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Lung volume reduction surgery (LVRS) for
chronic obstructive pulmonary disease (COPD)
with underlying severe emphysema

Jackie Young, Anne Fry-Smith, Chris Hyde

Abstract

Background—Lung volume reduction
surgery (LVRS) has recently re-emerged
as a surgical option for the treatment of
end stage chronic obstructive pulmonary
disease (COPD) due to underlying severe
emphysema. Advocates of LVRS claim
that it represents a significant break-
through in the management of this chal-
lenging group of patients while sceptics
point to uncertainty about the effective-
ness of the operation.

Methods—A systematic review was con-
ducted of the evidence on the effects of
LVRS in patients with end stage COPD
secondary to severe emphysema.
Results—The most rigorous evidence on
the effectiveness of LVRS came from case
series. Seventy five potentially relevant
studies were identified and 19 individual
series met the methodological criteria for
inclusion. The pattern of results was con-
sistent across individual studies despite a
significant degree of clinical heterogen-
eity. Significant short term benefits
occurred across a range of outcomes
which appeared to continue into the
longer term. Physiological improvements
were matched by functional and subjective
improvements. Early mortality rates were
low and late mortality rates compared
favourably with those of the general
COPD population. However, the entire
research base for the intervention is
subject to the limitations of study designs
without parallel control groups.
Conclusions—LVRS appears to represent
a promising option in the management of
patients with severe end stage emphy-
sema. However, until the results of on-
going clinical trials are available, the
considerable uncertainty that exists
around the effectiveness and cost effec-
tiveness of the procedure will remain.
(Thorax 1999;54:779-789)
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Lung volume reduction surgery (LVRS) has
recently emerged as a new surgical procedure
for the treatment of end stage chronic obstruc-
tive pulmonary disease (COPD) due to under-
lying severe emphysema. COPD is an impor-
tant cause of mortality and morbidity in the
UK which has one of the highest rates in
Europe.' In 1995 the age standardised annual

death rates were 50 per 100 000 in men and 24
per 100 000 in women.” Mortality and morbid-
ity rates rise steeply with age with most deaths
occurring in elderly subjects, but with about
4% of premature deaths in the 55-65 age group
attributable to COPD.’ Patients with COPD
form a major part of the workload in both pri-
mary and secondary care, typically accounting
for around 680 hospital admissions, 9600
inpatient days, and 14 200 general practice
consultations a year in an average health
district of 250 000 people.*

Very few treatment options are available for
patients with end stage COPD and their man-
agement represents a considerable challenge
for respiratory physicians. Most of the treat-
ments currently available are directed generally
at COPD and aim simply to improve the
patient’s experience of health and well being
rather than to cure the condition, and many
have associated adverse side effects. A typical
package of care for a patient who might be eli-
gible for LVRS would include maximum medi-
cal therapy with inhaled or nebulised bron-
chodilators and steroids, supplemental oxygen,
pulmonary rehabilitation, smoking cessation
advice and support, early treatment of infection
and management of acute exacerbations, man-
agement of anxiety and depression, and home
care and social support.

LVRS involves the resection of the most
functionless areas of lung in cases of diffuse
emphysema and should be differentiated from
procedures such as bullectomy which involve
the excision of areas of lung because they are
diseased. The procedure was first introduced
by Dr Otto Brantigan at the University of
Maryland in the 1950s’ ® and has recently been
revisited by Dr Joel Cooper in St Louis who has
achieved improved mortality and morbidity
rates by using modern surgical developments
to modify the original technique.” ® A range of
techniques and surgical approaches are cur-
rently available for LVRS. It can be performed
as an open or closed procedure, unilaterally or
bilaterally, and lung tissue can be excised using
stapling, laser plication, or both. Current con-
sensus is that the best technique is bilateral
stapling via a median sternotomy, with suture
line reinforcement using bovine pericardium
strips.’

Advocates of LVRS claim that it represents a
significant breakthrough in the management of
this challenging group of patients. In the USA,
despite increasing enthusiasm for the proce-
dure among patients and surgeons, Medicare
have refused to fund any further operations on
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Table 1 Inclusion and exclusion criteria

Young, Fry-Smith, Hyde

Inclusion

Exclusion

Population

Intervention

Outcomes

Duplication

Patients with diffuse severe emphysema with significant
functional limitation despite maximum medical therapy

Lung volume reduction surgery (reduction pneumoplasty or
pneumectomy) defined as multiple lung resections and/or
plications of diseased lung tissue to reduce lung volume. The
following techniques and approaches were all included: open or
closed procedure, unilateral or bilateral procedure, laser
ablation, stapling or both

Studies were included irrespective of which outcomes they
addressed. Ideally, they would address clinical and
physiological outcomes and should provide data on morbidity
and mortality rates associated with the procedure

When several series emerged chronologically from the same
source only the largest and most recent series was included

Quality criteria (pertaining to potential sources of bias)

Selection bias

Attrition bias

Detection bias

A consecutive case series: cases studied represented all those
treated or were shown to have been selected in an unbiased
way or were shown not to be significantly different from the
total number treated

Losses to follow up of <25% or adequate management of
losses to follow up, e.g. demonstration that they were not
significantly different from total population; inclusion in the
final analysis; or sensitivity analyses. NB. When losses to follow
up arose due to cases in the series not reaching a given follow
up point, studies were included if they treated cases on whom
data were available as a cohort with results presented for that
discrete cohort before and after the intervention

Prospective study design: study states that it was conducted
prospectively or outcomes of interest were clearly measured
before and after the intervention using predefined criteria

Patients with large isolated emphysematous bullae in the
presence of normal underlying compressed lung
The excision of localised giant bullae

Studies which only considered short term outcomes, i.e. those
with less than three months follow up

Studies which primarily examined the mechanism of effect of
LVRS as opposed to the effectiveness of the intervention in
improving patients’ symptoms, leading to the measurement of
inappropriate and non-clinically important outcomes

Studies were excluded if they had clearly originated from the
same source and there were indications that their analysis
included some or all of the same patients

A selected case series: cases studied were a subgroup of those
treated with no detail provided as to how they were selected or
cases studied were a subgroup of those treated with no
evidence to show that they were not significantly different from
the total number treated

Losses to follow up >25% and inadequate management of
losses to follow up

Retrospective study design: study states that it was conducted
retrospectively or outcomes of interest were clearly not
measured before and after the intervention using predefined
criteria

the grounds that a robust research base on the
effectiveness of the intervention does not
exist.'” At the moment the procedure is not
routinely funded by health authorities in the
UK. Although considerable uncertainty exists
about the overall balance of benefits and risks,
there is a growing interest in and demand for
the procedure from both clinicians and,
increasingly, from patients themselves.

Existing reviews on the topic do exist
but the majority are not systematic, up to date,
or comprehensive in their coverage of the
literature. The aim of this review is to review
systematically the evidence on the effects of
LVRS in patients with end stage COPD due to
underlying emphysema.
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Methods

SEARCH STRATEGY

A broad comprehensive search strategy was
developed which was designed to identify any
potentially relevant material on LVRS for
COPD. The key elements of this strategy were
as follows: electronic searches of MEDLINE
and EMBASE using terms such as “surgery”,
“emphysema”, “pneumectomy”,and “pneumo-
plasty”; searches of the Cochrane Library
Controlled Clinical Trials Register; contacts
with experts in the field to identify ongoing or
unpublished research; and citation checking of
all articles obtained. Full details of the search
strategy are available on request from the
authors. All sources were searched from 1975
onwards and no language exclusion or other
limits were applied, particularly in relation to
study design.

