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Préface

Le traitement du mal de dos chronique reste un défi majeur de la médecine moderne.
Au niveau sociétal, ce syndrome est a l'origine de nombreuses absences de travail
prolongées et de bon nombre d’incapacités de travail. L’optimisation de I'approche de
cette problématique constitue d’ailleurs le sujet d’un rapport KCE distinct prévu pour la
fin de cette année.

A la demande de 'INAMI, le présent rapport présente deux bréves évaluations (« rapid
assesments ») de techniques chirurgicales nouvelles dans le domaine du traitement du
mal de dos: d’'une part, la prothése discale totale dans le traitement des maladies
dégénératives du disque lombaire, et d’autre part, la vertébroplastie et cyphoplastie par
ballonnet dans le traitement des fractures vertébrales par compression.

Différents des évaluations technologiques de santé (HTA), les «rapid assesments »
sont récents dans le paysage belge. Leur publication particulierement rapide constitue
une de leurs caractéristiques principales. Les décideurs politiques réclament de plus en
plus d’avoir déja obtenu hier la réponse a la question qu’ils posent aujourd’hui. En effet,
les pressions souvent fortes exercées par les fournisseurs, les leaders d’opinion et
parfois les patients eux-mémes ne permettent pas toujours de pouvoir attendre un an
avant I'achévement d’un rapport HTA complet.

Ces nouvelles technologies laissent entrevoir un bénéfice potentiel pour le patient, mais
comportent aussi des risques de complications et sont généralement colteuses. Les
preuves scientifiques de leur efficacité quant a une réelle amélioration de I'état de santé
du patient et de leur sécurité a long terme sont encore limitées ou pratiquement
inexistantes car les études cliniques se rapportant a ces technologies sont souvent
encore en cours. Les chercheurs ou les fournisseurs du matériel médical communiquent
souvent bien volontiers les résultats intermédiaires ou provisoires de ces études. Mais
Pinterprétation de tels résultats qui n'ont pas encore passé ni I'épreuve de I'évaluation
par les pairs ni celle de la publication, reste une entreprise périlleuse. En effet, les
résultats finaux peuvent nuancer voire contredire les conclusions d'un « rapid
assesment ».

Les technologies vertébrales présentées dans ce rapport constituent un bon exemple de
ce défi majeur auquel les systéemes occidentaux sont confrontés. L’affluence continue
d’informations jusqu’a 'achévement de ce rapport témoigne de I'effervescence qui régne
autour des nouvelles technologies. Le KCE se réjouit de pouvoir apporter une aide a la
prise de décisions aussi difficiles.

Le présent rapport a pu voir le jour grace a la collaboration fructueuse entre le KCE et
son réseau d’expertise. Nous tenons donc a exprimer nos remerciements aux experts
externes ainsi qu'aux fournisseurs pour leur précieuse contribution.

Jean-Pierre Closon Dirk Ramaekers

Directeur général adjoint Directeur général
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Executive summary

Ce rapport comprend deux « rapid assessments » qui évaluent lefficacité clinique et
économique de deux techniques émergentes dans le domaine des dorsalgies : la
prothése totale du disque pour le traitement des discopathies dégénératives, d’une part,
et la vertébroplastie et la cyphoplastie par ballonnet pour le traitement des fractures-
tassements de vertebres (appelées aussi fractures vertébrales par compression), d’autre
part. Un résumé des données probantes relatives a I'efficience, a Iefficacité clinique et a
la sécurité de ces trois techniques a été établi a partir des rapports HTA, des revues
systématiques et des études cliniques. Le rapport suit la méthodologie KCE standard
d’un rapport HTA, sans toutefois examiner en détail les aspects liés au patient, les
aspects éthiques et organisationnels.

La prothése totale du disque

Contexte

Le traitement conservateur, non chirurgical constitue souvent le premier choix dans le
cas de lombalgies chroniques causées par une discopathie dégénérative. Chez certains
patients, ce traitement n’engendre toutefois que peu ou pas d’amélioration, de sorte
que la chirurgie est envisagée. Dans ces circonstances, l'arthrodése lombaire est
considérée comme le traitement de référence (golden standard). Ces derniéres années,
la prothése totale du disque est également proposée en guise d’alternative a
larthrodése lombaire. Une prothése discale se compose de 2 plaques métalliques
externes et d’un noyau synthétique flexible. Il en existe actuellement 6 types au niveau
international, dont 4 sont utilisés en Belgique.

Objectifs

L'objectif de ce « rapid assessment» consiste a résumer les données probantes
cliniques et économiques disponibles concernant la prothése totale du disque par
rapport au traitement conservateur ou a l'arthrodése lombaire, et cela pour les
indications suivantes : discopathie dégénérative, hernie discale lombaire, syndrome post-
laminectomie, lombalgie chronique réfractaire au traitement conservateur et arthrodese
lombaire ayant échoué.

Méthodologie

Les rapports HTA, les analyses systématiques et les études randomisées (RCT) ont été
recherchés dans plusieurs bases de données électroniques. Cette recherche a été
complétée par la consultation de la littérature grise et des contacts avec I'industrie. Les
études pertinentes ont été sélectionnées sur base du titre et de I'abstract par |
examinateur. La qualité des études sélectionnées a ensuite été évaluée en fonction du
texte intégral par | examinateur, puis par un 2° examinateur indépendant et un groupe
d’experts externes. Les études de faible qualité ont été exclues. Les données suivantes
ont été extraites des études cliniques retenues : design de I'étude, nombre et type de
patients, intervention, comparateur, variables d’outcome et résultats.

Résultats

Efficacité clinique et sécurité

Sur les 24 études potentiellement pertinentes, 7 études ont été finalement incluses : 2
rapports HTA, 2 analyses systématiques et 3 articles qui décrivent les résultats de |
RCT unique. En outre, 5 RCT en cours ont été trouvées.

Les rapports HTA et les analyses systématiques inclus présentaient des résultats de
recherche comparables et la majorité faisait référence a la RCT incluse dans ce rapport.
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La plupart des auteurs considéraient la prothése totale du disque comme une
intervention expérimentale sur base des données probantes disponibles.

Dans la RCT incluse, 304 patients souffrant d’une discopathie dégénérative
symptomatique réfractaire a un traitement conservateur depuis 6 mois, ont été
randomisés vers la prothése totale du disque avec la prothése discale Charité (n = 205)
ou vers la fusion interlaminaire lombaire antérieure (ALIF) (n = 99). Les outcomes
cliniques étaient entre autre la douleur, le trouble fonctionnel, le statut neurologique et
la satisfaction du patient. Aprés un suivi de 2 ans, seule la satisfaction des patients s’est
avérée significativement plus élevée dans le groupe interventionnel que dans le groupe
de contrdle. En ce qui concerne la sécurité, les chiffres rapportés dans I'étude different
des chiffres repris dans un rapport de la FDA, et on ne peut définir avec certitude les
chiffres corrects. Les complications liées a I'implant (dorsalgie, douleur dans les
membres inférieurs, déplacement de I'implant, enfoncement) ont été plus fréquentes
dans le groupe interventionnel (7,8 % contre 4,0 %), tandis que I'échec implantaire
(réopération, révision, ablation de I'implant, fixation supplémentaire) est apparu plus
fréquemment dans le groupe de contrédle (8,1 % contre 5,4 %). Chez 2 patients traités
par une prothése discale, 'implant a dG étre retiré — une intervention potentiellement
dangereuse, vu les structures anatomiques environnantes, pour laquelle aucune donnée
probante suffisante n’a pu étre trouvée.

La RCT incluse présente quelques inconvénients majeurs. Le traitement n’a pa été
attribué en aveugle pour les évaluateurs. Par ailleurs, il s’est avéré que le choix de I'ALIF
comme comparateur n’était pas évident. La littérature n’est pas unanime quant a la
supériorité de l'arthrodése lombaire par rapport au traitement conservateur. Une
comparaison entre la prothése discale totale et le traitement conservateur est
préférable.

Evaluation économique

Aucune étude d’évaluation économique de la prothése lombaire n’a pu étre identifiée.
Son prix en Belgique varie de € 2.400 a € 3.100, ce qui est inférieur a ce qui se pratique
aux Etats-Unis. Le budget annuel que pourrait représenter un remboursement de ce
matériel a été estimé a €2.375.000 par 'INAMI, sur base de 1.000 patients opérés par
an.

Conclusions

e La qualité des données probantes disponibles concernant lefficacité de la prothese
totale du disque dans le traitement des lombalgies chroniques est faible. Par ailleurs,
la sécurité de cette technique suscite de grandes inquiétudes. Par conséquent, il est
recommandé de consigner systématiquement les complications a long terme dans
des registres d’étude observationnelle. A I'heure actuelle, et jusqu’a ce que les
résultats d'études primaires sérieuses soient disponibles, la prothése totale du
disque doit étre considérée comme une intervention expérimentale, qui ne devrait
étre pratiquée idéalement que chez des patients soigneusement sélectionnés dans
le cadre d’études cliniques. La conception de ces études cliniques est, de
préférence, celle d’'une étude randomisée, au cours de laquelle la prothése totale
du disque est comparée a des comparateurs corrects (traitement conservateur).

e Ces recommandations sont en contradiction avec la pratique actuelle dans certains
hopitaux belges, ou les patients sont traités par cette technique expérimentale hors
du cadre d’'une étude clinique. Le simple enregistrement dans un registre, sur base
volontaire, des patients traités par cette technique invasive est socialement
inacceptable. Le signalement obligatoire des complications importantes (mortalité,
réopération, handicap permanent, ...) liées a ces interventions s’effectue rarement.

e Malgré l'absence de données économiques, on peut considérer que I'impact de
cette intervention, de [I'hospitalisation et du traitement des complications
éventuelles sur le budget est considérable, méme sans remboursement direct de
implant.
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Vertébroplastie et cyphoplastie

Contexte

Les fractures-tassements des vertébres sont une cause importante des dorsalgies aigués,
des dorsalgies chroniques et des déformations du rachis. La plupart des patients
peuvent étre traités de maniére adéquate par des traitements conservateurs, tels que
les antidouleurs, I'alitement, le bracing, les bisphosphonates ou la calcitonine. Toutefois,
la chirurgie peut étre envisagée pour les patients qui ne répondent pas aux thérapies
conservatrices. A I'heure actuelle, lesdites interventions invasives minimales, telles que
la vertébroplastie (VP) et la cyphoplastie par ballonnet (CB) suscitent un grand intérét.
Dans les deux cas, un ciment est injecté dans la vertébre atteinte ; dans le cas de la CB,
cela s’effectue apres la création d’une cavité a I'aide d’un ballonnet.

