem-cell with autologous bone
marrow transplantation?

2. What randomised evidence is there comparing
purged and unpurged transplantation?

Methods

Literature search strategy

All papers indexed on the bibliographic databases
listed below up to and including 1 November 1996
will be searched using the Knight-Ridder Probase
software. An updated search will be performed to
identify RCTs and CCTs that appear on the
databases up to and including 31 January 1997.

Medline

Embase

CancerLit

Science Citation Index

Biosis

The Cochrane Controlled Trials Register
NHS Economic Evaluation Database

Given the emphasis that will be placed on the
results of RCTs, trial registers will be searched for
both ongoing and closed trials which may remain
unpublished. The following registers will be
searched up to and including 31 January 1997.

PDQ (Open Trials)

PDQ (Closed Trials)

UKCCCR Trials Register

Center Watch Clinical Trials Listings

References obtained from various sources will be
managed using the Procite bibliographic package.

The results of all literature searches will be archived
to floppy disk.

Handsearching

The following journals were listed by the clinical
coordinators as those thought likely to include
relevant publications: Acta Hematologia, American
Journal of Hematology, American Journal of Medicine,
Annals of Haematology, Annals of Internal Medicine,
Annals of Oncology, Blood, Blood Cells Molecules and
Disease, Molecules and Diseases, Bone Marrow
Transplantation, British Journal of Cancer, British
Journal of Haematology, British Medical Journal, Cancer,
Cancer Research, European Journal of Cancer, European
Journal of Hematology, Experimental Hematology,
Hematological Oncology, Journal of Clinical
Investigation, Journal of Hematotherapy, Journal of the
National Cancer Institute, Journal of Clinical Oncology,
Journal of the American Medical Association, Lancet,
Leukemia, Leukemia and Lymphoma, New England
Journal of Medicine, Seminars in Hematology, Seminars
in Oncology, Transplantation.

However, all of these journals are indexed on one
or more of the electronic databases being searched
and although it is recognised that bibliographic
tagging and indexing is not always comprehensive,
no handsearching of journals will be performed.

Conference proceedings

Given the importance placed on the results of
controlled trials, the following conference
proceedings will be handsearched for RCTs and
CCTs for the last 10 years.

European Haematology Association

European Bone Marrow Transplantation Group
American Society of Haematology
International Society of Experimental
Haematology

The following proceedings were also thought likely
to include relevant abstracts; however, these are
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indexed on CancerLit so no handsearching will
be performed.

* American Society of Clinical Oncology

Classification of studies

Each identified study will be classified by design
according to the following list. The classification
will determine the nature of data synthesis
performed on the study.

1. Prospective randomised controlled trials (RCTs)
Well-designed controlled trials with pseudo-
randomisation e.g. transplantation given
to all patients who have a matched sibling
donor (CCTs)

3. Prospective cohort studies with
concurrent controls
Prospective cohort studies with matched data
from a national/international registry source
Prospective cohort studies with historical
controls

4. Retrospective cohort studies with
concurrent controls
Retrospective cohort studies with matched
data from a national/international registry
Retrospective cohort studies with
historical controls

5. Case series with no matched data (no data
from case studies will be included in the
systematic review)

Inclusion criteria

1. Studies investigating the efficacy of HDT

All studies will be included if the following criteria

are fulfilled:

¢ the authors state that HDT was administered and
the patients received progenitor cell transplants

¢ the study is investigating, in terms of survival
and/or progression-free survival, the
effectiveness of HDT

¢ the study is not a case series.

2. Studies investigating cost-effectiveness

¢ All articles where the authors state they are
investigating the cost-effectiveness of HDT
and progenitor cell transplantation.

¢ All papers where the cost of administering HDT
and progenitor cell transplantation in the UK is
calculated will be listed, together with the price
of treatment.

3. Studies investigating the use of cord-

blood transplantation

¢ All publications where the authors state they
have used cord blood as a source of progenitor
cells for use in conjunction with HDT.

Assessing eligibility

Titles and abstracts identified by the search
strategies (see appendix I) will be assessed for
relevance by two reviewers. Copies of all potentially
relevant papers will be obtained and rechecked to
ensure they fulfil the eligibility criteria. A list of all
papers identified by the search strategies, but
judged not relevant/ineligible, will be kept.

Data extraction

Two reviewers (one clinical, one non-clinical) will
independently classify each study (according to the
criteria above) and extract data using the appro-
priate data extraction sheets (appendix II). Any
discrepancies between the classification and data
extraction sheets will be discussed and if not agreed
upon, the opinion of a third investigator will be
sought. All original data extraction sheets will be
kept on file.

When it is known that a study has generated
multiple publications, the most recent (i.e. that
with the most mature data) will be used for data
extraction; all previous publications will be cata-
logued and cross referenced. However, if a second
publication reports on a different outcome, e.g.
health economics, data will be taken from both
papers. It should be noted that it is not always clear
when multiple publications relate to the same
study, and that this could result in dual reporting
of some data. Every effort will be made to ensure
that no duplication of RCTs or CCTs occurs.

Methods of analysis

The main conclusions of the systematic review
will be based on the results of RCTs/CCTs for all
disease sites. If little evidence from RCTs/CCTs is
available, then additional information from other
cohort studies will be presented; this will be quali-
tative and no data synthesis will be performed.
The decision as to when this additional information
is extracted will be made once the number and
nature of the eligible studies for each disease site
are known, but before any summation of data

has been performed. This will take account of
the amount of information available and
resource implications.