INCLUSION AND EXCLUSION DECISIONS AND
QUALITY ASSESSMENT

All inclusion and exclusion decisions were
made independently of the detailed scrutiny of
the results of the studies, cross checked by two
reviewers (JY and CH), and made using pre-
determined criteria which incorporated detail
pertaining to the methodological quality of the
anticipated studies. The final criteria used are
contained in table 1.

Initially, the abstracts of all identified articles
were scanned for relevance by one reviewer
JY). When abstracts were not available the full
article was obtained. The inclusion and exclu-
sion criteria were applied by one reviewer (JY)
and cross checked by the other (CH). Any dis-
crepancies were resolved by discussion.

Additional detail on methodological quality
was recorded and tabulated for each of the
included studies.

DATA ABSTRACTION AND ANALYSIS

The characteristics and results of the included
studies were abstracted by one reviewer (JY)
using a proforma. RevMan 3.1 for Windows
software was used to record this information
and to generate summary tables. The tabulated
data were qualitatively assessed, particularly in
relation to possible sources of heterogeneity.
The general design, quality and clinical
heterogeneity of the included studies made a
formal meta-analysis inappropriate but the
tabulation process enabled the identification of
a range of plausible values for the likely effect of
LVRS on the key outcomes of interest. When
necessary the results of the individual studies
were re-analysed, involving the re-calculation
of certain data to facilitate comparison—for
example, the conversion of all six minute walk-
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ing distances to metres and the calculation of
pre/post test differences when these were not
reported by the study authors. Data were sum-
marised using additional statistics such as
interquartile range to give an indication of the
general size and direction of effect. The poten-
tial for publication bias was also investigated.

Results

VOLUME OF RELEVANT MATERIAL

Initially, 198 references were identified by the
formal search; 123 were excluded on the basis
of the information contained in the title or the
abstract and 75 full text papers were obtained,
either because a decision could not be made
using the available information or because they
were potentially relevant for inclusion. Nine-
teen studies met the criteria for inclusion in the
final analysis. The main reasons for exclusion
were: suspicion of duplication; measurement of
inappropriate or irrelevant outcomes; the
evaluation of interventions other than LVRS as
defined in this review; and inadequate method-
ological quality. Details of all excluded studies
are available on request from the authors. All
19 included studies were case series but a small
number of trials were also identified. All of the
trials examined the effectiveness of different
techniques for LVRS and not the effectiveness
of the intervention as a whole and as such were
not suitable for inclusion. However, where
possible the individual comparison groups
from these trials were included as case series in
their own right.

CHARACTERISTICS OF INCLUDED STUDIES

The characteristics of the studies included in
this review are shown in table 2. The key
features are described below.

Intervention

Although the majority of the results reflect
those of the currently preferred technique, in
some studies a different operative technique or
approach was used. In particular, in a number
of the earlier studies laser was used to obliterate
the areas of diseased lung and in a few of the
more recent studies the procedure was con-
ducted by video assisted thoracoscopy.

Rehabilitation has been shown to have an
effect on exercise capacity and quality of life in
patients with COPD so the estimate of effect
may well be influenced by this.” The reporting
of participation in pulmonary rehabilitation
was inconsistent and, when it was reported, the
timing of baseline data collection in relation to
preoperative rehabilitation was not clear lead-
ing to considerable ambiguity overall about
whether or not the effect of LVRS and pulmo-
nary rehabilitation was being evaluated.

One additional factor which may have had a
bearing on the results, for what is essentially an
experimental technique, is the level of skill and
experience of the operators. An estimate of this
was obtained from information on the setting
of the study and the duration of the pro-
gramme. Generally, the studies took place in
the context of large programmes in university
hospitals or specialist medical centres, al-
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though on the few occasions when this was not
the case the pattern of results was fairly
consistent.

Populations examined

The populations examined also varied between
the individual studies in terms of their selection
criteria. Generally these exhibited a high
degree of selectivity. However, this is likely to
be the way LVRS is going to continue to be
applied in the immediate future.

Outcomes

There was more consistency between the stud-
ies in the range of outcomes that were
measured. Most collected objective outcome
data on both the physiological and functional
aspects of the procedure using standardised
assessment tools, and mortality and morbidity
data were generally provided. Dyspnoea was
assessed by several studies but quality of life
measures were used on only a few occasions.
For all of the more subjective outcomes there
was considerable variation in the measurement
tools used.

Study design

All of the final group of included studies were
case series. Because they were selected partly
on the basis of the validity assessment, there
was a high degree of consistency between them
in relation to their methodological quality.
Most were consecutive case series of a good
size which were conducted prospectively with
minimal losses to follow up.

However, because they were all observa-
tional studies which did not use parallel control
groups, an element of uncertainty exists about
the reliability and accuracy of the reported
results. The reasons for this uncertainty are
explored more fully in the discussion section of
this paper.

In addition to this general point, none of the
studies stated that the assessment of outcomes
was undertaken by independent observers,
raising the specific potential for the influence of
detection bias on the results.

RESULTS OF INCLUDED STUDIES
Mortaliry

Early and late mortality rates could be
calculated for most series and these data are
presented in detail for 567 patients in table 3.
The interquartile range (IQR) for early mor-
tality (defined as hospital deaths or deaths
occurring within 30 days of surgery) was
0-6%, while the IQR for late mortality (defined
as deaths occurring in the hospital or more
than 30 days after surgery) at 3—6 months was
0-8%. Late mortality at two years was
estimated as between 0% and 3%.

Lung function

Most studies collected data on a range of
physiological outcomes including the forced
expiratory volume in one second (FEV)). The
results of the individual studies for FEV, and
FEV, as a percentage of the predicted value are
presented in table 4.

WBuAdos Aq padaloid 1sanb Ad 120z ‘0T Idy Uo /w09 fug xeloyy//:dny woly papeojumod ‘666T 19qwaldas T Uo 6.2°6 S XUY9ETT 0T Se paysiiand 1s1y :xeloy |


http://thorax.bmj.com/

Thorax: first published as 10.1136/thx.54.9.779 on 1 September 1999. Downloaded from http://thorax.bmj.com/ on April 10, 2024 by guest. Protected by copyright.