Objectifs

L'objectif de ce «rapid assessment» consiste a résumer les données probantes
cliniques et économiques disponibles pour la VP et la BK dans les indications suivantes :
fractures-tassements ostéoporotiques des  vertébres, fractures-tassements
traumatiques des vertébres, métastases osseuses et hémangiomes.

Méthodologie

Les rapports HTA, les analyses systématiques et les RCT ont été recherchés dans
plusieurs bases de données électroniques. Cette recherche a été complétée par une
consultation de la littérature grise et des contacts avec lindustrie. Les études
pertinentes ont été sélectionnées sur base du titre et de I'abstract par | examinateur.
La qualité des études sélectionnées a ensuite été évaluée en fonction du texte intégral
par | examinateur, puis par un 2° examinateur indépendant et un groupe d’experts
externes. Les études de faible qualité ont été exclues. Les données suivantes ont été
extraites des études cliniques retenues : conception de I'étude, nombre et type de
patients, intervention, comparateur, variables d’effet et résultats.

Résultats

Efficacité clinique et sécurité

Sur les |16 rapports HTA potentiellement pertinents, 6 ont été inclus (4 sur la CB, 2 sur
la VP). Quatre des 6 analyses systématiques potentiellement pertinentes ont également
été incluses (2 sur la CB et 2 sur la VP). Aucune RCT publiée n’a été retrouvée, bien
que 5 RCT en cours aient été identifiées. Des résultats préliminaires ont pu étre
demandés pour | de ces 5 RCT. Vu les données limitées fournies par les RCT, les
données probantes ont été étendues aux données de 5 études contrdlées non
randomisées.

Les rapports HTA et analyses systématiques inclus font référence en général aux
mémes données probantes. L'attitude a I'égard de la VP et de la CB différe toutefois
d’une étude a l'autre, certains trouvant les données probantes disponibles insuffisantes,
d’autres étant plus positifs a I'égard des interventions, toutefois avec des restrictions
(patients sélectionnés, dans le cadre d’études prospectives, ...).

Les résultats sur | mois d’'une RCT en cours, dans laquelle 300 patients souffrant d’une
fracture-tassement non traumatique des vertébres ont été randomisés vers la CB (n =
[49) ou vers un traitement conservateur (n = |51), suggérent un avantage de la CB en
termes de qualité de vie, de douleur et de trouble fonctionnel. Ces conclusions
confirment les résultats des études contrdlées non randomisées : aprés | an, la CB
améliore davantage les niveaux de douleur que le traitement conservateur ou la VP, et
aprés 6 mois, la CB réduit davantage le trouble fonctionnel que le traitement
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conservateur. En revanche, pour la VP, aucune différence n’a été constatée aprés 2 ans
en termes de douleur ou de trouble fonctionnel par rapport au traitement
conservateur. Ces études non randomisées présentaient toutefois des limites
méthodologiques importantes.

Si 'on se base sur la méta-analyse d’une série de cas, la CB semble étre un procédé
relativement sir, bien qu’une incidence relativement élevée de fuites de ciment ait été
constatée (10 — 23 %). Dans un petit nombre de cas, une fuite est apparue a des
endroits critiques (espace épidural, vaisseaux sanguins environnants, ...), toutefois dans
une mesure moindre qu’apres une VP (0,1 % contre 4 %).

Evaluation économique

Autour de € 3.600, le matériel de cyphoplastie par ballonnet est cinq a dix fois plus
colteux que le matériel nécessaire a la vertébroplastie. Des rapports similaires ont été
trouvés dans la littérature européenne ou américaine. Une étude danoise a comparé les
colts de la cyphoplastie par ballonnet au traitement conservatif sans pouvoir se
prononcer sur un rapport colt-efficacité, en I'absence d’informations suffisantes dans la
littérature. Un exposé lors d’'un congrés de cette année évoquait un rapport colt-
efficacité de €4.000 par QALY en faveur de la cyphoplastie par ballonnet par rapport au
traitement conservatif, mais les détails de I'étude ne sont pas tous connus. Le budget
annuel représenté par le remboursement du matériel de cyphoplastie par ballonnet a
été estimé par 'INAMI aux alentours de € 2.700.000, sur base de 600 patients opérés
par an.
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Conclusions

L’efficacité clinique de la vertébroplastie pour le traitement des fractures-tassements
non traumatiques des vertébres reste incertaine. Seule une étude contrdlée non
randomisée a pu démontrer tout au plus une équivalence entre la VP et le
traitement conservateur. Par ailleurs, l'incidence des fuites de ciment aprés la VP
suscite une grande inquiétude. A I’heure actuelle, et jusqu’a ce que les résultats des
RCT en cours soient disponibles, la VP doit étre considérée comme une
intervention expérimentale, qui ne devrait étre pratiquée idéalement que chez des
patients soigneusement sélectionnés dans le cadre d’études cliniques. Compte tenu
des données disponibles concernant l'efficacité et la sécurité, la conception de ces
études cliniques est de préférence celle d'une RCT suffisamment vaste pour
démontrer la supériorité par rapport au traitement conservateur.

L'efficacité de la cyphoplastie par ballonnet pour le traitement des fractures-
tassements non traumatiques des vertébres est démontrée dans des études
contrdlées non randomisées de qualité modérée : la BK améliore les niveaux de
douleur par rapport au traitement conservateur. Les résultats préliminaires de |
RCT en cours confirment I'efficacité clinique a court terme, mais les avantages a long
terme restent incertains. Si 'on se base sur la méta-analyse d’une série de cas, la CB
semble étre un procédé relativement siir.

En ce qui concerne I'éventuel remboursement de la CB, les décideurs politiques ont
le choix entre les possibilités suivantes :

. Wait-and-see, en raison des données probantes limitées concernant les avantages

cliniques a long terme, le faible rapport bénéfice/risque, le fait que différentes RCT
soient en cours, et 'absence de données économiques ;

. Remboursement sous certains critéres, par analogie aux études cliniques (patients

adultes souffrant d’une fracture-tassement douloureuse, non traumatique des
vertébres thoraciques ou lombaires (D5 — L5) depuis < 3 mois). La mise en place
d’'un registre pour le suivi des complications inconnues a ce jour doit étre
considérée, mais sera un exercice difficile pour cette population qui laisse craindre
une perte de suivi importante ;

Vu qu’il s’agit d’'une nouvelle technique, pour laquelle il faut s’attendre a une courbe
d’apprentissage, il est recommandé que la CB soit pratiquée par une équipe
multidisciplinaire. Pour les patients agés avec comorbidités, polymédication et
problémes de chute, une concertation avec un gériatre et le généraliste est
recommandée. Une formation a la technique et un respect strict des instructions du
fabricant sont essentiels pour atteindre un niveau de compétence acceptable.
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INTRODUCTION

These rapid assessments are primarily concerned with the clinical and cost-effectiveness
of emerging spine technologies for the treatment of low back pain: intervertebral disk
replacement, and vertebroplasty and balloon kyphoplasty. Based on other existing HTA
reports, systematic reviews and clinical trials, the objective is to provide a clear
synthesis of the evidence on efficacy, clinical effectiveness and safety of the three
technologies. This report follows the standard methodology of HTA reports of the
KCE. However, in contrast to full HTA reports, patient issues, ethical issues and
organisational issues will not be addressed extensively.

The report is divided into two major parts: the first part concerns intervertebral disk
replacement, and the second part deals with both balloon kyphoplasty and
vertebroplasty. Both parts follow the same logic, first describing the background and the
technology under consideration, followed by a description of the clinical and economical
literature, and a discussion on the findings. Each part of the report ends with
conclusions and recommendations about the use of the addressed technologies.
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2 INTERVERTEBRAL DISK REPLACEMENT

2.1 BACKGROUND

A number of disc diseases can lead to chronic low back pain (LBP), with degenerative
disc disease (DDD) being one of the most important reasons '. At present, non-surgical
therapy — including physical therapy, rehabilitation, infiltrations, and psychosocial
approaches — is often the first-line treatment for chronic low back pain associated with
DDD ??, but many patients do not respond to such treatments *’. The evidence-base
of these interventions will be the subject of a separate KCE report on the diagnosis and
treatment of LBP.