¢ All eligible RCTs/CCTs will be summarised
in tabular format, grouped by disease site and
where possible data from these trials will be com-
bined (see statistical analysis section). During
preliminary research it has come to our attention
that an individual patient data (IPD) meta-
analysis of ABMT vs. chemotherapy vs. no further
treatment in the treatment of AML has been
conducted by the AML Collaborative Group,
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the results of which are due to be published in
the autumn of 1997.

¢ Such IPD meta-analyses are the gold standard
of systematic reviews and hence any conclusions
that arise from the summation of data taken
from the literature in this review would be
rapidly superseded by those of the AML
Collaborative Group. Therefore, although the
results of RCT/CCTs in AML will be tabulated,
no summation of data will be performed.

* For disease sites where it is judged that little
randomised evidence exists, additional tables
will be produced summarising the main points
of all other eligible studies. No quantitative data
synthesis will be performed and information will
be presented separately from the RCTs/CCTs.

¢ For disease sites where it is judged that sufficient
evidence from RCTs and CCTs exists, no data
extraction from other studies will be performed.
However, all other eligible trials will be listed
indicating the number of patients treated
with HDT.

Tables will also be used to summarise the findings
of publications investigating the cost effectiveness

of HDT and the use of cord-blood transplantations.

Statistical analysis

For RCTs and CCTs only the data will be com-
bined, if possible, in a series of meta-analyses by
disease site on the end-points of survival and
disease-free survival.

Where log rank statistics are presented these will

be used to calculate hazard ratios for each trial.
Otherwise the numbers of events at a series of time-
points will be taken from the text or estimated from
survival curves. These will be used to calculate the
observed and expected number of events and
variance at each of those time points and then com-
bined to provide estimates of overall hazard ratios
for each trial. In such cases the numbers of events
will be adjusted to account for censoring. Pooled
hazard ratios will be calculated for each disease site
by combining the log rank or estimated O — E and
variances for each trial according to the fixed effect
model. Results of RCTs and CCTs will be presented
separately. Chi-square tests for heterogeneity will be
performed and if there is no evidence of gross
statistical heterogeneity between the results of RCTs
and CCTs, combined results will also be presented.

Results will be presented as a series of standard
hazard ratio plots, giving the hazard ratio and
confidence intervals (95% and 99%) for each trial
as well as the combined hazard ratio and 95%
confidence interval.

Appendix | [of protocol]:
search strategies

Lymphoma, myeloma, breast, ovarian
and testicular cancer

The search strategies are designed to be inclusive
to ensure the review is comprehensive. The
searches are designed in two sections.

1. A search common to all disease sites which
extracts studies concerned with HDT and
progenitor cell transplantation

2. A disease specific search

For each disease site, the results of these two
searches will be combined to extract studies which
appeared in both strategies. This approach will
ensure that all papers reporting on the efficacy,
cost-effectiveness and long-term side-effects of
progenitor cell transplants are identified.

Leukaemia

A preliminary search for leukaemia, using the

same general strategy as above, yielded in excess

of 10,000 references from Medline alone; a number
of references which is not feasible to appraise in
the time available. In order to reduce the number
of titles identified to a manageable level we have
modified the search to be more specific, as
outlined below.

A leukaemia specific search was prepared and
combined with the bone marrow transplant strategy
(asin 1 and 2 above). This was then combined with
the search strategy developed by the Cochrane
Collaboration to identify controlled trials. A review
of the titles discarded by this approach highlighted
the fact that potentially relevant publications

(other than those reporting on RCTs and CCTs)
may be discarded.

In an attempt to ensure that all relevant articles are
extracted, the following strategies will be run on
the articles previously removed.

For papers with abstracts

¢ For all papers, those classified by the MeSH
heading as ‘case studies’ were removed.

e Letters, comments and editorials and reviews
were removed.

* Papers were removed that did not have one of
the following:
— cost and cost analysis as a MeSH heading
— financ$
— econom$
— surviv$
— costh
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— event in the same sentence as free

— disease in the same sentence as free

— progression in the same sentence as free
—leukaemia in the same sentence as free.

This strategy is designed to reselect papers
reporting on disease/progression and leukaemia
free survival, the cost-effectiveness of HDT and
long-term toxic effects.

It is possible that by including the above
restrictions on the leukaemia subset some studies
may have been discarded. Papers excluded during
the more specific leukaemia search will

be documented.

Details of search strategies

Listed below are the search strategies designed for
use on Medline. The searches will be modified for
use with other databases.

Key to search strategies

.de. the term used is a MeSH heading

#  MeSH heading was exploded (i.e. all
subheadings were included in the search)

$  any character or string of characters

adj words adjacent

with words appear in same sentence

pt publication type

Progenitor cell transplantation search

1. hematopoietic-stem-cells#.de.

2. bone-marrow-transplantation#.de.

3. hematopoietic-stem-cell-transplantation#.de.

4.  transplantation-homologous.de.

5. transplantation-autologous#.de.

6.  salvage-therapy#.de.

7 (marrow with transplant$).t,ab.

8. (stem$ with transplant$).ti,ab.

9.  high adj dose adj therapy.ti,ab.

10. autograft.ti,ab.

11. autologous adj transplant$.ti,ab.

12. allogeneic adj transplant$.ti,ab.