..W
H., syqiuowt
=S 0 1883 18 10J UONEss3D Junjowg
s ampadoxd atp Yam
2 Pa181008sE A1[B1I0W puE AIprqiout
] JO YSLI 3ye119pUN 01 SSAUSUITIA\
Fu Ys11 2ane19do dseazour
me Apueoygrugis pnom 1eyl swajqoxd
Ym [Borpaw Jofewr SUNSIXa-00 ON
swiwexdod uoneliqeyas Areuownd
snoxoS1a ur a1edonied o1 AIqy
(3yStom £poq [83p1 JO %0¢ T-0L)
(9¢S pue J[yoIJ stsoydAy payIepy snjels [euoninnu 3[qeidadoy
I[eoH weySumoN) swajqoad o130 s1Bak G/ > a8y
€661 Ul POUWOD YoIym 11 Jo Aurend M UONRIOOSSE Ul SH W ¢C< “00BJ Aderomq
VS ‘LNOSSI “A1ISIoATU) UOISUIYSBA\ (DI pue +do-a1d uoneiqeyax uonelug[dsuen Sunj 01 paims 10119 [BOIPIW [BLUIXBW 11dsop SuIal A[rep W02IN0
1e owrweigoxd a81e] B Jo syMsa1  Xopul Ia[yBY) BaoudsA(g Areuowrnd syoam 9 9SBASIP [BINS[ ] JO SANIANOE UI UOMOLISAI PAIL]A  JO JUDUISSISSE UO UOTIBULIOFUT ON
U031 1S0W I :0udadx9/8umeg  Aferiowr pue ApIqIo AwolouIals pooS 001 'ATT (paorpaxd 9, ce> 'AT) *$1I01[0D 9IDIVSIP SE PIjed1]
Apareredas AMNW 9 UBIPIW BIA [BINE[IG swa[qo1d [BOIpIUW PIIBIOOSSE 10 938 Juauredut [eo13o7o1sAyd payIe\ 118 £S1B9AZ 01 9, ¢ PUB 183K | 01
paussaid 1nq uonefiqeyas 3sod pue 3unsa) Is10IXg Jurssoming  PIDUBAPE ‘UOISUISIP JIOBIOYL JUSOLYNSUT A19U9801913Y 9, L¢ ‘syauow 9 01 dn pamo[[of % L9
a1d paureiqo A[[e1ouas :e1ep durEseq 1891 Uonouny Areuown g Sdd yum Surdeig SBaIR 193181 OU (IIM JSBISIP asnyl(  pue uonegunadAy qim ewasAydwyg  *(0GT = U) SILI9S ISBD ANNIISUOD) s19dooD
Aupiqiow pue AIEIION
(o1BnbopEUr do-1sod uonelIqeyar
VSN ‘spendsoyy dn mof[o]) M9 Sumunuod do-a1d syam Areuowrnd aye119pUN 01 AI[IqEU]
UISUODSI A\ JO 95[[0D) [BIIPAN 11 18 Srenbopeur 9 uonelIqRYdI ArRUOWN QInyrey oOBIPIRD suwmjoa se8 padden jueoyiusig *WOINO
P1BII1 $ISBD G ISIY :90UALINAX/SUnIg dn MO[[0] {(Xopur  AWI0J0OBIOY] JO AWOIOUIAS  ANSIZU0D 10 uondonpoid wninds snordo) AY 2818 JO JUSWISSISSE UO UONBWLIOJUL ON
uonelIqeyax I9[UeN) BaoudsAq UBIPAW BIA [RIAE[I  wsedsoyouolq Jo Juauodiwiod JUSUIoL ] ewdsAydurd snoauagoIH ‘sypuow ¢ 01 dn pamofioy %¢6
1s0d pue 21d paure1qo :eIep sulEseqg  "$1s31 uonouny Areuowng Surdess Aqurepy £31581M$ J10BIOY) JO[BL SNOIASL] uorsuedxa1adAy payIB|y (G = U) SILIS 9SED DANNIISUOD) o BIwesnog
*W02IN0
SIUOW  JO JUSWISSISSE U0 UOHBULIOJUL ON
¢ 1SB3] 1B 10J UONESSID Supjows ‘sqpuowr ¢ 01 dn MO[[0J % 00T
VSN OpI8aS ur uoisurysepy uoneguladAy pue Surdden iy “((L¥ 30) 1 = u) 1ua13y1p
Jo Ais1aatup) o 18 dwweigoid Awo10uIa1s %0ST< A %021< O1LL Apueoyrusis 9q 01 10U UMOYS
3uof 1824 e Jo 1red :0usrradxs/3umiag UBIPIW BIA [BINE[IG A1p1gI0W-00 JUBOYIUSIS patorpaid 9,ce> pue 9, ¢T< 'AT]  PUB PIPNOXd 350Ul YpIm paredurod
paureIqo 1M spiepuels Sy 01 Surssoming uononpoid uminds AJrep 9AISSOXF UONEBIWI] MOPIIE JI2AS PaIpnis $ased PIPNIIUL :SIALIIS
9S9Y1 USYM UO [[BI9P OU :BIBP JUIdsBY  $1S31 UONOUNJ AIguowng Sdd yum Surdeig sIBAK G/ < 98y  uBdS 1D UO PWASAYdUIS JO 90USPIAT  2ANNIASUOD B JO $3sBD Sunuasuo)) LApusg
Ajpaneradoisod yusurosoxdur
1ueoyrusis e Suradryoe syuaned IB2A T 1SBI[ 1B J0J UONBSSID Funjowrg
JO s1oquIinu se pa1uasaid simsay "GN SH ww 0¢> danssaxd d1j0IsAs Y
VSN Ay ut [erdsoy Arunwtiod paq 0ze PawoIpaxd Jo 9,0 T< A
® UI 20uaLIadxa A[1e9 :90usnedxa/Funiag +do-a1d uoneiiqeyax surrei3oid uonel[Iqeyas
$9SBD [[T A10A 10] Areuournd syoom g Kreuownd e Jo uonaduwod 109y
Aprenonaed siutod snoLrea 18 paiddjod QIIBUUONSINY) SISBISI(] Awo10uId)s UONBUIUBHUI wooINo
BIBP JUI[asEq 1891 UONOUNJ AIBUOW [N J K101811dS3Yy OTUOIYD) UBIPW BIA [BINB[IG sAeMIIE JO SJUNOWE [[BWIS JO JUUISSISSE UO UONBULIOJUT ON
uonelqeya-1sod paurelqo eiep AN 9 Surssoming sua[qold [BOIPa 2ATOR Y10 oseasIp oY) £q pasoduur sy Y1 ‘SYIUOUT 22112 10§ dn pamo[[oF %428
9ANOS(qNs pue (JA\INO :BIEp dUI[dseg  $1831 UONOUNJ ATgUuowWng Sdd pmm Surdelg 9sn ProIals asop Y31y 1009y Yam Addeyun ewasAydwd paoueApy (GG = U) SOLIIS ISBD JAINIISUOD) Aor8eg
*aWO2IN0
$95BD JO JUSUISSISSE U0 UONBULIOJUT ON
[Tt A19A dwos sapnpout uonemdod "GN AN[IQESIP [BUONOUNJ JI9AJS UBY) SS3T dn mofjog
VSN YI0X MIN] ONUID) [BIIPIN Supjows 1U203I 10 PINUNIUOY) Apiqesip [euonouny 1UBOYIUSIg %96 YIM 110100 12IJSIP B SB
UBLIdIAQSAIJ-BIqUIN|OD) 18 dwweidord saanpasoid uado Afurey J90UED D1IBISEIdN SIIOYSP UOMIEB[IIUSA pa1ean a1om pue 1utod dn moj[oy
1834 ¢ & Jo 11ed :30uarradxs/3uniag eaoudsAq [eI91E[IUN PUE [BIdIR[IG uononpoid wninds JAISSIOXT pue uorsnyrad Areuowng IUOW 9—¢ Y PIYOBII 94, G/,
paurelqo  AelIow pue AIpIGION Surssoming SOIYOU0I] JIUOIYD) uoIsInoxa onewderyderp 100J (26 = u) uostredwod pI[jonuod
JIoM ISII UM IBI[OUN :BIBP SUI[ASB  $1$91 UONOUNJ ATguow(n g Sdg s Surdels 11890 pPIqIoW uoneguLdAy B UIYIIM SILIdS 9SBD JAINIISUOD) 1-OUBIZUASIY
UOUDULLOfUL [DUOIPP T sout0ImQ) UOUIRAIIUT UOISNJIXFT uosnpouy (2215 2duins = u) sassauzvanz 20u242[23]
pup sy15udgs usisop Apnig
&pnis 01 K4aua of D141
N
2 saupngs papnjout Jo $oUSLIIDADYT) 7 2]qU]


http://thorax.bmj.com/

783

LVRS for COPD with severe emphysema

Thorax: first published as 10.1136/thx.54.9.779 on 1 September 1999. Downloaded from http://thorax.bmj.com/ on April 10, 2024 by guest. Protected by copyright.