In 2004, NICE considered spinal fusion as the gold standard surgical treatment for DDD
that is not responsive to conservative treatment for more than 6 months 8 However,
as in other fields of orthopaedic surgery, joint arthrodesis cannot be generally
considered an optimal solution, since joint motion is not preserved. Therefore, inspired
by the results of total hip and knee replacement, the first types of artificial lumbar discs
were developed in the fifties *. After a partial or total anterior or posterior discectomy,
the prosthetic disc aims to restore disc height, hereby maintaining or restoring spinal
mobility and avoiding adjacent joint degeneration. The main indication for intervertebral
disc replacement is DDD. Other indications are herniated lumbar intervertebral disc,
post-laminectomy syndrome, chronic low back pain not responsive to conservative
treatment, and failed anterior fusion 8.

In Belgium, these discs are already being placed in several hospitals. The aim of this
report is to summarize the existing clinical and economical evidence on intervertebral
disc replacement for patients with the above mentioned indications, compared to
conservative treatment or arthrodesis. In case of a lack of economical evidence, the
possible costs associated with intervertebral disc replacement in Belgium will be
estimated.

2.2 TECHNOLOGY DESCRIPTION

Prosthetic discs are typically made of two metallic endplates (e.g. made of tungsten,
cobalt-chromium or cobalt-chromium-molybdenum (CCM) alloy) with teeth or a fin on
each endplate that can be inserted into the adjacent vertebrae (figure ). These metallic
endplates may be coated with hydroxyapatite to promote the anchoring to the bone. A
flexible synthetic core (e.g. made of high density polyethylene) is provided between the
endplates to maintain the range of motion in the operated area.

Currently, six types of disc prostheses are internationally available: SB Charité lIl,
Acroflex, Prodisc |l, Flexicore, Maverick, and Kineflex. The devices considerably differ
mechanically. While the Acroflex disk is a one-piece device consisting of 2 titanium
endplates with a rubber core adhered between them, both the Charité disk and the
Prodisc Il are three-piece devices comprised of 2 metal endplates (cobalt-chromium
alloy) and a ultrahigh-molecular-weight polyethylene core (‘metal on poly’). The
Flexicore, Maverick, and Kineflex disks are ‘metal on metal’ disks. The Flexicore disk is
inserted as a single unit (the superior and inferior portions are linked by a captured ball-
and-socket joint), while the Maverick disk is a two-piece device and the Kineflex disk a
three-piece device (2 CCM endplates and a CCM core). Both the Charité and Flexicore
disks have 6 teeth on each endplate, while the Prodisc Il, Maverick and Kineflex disks
have a fin on each endplate to anchor the disk. Most devices have a central centre of
rotation, only the Maverick disk has a posterior centre of rotation.

Artificial lumbar discs are implanted using a retroperitoneal anterior approach, avoiding
the major nerves and vascular structures. Once the target intervertebral disc is
reached, the neurosurgeon or orthopaedic surgeon first performs a discectomy. The
disc space is maintained using distraction devices. A trial prosthesis is then inserted in
the disc space in order to determine the most appropriate artificial disc device, which
includes considerations such as height, angle, and size. Once those parameters are
obtained, the trial disc is replaced by the permanent artificial disc. Fluoroscopy and/or
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other imaging techniques can be used to ensure correct central positioning of the disc.
Gradual release of the distraction devices and a confirmatory radiograph complete the
implantation.

Figure | : Maverick disk (source: Medtronic Belgium, with permission).

CLINICAL EFFECTIVENESS

Methods

Search strategy

An iterative search strategy was performed, first searching for existing health
technology assessments (HTA) and systematic reviews, and subsequently for
randomized controlled trials (RCTs). Finally, as indexing and MeSH terms are often not
developed yet for emerging technologies, a complementary search was done of the grey
literature via Google and via contacts with suppliers and manufacturers of artificial
lumbar disks.

HTA reports and systematic reviews were searched in the HTA database, Medline
(Ovid), Pre-Medline (Ovid), and Embase. RCTs were searched in Medline (Ovid), Pre-
Medline (Ovid), Embase, and the Cochrane Library.

The search date was February 2006.
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2.3.1.2 Search terms

For the HTA database the following search-string was used:

(disk or disc)/Subject Headings Exploded AND (artificial OR prosthe OR
replacement)/Title & Abstract

The search algorithm used for Medline is provided in appendix.

For Embase the following search-string was used:

(('intervertebral disk hernia'/exp/dm_su/mj) OR ('intervertebral disk
degeneration'/exp/dm_su/mj) OR  (lumbar disk  hernia’/exp/dm_su/mj) OR
(intervertebral AND (disc OR disk) AND replacement) OR ((disc OR disk) AND
'prosthesis'/exp/mj) OR ('low back pain'/exp/dm_su/mj)) AND ([meta analysis]/lim OR
[systematic review]/lim OR [controlled clinical trial]/lim OR [randomized controlled
trial]/lim) AND [embase]/lim AND [2000-2006]/py

For the search in the Cochrane Library and Pre-Medline, we used the following search
string: (disk or disc) and (artificial or prosthe$ or replacement).

Finally, for the Google search the following search terms were used in combination:
disk, disc, replacement, artificial, prosthesis, technology assessment, systematic review,
randomized.

Overall, the search was limited to reports and articles published between 2000 and
2006. No language restriction was used.

The title and abstract of citations were reviewed for relevance by one reviewer (JV). In
case the abstract could not provide enough information, the full-text article was
retrieved. The following in and exclusion criteria were used to select relevant papers:

Inclusion: HTA, systematic review, meta-analysis, RCT; intervertebral disk replacement
for the following conditions: degenerative disk disease, herniated lumbar intervertebral
disk, post-laminectomy syndrome, failed conservative treatment for chronic low back
pain, failed anterior fusion in the lumbar region; major outcomes of interest: pain
reduction, adverse events, mortality, health-related quality of life.

Exclusion: narrative reviews, letters, commentaries, case series, case studies; nucleus
replacement device, prosthetic disk nucleus; target conditions other than mentioned
above.

2.3.1.3 Quality assessment

The quality of the selected papers was assessed by one reviewer (JV) on the basis of the
full-text and quality controlled by a second internal reviewer and a group of external
experts. To assess the quality of HTA reports, the INAHTA checklist was used
(www.inahta.org) (see appendix). The quality of systematic reviews and RCTs was
assessed using the checklists of the Dutch Cochrane Centre (www.cochrane.nl) (see
appendix).

Quality assessment was summarized as good, average or poor quality (according to the
quality of evidence grading for interventional procedures of ASERNIP,
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPsRevie
wProcess/Classifications_Syst.htm). HTA reports or systematic reviews received a poor
quality appraisal when the search of the literature was insufficient and no quality
assessment of included studies was reported. Since the subject of this report was a
surgical procedure, quality assessment of the RCTs did not comprise the blinding of the
surgeons (and even the patients). However, two major criteria were the randomization
process and the blinding of the assessors: an RCT received a poor quality appraisal
when at least one of these two criteria was negative.

Poor quality studies were excluded from further review.
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2.3.1.4 Data extraction strategy

As for clinical trials, information was captured about the study design, number and type
of patients included, intervention, comparator, outcome variables and results.Results

2.3.1.5 HTA reports

Eight possible HTA reports were identified. Only two of these — the CTAF and the
NICE report — were considered as fair quality reports and were included ® '°. The
remaining six were graded as poor quality and therefore excluded from further review
"¢, The quality appraisal of the eight identified HTA reports and the evidence tables of
the two included HTA reports are provided in appendix.

California Technology Assessment Forum HTA report '°

This report focused on intervertebral disk replacement with the SB Charité Ill disk.
Other devices were not considered because of limited data on clinical outcomes in the
literature. The literature search (through December 2004) revealed four uncontrolled
case series and one randomized controlled trial. This RCT, which was found to have
important methodological flaws '/, found significantly improved pain and ODI scores
after disk replacement as compared to spinal fusion. On the basis of this weak evidence,
the author of the HTA report concluded that further data were needed in order to
determine whether the SB Charité Ill disk meets the five technology assessment criteria
of CTAF.

National Institute for Clinical Excellence HTA report ®

This report was based on a rapid review of the published literature by ASERNIP-S '®
and also focused on the SB Charité Ill disk. An extensive literature search revealed 11
published studies (I RCT, | non-randomized comparative study, and 9 case series) and
one RCT in progress. All studies identified by CTAF '° (see above) were also found by
NICE. However, the methodological drawbacks of the included RCT '7 were not
discussed in the same detail as CTAF did '°. The authors concluded in their guidance
that the evidence was adequate to support the use of intervertebral disk replacement.
However, they stressed the need for long-term data and the audit and review of clinical
outcomes of all patients having intervertebral disk replacement.

2.3.1.6 Systematic reviews

Three possible systematic reviews were identified. One Chinese systematic review
could not be assessed because of the unavailability of the full-text " and was not
included. The two other systematic reviews were found to be of fair quality and were
included 2*?' (see appendix for quality appraisal and evidence table).

The literature search by de Kleuver et al. was thorough, although EMBASE and the grey
literature were not searched *'. It was performed through January 2002, and could
therefore not identify the RCT of Geisler et al. '". Nine articles (all observational
studies) were identified, of which the majority was also identified in the HTA report of
NICE 8 On the basis of the identified evidence, de Kleuver et al. considered
intervertebral disk replacement an experimental procedure *'.