13. allograft.ti,ab.

14. myeloablative.ti,ab.

15. hematopoietic adj stem adj cells

16. bone-marrow-purging#.de.

17. hematopoietic adj stem adj cell

18.  cord adj blood.ti,ab.

19. fetal-blood.de.

20. animal

21. human

22. 20 not (21 and 20)

23. lor2or3or4orb5or6or7or8or9orl0or
11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or
19

24. 23 not 22

Breast
breast-neoplasms#.de.
cancer
neoplasms#.de.
carcinoma

breast

2 with 5

3and b

4 with 5

. lor6or7or8

10. surgical-flaps.de.

11. reconstruction.ti,ab.
12. 10orll

13. 9not12

PN G 0N

©

The above search will identify papers which have
one of the following:

Breast neoplasm (MeSH term)

‘breast’ and ‘cancer’ in the same sentence
‘breast’ and ‘carcinoma” in the same sentence
Neoplasm as a MeSH heading with ‘breast’ in
the reference.

It will remove papers which have one of
the following:

‘reconstruction’ in the title

‘Surgical flaps’ as a MeSH heading.

Ovarian
Ovarian-Neoplasms#.
ovar$
Neoplasms#.de.
cancer

carcinoma

2 and 3

2 with 4

2 with 5
lor6or7or8

A B o

The above search will identify papers which
have one of the following:

Ovarian neoplasm as a MeSH heading
Neoplasm as a MeSH heading with ovar$ in
the reference

‘cancer’ and ‘ovar$’ in the same sentence
‘Carcinoma’ and ‘ovar$’ in the same sentence.

Testicular
testicular-neoplasms#.de.
neoplasms#.de.

cancer

testi$

germ adj cell

nsgct

teratoma

germinal

seminoma

A B o
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10. testes

11. germinoma
12. 2and 4
13. 2andb
14. 2and8
15. 2and 10
16. 3 with 4
17. 3 with 5
18. 3 with 8
19. 3 with 10
20. carcinoma
21. 20 with 4
22. 20 with b
23. 20 with 8

24. 20 with 10
25. lor6or9orllorl2orl3orl4orlborl6
or 17 or 18 or 19 or 21 or 22 or 23 or 24

The above search will identify papers which have
one of the following:

testicular neoplasm as a MeSH heading
‘teratoma’ in the reference

‘seminoma’ in the reference

‘germinoma’ in the reference

NSGCT in the reference

Neoplasm as a MeSH heading with testi$ or germ
cell or testes or germinal in the reference
‘carcinoma’ and ‘testi$’ in the same sentence
‘carcinoma’ and ‘germ cell’ in the same sentence
‘carcinoma’ and ‘testes’ in the same sentence
‘carcinoma’ and ‘germinal’ in the same sentence
‘cancer’ and ‘testi$’ in the same sentence
‘cancer’ and ‘germ cell’ in the same sentence
‘cancer’ and ‘testes’ in the same sentence
‘cancer’ and ‘germinal’ in the same sentence.

Lymphoma

. Lymphoma#.de.
burkitt$

lymphoma

hodgkin$

NHL

HD
lor2or3or4orbor6

N O Otk 0N =

M
1. myeloma

2. Multiple-Myeloma.de.
3. myelomatosis

4. lor2or3

Leukaemia

hematopoietic-stem-cells#.de.
bone-marrow-transplantation#.de.
hematopoietic-stem-cell-transplantation#.de.
transplantation-homologous#.de.
transplantation-autologous#.de.

S 0N =

22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44.
45.

46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.

salvage-therapy#.de.

(marrow with transplant$).ti,ab.
(stem$ with transplant$).ti,ab.

high adj dose adj therapy.ti,ab.
autograft.ti,ab.

autologous adj transplant$.ti,ab.
allogeneic adj transplant$.ti,ab.
allograft.ti,ab.

myeloablative.ti,ab.

hematopoietic adj stem adj cells
bone-marrow-purging#.de.
hematopoietic adj stem adj cell
animal.de.

human.de.

18 not (18 and 19)
lor2or3or4orbor6or7or8or9orl0or
11or12or13or14 or15or 16 or 17
21 not 20

leukemia#.de.

leukemia

aml

all

cml

cgl

cll

feline or cat

bovine

mouse

30 or 31 or 32

23 or 24 or 25 or 26 or 27 or 28 or 29
34 not 33
pt=randomized-controlled-trial
randomized adj controlled adj trials.de.
random adj allocation.de.

double adj blind adj method.de.
single adj blind adj method.de.

36 or 37 or 38 or 39 or 40
pt=clinical-trial

clinical-trials#.de.

(clin$ with trial$).ab,t.

((singl$ or doub$ or treb$ or trip$) adj
(blind$ or mask$)).ab,ti.
placebos.de.

placebo$.ab,ti.

random.ab,ti.

research adj design.de.

42 or 43 or 44 or 45 or 46 or 47 or 48 or 49
comparative adj study.de.
evaluation-studies#.de.
follow-up-studies.de.
prospective-studies.de.

(control$ or prospectiv$ or volunteer$).ti,ab.
50 or 51 or 52 or 53 or 54 or 55

41 or 50 or 56

22 and 35

57 and 58

58 not 59
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61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.

73.
74.
75.
76.
77.
78.

79.
80.
81.
32.