VS QUIAIJ ‘BIUIOJI[RD) JO ANSIATU)
9} PUEB WIDYBUY DIIUID) [BIIPIN
wIa1sa AU 18 (7661 AIN[—C661 AON)
douarradxa AJ1ed :9oudLrodxa/Suni1og

(parers
10U [001) BOUdSA(T

uonelqeyas Areuownd
U0 UONBWIOJUL ON.
AdoosoorI0U] BIA [RIDIB[IUN
Suissoning g

sowmjoa Sunj ySry

PUB 'AHL PUB DAL MOT A[PHIE
ueds 1D uo uoneguradAy

s ewssAydurs asnyip Jo sno[ng
1TUSWISRURW [BOIPIW

[BWIXBW U0 JuduwdA0Idwt ON

910 J195 10 I0m 01 AI[Iqeu]
a1fasagn

“uwIodIno

JO TUDWISSISSE UO UONBULIOFUI ON.
‘sqauow ¢ 01 dn pamoyoy %001

UONBWIOUI OU :BIEP dUI[dseyg  $1s91 uonouny Areuowng  yim Surjdels 10/pue 1ose| parels I0N Surrredwr A1o1949s BooudsA(  *(87 = U) SALIIS ISBD JATIINOISUOD) 0uRsnyg
(do-1sod SBAIE 19318],
UONBI[IRY3I JUaMmIspun eurasAydurd snofnq asnyi(q
$38B0 [[1 A19A [V "N sjuaned of) uoneiiqeyax uorsuedxarodAy
vSn Areuownd do-a1d oN souerdwod 1uaned 100 padrpaid 9,067< A
“eIUIOJI[ED) ‘WIAYRUY QIIUID) [BIIPIN Awolouials A31p1qI0oW-00 JUBdYIUSIS (paro1paxd 9,0%-0¢ *2W00IN0
UIDISN Y3 1B 90UdLIdAXS [auow uerpaw pue £dodsooeIoyl SIaNIUIOJap d1oeIoYy) 10 uoneiddo 1oty 'AH,) uonouny Areuownd paonNpay  JO JUSWSSISSE UO UOHBUWLIOJUTI ON
8T ue jo 11ed :90uarrodxoa/Suniog (S91008 DYNWN  BlIA [BIDIR[IQ PUR [BINB[IU) uorsua11adAy Areuowrnd S[qISIIALI] gaoudsAp Sunmuiy (A1 | ‘sqauowt 9 01 dn pamoJ[of %98
PaUIB1qO 2I9M BIBP JUI[dSEq pue 310q) eooudsAq Jose] pue Sulssaning '1qIBOIdA (160> 'AH:]) uonouny pue syIuow ¢ 01 dn pamoy[oy %16
UdYM UO UONBULIOJUI OU :BIBP JUI[ASBg  $1591 UONOUNJ ATguow|nJ Sdd s Surdeig 35e paoueApy Areuowrnd parredu £[210405  *(FF = U) SALIOS 2SBD ANNIISUOD) sPudsng
SYO9M Q I0J UOTIBIIIQRYQI
Areuownd pasiarodns aaneradolsod
pue 2ane1dadoaid 01 JUIUNIUWOY)
AydeiSorpieooyoa
syoom £q 8H ww ¢G> B
9 103 do -1s0d pue 21d Arep Sw 0g> 25esop auosiupalJ *2Ww0dIN0
VS ‘BIUISIIA JO ANSIdATUN) 31 uonel[qeyas Arguowng SH ww ¢G> ‘008 JO JUSWISSISSE U0 UOHBULIOJUTI ON
e 20udLIadxa 1824 | :2oudLradxa/Suniag Awolourals paorpaxd o, c¢ —¢T 'AHA “(L1=u)
paureiqo (parers UBIPIW BIA [BIIB[IG SOIYOUOIQ 10 BUIYISE JIUOIYD s1eaf ¢/ > A8y 110402 212I0SIP B SB paleann
JIoM SIUDUIAINSBIW JUI[ISBQ UIYM 10U [001) 1] JO AfenQ) Surssaming €9sBISIP 1189Y A1BU0I00 onewoldWAS  IUOW [ UBYI dI0W J0J SUROWS ON  INg syiuouw ¢ 01 dn pamof[oJ %69
01 SE UOIBULIOJUI OU :B1Bp dUIaseq  $1$3) uonouny Areuowrng Sdg yim surderg stsapoanafd 10 AUI01008I0Y] SNOIAI] AJOD jo ssouSer  '(9g = U) SILIS ISBI ANNDIISUOD) [ Clieilq
S9SBD [[I A10A [V "IN “UOLIB[IIUSA
vSn ‘erydopery reidsoyqy pue ainssaxd paxdsur sreuowrnd
Ansiaarun) o(dwa, 38 surweisoxd WNWIXeW IpIspag uonelIqeyar 100 pue erudeo1adAy 919438 *awWodINOo
1834 7 ® Jo 11ed :00udrrodxa/Suniog sIsA[eue Areuournd oN AN[IqOow 100 JO JUSWISSISSE UO UOHBUWLIOJUTI ON
(303(gns duo se3 poo[q [BLIAITY Awo10uId1s 10 Juapuadap JOIB[IIUIA ‘syuow
10J J[qe[reAe 10U) uoneqniut o1 Iorxd SpIepuels STy 01  AWO10JBIOYL BIA [BIIB[IG aanjey ¢ 1sB9[ 18 103 dn pamo[[o} %001
SYIUOW F—] PAureIqo :elep dureseq  $1s91 uonouny AreuowrnJg Surdeig pate1s 10N A101811dSa1 pUR (qJQD 219A9S ‘(g = U) SILIdS ISBD JAIINDASUOY) Jcliisie)
ueds DA £q Sung
Pa1093sa1 pauueld ur paruAWNOOP
UOIBWISIUI UOISNJIad-UONB[IIUA
uess 1D
Supjows panuUNUOY) U0 PAIUIWNOOP BISAYdWw Isnyiq
uonounysAp [B100SOYIASJ ydeiSorper 1sayd
[eAlAIns uo uoneguradAy pajusawnooq
[ 01 Paoddxd UonOUNISAp Ue3Io pud W 00S<
Areuowndenxd 1UBOYIUSIS JO 90USIIJ £q sawnjoa Suny Jo UONBUIULIAIAP
[83P1 JO %0L> IYSPM ¥0q £poq O pue vonn[ip
Apoq 18101 YIIM 91818 PIIBIU[IQIP dI9AIS wnpPy uaamiaq Aouedarosiq
‘(BH ww  parpaid Jo %07 1< OLL 10 O¥A
do-1s0d sypuour 00S< 2anssaxd e ueaur) uorsualradAy (paiorpaxd *2W0dIN0
VSN ‘erydepeyg (srgo1g 1wedwy ¢ pue do-a1d sya9m g 10] Areuowrynd 219A9s JO 90UASAIJ %0¢ "AH 101B[IpOoYdU0Ig-1s0d  JO JUSWSSISSE UO UONBUWLIOFUT ON
‘rendsoly Aursroarun) ojdurd],  SSIUNOIS) 1] JO Alrfeny) uonelqeyas Areuownd  ISBISIP IB[NOSBAOIPIBD 9I9A3S JO IUISAIJ *9°T) saIpnis uonouny *S1I07[0D 9I2I0SIP SB PIIBII] dIoM
18 owrweiSoxd 1BIA-g B Ul palean AMNW9 JuamiIspun syuaned [Ty UONB[IIUA [BOIUBYOIW Furnnbax Areuownd Aq uonegurradAy e pue dn moO[[0] % 00T YIIM SIBIA
69 JO S3SBO G 1817 :20UaLIadxa/uniag 3unsal as1IoXH Awolouials ammyrey Lx01endsar orudeorodAy 91949 PUB UONONIISQO MOJIIE JO OUIPIAT T PAUoeaI 9 pue 183K [ payoear
uonelqeyas Lreuouwrnd 19358 paurelqo spaepuels Iy 01 UBTPOW BIA [RIIB[IG eruroexodAy AIFIII €1 ‘sqauowr ¢ payoeal syuaned ¢g
QIoM SIUSWIDINSBIW (BIBP JUI[seY 1591 UONOUNJ Areuowng Surdeig £1010BIJO1 PUB 919A3S YIIM SIULIEJ SSBID UOMRIOSSY 1IBIH YI0X MAN ‘(69 = U) SILIdS ISBO JANNIISUOD) 0;BAOPIOD)
uouvULIOfUL [PUOIPPE SOULOAINO) uouUIRIIU] UoLSIIIXT uosnjouy (2215 ojdups = u) sassouzvan 20uaafoy]
pup syi5uaais usisop Apnig
&pnas 01 Kugua 4of DLILY)
panuuuod 7 219y