The systematic review of the Evidence Based Practice Group (EBPG) had as primary
objective to investigate the safety and effectiveness of intervertebral cervical disk
replacement %°. Their secondary objective was the identification of reviews or
systematic reviews on artificial vertebral disks in general (including lumbar) through a
‘non-systematic’ literature search. However, the search strategy was as thorough as the
one used by de Kleuver et al, and included a search of the websites of INAHTA-
members, but not EMBASE. Three HTA reports ® '* '°, one systematic review ', and
one RCT "7 were identified. Based on the evidence, the EBPG considered intervertebral
disk replacement at an experimental stage.
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2.3.1.7 Randomized clinical trials

Thirteen reports on RCTs were identified (figure 2). Six reports described the interim
and final results of one and the same RCT with the SB Charité Ill disk. The interim
reports were not included for further analysis *?**. The three final reports were graded
as fair quality and were included (obviously as one study) '” 2,

Six other reports described the interim results of one RCT with the Prodisc Il disk 2’2,
Three articles were excluded, because more recent reports were found that included
the same patients **** 32, The remaining three articles were found to be of low quality
(no information on the blinding of the randomization or on the blinding of the outcome
assessors) and were also excluded.

Finally, one abstract — obtained through contacts with manufacturers — described the
interim results of an RCT with the Maverick disk *3, but this report was also excluded
because of a low quality. The quality appraisal of the identified RCTs and the evidence
tables of the included articles are provided in appendix.

In the included (multi-center non-blinded) RCT, 304 patients with single-level
symptomatic DDD and non-responding to conservative treatment for 6 months were
randomized to either intervertebral disk replacement with the SB Charité Ill disk (n =
205) or anterior lumbar interbody fusion with BAK cage (n = 99), and followed for 2
years ' » 26 Main clinical outcomes were pain (assessed on a visual analog scale),
functional impairment (assessed by the Oswestry Disability Index), self-perceived health
(assessed by the SF-36 Health Survey), neurological status, and patient satisfaction. After
2 years of follow-up, only patient satisfaction was significantly higher in the
interventional group compared to the control group *. The overall complication rate,
the neurological complication rate and the number of device failures were equivalent
between both groups % (see below).

An important drawback of the study was that no blinded outcome assessors were used
(at least it wasn’t mentioned in the manuscript). Instead, outcomes as pain and
functional ability were assessed by the patients themselves using subjective instruments
(VAS and ODI respectively). In these kinds of studies it must be possible to have the
patients assessed by objective blinded assessors (e.g. physiotherapists).

Above this, the EBPG found major design problems based on data available on the US
FDA website . For example, violation was found on the in- and exclusion criteria
(similar proportions among both groups), and no patients who violated the protocol
were excluded from the primary effectiveness analysis »°. Finally, patients were not
blinded for their therapy.
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620 articles found
by search strategy

607 aricles

.| excluded after
screening title &
abstract

13 arlicles
retrieved in full text

6 aricles excluded
*| being an interim
report

T arlicles assessed
on guality

| 4 poor guality
'| articles excluded

3 aricles included
describing the
results of one and
the same study

Figure 2 : Search results (flow diagram) of RCTs.

2.3.1.8 Harms and complications

As mentioned above, the only published RCT found equivalent complication rates
between disk replacement and spinal fusion ' . However, the data provided in the
published articles slightly differ from those provided by the FDA **, and it is not very
clear which data are right.

Looking in more detail at the complication data, device-related adverse events (defined
as back and lower extremities pain, implant displacement, and subsidence) were more
frequent in the investigational group (7.8% vs. 4.0% in the control group; odds ratio
2.01, 95% CI 0.65 — 6.18) (figure 3). On the other hand, device failure (defined as re-
operation, revision, removal, or supplemental fixation) occurred more frequently in the
control group (8.1% vs. 5.4% in the interventional group; odds ratio 0.64, 95% Cl 0.25 —
1.66) (figure 3).
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Two interventional subjects and one control subject required removal of their implant.
This is a major concern — particularly at the L5SI-level — because of the neighbouring
anatomical structures. However, no hard safety data exist about implant removal.

The interventional group also experienced more superficial wound infection (6.3% vs.
2.0% in the control group) (figure 3). However, in the control group 18.2% reported
pain at the donor graft site, and 9.1% had pseudo-arthrosis.

Review: Intervertebral disk replacement

Comparison: 02 Charité disk vs. ALIF BAK cage

Outcome: 01 Device-related adverse events

Study Treatment Control OR (fixed) Weight OR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
Blumenthal 16/205 4/99 —+B— 100.00 2.01 [0.65, 6.18]
Total (95% CI) 205 99 < 100.00 2.01 [0.65, 6.18]

Total events: 16 (Treatment), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

0.01 0.1 1 10 100

Favours treatment  Favours control

Review: Intervertebral disk replacement

Comparison: 02 Charité disk vs. ALIF BAK cage

Outcome: 02 Superficial wound infection

Study Treatment Control OR (fixed) Weight OR (fixed)

or sub-category n/N n/N 95% CI % 95% CI
Blumenthal 13/205 2/99 —B— 100.00 3.28 [0.73, 14.84]
Total (95% Cl) 205 99 <l 100.00 3.28 [0.73, 14.84]

Total events: 13 (Treatment), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)

0.01 0.1 1 10 100

Favours treatment  Favours control

Review: Intervertebral disk replacement

Comparison: 02 Charité disk vs. ALIF BAK cage

Outcome: 03 Device failure

Study Treatment Control OR (fixed) Weight OR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
Blumenthal 11/205 8/99 100.00 0.64 [0.25, 1.66]
Total (95% Cl) 205 99 100.00 0.64 [0.25, 1.66]

Total events: 11 (Treatment), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.91 (P = 0.36)

0.01 0.1 1 10 100

Favours treatment  Favours control

Figure 3 : comparison of adverse events between the Charité disk and ALIF
BAK cage ' %%,

2.3.1.9 Ongoing trials

Several trials comparing intervertebral disc replacement with spinal fusion are currently
ongoing. In October 2004, the FDA approved the Charité disc based on the 2-year
results of a randomized controlled trial comparing the disc to anterior fusion with the
BAK cage *. A post-approval trial is now following implanted patients during 5 years *.
In Europe, the RESORD trial is ongoing °. The newer devices (Flexicore, Maverick, and
Kineflex) also have ongoing randomized controlled trials ** %
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ECONOMIC EVALUATION

Methodology

The following databases were searched using filters for economic or cost studies:
Medline, Premedline, Econlit, Embase, Centre for Reviews and Dissemination databases
(HTA database, DARE and NHSEED) (see appendix for search strategy). No publication
date or language restrictions were applied.

Based on the abstracts of the 58 unique references obtained, 9 references were
selected. Three reports were manually retrieved. No original economic evaluation was
found.

Suppliers and manufacturers of artificial lumbar disks were invited to submit any
relevant information about their products. Some information was provided on prices,
incidence and prevalence figures, and on the number of patients who received an
artificial disk.

Currencies were converted using the 27 februari 2006 exchange rates (I USD=0.84€, |
AUD= 0.62€, | CAD=0.74 €).

Marketing of artificial disks

The first artificial disks were implanted in Europe in the 1980s. Between 1987 and 2004,
more than 7000 Charité disks, 2000 ProDisc disks and 2000 Maverick disks have been
implanted worldwide *.

After Europe and Asia, artificial disks were introduced in the US and Canada. Canada
licensed the SB Charité Ill disk in 2003 and the U.S. Food and Drug Administration gave
the first approval in 2004. This approval was submitted to certain conditions: for spinal
arthroplasty in skeletally mature patients with DDD at one level from L4-S|, confirmed
by patient history and radiographic studies, with no more than 3 mm spondylolisthesis,
and with a failed conservative treatment longer than 6 months. The approval was also
submitted to an annual reporting of a 5-year follow-up of patients included in the FDA-
regulated trial that had led to the approval. As a consequence, DePuy Spine requires
mandatory, extensive surgeon training (http:/spine-
health.com/topics/surg/charite/charite03.html). Artificial disks from other manufacturers
(ProDisc, Synthes Inc.; MAVERICK, Medtronic, Sofamor Danek; Flexicore, StrykerSpine;
Kineflex, Spinal Motion) are approved for investigational use only and are currently
being evaluated. Of these, ProDisc has received an approvable letter (prior to approved
order) on January 5% 2006.

The 2005 U.S. market price of a Charité artificial disk is €9,680 (2 x €4,550 for the
endplates plus €590 for the core) ¥, which is in the €7,500 - €10,000 range reported by
other authors ' *. The ASERNIP report indicated an Australian price around €4,040
for the same device in 2003 ', The Australian and European prices range from €3,800
to €4,200 *. In Belgium, prices for a complete disk (endplates and core) range from
€2,236 to €2,940 which is cheaper than the prices cited above.

The available disks on the Belgian market are:
e  Charité artificial disk (DepuySpine, Johnson&Johnson)
e Mobidisc (LDR medical, distributed by Inspine)
e A-MAV and O-MAV (Medtronic, Sofamor Danek),
e  ProDisc (B Braun — Aesculap)

About 140 and 120 patients were treated with the Charité disk in Belgium in 2004 and
2005 respectively; A-MAV or O-MAV artificial disks were implantated in about
respectively 500 and 590 patients during the periods May 2003 - April 2004 and May
2004 - April 2005 (personal communications from manufacturers).
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Economic consequences

There is currently no reimbursement granted in Belgium, neither for the prosthesis nor
for the medical act (no honorarium fee).

In 2005, the National Institute for lliness and Invalidity Insurance made an estimation of
the possible impact on the Health Insurance budget of the reimbursement of the
implant. They estimated the number of patients at 1,000 per year. If the reimbursement
was fixed at €2,375, the material would hence cost €2.375.000 per year. Concerning
the honorarium fee, in the absence of a specific code, surgeons could currently use the
general billing code (281654-281665) “Arthrodesis or inter-body screw fixation by
anterior approach”. The fee for this code amounts to €720. No proposition about the
reimbursement has been made by the Institute to the Minister of Health yet.