60 ab=y

(event with free).ti,ab.
(disease with free).ti,ab.
(progress$ with free).ti,ab.
(leukemia with free).ti,ab.
financ$.ti,ab.

surviv$.ti,ab.

cost$.ti,ab.
survival-analysis#.de.
costs-and-cost-analysis#.de.
econom$.ti,ab.

62 or 63 or 64 or 65 or 66 or 67 or 68 or 69
or 70 or 71

61 and 72

60 not 61

73 or 74

59 or 75

case-report.de.
pt=comment or pt=editorial or pt=guideline
or pt=letter

77 or 78

76 not 79

review.pt.

80 not 81

Appendix Il [of protocol]:
data extraction sheets

The data extraction sheets for clinical studies re-

lating to survival have been designed in several parts.

Part 1

Introductory sheets common to all
papers including information such

as the title, authors, topic of the paper/
abstract and specific information

about the study.

Part 2a For papers investigating the efficacy

of HDT

Sheets for specific information about
the study, patient characteristic and
study results.

Part 2b For papers investigating the cost-

Part 3

effectiveness of HDT
Sheets for specific information about the
methods and results of the study.

A conclusion/discussion sheet common
to all papers.

Key to data extraction study
classification codes

RCT
CCT

PHII

PC

PR

PH

RC

RH

Prospective randomised clinical trials
Well-designed controlled trials with
pseudo-randomisation e.g. transplantation
will be given to all patients who have a
matched sibling donor

Well-designed prospective Phase II trial,
no randomisation

Prospective cohort studies with concurrent
controls from same centre

Prospective cohort studies with matched
data from a national/international
registry source

Prospective cohort studies with historical
controls from same centre

Retrospective cohort studies with
concurrent controls from same centre
Retrospective cohort studies with matched
data from a registry

Retrospective cohort studies with
‘historical controls’

Definitions of status at
high-dose therapy

Firstline treatment HDT given as the initial

First remission

Sensitive relapse

Resistant relapse

Untreated relapse

Primary refractive

therapy, no prior chemo-
therapy is given.

Patient received HDT after
conventional dose remission
induction therapy and achieves
either a complete or partial
remission.

Objective response to second
line conventional dose therapy,
including second CR or PR.
Patient receives an initial
response and then subse-
quently relapses. Further con-
ventional dose salvage therapy
is given but the patient has

no response.

Patient proceeds immediately
to HDT with no conventional
dose salvage therapy to test
responsiveness.

Patient fails to achieve an
objective response to their
initial or disease second or
third line conventional

dose chemotherapy.
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Data extraction sheet - Efficacy papers

Reference number Database number Trial Group Trial Code

Details of publication

Title:
Authors:
Source:
Country:

English I:l Other Language (specify):

Summary of question being addressed:

Economic evaluation Yes I:l No I:I Q of L assessment Yes I:l No I:l

Study design

RCT I:l Single centre I:l Multi centre I:l
CCT I:I

PHII I:l Patient entry dates:

e L]

PR I:l RCT/CCT - Method of randomisation:

PH I:l Phone I:l Envelope I:l
RC I:l DOB I:l Availability of a sibling I:l
RR I:l Other - specify

RH I:l For non-randomised studies - was patient entry:

Sequential

Determined by guidelines

L]
No mention I:l

Point of randomisation:

Eligibility criteria

Leukemia Lymphoma Testicular Ovarian I:l
Acute myeloid I:l HD I:l Seminoma I:l Breast I:l
Acute lymphoblastic I:l NHL I:l Non seminoma I:l Myeloma I:l

Chronic myeloid I:I
Chronic lymphocytic I:l

Any further sub - class ? Major eligibility criteria -




Health Technology Assessment 1998; Vol. 2: No. 8

High Dose Therapy

Allogeneic I:I Autologous I:l Both I:l
Bone marrow I:I Stem cells I:l Both I:l
Cord blood I:I

Transplant purged Yes I:l No I:l Both I:l

If mixed

Details of HDT (tick all that apply)

Chemotherapy only
Chemotherapy and TBI

|
Qod s

Chemotherapy and targeted radiotherapy

-

Baseline characteristics

HDT Conv chemo

3rd arm

No of patients

% eligible

% starting therapy

HDT Conv chemo

3rd arm

Male:female

Median age

Age range

Were the arms of the trial study balanced in terms of prognostic factors?

Was the trial stratified? Yes I:l No I:l ? I:l

If yes, by what:

Yes|:| No|:| ’?D

Status at High Dose Therapy If mixed
(Tick all that apply)

o
o
Z
c
3

INRRNN

First line treatment

First remission (CR or PR)
Sensitive relapse
Resistant relapse
Untreated relapse

Primary refractory disease

|
|

Adjuvant Other (specify)
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Results

Intention to treat analysis

Median follow up (months) |

Yes D No D
Min |:| Max |:|

2]

Survival

Hazard Ratio

Odds Ratio

O-E

\Y,

X2 Value

p - value

HDT

95% / 99% CI

95% / 99% ClI

Conv chemo 3rd arm

% survival at 6 months

% survival at 1 year

% survival at 2 years

% survival at 5 years

Median survival (Cl) |

Was a subgroup analysis performed?

Results of subgroup analysis:

Other significant results:

Yes I:l No I:l
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Progression free survival

Hazard Ratio

Odds Ratio

O-E

\Y,

x? Value

p - value

HDT

95% / 99% ClI
95% / 99% ClI

Conv chemo

3rd arm

% survival at 6 months

% survival at 1 year

% survival at 2 years

% survival at 5 years

Median progression-free survival (Cl) |

Was a subgroup analysis performed?