http://thorax.bmj.com/

Thorax: first published as 10.1136/thx.54.9.779 on 1 September 1999. Downloaded from http://thorax.bmj.com/ on April 10, 2024 by guest. Protected by copyright.

3
T
s
3
] Ire woox
Fu uo SH W (< “orJ ‘SH wur 0G> “00BJ
We pardpaxd 9,0¢> 'AHA
S G>933y
SIS013[0s 10 uonerado Areuownd SNOAdIJ s15010d03180 PaIsIBISUT ON
BUILISE JO SOIYOUOI]Q JUBdYIUSIS Aep & 3w ¢]< 938SOp PIOIANS
s8nap ouneryoAsd ardnmu jo asn) SYIUOW 9 I0J UONESsID Funjows
Aep e 8w G < 28esop proIAg uonelNqeyax
do-1sod uoneN[Iqeya1 Areuownd wioyad 01 AIqQy
pue do-a1d uoneqqeyax Areuownd ur s1edonaed o1 Liiqeuy SSIU[[T SUTUIBII JI] ON
VSN ‘131025 J00Y0S [BIIPIW Areuowrnd sy2am 9 SH ww ¢g< amssaid yJ swa[qoad orneryoAsd 1o
As1vatun) Arowry 1e swureidoid quow AMN9 AwolouIals 9SBASIP 11831 ATBUOIOD JUBOYIUSIS  3SBISIP 118Y AIBUOI0D 1UBDYIUSIS ON *W0IN0
81 UB JO s)nsax A[1ed :90uaLradxa/Suniag (parels UBIPIW BIA [BINE[IG S1e1s [eor3ojorsAyd pood 00, AdeIoUl [BOIPIW WNWIIXBW JO 9INJIB,]  JO TUSISSISSE U0 UONBULIOJUL ON|
PAUIBIQO IOM SIUIWRINSBIW JUI[ISBq 10U [001) BaOUdSACT Surssaanng Sunjowg wd G 1940 B[Nq ON ‘sqauowt g 01 dn pamo[[oy %¥8
USYM UO UONBULIOJUI OU :BIBP JUI[dSBg  S1Sd1 UOHOUNJ AIBUOW [N J Sdd yam surdeig rudsAyduws snojnq A[R1BUrIopald eurasAydurd pasijeIouad paouespy *(£G = U) SILIdS 3SBD ANNIISUOD) 11370
£1981Ms o10BIOY) IOLI
do-1s0d syyoom SSBW Sun| B JO 90U1SAIJ
¢~ 10§ SIYI JUaMISpUN Kouspuadap 10IB[IUA ueds 1D
vSn I1e inq do-a1d sunnoi jou SIBIA G SB[ 9UI UI 190UBD JO AIOISIH U0 BWdsAYdUIS snosusgo1alay 319498
‘eIUIONI[ED) ONUID) [BIIPIN uetdeyD) douspuadop uoneN[Iqeya1 Areuowng 9SBISIP 11831 919A3S ydei3orpex *WOIN0
‘9nua) Sun oy 18 dwwreidoxd UI34X0 pue prorag o1doosoorIoy T, (BH ww ¢G<  189yd uo wiSeryderp 9y Jo Suruaney JO JUSUISSISSE UO UOIBULIOFUT ON
3uo] 1834 € JO S1Msal :90udLIadxa/Funieg (DY) Baouds&q [BI91B[Iq 10 [BIAB[IU[) “00B) UONUIAI IPIXOIP UOGIBD JIIAIS pue Xe1oy 3y Jo uoisuedxarodA  syauowr g [—9 10j dn pamor[og 9,8
paurelqo  s1s91 uonouny Areuowng Surssarng s1834 (08< 38y JuSWwaSeUR [BOIPIWT ‘(991 = u) uostredwIod PI[[OIIUOD
JI9M 3} UIYM IBI[OUN :BIEP JUIdseg  ANPIGIOW pue AI[BIION Sdd yum Surdeig Supjows JUdLINY)  [BWIXEW 211ds9p swoidwAs pasIey B UIIIM SILIDS 3SBD JAIINDISUOD) 2 BUUSS O
do-a21d sxjoam 9 prp dwos uonelIqeyar
ysnoye uonelqiqeyar  Areuowynd a11dsap paorpaid o,ce> AT
vsSn Areuownd sunnox oN dle[nquie 01 AIqeul
‘epeAdN] JO AIs1aAtun) oy e durwerdoxd Jg[nqg 1ueis jo AdOD 28e1s pug *dWodINo
IopI & Jo 11ed :90ustIadxa/Sunieg U038l ¢ pue samnpaooid sreuowrnd JO JUSUISSISSE WO UONBULIOJUT ON
SI1 191JB PaUIBIqO 3I9M BIBP eooudsA(y uado awos sapnouy 100 10 9IN[Ie] OBIPIRD 2ANSISUOD) ‘110700 912I0SIP B SB Paleal
SUI[aseq UBLIPUN SBM UONBI[IQRYDI AMIN9  Ad00s0dBION BIA [RINB[IUN) SH W ()< UOMUIIAI IPIXOIP UOGIBD) Sun{ows Jo UONESS?)  pue sypuowW ¢ 01 dn pamor[oJ % 1<
Areuowrnd uoym :elep dUIPsEg  $1S91 UONOUNJ Areuow|n g J9SB[ AJUTRT “PIXTAT SOIYOUOIQ 1S rurasAydwod asnygiq (GG = U) SILIdS ISBD ANNIISUOD) PPIrT
SNJels [eUONOUN] 100
uononpoid wminds Afrep snordoD
do-1sod 'AH] U suonenionyy WO2IN0
pue a1d uoneqeyas opmm M wisedsoyouoq JUBdYIUSIS JO JUSUISSISSE WO UONBULIOJUT ON
Areuournd syoom 9 sisopoanafd 10 £1981Ims I0LI ueds QA uo Sunj pasnyrododAy  syauowr 9—¢ 10] dn pamof[of o, 18
(pa1e1s 10U UONEBIND) AdoosooeIoy B3PI JO 9,07 I9puUn I0 J9A0 1ySrom Apog pue paremuasodAy Jo sauoz 2818 (08 = u) ampadoid pasoD)
VS ‘BIUBA[ASUUS] JO ANSISAIUN Sy 18 ANpiqiow pue AI[ELIOW 10 AW010UIAS UBIPIW Supjows panunuo) 9SBISIP SNOJUAZ0IA9  'sypuowW 9—¢ 10J dn pamor[o] %68
surrerSoid e o 1red :aousrradxs/3uniag AMN9  e1a (paSe1s awos) [eIaeg SH wwr )¢< anssaxd o1j01sAs Y patorpaxd 9,00c< A (0% = u) ampadoid ordoosoorIoy ],
uoneN[Iqeya1 3unsa) ISIIIXT Surssarnng 8H ww )< “ooeg uonegurdAy 919498 “uostredwod pa[[onuod
Areuownd 191J8 PaUIBIO :BIBP JUIASBY  $1S31 UONOUN] ATBUOWN ] Sdd ym Surdeig Aw0109[[Nq JUBLD) pawipaxd 9,0¢-0¢ 'ATA B UIIIM SILIIS 9SBO JATIINIISUOD) 2 JOROY
yolewsIUI uorsnyIad/uoneruap
(spiepueis (8YH wwx U0M09sa1 [BO13INS I10J
VSN TINOSSIA SV 01 [18) AW 9 SYOIM  CE< UBAW) UOISUANIAAAY Y J 1UBOYIUSIS  SBAIR 195181 10UNSIP PAI1BISUOW(]
‘K1SI9AIUN) SO 1S 1B G/, JO SALIIS Sunsol os1OIXE 9 1BI[ 1B 10J uoneliqeydr  (SH ww ¢G< “00e) erudeordadAy 210408 £roedeo uorsnyip parredwy *3WodINo0
B UL $35BD G7 1817 :90UdLIadxa/3unisg (xopur Areuowrnd do-a1J SIIYOUO0Iq dIUoIyD) Surddexy are JuedyIUSIS  JO JUSWSSISSE UO UONEBUWLIOFUL ON
uoneliqeyal Areuownd 1918 Io[UeY) eooudsA AdoosooBION BIA [BISIBIU() ey ruasAyduwd ‘sqauowt 9 01 dn pamoy[of %001
PAUIBIQO SIUSWIAINSBIW (BIBP JUI[OSB  $1891 UONOUNJ Alguow(n g Surdelg  IB[NOLIIUSA 3J] IO ISBISIP 1183Y AIBUOIOD) 919438 JO SISOUSeIp paysIqeisy  “(GZ = U) SILIdS ISBO JANNOISUOD) RE )Y
UOUDULLOfUL [DUOIPP T sout0ImQ) UOUIRAIIUT UOISNJIXFT uosnpouy (2215 2duins = u) sassauzvanz 20u242[23]
pup sy15udgs usisop Apnig
&pnis 01 K4aua of D141
<
2 panuuuod 7 219y