The Harvard Pilgrim Health Care health plan estimated that 50% of the increase in
annual spinal fusions in the United States (currently estimated at 300,000-350,000)
might be eligible for artificial disk replacement with the Charité artificial disk **. As there
are less American patients eligible for total disk replacement under FDA restrictions
than European patients, this percentage is supposed to be even higher in Europe. Total
cost (including prosthesis) for artificial disc replacement surgery in the U.S. ranges from
€29,500 to €37,800 ($35,000-$45,000), and many insurance companies only provide
partial or no coverage (considering that the technology is still experimental). In
comparison, the cost of a lumbar body fusion is about €20,200 (€16,200 for the
procedure and €4,000 for the BAK cage).

In Belgium, the price of an artificial disk amounts to €2500, while materials for anterior
lumbar interbody fusion (ALIF) cost €2200 and for posterior lumbar interbody fusion
(PLIF) from €2400 to €3800 (according to the type of material chosen) (personal
communication from manufacturers and experts). The Belgian prices for these different
techniques are thus in the same range.

According to a US. report, the savings from a shorter length of stay would be absorbed
by the cost of the disk (€8,400-10,000 compared to a €3,400-4,200 for the fusion
material) '2. However, the FDA-regulated RCT comparing the Charité disk to fusion *
estimated that the U.S. costs for fusion cage are probably the same as for a disk
replacement (hospital stay, professional and medical devices included). According to the
same author, procedure time was 2 hours and the length of hospital stay 4 days for a
disk replacement. ICSI reported a length of stay of 3 to 5 days (depending on a single or
multilevel replacement) '2. In a prospective multicenter study cited by the HAS
(formerly ANAES), the length of stay for a fusion ranged from 3-4 days (one level) to 5-
7 days (two levels) "°. No information was available on the eventual differences between
the posterior, anterior or oblique approaches. In Belgium, no difference in length of stay
can be observed between both procedures, being about 3 to 5 days (personal
communication from experts).

Market trends

In 2004, according to spine market analysts 50 percent of the U.S. spine arthroplasty
market, representing 70% of the world spine arthroplasty market, was occupied by
artificial disk replacement (versus 44% for fusion and 6% for disc nucleus replacement)
#!. According to a financial consulting institution, disc replacement (including nucleus
replacement, which is not covered in the present report) will represent 70% of the
spinal surgery in the United States by 2010, absorbing 47.9% of the actual fusion market
38
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DISCUSSION

The HTA reports and systematic reviews that were included in the present report
found a similar low quality body of evidence (only de Kleuver et al. did not find the RCT
with the SB Charité Il disk, since it was published after their systematic review). Most
authors considered intervertebral disk replacement an experimental procedure; only
NICE was more positive about it. Nevertheless, the RCT that was identified by most
authors and that was also included in the present report only showed an equivalence
between the SB Charité Ill disk and anterior lumbar interbody fusion (ALIF), and
moreover was of questionable quality "> %,

The choice of the comparator in the published and ongoing RCTs is a point of
discussion. Some identified RCTs used ALIF as comparator, which is also the fact for
most ongoing RCTs (except for the RCT with the Kineflex disk ¥/, that uses the SB
Charité Ill disk as comparator), others used circumferential fusion (i.e. the combination
of an anterior and posterior approach) as comparator. No trial was found comparing
disk replacement to the ‘best conservative treatment. However, the literature
concerning fusion surgery is conflicting *. Three trials comparing lumbar fusion to
conservative treatment showed conflicting results *. Two recent trials of good quality
showed marginal or no superiority of fusion surgery **, and in only one trial, lumbar
fusion was found to be clearly superior to non-surgical treatment for chronic low back
pain *. However, the control group of this trial was treated with physical therapy
techniques similar to the treatment the patients received without success before
randomization. Therefore, the control group may have been close to the natural history
of the disease *. Given the findings of these three studies, studies comparing
intervertebral disk replacement to conservative treatment are warranted.

Information on the economic evaluation of artificial disks is lacking. Therefore, ongoing
and future trials should ideally gather economic and cost information apart from clinical
outcomes information. However, of the ongoing trials none was found to include an
economical evaluation.

In conclusion, the evidence-base supporting the use of intervertebral disk replacement
for DDD relies on one RCT with important limitations. Given this poor quality of
evidence; given the fact that information on long-term results and adverse events (i.e.
exceeding 2 years) of this invasive procedure is still lacking; given the fact that there is
insufficient information on the prevention of adjacent level disease, on the wear and
tear of the polyethylene core, and on the clinical outcomes after revision or conversion
surgery; and given the fact that numerous RCTs are ongoing, intervertebral disk
replacement has to be considered an experimental procedure for the time being. In
addition, future RCTs examining the clinical efficacy of intervertebral disk replacement
should consider comparison to state-of-the-art conservative treatment.
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Key points intervertebral disk replacement

The quality of evidence on the efficacy of intervertebral disk replacement
for the treatment of chronic low back pain remains poor to date.

Furthermore, there are safety concerns related to this technique and long
term adverse events are to be followed conscientiously in trial registers.

At present and until the results of high-quality primary research become
available, this technique has to be considered experimental, and should
ideally be limited to carefully selected patients treated in clinical trials in
research centres. The experimental design of choice is a randomized
controlled trial, comparing disk replacement with the correct comparator
(preferentially conservative treatment).

This recommendation highly contrasts with the current practice in some
Belgian hospitals, where patients are being treated with this experimental
technique outside the protocol of a high-quality clinical trial. Just recording
patients treated with these invasive techniques in a voluntary registry is
unacceptable from a societal point of view. At present, even the mandatory
reporting of important adverse events related to these techniques (death,
reintervention, permanent handicap, ...) to the Ministry of Public Health is
rarely done (personal communication Ministry of Public Health, Medical
Devices Dept.).

Economic data are lacking. Budget impact related to the surgery, hospital
stays and the treatment of possible complications is expected to be
considerable even without direct reimbursement of the implant.
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BALLOON KYPHOPLASTY AND
VERTEBROPLASTY

BACKGROUND

Vertebral fractures are an important source of acute back pain, chronic back pain and
spinal deformity. Most frequently, such fractures are caused by osteoporosis (post-
menopausal, corticoid-induced). Based on extrapolations of data from the Netherlands
* the incidence of osteoporotic vertebral fractures in Belgium can be estimated at
10.000 cases per year . Non-osteoporotic causes of vertebral fractures are trauma,
bone metastases and more rarely haemangiomas.

Conservative management includes analgesics, bed rest and external bracing. Medical
treatment with bisphosphonates or calcitonin is another option ** #, but large
randomized controlled trials are lacking supporting their routine use *°. Pain related to
malignant vertebral fractures can also successfully be relieved with radiotherapy *'.

Most patients become symptom free with conservative management within weeks.
However, some patients do not respond to these therapies, and for these patients
surgery may be considered. Recently, there has been increased interest in minimally
invasive interventions, including vertebroplasty and balloon kyphoplasty. Vertebroplasty
was introduced in the mid-1980s for the treatment of painful haemangiomas °2, and was
subsequently applied to osteoporotic fractures and bone metastases. Balloon
kyphoplasty is a recent variation of vertebroplasty, and was first performed in the late
nineties.

The aim of this report is to summarize the existing clinical and economical evidence on
vertebroplasty and balloon kyphoplasty for patients with the above mentioned
indications. In case of a lack of economical evidence, at least an estimation will be made
of the costs associated with these procedures in Belgium.

TECHNOLOGY DESCRIPTION

Vertebroplasty and balloon kyphoplasty both are minimally invasive procedures
designed to provide pain relief and spine stabilization in case of a vertebral fracture.
One or more vertebral levels can be treated during one session.

During vertebroplasty, bone cement — usually polymethylmethacrylate (PMMA) — is
injected through one or two biopsy needles placed through the skin and through the
pedicles into the ventral third of the cancellous bone of the vertebral body (figure 1).
The bone cement is injected in a liquid state at a high pressure until a filling of the
vertebral body and an even distribution of the PMMA into the cancellous bone, as
visualised under fluoroscopy or computer tomography, is achieved. The procedure is
usually performed under local anaesthesia.
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Quick setting bone cement
injected into fractured vertebra

Figure | : Vertebroplasty (source : Adventist Midwest Health, with
permission) .

Balloon kyphoplasty is a modified vertebroplasty technique. First, two small incisions are
made to gain access to the fractured vertebra(e) (figure 2). Two transpedicular or
extrapedicular channels are created by a hand drill, through which an inflatable bone
tamp is inserted into the collapsed vertebral body. The inflated balloon elevates the
endplates, and thereby restores the height and kyphotic angle of the vertebral body.
The balloon is then deflated and removed, and the created space is filled with bone
cement (usually PMMA). In comparison to vertebroplasty, more viscous cement can be
used with less pressure, thereby decreasing the risk of cement extrusion. The
procedure is performed under local or general anaesthesia and is also assisted by
fluoroscopy.
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Figure 2 : Kyphoplasty (source: Kyphon Inc, http://www.kyphon.coml/, with
permission)

CLINICAL EFFECTIVENESS

Methods

Search strategy

An iterative search strategy was performed, first searching for existing health
technology assessments (HTA) and systematic reviews, and subsequently for
randomized controlled trials (RCTs). Finally, as indexing and MeSH terms are not
developed yet in the case of emerging technologies, a complementary search was done
of the grey literature via Google and via contacts with suppliers and manufacturers.

HTA reports and systematic reviews were searched in the HTA database, Medline
(Ovid), Pre-Medline (Ovid), and Embase. RCTs were searched in Medline (Ovid), Pre-
Medline (Ovid), Embase, and the Cochrane Library.