Results of subgroup analysis:

Other significant results:

Yes D

No [

Toxicity

Treatment related

HDT

Conv chemo

3rd arm

No of early deaths <90 days

No of late deaths =90 days

Time not specified

Details of haemapoetic recovery given Yes I:I

No|:|

> L
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Reviewer’'s comments/criticism

General

Comments on further trials to be done/ongoing.
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Cost effectiveness

Reference number Database number Trial Group Trial Code

Details of publication

Title:
Authors:
Source:
Country:

English |:| Other Language (specify):

Summary of question being addressed:

Study type: CBA |:| CUA |:| CEA |:| Calculation |:| Other
of UK costs

Costs taken into account

<
[¢)
n
=z
o

Direct costs List any indirect costs
Programme costs Diagnosis and Therapy
Professional fees
Drugs
Ward
Nursing
Additional provider costs Insurance
Set up costs

Patient costs

Family costs

Do estimated costs include
Getting patient into remission (if applic)

Treating subsequent remissions

o0 ooHgooon
OO0 OJooHoooon

Treating secondary malignancies (if applic)
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Source of data

Clinical information

Was data taken from a randomised comparison? Yes |:| No |:| ? |:|

Collected: Prospectively |:| Retrospectively |:|

Source:  Single trial/study |:| Multiple trials/studies |:| Syst rev of trials/studies |:| Rev of pat notes |:|

If trial/study was data taken from: If info from patient notes was data extracted by:
Published papers |:| Single person looked at all notes |:|
Unpublished work |:| Several people looked at notes |:|
Unpublished/published |:| Two people looked at each set of notes |:|

Years clinical info taken from:

Estimation of total quantities of resources used

Based on actual data |:| Estimated |:| Based on model |:| State model:

Estimation of total costs

Based on actual data |:| Estimated |:| Based on model |:| State model:

Years cost data taken from: Year of final cost assessment:

Were costs inflated? Yes |:| No |:| ? |:| Currency unit reported:

Was a conversion done from original currency? Yes |:| No |:| Original currency:

Quality of life assessment
Prospectively |:| Retrospectively |:| None |:|

Assignment of values to health states (if appl) Drs |:| Nurses |:| Patients |:| Healthy Volunteers |:|

Results

Length of time horizon

BMT Conventional treatment Difference *

Cost of treatment = SD

Life years saved + SD

QALY saved = SD

*If BMT more expensive +ve, if -ve less expensive

Cost per life year gained by transplantation | | Were sensitivity analyses carried out

ves[ ] ol ]
Cost per QALY gained by transplantation | | Details:
Were any costs discounted? Yes |:| No |:| Details:
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If analysis repeated with a “normal life expectancy tail”

Length of survival tail | |

BMT Conventional treatment Difference *

Cost of treatment + SD

Life years saved * SD

QALY saved + SD

*If BMT more expensive +ve, if -ve less expensive

Cost per life year gained by transplantation | | Were sensitivity analyses carried out

Yes |:| No |:|
Cost per QALY gained by transplantation | | Details

Were any costs discounted? Yes |:| No |:|

Details:

Reviewers comments/criticism
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Long-term Toxicity
Reference number Database number Trial Group Trial Code

Details of publication

Title:

Authors:

Source:

Country:

English |:| Other Language (specify):

Summary of question being addressed:

Investigating incidences of (tick all that apply): Diseases included in test cohort
Second malignancies |:| Leukaemia |:|
Cardiac abnormalities |:| Lymphoma |:|
Respiratory abnormalities |:| Myeloma |:|
Gonadal function |:| Breast |:|
Cataracts |:| Other |:|
Other |:| Specify
Myelodysplasia |:|
Specify
High Dose Therapy
Details of transplant Details of high dose therapy
No receiving No receiving No receiving
Allogeneic Autologous Chemotherapy only
Bone marrow Stem cells Chemotherapy and TBI
Purged Unpurged Chemotherapy and
targeted radiotherapy
Cyclophosphamide
containing regimens
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Details of patient cohorts

Test cohort

Control cohort

Source of

Patient entry dates

Median time from BMT
(months)

Min time (months)

Max time (months)

Was comparison randomised: Yes |:| No |:|

Details of patient cohorts cont.

Test cohort

Control cohort

No of patients

Male:female

Age range at BMT

Median age at BMT

Were control cohort matched for age and prognostic factors?

Clinical information collected: Prospectively |:|

Yes|:| No|:| ’?|:|

Retrospectively |:|

Results

Summarise the major results, including statistics and incidence of long-term toxicities
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Reviewers comments
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Appendix 2

Relevant RCTs that did not report
on one of the two specified end-points
of survival or PFS

Cassano W. A comparison of allogeneic bone Rohatiner AZS, Johnson PWM, Price CGA,
marrow transplantation, autologous transplant- Arnott §J, Amess JAL, Norton A], et al. Mye-
ation, or maintenance chemotherapy for the treat- loablative therapy with autologous bone marrow
ment of childhood acute lymphocytic leukemia transplantation as consolidation therapy for

in second remission. Proc Annu Meet Am Soc Clin recurrent follicular lymphoma. J Clin Oncol
Oncol 1993;12:A1058. 1994;12(6):1177-84.
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Allogeneic
transplantation

Autologous
transplantation

Bone marrow
transplantation

Complete
remission

Consolidation
therapy

Controlled
clinical trial

Cord blood

First-line
therapy

Graft versus
host disease

Graft versus
leukaemia

Haemato-
poietic
recovery

Appendix 3

Glossary

Transplant which uses
haemopoietic progenitor cells
harvested from a donor, either

a sibling or unrelated donor.
Transplant which uses the patient’s
own haemopoietic progenitor cells,
harvested prior to the high-dose
chemotherapy or radiotherapy.
Transplant in which progenitor
cells are collected from the

bone marrow.