http://thorax.bmj.com/

785

LVRS for COPD with severe emphysema
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Table 3  Mortaliry data from included studies

Reference (3—6 month follow up)

Early deaths (<30
days or hospital
deaths)

Late deaths (=30
days or home

deaths) Ovwerall deaths

Argenziano®
Bagley”
Bousamra®
Criner”
Daniel®®
Eugene®
Eugene™®
Keller”
Kotloff (MS)*
Kotloff (VATS)*
Little®
Miller™
Sciurbia®
Snell*
Stammberger”’
Zenati®

1Q range

2 year follow up
Cooper”
Cordova®

6/92 (6%)
3/55 (5%)
3/45 (%)
0/3 (0%)

117 (6%)
1/44 (2%)
0/28 (0%)
0/25 (0%)

8/86 (9%)
3/52 (6%)
2/42 (5%)
0/3 (0%)
0/16 (0%)
11/43 (25%)
3/28 (11%)
0/25 (0%)
5/80 (6%) 6/75 (8%)
1/40 (2%) 0/40 (0%)
N/A N/A

3/53 (6%) 2/50 (4%)
0/20 (0%) 0/20 (0%)
1/20 (5%) 0/20 (0%)
0/42 (0%) 3/42 (1%)
0/35 (0%) 0/35 (0%)
0-6% 0-8%

14/92 (15%)
6/55 (11%)
5/45 (9%)
0/3 (0%)
117 (6%)
12/44 (27%)
3/28 (11%)
0/25 (0%)
11/80(14%)
1/40 (2%)
3/55 (5%)
5/53 (9%)
0/20 (0%)
1/20 (5%)
3/42 (%)
0/35 (0%)
0-11%

6/150 (4%)*
0/25 (0%)

4/144 (3%)*
0/25 (0%)

10/150 (7%)
0/25 (0%)

*Deaths measured up to and after 90 days.
VATS = video assisted thoracic surgery; MS = median sternotomy.

FEV, data were available for 925 patients. At
baseline the FEV, was 0.64-0.731 (IQR)
which rose to 0.91-1.07 1 3-6 months after
LVRS with a pre/post difference of 0.23-0.36 1.
Two studies presented data at two years follow
up; Cooper ez al” found a post-treatment FEV,
of 1.25 l and a pre/post test difference of 0.42 1,
and Cordova et al* reported a post-treatment
FEV, of 0.91 1 and a pre/post test difference of
0.22 1.

FEV, as a percentage of the predicted value
was presented for 806 patients. Baseline meas-
urements were 24-28% (IQR). In the short
term these rose to 35-41% and the pre/post
test difference was 9-13%. Only Cooper et al”®
measured this in the longer term and reported

Young, Fry-Smith, Hyde

post-treatment results of 36% and 42%, with
pre/post test differences of 12% and 15% at
one and two years, respectively.

Six minute walking distance (6 MWD)

The results of 486 patients for the 6MWD are
presented in table 4. Ten studies collected data
on this outcome. The unit of measurement
varied across studies so, to facilitate compari-
son, all results were converted to metres. The
baseline distance covered by study participants
was 241-290 m (IQR). This rose to 306—
434 m after treatment with a pre/post test
difference of 32-96 m. Only Cooper et al”’
recorded these data in the longer term with
differences of 64 m and 80 m at one and two
years, respectively.

Quality of life

Only four series collected quality of life (QOL)
data before and after the procedure (187
patients) and only three of these used specific
measurement tools.