The search date was February 2006.
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3.3.1.2 Search terms

For the HTA database the following search-string was used:

((disk OR disc) AND balloon)/Title & Abstract OR (kyphoplast)/Title & Abstract OR
(vertebroplast)/Title & Abstract

The search algorithm used for Medline is provided in appendix.

For Embase the following search-string was used:

((‘osteoporosis'/exp/dm_su/mj) OR ('spine fracture'/exp/dm_su/mj) OR (‘compression
fracture'/exp/dm_su/mj) OR ('spinal cord compression'/exp/dm_su/mj) OR (‘pathologic
fracture'/exp/dm_su/mj) OR (‘kyphoplasty'/exp/mj) OR ((disc OR disk) AND
('balloon'/exp OR 'balloon')) OR (‘percutaneous vertebroplasty'/exp/mj)) AND ([meta
analysis]/lim OR [systematic review]/lim OR [controlled clinical trial]l/lim OR
[randomized controlled trial]/lim) AND [embase]/lim AND [2000-2006]/py

For the search in the Cochrane Library and Pre-Medline, we used the following search
string: kyphoplast$ or vertebroplast$.

Finally, for the Google search the following search terms were used in combination:
kyphoplasty, vertebroplasty, technology assessment, systematic review, randomized.

Overall, the search was limited to reports and articles published between 2000 and
2006. No language restriction was used.

The title and abstract of citations were reviewed for relevance by one reviewer (JV). In
case the abstract could not provide enough information, full-text of the article was
retrieved. The following in and exclusion criteria were used to select relevant papers:

Inclusion: HTA, systematic review, meta-analysis, RCT; balloon kyphoplasty or
vertebroplasty for the following conditions: osteoporotic compression fractures,
vertebral fractures caused by malignancy, hemangiomata; major outcomes of interest:
pain reduction, adverse events, mortality, health-related quality of life.

Exclusion: narrative reviews, letters, commentaries, case series, case studies; target
conditions other than mentioned above.

3.3.1.3 Quality assessment

The quality of the selected papers was assessed by one reviewer (JV) on the basis of the
full-text and quality controlled by a second internal reviewer and a group of external
experts. To assess the quality of HTA reports, the INAHTA checklist was used
(www.inahta.org) (see appendix). The quality of systematic reviews and RCTs was
assessed using the checklists of the Dutch Cochrane Centre (www.cochrane.nl) (see
appendix).

Quality assessment was summarized as good, average or poor quality (according to the
quality of evidence grading for interventional procedures of ASERNIP,
http://www.surgeons.org/Content/NavigationMenu/Research/ASERNIPS/ASERNIPsRevie
wProcess/Classifications_Syst.htm). HTA reports or systematic reviews received a poor
quality appraisal when the search of the literature was insufficient and no quality
assessment of included studies was reported. Since the subject of this report was a
surgical procedure, quality assessment of the RCTs did not comprise the blinding of the
surgeons (and even the patients). However, two major criteria were the randomization
process and the blinding of the assessors: an RCT received a poor quality appraisal
when at least one of these two criteria was negative.

Poor quality studies were excluded from further review.



Spine technology KCE reports vol.39

3.3.1.4 Data extraction strategy

3.3.2

3.3.2.1

As for clinical trials, information was captured about the study design, number and type
of patients included, intervention, comparator, outcome variables (pain, functional
ability, safety) and results. Information about surrogate endpoints (kyphotic angle,
vertebral height) was not extracted because of the limited importance for patients.

A meta-analysis was performed using the software of Review Manager.

Results

HTA reports

Sixteen completed HTA reports were identified: six concerning balloon kyphoplasty,
seven concerning vertebroplasty, and three concerning both. Above this, three ongoing
projects were found (one concerning balloon kyphoplasty *’, two concerning
vertebroplasty ** ). Of the completed HTA reports, one report could not be assessed
because of unavailability of the full-text ** and another report was excluded because it
was written in Danish *’. Two reports were not assessed because more recent reports
were found published by the same agency ** **. Two unpublished HTA reports about
kyphoplasty were identified through contacts with Kyphon Inc ¢*¢'.

Of the twelve remaining reports, the two unpublished reports were rated as having a
good quality and were included *¢'. Four other fair quality reports were also included
in our review %, Six HTA reports (including the two reports of BCBS and the report
of AHRQ, who used a very poor search strategy) were graded as poor quality reports
and were excluded from further review “”'. The quality appraisal of all identified HTA
reports and the evidence tables of the included reports are provided in appendix.

Balloon kyphoplasty

Agencia de Evaluacién de Tecnologias Sanitarias HTA report *°

The scope of this unpublished report of good quality was the treatment of osteoporotic
and neoplastic vertebral compression fractures with balloon kyphoplasty. A thorough
literature search until October 2004 identified one systematic review, two HTA
reports, eleven cohort and case-control studies, and 12 case series. The results
indicated significant improvements in pain intensity, functional capacity, and quality of
life. However, the identified evidence demonstrated substantial methodological
limitations and short follow-up periods. The authors concluded that balloon kyphoplasty
can be considered clinically adequate for the treatment of recent and painful vertebral
fractures. However, the authors indicated that there is a particular need for prospective
studies of good methodological quality in order to resolve the uncertainty, and
suggested that patients treated with balloon kyphoplasty should be systematically
included in a prospective clinical study.

University of Birmingham *'

This unpublished report of good quality, which was commissioned by Kyphon Inc.,
focused on the treatment of osteoporotic and neoplastic vertebral compression
fractures with balloon kyphoplasty and vertebroplasty. The literature search (through
March 2004) identified three systematic reviews and a large body of non-randomized
comparative studies and case series. Quality appraisal identified two controlled trials
being little prone to bias > ”’. Both procedures were found to have significant
improvements in pain relief, functional capacity, and quality of life, although balloon
kyphoplasty appeared to have a superior adverse event profile. The authors concluded
that both therapies are effective in the management of patients with osteoporotic
vertebral compression fractures that are refractory to conventional medical therapy.
However, they also stressed the need for confirmation of these conclusions by the
results from the ongoing randomized controlled trials.
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National Institute for Health and Clinical Excellence HTA
report ¢

This report focused on balloon kyphoplasty for vertebral compression fractures. A
‘rapid review’ of the literature (through June 2005) revealed one unpublished systematic
review, two HTA reports, three non-randomized controlled trials, five case series, a
review of complications reported to the FDA, and an unpublished registry report. The
literature review formed the basis for an updated guidance published on April 26, 2006,
stating that the current evidence on the safety and efficacy of balloon kyphoplasty for
vertebral compression fractures appears adequate to support its use. This positive
advice was mainly based on the fact that the three non-randomized studies indicated
that balloon kyphoplasty provides improved pain scores both compared to conventional
medical care and vertebroplasty. However, it was stressed that the procedure should
only be carried out provided that normal arrangements are in place for consent, audit,
and clinical governance.

Ontario Ministry of Health and Long-Term Care HTA report *

This report also focused on balloon kyphoplasty for the treatment of osteoporotic and
neoplastic vertebral compression fractures. The literature search (through September
2004) identified one non-randomized controlled trial and eleven case series. The
conclusion of the report, based on evidence from level 3a and level 4 studies, was that
balloon kyphoplasty is as effective as vertebroplasty at relieving pain associated with
vertebral compression fractures due to osteoporosis. Compared to vertebroplasty, it
also results in lower fracture rates in adjacent vertebra and in fewer neurological
complications due to cement leakage. However, the procedure should be restricted to
facilities with sufficient volumes.

Vertebroplasty

National Institute for Health and Clinical Excellence HTA
report

This report focused on percutaneous vertebroplasty for the treatment of osteoporotic
and neoplastic vertebral compression fractures. It was based on a rapid review of the
published literature by ASERNIP-S. A systematic review of the literature (through
October 2002) revealed one systematic review, two non-randomized controlled trials,
32 case series, and 6 case reports. It was concluded that the evidence appeared
adequate to support the use of percutaneous vertebroplasty, provided that normal
arrangements are in place for consent, audit and clinical governance.

Centre for Clinical Effectiveness HTA report *

The focus of this report was the safety and efficacy of percutaneous vertebroplasty for
symptomatic osteoporotic vertebral compression fractures. The literature search
(through April 2002) identified one systematic review and six case series. The author
concluded that the evidence was insufficient to support the use of percutaneous
vertebroplasty for the treatment of osteoporotic vertebral compression fractures.
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3.3.2.2 Systematic reviews

Balloon kyphoplasty

No systematic reviews about balloon kyphoplasty were found through the literature
search, but two reviews were supplied by Kyphon Inc (Bouza 2006; Taylor 2006). The
systematic review of Bouza et al. formed the basis for the HTA report of the Agencia
de Evaluacion de Tecnologias Sanitarias € and will therefore not be discussed
separately. The systematic review of Taylor et al. is an update of the literature review
performed for the HTA of Taylor et al. ¢, and was presented at the 2006 HTAi meeting
in Adelaide, Australia . Based on confidential information provided by Kyphon Inc, this
review was assessed as being of good quality. During the 2006 HTAi meeting, also a
third systematic review about balloon kyphoplasty was identified ", which was rated as
being of fair quality. The quality appraisal of the identified systematic reviews and the
evidence table of the included reviews are provided in appendix.

Taylor et al. performed a broad literature search through March 2004 and updated this
search to April 2006 "*. They included 43 papers in their review: 8 comparative studies
(4 prospective controlled trials and 4 retrospective studies) and 35 case series. The
authors concluded that — compared to conventional medical management and
vertebroplasty — balloon kyphoplasty provided superior pain relief and greater
improvements in functional capacity. Based on the results of the case series, the authors
also concluded balloon kyphoplasty to provide a rapid and marked improvement in
health-related quality of life and to be a safe procedure.