Response where disease is no
longer detectable, usually by
clinical criteria.

Therapy given to a patient once
they have reached a complete or
partial remission. The aim of
treatment is to increase the
duration of remission.

Used in this report to mean a
prospectively conducted trial in
which the allocation of treatment
is pseudo random, for example by
donor availability.

Placental blood harvested from the
umbilical cord just after birth.
Progenitor cells from the umbilical
cord can be used for transplant-
ation, and have the advantage that
their immune function is not fully
developed, which may reduce the
risk of graft versus host disease
associated with allogeneic and
unrelated donor transplantation.
Initial treatment given to a
patient after which it is intended
that no further therapy is given
(unless the disease relapses).
Immune reaction of the

donor marrow to the transplant
recipient. Usually manifests in skin
rashes, gut toxicity and liver
damage; a detrimental effect.
Immune reaction of the

donor marrow to the residual
leukaemia cells of the recipient;

a beneficial effect.

Increase in the levels of blood
cells to normal levels following
myeloablative chemotherapy.

Hazard ratio

High-dose
therapy

Induction

Log rank test

Matched
sibling donor

Matched
unrelated
donor

Myeloablative
therapy

Odds ratio

Partial
remission

Peripheral
blood stem
cell

Overall chance of failure on treat-
ment compared to control. Measure
of the relative survival experience of
two patient groups which accounts
for individual survival times and
allows for censoring of patients.
Used in this report to mean
myeloablative therapy including
PCT transplantation.

Initial treatment given to a patient.
In most cases, patients responding
to induction treatment will receive
further consolidation therapy.
Statistical method used to compare
actuarial survival curves.

A sibling whose tissue type immuno-
logically matches the patient’s and
can be donated for transplantation.
The likelihood of a sibling being a
match is 1 in 4.

An unrelated donor whose tissue
type is significantly well immuno-
logically matched to a patient’s so
that their stem cells can be used
for transplantation.

Chemo- or chemoradiotherapy
which has as one of its side-effects the
permanent or near-permanent de-
struction of bone-marrow function.
Chance of failure on treatment com-
pared with control at a particular
point in time. Calculation uses only
number of events and takes no
account of the censoring of patients.
Response of a disease to therapy
which is not complete but is consid-
ered to indicate that the tumour is
sensitive to the therapy adminis-
tered. For example, a decrease of
at least 50% in the product of two
diameters of all tumours compared
with that before treatment.

Stem cells that are harvested

from the peripheral blood circu-
lation rather than from the bone
marrow. Stem cells are naturally
found in the bone marrow, but the
administration of chemotherapy
with or without granulocyte colony
stimulating factors causes over-
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Peripheral

blood stem cell
transplantation
Progenitor cell

Progenitor cell
transplantation

production of the cells resulting
in significant concentrations in
the general circulation.
Progenitor cell transplantation
using stem cells harvested from
the systemic circulation.
Precursor blood cell found in
most abundance in the bone
marrow, from which all blood
cells develop. Also called a

stem cell.

Term used to describe the
harvesting of progenitor cells
and the subsequent adminis-
tration of these cells to a patient
following myeloablative

therapy.

Progression-free
survival

Randomised
controlled trial

Stem cell

The length of time that a patient
remains alive, without any
progression of disease.
Prospectively conducted trial in
which participants are randomly
assigned to receive or not receive
a particular intervention. The
aim of randomisation is to
ensure that treatment groups are
balanced for both known and
unknown prognostic factors and
that any observed differences in
outcome are due to the inter-
vention and not to differences

in patient population.
Alternative name for a
progenitor cell.
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Appendix 4

Physicians data query

Physicians data query (PDQ)) is a comprehensive
cancer database set up by the US National
Cancer Institute available on the Internet. It
contains peer-reviewed statements on treatment,
supportive care, prevention, and screening,

as well as anti-cancer drugs; a registry of over
1600 open and 8000 closed clinical trials from
around the world; and directories of physicians
and organisations that provide cancer care in
the USA.

The registry of trials provides detailed information
on a large number of open and closed studies
(Phase I-1V) from the USA and around the world.
Like any trials database PDQ) is not comprehensive;
not only does it rely on protocols being submitted
to the registry, but also, like all information

on PDQ), protocols are indexed subject to

peer review.

Access

The web site address for PDQ is
www/icic.nci.nih.gov/pdq/pdq_dm.htm and much
of the information contained in the database is
available to all with Internet access. However to
search and browse the trials registry it is necessary to
become a member of the NCI Information Associ-
ates Program. Further information can be obtained
on www/icic.nci.nih.gov/jnci/iapinfo.html.