Bagley et al® used the Chronic Respiratory
Disease Questionnaire (CRQ) developed by
Guyatt and colleagues,” Cooper ez al* used
two well validated generic quality of life meas-
ures (the Nottingham Health Profile* and the
SF36*), and Cordova ez al used the Sickness
Impact Profile.* Full details of the QOL results
are presented in table 5. Although only limited
data were presented in the studies, improve-
ments in quality of life were observed across all
studies and measurement tools.

Dyspnoea

Twelve studies measured dyspnoea before and
after the intervention. A variety of measure-
ment tools were used but only nine studies

Table 4  Short and long term results of all included studies for forced expiratory volume in one second (FEV ), FEV, as a percentage of predicted, and six
minute walking distance (6 MWD) in metres

Study (n)

Mean (SD) FEV,

Mean (SD) % predicted FEV,

Mean (SD) 6MWD

Pre

Post

Difference
(p value)

Pre

Post

Difference
(p value) Pre Post

Difference
(p value)

Short term follow up 3—6 months (where studies give results for 3 and 6 months the 6 month results only are presented)

Argenziano® (66)
Bagley” (55)*
Benditt" (21)
Bousamra® (45)*
Cooper” (101)*
Cordova® (25)*
Criner” (2)
Daniel®® (17)
Eugene” (44)
Eugene® (25)
Keller® (25)*
Kotloff (MS)* (80)
Kotloff (VATS)* (40)
Little® (28)*
McKenna* (166)
Miller* (53)
Sciurbia® (20)
Snell® (20)*
Stammberger”’ (42)
Zenati® (35)

1Q range

Long term 1 year follow up

Cooper” (56)*
Cordova® (13)*

18 months o 2 years follow up

Cooper® (20)*
Cordova® (6)*

0.52 (0.19)  0.78 (0.38)  0.26% 22 (8) 34 (14)
N/A N/A 0.19 (0.0002) N/A N/A
1.12f 1.12% 0.00% 24% 28%
0.68 (0.23)  0.97 (0.38)  0.29 (0.005) 26 (9) 40 (15)
0.70% 1.063 0.36 (<0.001) 25% 38%
0.68 (0.19)  0.93 (0.29)  0.25 (<0.001) 27 (8) 37 (12)
0.41 (0.00)  0.90 (0.36)  0.49% 38 (1) 38 (2.80)
0.73% 1.02% 0.29 (<0.0001) 25% 363
0.41 (0.01)  0.62(0.03)  0.21% 15% 23
0.68 (0.05)  0.91 (0.35)  0.23 (<0.001) N/A N/A
0.80 (0.33)  1.05 (0.41)  0.25 (<0.001) 33 (8.40) 35 (7.90)
0.73(0.24)  1.02 (0.40)  0.29% 274 384
0.73 (0.24)  1.00 (0.37)  0.27% 254 361
0.74 (0.07)  0.85 (0.06)  0.11 (0.009) N/A N/A
0.68% 0.94% 0.26 (<0.0001) 261 364
0.563 1.10% 0.54% 244 521
0.87 (0.36)  1.11 (0.45)  0.24 (<0.001) 32 (11) 41 (14)
0.72 (0.19)  1.07 (0.30)  0.35 (<0.001) 28 (6) 42 (11)
0.80 (0.24)  1.18 (0.44)  0.38 (<0.001) 29 (7) 41 (13)
0.64 (0.22)  0.97 (0.38)  0.33 (<0.0001) 22 354
0.64-0.74  0.91-1.07 0.23-0.36 24-28 35-40
0.69% 1.00% 0.31% 24 36
0.66 (0.17)  0.90 (0.35)  0.22 (<0.05) N/A N/A
0.83% 1253 0.42% 27 42
0.69 (0.20)  0.91 (0.37)  0.22 (<0.12) N/A N/A

124 176 (96) 273 (96) 964

N/A N/A N/A 32 (0.042)
4% N/A N/A N/A

14 (0.002) N/A N/A N/A

134 338% 4024 64 (<0.001)
10% 257 (113) 338 (80) 80 (0.001)
0% N/A N/A N/A

114 N/A N/A N/A

8% N/A N/A N/A

N/A N/A N/A N/A

2t 289 (96) 322 (64) 32 (0.01)
11% N/A N/A N/A

11% N/A N/A N/A

N/A N/A N/A N/A

10 (<0.0001)  N/A N/A N/A

28% 241% 482% 241%

9t 241 (80) 273 (80) 32 (0.05)
14 (<0.001) 306 (129) 434 (129) 129 (<0.001)
124 241 (96)+ 338 (96)t 96 (0.001)t
13% 273 (80) 306 (64) 32 (<0.05)
9-13 241-290  306-434 32-96

12% 354 418 641

N/A N/A N/A N/A

15% 370 450 80%

N/A N/A N/A N/A

VATS = video assisted thoracoscopy; MS = median sternotomy; N/A = data not available.
*Baseline data appear to have been obtained after pulmonary rehabilitation in the majority of patients.

T12MWD halved.

}Standard deviations/p value not given.
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Table 5 Results of qualiry of life data for included studies
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Reference (n) Measurement tool Results

Bagley” (55) Chronic Respiratory

Disease Questionnaire

Mean pre/post test difference:
Fatigue - 3.16 (p=0.0001)

Emotional function - 4.84 (p=0.0031)
Mastery - 3.61 (p=0.0005)

Cooper” (101)  SF36

Compared with 1 year ago:
78% much better

20% somewhat better
1% about the same
1% somewhat worse

0% much worse

Nottingham Health Profile Areas where statistically significant improvements occurred:

Physical mobility

Energy
Vitality

Non-statistically significant improvements were observed in most other areas

Cordova® (25) Sickness Impact Profile Mean scores:
Overall
Physical
Psychosocial
Daniel®® (17) Non-validated patient
based questionnaire

4% felt worse

Pre Post  p value
18 7 <0.0002
13 4 <0.008
11 4 <0.02

79% expressed a marked improvement
17% felt somewhat better

used validated standardised tools. The most
commonly used tool was the modified (Ameri-
can Thoracic Society) Medical Research
Council of Great Britain scale (MMRC)." The
MMRC scale results for 403 patients are
presented in table 6.

Bagley ez al”® used the CRQ® and recorded a
mean improvement of 5.84 (p=0.0001). The
Borg scale was used in two studies.* In the series
reported by Eugene er al”’ the mean score
decreased from 7.6 before surgery to 4.65 post-
operatively, and Zenati et al”® reported a decrease
from 3.71 to 2.4. (The extreme difference in
baseline is accounted for by the fact that the
patients in the study of Eugene et al”’ were all
very ill.) The Mahler baseline dyspnoea index
(BDI) and transitional dyspnoea index (TDI)
were used by a number of studies.” Three stud-
ies reported scores for the functional impair-
ment component individually’ ** with BDI
scores of 0.83, 0.9, and 1.0, respectively, and
TDI scores of 2.2, 1.65, and 1.72. Keller et al’!
reported an overall baseline focal score (BFS) of
3.36 and a transitional focal score (TFS) of
6.12, and Sciurbia et al”® an overall TFS of 5.1
(p<0.001).

Length of hospital stay

Several series (668 patients) also provided
information on length of stay in hospital which
gives a crude indication as to resource use
associated with the procedure. In those studies
which reported it the IQR for length of hospi-
tal stay was 13—18 days.