The review of Newton et al. was presented as an abstract at the 2006 HTAi meeting in
Adelaide, Australia . A complete quality appraisal of the review was therefore not
possible because of the limited methodology description. The main objective of the
review was to identify the evidence on the safety and effectiveness of balloon
kyphoplasty compared to conventional surgery. However, a description of conventional
surgery was not provided. The authors performed a thorough literature search through
October 2004. They identified 2 cohort studies and |7 case series that assessed the
safety of balloon kyphoplasty compared to conventional surgery, and 2 cohort studies
and 14 case series that assessed the effectiveness of balloon kyphoplasty compared to
conventional surgery. The authors concluded that the available evidence was insufficient
to make conclusions on the safety and effectiveness of balloon kyphoplasty compared
with conventional surgery. They advised that higher quality primary research is needed
before balloon kyphoplasty may receive funding within Australia.

Vertebroplasty

Two systematic reviews about vertebroplasty were identified through the literature
search 777, and a third was identified as an abstract at the 2006 HTAi meeting ’®. The
reviews of Hendrikse et al. and Merlin et al. were found to be of fair quality, and were
included 7* 78, The other systematic review was excluded because of a poor quality (only
English literature searched and no quality appraisal of the identified studies) ”’. The
quality appraisal of the identified systematic reviews and the evidence table of the
included reviews are provided in appendix.

Hendrikse et al. focused their systematic review on percutaneous vertebroplasty for
osteoporotic vertebral compression fractures. They performed a search in Medline and
the Cochrane Library through August 2002 ’¢. Twelve observational studies (4
prospective and 8 retrospective) were identified, of which the majority was also
identified by the HTA reports of NICE and CCE * ®. The authors concluded that
percutaneous vertebroplasty seems to be an effective and safe procedure for the
treatment of osteoporotic vertebral compression fractures, but should be preserved for
carefully selected patients non-responsive to conservative treatment.

The review of Merlin et al. was also presented as an abstract at the 2006 HTAi meeting,
which made a full quality appraisal impossible ’®. They performed a thorough literature
search through November 2004, and identified 72 studies reporting on the safety of
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vertebroplasty and 30 studies reporting on the effectiveness of vertebroplasty. They
concluded that the evidence was insufficient to determine if vertebroplasty is as safe as
or safer than medical management. Furthermore, they concluded that vertebroplasty
appeared to be more effective than conventional medical management at treating
symptomatic vertebral compression fractures in the short term, and as effective in the
long term. Based on this evidence, interim public funding for vertebroplasty was
recommended in Australia for patients with painful osteoporotic vertebral compression
fractures and for patients with pain from metastatic deposits or multiple myeloma in a
vertebral body.

3.3.2.3 Randomized clinical trials

No completed RCTs were identified. However, five ongoing RCTs were identified: two
comparing balloon kyphoplasty to conservative treatment ’> ¥, one comparing balloon
kyphoplasty to vertebroplasty ®', one comparing vertebroplasty to conservative
treatment *2, and one comparing vertebroplasty to placebo . Of the FREE trial, Kyphon
Inc. provided the preliminary | month results ®. In this ongoing 2-year study, 300
patients with non-traumatic vertebral fracture (mostly due to primary osteoporosis, in
8 patients due to steroid-dependent osteoporosis, and in 3 from multiple myeloma)
were randomized to either balloon kyphoplasty (BKP) (n=149) or non-surgical
treatment (NST) (n=I51). Because of a lack of a golden standard for non-surgical
management of vertebral compression fractures, subjects randomized to the control
group received non-surgical treatments (such as pain medication, bed rest, bracing,
physiotherapy, rehabilitation programs, walking aids) according to the hospital’s
protocol. Primary outcome of the study was the change in quality of life as measured by
SF-36 at one month. Secondary outcomes at one month included the SF-36 subscales,
the global health measure EQ-5D, patient reported back pain measured on a 10-point
numeric rating scale, back function using the Roland Morris Disability Questionnaire,
and device- and procedure-related safety. Mean improvement in quality of life at |
month was 7.0+ 8.9 for BKP (p<0.0001) and 1.8+ 7.2 for NST (p=0.005) (p<0.0001| for
difference). Mean improvement in pain score at | month was 3.3+2.6 for BKP and
1.4+2.1 for NST (p<0.0001 for difference). Mean improvement in disability at | month
was 5.8%6.2 for BKP and 1.9+4.0 for NST (p<0.0001 for difference). BKP was well
tolerated with no bone cement-related serious adverse events and no relevant
procedure-related serious adverse events. Thirty-one patients (14 in the BKP group, 17
in the NST group) were excluded from analysis, mainly because of unavailability of the |
month data due to early withdrawal.

3.3.2.4 Non-randomized controlled trials

To increase the evidence-base, it was decided to perform an additional literature search
for non-randomized controlled trials. The literature review of NICE ®* was taken as a
starting point and completed with a search from June 2005 to April 2006 using the same
search strategy as described above. Apart from the 3 controlled trials found by NICE —
two comparing balloon kyphoplasty to conservative treatment > > ® and one
comparing balloon kyphoplasty to vertebroplasty ® —, one additional trial was identified
comparing vertebroplasty to conservative treatment *. Above this, one controlled trial
comparing balloon kyphoplasty and vertebroplasty was identified through contacts with

manufacturers .

The quality of the identified trials is low. Only one study used an independent assessor
for the clinical follow-up, but in this study it was unclear whether an intention-to-treat
analysis was used ®*. Diamond et al. used an independent assessor of the radiographs,
but did not state whether the other outcomes were also independently assessed *.
However, they used an intention-to-treat analysis. Pflugmacher et al. used two
examiners for the radiological parameters working independently of each other, but
they did not state whether these examiners were blinded for the clinical results ®. The
two other studies did not use independent assessors ">,

The reporting of the outcomes was very heterogeneous across the trials, making it
difficult to compare them. For example, pain was evaluated by a visual analogue scale
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(VAS) in all trials, but in two studies a score of 10 represented maximum pain * ¥, in

another study a score of 100 was used for maximum pain ”, and in a fourth study a
score of 100 was used for minimum pain ¥. For one study it was unclear what score
represented maximum pain ®. New fractures were defined as a height reduction of at
least 20% in 2 studies ® ®, the three other studies did not provide a definition "> % ¥
Cement leakage was reported in only two studies # %,

Pain

Compared to conservative treatment, balloon kyphoplasty improved pain scores
significantly at 6 months " ® (figure 3) and at 12 months postoperative *. Balloon
kyphoplasty also significantly improved pain scores at |2 months postoperative
compared to vertebroplasty in the study of Grohs et al. *, but not in the study of
Pflugmacher et al. ¥ (figure 4). Diamond et al. did not find a difference in pain scores
between vertebroplasty and conservative treatment at 2 years of follow-up *.

Review: Kyphoplasty
Comparison; 03 Pain at & months
Jutcome: M Decrease in pain score (VAS 0-10) &t 6 months vs. baseline
Stuly Trestmert Cortrol WD (fixed) Wieight WD (fixed)
of sub-category M Mean (S0 10 Mean (SD) 95% C| W 95% CI
Komp 13 g.6062.50) 17 0.80iZ.40) —— 39.38 £.80 [4.20, 7.40]
Grafe 40 l.g0iz. 500 zn 0.30iZ.40) i £0.08 l1.80 [0.1%3, 2.81]
Total (95% CI) 59 37 L3 100.00 322 [212L;4023]
Test for heterogeneity. Chi® = 16,63, df =1 (P = 0.0001), F = 84.0%
Test for overall effect Z = 6.23 (P < 0.00001)
-10 -5 a 5 10
Favours conservative  Favours kyphoplasty
. . o o — o
Figure 3 : Decrease in pain score (measured on a VAS with 10 = maximum
. . o
pain) at 6 months vs. baseline for balloon kyphoplasty vs. conservative
treatment.
Review: Kyphoplasty
Comparison; ™ Pain at 12 months
Jutcome: 02 Decrease in pain score (VAS 0107 at 12 months vs. baseline
Stuly Hyphoplasty “ertebroplasty WD (fixed) Wieight WD (fixed)
of sub-category M Mean (S0 10 Mean (SD) 95% C| W 95% CI
Grohs 28 4.7062.70) 23 2.10i3.00) —— £4.53 Z2.60 [l.0Z, 4.18]
Pflugmacher 2z E.8062.70) zn £.20i3.00) —N— 45.47 -0.10 [-1.83, 1.63)
Total (95% CI) az £ 3 100.00 1.37 [0.Z0, Z.54]

50
Test for heterogeneity: Chi* =508, df =1 (P=0.02), F = 80.3%
Test for overall effect Z =230 (P =002)

-0 5 [ H 10
Pro vertebroplasty  Pro kyphoplasty

Figure 4 : Decrease in pain score (measured on a VAS with 10 = maximum
pain) at 12 months vs. baseline for balloon kyphoplasty vs. vertebroplasty.
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3.4

3.4.1

Functional ability

Improvement on the Oswestry Disability Index (ODI) score was similar for balloon
kyphoplasty and vertebroplasty at 12 months postoperative * ¥ (figure 5). However,
balloon kyphoplasty significantly improved the ODI score at 6 months postoperative
compared to conservative treatment ’>. Diamond et al. did not find a difference in
functional ability between vertebroplasty and conservative treatment at 2 years of
follow-up *.