Trial coding

Protocols are indexed on PDQ with a unique trial
code and for on-going and as yet unpublished trials
identified through PDQ) it is this code that appears
in the lists of on-going trials in each chapter of this
review.
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Appendix 5

Summary of the EBMT classification for HDT
and the findings of this review

The EBMT HDT classification below is taken from
a special report published by the EBMT in 1996
which aimed to ‘define what might be regarded as
current or standard transplant practice in Europe’
at the time of publication. The authors stress that
the information contained in the paper should not
be used to discourage or prevent innovative proce-

dures in this field and that the indications for the
use of HDT are ever changing. Tables 74 and 75 also
summarise the results of the present review. It must
be reiterated that for the majority of disease sites
investigated there were very few randomised or
psuedo-randomised trials and therefore the data
summarised here should be regarded as preliminary.

TABLE 74 Comparison of the EBMT HDT guidelines and the findings of the present systematic review for autologous transplantation

Disease

AML: adult first CR

AML: paediatric first CR

AML: second or third CR, incipient relapse

AML: relapse
ALL: paediatric, low risk, second CR
ALL: paediatric, high risk, first CR

ALL: adult, high risk, first CR/second
CR, incipient relapse

ALL: adult, established relapse

CML: chronic phase

CML: advanced phase

CML: blast crisis

NHL: intermediate/high grade, first CR
NHL: low-grade relapse or second CR

NHL: intermediate/high grade, second
or third CR

HD: first CR

HD: first relapse, or second or third CR

EBMT guidelines”

Routine
Routine

Routine
Not recommended
Routine
Routine

Routine

Not recommended
Protocol

Protocol

Not recommended
Routine

Protocol

No comment made

Protocol

Routine

Findings of the systematic review’

No evidence of an OS difference, possible PFS
advantage in favour of HDT.

Possibility of an OS advantage in favour of CC.
No evidence of a difference in PFS.

No reliable information.
No reliable information.
No reliable information.
No reliable information.

No evidence of a difference between treatments.

No reliable information.
No reliable information.
No reliable information.
No reliable information.
No evidence of an OS or PFS difference.
No reliable information.

Insufficient evidence to draw conclusions; single trial
reported an OS and PFS benefit in favour of HDT.

No reliable information.

Insufficient evidence to draw conclusions.

(Single small trial reported PFS advantage in favour
of HDT but found no evidence of an OS benefit in
relapsed/refractory patients.)

* Routine = HDT in routine use for selected patients; Protocol = HDT to be undertaken in approved Clinical Research Protocols;
Pilot = HDT used in developmental or pilot studies can be approved in specialist units.

T No reliable information = no RCT/CCTs identified; OS = overall survival.

continued
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TABLE 74 contd Comparison of the EBMT HDT guidelines and the findings of the present systematic review for autologous transplantation

Disease EBMT guidelines” Findings of the systematic review!

HD: refractory Pilot Insufficient evidence to draw conclusions.
(Single small trial reported PFS advantage in favour
of HDT but found no evidence of an OS benefit in
relapsed/refractory patients.)

Myeloma: stage | Protocol No reliable information.

Myeloma: other stages Routine No evidence of a difference in OS. Possible PFS
benefit in favour of HDT.

Breast cancer: adjuvant Protocol No reliable information.

Metastatic breast cancer responding Protocol Insufficient information reported in trials to allow
quantitative data summation or conclusions to
be drawn.

Germ-cell tumours Protocol Insufficient evidence to draw conclusions.

(Single small trial reported PFS advantage in favour
of HDT but found no evidence of an OS benefit.)

Ovarian cancer: minimal disease Pilot No reliable information.

Small cell lung cancer: limited disease Pilot Insufficient evidence to draw conclusions. (Single
small trial found no evidence of an OS difference, but
gives possibility of PFS advantage in favour of HDT.)

" Routine = HDT in routine use for selected patients; Protocol = HDT to be undertaken in approved Clinical Research Protocols;
Pilot = HDT used in developmental or pilot studies can be approved in specialist units.

T No reliable information = no RCT/CCTs identified; OS = overall survival.
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TABLE 75 Comparison of the EBMT HDT guidelines and the findings of the present systematic review for allogeneic transplantation

Disease

AML: adult first CR

AML: paediatric first CR
AML: second or third CR, incipient relapse
AML: relapse

ALL: paediatric, low risk, second CR

ALL: paediatric, high risk, first CR

ALL: adult, high risk, first CR/second CR,
incipient relapse

ALL: adult, established relapse

CML: chronic phase

CML: advanced phase

CML: blast crisis

NHL: intermediate/high grade, first CR
NHL: low-grade relapse or second CR

NHL: intermediate/high grade, second
or third CR

HD: first CR

HD: first relapse, or second or third CR
HD: refractory

Myeloma: stage |

Myeloma: other stages

EBMT guidelines”

Routine

Routine
Routine
Pilot

Routine

Pilot studies

Routine

Pilot
Routine
Routine
Pilot
Routine
Protocol

No comment was made

Not recommended
Protocol
Not recommended
Protocol

Routine

Findings of the systematic review!

No evidence of an OS difference. Possibility of a PFS
advantage in favour of HDT.

Possibility of an OS and PFS advantage in favour of HDT.

No reliable information.
No reliable information.

Trial gives insufficient information to draw any
conclusions (trial included all risk category patients).

Insufficient evidence to draw conclusions. (Single trial
found no evidence of a difference in OS or PFS.)