Supplemental oxygen

Several studies (487 patients) also provided
data on supplemental oxygen use before and
after the procedure. This provides a crude

Table 6 Individual study results for the MMRC dyspnoea scale

Mean (SD) pre-test Mean (SD) post-test

Study (n) score score Mean difference
Argenziano® (66) 4.1 (0.8) 1.7 (1.3) -2.4

Cooper® (101) 2.8 1.2 -1.6

Eugene® (44) 3.9 2.35 —1.55 (p<0.01)
McKenna*? (166) 2.9 1.9 —1.0 (p<0.0001)
Snell’® (20) 3.4 (0.5) 2.1 (0.8) ~1.3 (p<0.001)
Stammberger® (42) 3.5 (0.7) 1.6 (1.0) -1.9

indication of resource use, quality of life, and
functional ability. In the short term (3-6
months) the reduction in the percentage of
patients requiring supplemental oxygen, either
continuously or on exertion, was 16-42%
(IQR). Cooper et al” reported a reduction of
41% at one year and 52% at two years.

SUMMARY OF RESULTS

The main effects of LVRS observed in

unselected case series with complete follow up

are outlined below:

® the pattern of results for most outcomes is
fairly consistent across individual studies
despite a significant degree of clinical
heterogeneity;

® significant short term benefits occurred
across a range of outcomes which appear to
continue in the longer term;

® physiological improvements in FEV, appear
to be matched by functional improvements
in 6MWD and subjective improvements in
dyspnoea and quality of life, although infor-
mation on the latter is only available for
small numbers of patients;

® operative mortality rates are low and overall
mortality rates compare favourably with
those of the COPD population as a whole.

Discussion

At face value there appears to be a wealth of
evidence supporting the effectiveness of LVRS.
However, the review also reveals that the most
rigorous available relevant research studies
employ designs that make them susceptible to
bias. This fact, and whether the methods of the
review itself might have introduced further
bias, needs to be considered before drawing
final conclusions.

The systematic approach to the reviewing
process which involved a clear definition of the
question to be addressed; the development of a
protocol; a comprehensive search strategy;
clearly defined inclusion and exclusion criteria;
and a detailed assessment of the quality of
included studies should have minimised any
bias introduced in the process of summarising
the most rigorous available research literature.
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Figure 1  Funnel plot of 18* standardised mean differences (SMD) for forced expiratory
volume in one second (FEV) by sample size. *Excludes one extreme outlier’ which

extended the x axis and hampered interpretation of the plot.

Despite this, freedom from bias cannot be
guaranteed. We would suggest that the greatest
possible threat is from publication bias, par-
ticularly as knowledge on the impact of this is
least well explored where studies other than
randomised controlled trials are being re-
viewed. The funnel plot in fig 1 which plots
sample size against the standardised mean dif-
ference for FEV, in the included studies acts as
a crude visual check on the likelihood of miss-
ing studies.” It indicates that for this outcome
there are no large gaps in the data set which
might be suggestive of publication bias.

The main sources of bias in the included
studies relate to their lack of parallel control
groups.”’ Where outcome measurements can
be made before and after an intervention, as is
the case for FEV,, 6 MWD, dyspnoea score,
and quality of life, the problems of interpret-
ation are reduced but not eliminated for two

reasons.

Firstly, the attribution of all or any observed
change to LVRS is uncertain. Many factors
other than LVRS may have influenced the dif-
ference between the pre- and post-treatment
outcome measurements. Particularly impor-
tant in this sense is the role of pulmonary reha-
bilitation. All LVRS “packages” in the included
studies incorporated a component of postop-
erative rehabilitation and, although it was often
unclear whether the pre-treatment measures
were made before or after any preoperative
pulmonary rehabilitation, it seems likely that in
many studies the LVRS “package” would have
included preoperative pulmonary rehabilita-
tion too. Without a parallel control group it is
impossible to exclude the possibility that
pulmonary rehabilitation alone might have
been responsible for a considerable component
of the improvement in critical outcomes such
as 6MWD, dyspnoea, and quality of life.”

Secondly, the included studies are open to
detection bias. With only one study arm it is
inevitable that clinicians and patients are aware
that they are on an active treatment and may
tend to provide outcome measurements which
conform to expectations that LVRS will result
in improvement. The use of validated and
standardised outcome collection methods of-
fers some protection against this. Making the

Young, Fry-Smith, Hyde

assessment of outcome independent of knowl-
edge that a patient was part of a study testing
the effectiveness of LVRS would provide
further protection, but we have confirmed that
this was not applied in any of the included
studies.

Where outcome measurements before and
after the intervention are not applicable, as in
the case of mortality, the absence of a parallel
control group poses much greater problems.
Any comparison must rely on measurement of
that outcome in an untreated group outside the
study. This group may have important differ-
ences in characteristics other than treatment
which could in turn account for any differences
in observed outcome.

It is possible to judge that the biases
identified above, and others not specifically
mentioned, may not substantively alter the
assessment of whether the observed impact on
outcomes truly reflects the actual impact. We
believe, however, that it is highly likely that they
will and, further, that observed improvements
in outcome will tend to be overestimates. More
conservatively, it seems clear that the identified
biases introduce uncertainty which widens the
true range of possible size of effects on
mortality, FEV,, 6 MWD, dyspnoea score, and
quality of life well beyond the IQ ranges dem-
onstrated by the review. This uncertainty is
intensified when attempts are made to sum-
mate the value of the individual effects of LVRS
into an assessment of overall effectiveness, and
compounded further by the fact that the two
effects likely to be valued most highly in assess-
ing overall effectiveness—impact on mortality
and quality of life—are those where uncertainty
is greatest either because of the biases dis-
cussed or the limited number of included stud-
ies collecting data on the outcome.

However, this should not obscure the fact
that LVRS, with or without pulmonary reha-
bilitation, has led to subjective improvements
in quality of life and shortness of breath. This is
consistently shown in the small number of
studies that examined them. The impact on
these outcomes is supported by improvements
in more objectively measured physiological and
functional measures such as FEV, and 6 MWD.
Improvements in these measures are also con-
sistent across a much larger number of studies.
Finally, mortality rates associated with the
operation are also consistent across individual
studies and compare favourably with those of
untreated patients with COPD who have high
mortality rates even on maximum medical
management.”

Based on the results of the studies included
in this review the authors judge that the
benefits of LVRS are likely to outweigh the
risks. It seems unlikely that the biases inherent
in the design of the included studies would
have so exaggerated effect sizes that the
research reviewed conveys overall effectiveness
where it is actually completely ineffective.
However, it is possible that the observed results
from the most rigorous existing research,
taking into account the likely biases, could
actually be compatible with a true level of net
benefit from LVRS which does not justify its
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costs. Thus, although this systematic review
supports LVRS as a promising option in the
management of patients with severe end stage
emphysema, it also explains current uncer-
tainty and supports the view that further rigor-
ous research, particularly randomised control-
led trials, are required to resolve this. One such
trial is currently in progress in the UK which
will incorporate an economic evaluation,> and
another is ongoing in the USA.”* Until the
results of these are available, debate will
continue on whether LVRS has a secure place
among routinely available treatments for end
stage COPD secondary to severe emphysema.

The authors wish to express their thanks to Lisa Gold (Health
Economics Facility, Birmingham) and Mr B Rajesh (West Mid-
lands Regional Thoracic Surgery Unit, Birmingham) for their
advice and support.
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