No evidence of an OS difference between treatments.
Possible PFS benefit in favour of HDT.

No reliable information.
No reliable information.
No reliable information.
No reliable information.
No reliable information.
No reliable information.

No reliable information.

No reliable information.
No reliable information.
No reliable information.
No reliable information.

No reliable information.

" Routine = HDT in routine use for selected patients; Protocol = HDT to be undertaken in approved Clinical Research Protocols;
Pilot = HDT used in developmental or pilot studies can be approved in specialist units.

T No reliable information = no RCT/CCTs identified; OS = overall survival.
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Appendix 6

Introduction to individual patient
data meta-analysis

he systematic review reported here aimed

to review the published data comparing the
efficacy of HDT/PCT with that of CC. During the
research and preparation of the review it became
evident, as with many systematic reviews of the liter-
ature, that much of the required information was not
presented in the published trial reports and this pre-
vented complete analyses of the data. In addition it
became apparent that there were several trials that
were completed but were as yet unreported and so
could not be included in this review. These problems
are just two of the many drawbacks of conducting
systematic reviews or meta-analyses of the literature.

The gold standard for meta-analysis is widely
believed to be one based on individual patient data
(IPD). In such an analysis, updated data for all
patients entered into all trials known to have been
conducted worldwide, both published and unpub-
lished, are obtained. The study mentioned in
chapters 6 and 7 conducted by the AML Collabor-
ative Group is an example of an IPD meta-analysis
and as this followed stricter, more robust method-
ology, its findings are likely to be more reliable
than those reported in this review.

Summary of the shortcomings

of meta-analyses of the published
literature (MAL) compared

with meta-analyses of individual
patient data (MAP) (adapted from
Stewart and Parmar, 1993°)

A MAL depends only on the information presented
in published reports, and the specific data required
for analysis may not be available. Abstracts, espec-
ially, seldom contain detailed information and full
papers may concentrate on end-points other than
the one of primary interest. Journals and, more
commonly, investigators themselves are more likely
to publish positive results, and publication bias
alone can influence meta-analysis. A MAP does not
rely on published information alone but includes
all available trial data, both published and unpub-
lished. The trial protocol and ‘raw’ data are
obtained and checked by the meta-analyst.

Meta-analyses are often restricted to the analysis of
reliable evidence from randomised trials. However,
not all studies reported to be randomised can be
assumed to be free of bias. On detailed inspection
it may emerge that the clinician could have known
in advance which treatment a patient would be
allocated (for example, if the patient’s date of birth
had been used as the means of ‘randomisation’)
and on the basis of this prior knowledge decide
whether or not to enter the patient into the trial.
Some methods of randomisation, such as sealed
envelopes, may also be insecure. This is particularly
pertinent to the trials reported here which com-
pared allogeneic transplantation with conventional
therapy because it is difficult to ascertain from a
published report whether all patients included

in the analysis underwent, along with potential
sibling marrow donors, HLA typing. A MAP can
assess the method of randomisation (or in the

case of allogeneic transplant trials, the validity

of HLA typing procedures) from the trial proto-
col and further examine the integrity of random-
isation using individual patient data and on the
basis of this identify trials that have been properly
randomised. Such checks cannot be made in

a MAL.

Patients in a randomised trial should be analysed
by allocated treatment whether or not they received
that treatment. Not all trials do this. A MAP permits
analysis by intention to treat even if the published
report did not do so. Clearly, a MAL is restricted

to using information from the published analysis
even if this analysis is flawed. It is often not clear
from publications how many patients have been
excluded from the original analyses. Exclusions

can be especially problematic with older trials.

Pressure to publish quickly often results in
short follow-up so MALs tend to focus on early
time-points which may be inappropriate in a
chronic disease.

A MAP permits a more sensitive analysis. As is the
case here, a MAL commonly uses either the total
reported number or proportion of deaths on each
arm at a particular time. This gives an OR at this
specified time-point. The number of deaths
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often has to be estimated from survival curves

and although the number of patients at risk should
be adjusted to take account of censoring, this is
not always possible. Unless the death rate on each
treatment arm is constant throughout the trial

(the hazards are proportional), the OR should

be applied only to the time-point for which it was
generated. It therefore reflects little of the rest of
the survival experience and might misrepresent the
underlying treatment effect, especially if based at
points of maximum or minimum difference.

By contrast a MAP commonly uses survival times of
individual patients to calculate HRs which average
the treatment effect over time, giving an estimate
of the overall relative benefit of treatment. For a
particular time-point the absolute benefit can be
estimated from the HR and the survival rate in the
control group. Where the main end-point is binary
(e.g. it is survival itself rather than length of survival
that is important) or where the event rate is low, it

may be acceptable to use the numbers dead and
alive at a time-point beyond the period during
which most disease-related deaths take place.
However, in most chronic diseases length of survival
is of major importance. For many types of cancer
the survival curves for two competing treatments
may separate initially but are likely to converge at
some point during the period of interest. In such
instances early in time an OR will tend to over-
estimate the underlying treatment effect and late
in time it will tend to underestimate it. The HR
and survival curve from a MAP is more informative
and more helpful clinically.

MAPs can also address important supplementary
questions, and in particular, whether treatment is
more or less effective in well-defined groups of
patients. As a result of the variations between trials
in the number of patients included and the implicit
heterogeneity between trials, a MAP currently
provides the best means of addressing such issues.
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