Review: Kyphoplasty
Comparison; 02 Q0 at 12 months
Jutcome: M Decrease in ODl score (%) &t 12 months vs. baseling

Stuly Hyphoplasty “ertebroplasty WD (fixed) Wieight WD (fixed)
%

of sub-category M Mean (S0 10 Mean (SD) 95% C|

93% Cl

Grohs 28 12.004(27.70) 23 14.00(25.30) £4.77 £.00 [-2.57, 12.57]
Pflugmacher 2z 48.700(27.70) zn 40.30(Z5.30) 45.23 8.40 [-7.63, 24.43]

Tatal (95% CI) 50
Test for heterogeneity: Chi* =009, df =1 (P=076) F=0%
Test for overall effect Z=119(P=0.23)

43 100.00 6.54 [-4 24, 17 3Z]

-100 -&0 a 50 100
Pro vertebroplasty  Pro kyphoplasty

Figure 5 : Improvement on ODI score at 12 months vs. baseline for balloon
kyphoplasty vs. vertebroplasty.

Safety

A lower incidence rate of new vertebral fractures was found in patients treated with
balloon kyphoplasty compared to those treated with conservative treatment >
Grohs et al. reported a higher incidence rate in balloon kyphoplasty vs. vertebroplasty
treated patients ®, but this difference was not statistically significant.

Cement leakage to critical areas was higher in vertebroplasty vs. balloon kyphoplasty
treated patients *. Overall, cement leakage was reported in 10 — 23% of kyphoplasty
interventions ® ® ¥ and in 19 — 28% of vertebroplasty interventions ® ¥. In the
systematic review of Taylor et al., symptomatic cement leakages were reported in 4% of
vertebroplasty cases and in 1/1000 kyphoplasty cases ™.

ECONOMIC EVALUATION

Methodology

The following databases were searched using filters for economic or cost studies:
Medline and Premedline, Econlit, Embase, Centre for Reviews and Dissemination (HTA
database, DARE and NHSEED) (see appendix for strategy search). No publication date
or language restrictions were applied. Based on the abstracts of the 122 unique
references obtained, 18 HTA reports and 32 references were selected from which 6
original articles were found relevant. Five additional reports were manually retrieved
and downloaded.

No original full economic evaluation was found. References reporting only outcomes
were excluded. Two costing studies were found in HTA reports. The first one was
judged of good quality and the other one of poor quality, using the Drummond checklist
for economic evaluations ®’ (see appendix).

Finally, at the third annual meeting of HTAi (July 2006), an abstract was identified
comparing the cost-effectiveness of balloon kyphoplasty and conventional medical
management.

Suppliers and manufacturers of material for balloon kyphoplasty or percutaneous
vertebroplasty were invited to submit any relevant information about their products,
per mail or during meetings. Some information was provided on technical issues, on
ongoing studies, and on incidence and prevalence of osteoporotic fractures in Belgium.

Given prices include all the material needed for a one level procedure (except auxillary
costs such as gloves) unless otherwise specified. This includes needles and cement for
the vertebroplasty and balloons, injectors and cement for the balloon kyphoplasty).
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Currencies were converted using the 27 februari 2006 exchange rates (I USD=0.84€, |
AUD= 0.62€, | CAD=0.74 €, | DKK=0.13 €).

Marketing of material for balloon kyphoplasty and vertebroplasty

Bone cements and bone void fillers designed for other purposes than treatment of
vertebral compression fractures have been modified for the use of vertebroplasty and
balloon kyphoplasty. The U.S. FDA has approved the PMMA (polymethylmehtacrylate)
bone cement from Kyphon, Inc. (KyphX HVR) for balloon kyphoplasty. Their KyphX®
inflatable bone tamp is approved since 1998. Several other orthopaedic companies have
an approval for bone cement products for purposes other than vertebroplasty since
1976, but since 1999 PMMA bone cement has been reclassified by the FDA and requires
special controls. Death and serious injuries following the use of bone cement have to be
reported to the FDA that has issued recommendations for its use (contraindication in
case of on-site infection, warnings about blood pressure changes or cardiovascular
adverse events) and cautioned about complications due to leakage. The FDA has only
begun to clear bone cements in vertebral compression fractures due to osteoporosis
since April 2004 and has updated its 2002 warning against side effects. In Europe, the
CE mark was granted in 2000.

Beside PMMA bone cement, the CORTOSS™ bis-GMA composite has received a
European CE approval in 2003 for use in vertebral augmentation. It is not approved in
the U.S yet. Its formal application in Europe since 2002 was for bone screws fixation. It
is claimed to overcome some of the PMMA weak points: on demand mixing, inherently
opaque, no volatile monomers, lower exotherm and biomechanically stronger.

Economic consequences

Material costs: international comparison

All the costs described below concern a one vertebra level procedure, and increase
with the number of levels of vertebrae treated.

In Denmark, the DACEHTA compared the direct costs of percutaneous vertebroplasty
to conservative treatment for a period of 6 weeks starting from the management
decision, including examination costs, hospital stay, personal material (€2,475 versus
€2,370 with a certain degree of uncertainty). Without any comparable data on the
effectiveness of percutaneous vertebroplasty compared to conservative treatment, they
concluded that conducting a cost-effectiveness analysis was impossible *’. Hence, RCTs
are planned to gather information in Denmark.

Table | : Cost structure of vertebroplasty material (DACEHTA, 2004).

Danish costs (€)

Medical material (gloves, ...) 67
Anesthetics (incl. syringe) 13
Canules (2/vertebra) 107
Cement (20g / vertebra) 201
Blendingsystem and injector 134
Drugs (narcotics, analgesics and antibiotics) 134

Total

657

In the 2004 Canadian HTA report ¢, the costs of balloon kyphoplasty were compared
to the costs of vertebroplasty. For balloon kyphoplasty, the extra device costs
amounted to €2,600 versus vertebroplasty in Canada and anaesthesia was more
frequently required (difference in physician’s fee and reimbursement anaesthetics =
€35). The total costs (devices, anaesthetics and medical fees) amounted to €3,100 for
balloon kyphoplasty against €540 for vertebroplasty. These numbers include more or
less a €360 margin for adverse events treatment. The methods of calculation of this
margin or the differences in follow-up after treatment were not reported. No device
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costs were taken into account for vertebroplasty. Another Canadian source mentioned
a cost of €220 - €440 in 2002 for vertebroplasty that includes material but also
physician fees .

In Australia, the costs of vertebroplasty are between €220 - €440 (including physician’s
fees and material, but not pre-examinations and hospital fees). The cost of balloon
kyphoplasty material alone is around €3,800 (and is not yet approved in Australia) *.

In 2005, the Ministry of Health of Italy estimated the material costs for vertebroplasty
to be between €500 and €725 (mean = €608) or between €695 and €1832 for a
complete kit (mean = €1053), based on five hospital practices °'. For balloon
kyphoplasty, material costs amounted to €3,173 - 3,534 (mean = €3,400) °*. To these
costs the ltalian DRG-reimbursement should be added, which is the same for both
procedures. In a recent article in the European Journal of Trauma, reported material
costs were respectively more or less €200 and €3,000 *.

The table below summarizes the material costs information found in the literature
compared to Belgian prices. We did not add the costs of the procedure as they differ
from one healthcare system to another and thus cannot be compared. Depending on
the cement used (one level: PMMA €80 or phosphocalcic cement €485), the
kyphoplasty material in Belgium ranges from €3,470 to €4,000. Additional material for
an extra vertebra costs €3,000 (2 extra balloons and 6 extra bone filler devices).

Table 2 : Cost of vertebroplasty (needles + cement) and balloon kyphoplasty
(whole kit + cement) material from different countries in Euro.

USA (2004) **]Canada Australia [Denmark [ltaly Spain Belgium
Z (2002)®  |(2003)® [(2004) 5 |(2005)°' |(2005) % |(2006)
2 (from
experts
and
Kyphon)
Vertebroplasty|340 - 460 330 - 440 600 - 1100 450
1050
Balloon 2860-2940 (*) 2860 (*) 3840 - 3400 4250 3600
Kyphoplasty

(*) For balloon kyphoplasty : American prices from literature date from 2004 and the
Canadian ones from 2002. Now, the 2006 Kyphon catalog gives canadian prices from
3500 to 3600 € and American prices from 2950 € to 3020 €, all of them cement
excluded.

3.4.3.2 Procedural costs

Both procedures can be done on an outpatient basis and either with sedation and an
analgesic or under general anaesthesia, depending on the general condition of the
patient as well as on the number of levels that are treated. According to a Canadian
report and an American report, both from 2004, a balloon kyphoplasty lasted around
60 to 90 minutes per level treated and patients were observed for a few hours; some
patients might require an overnight stay ® *. Currently the procedure times are
reduced. According to the Kyphon website, a vertebroplasty lasts 30 to 45 minutes.
Vallejo et al. reported even faster times: 20 minutes for a vertebroplasty and 30-45
minutes for a balloon kyphoplasty *. The longer operation time required for balloon
kyphoplasty could increase the costs .

3.4.3.3 Cost-effectiveness

In an abstract presented at the most recent HTAi meeting, balloon kyphoplasty was
estimated to be cost-effective compared to conventional medical management *’. The
incremental cost-effectiveness ratio was estimated at €4,065 per QALY following a
Markov Model with a 2 years horizon for a 70 year-old woman suffering from primary
osteoporosis and presenting a first vertebral compression fracture. Sensitivity analyses
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were performed, but detailed results were not reported. Whether all branches were
fully described on the horizon is not clear (e.g. the complication cost).

3.4.3.4 Belgian situation

3.44

3.5

Currently, no reimbursement is granted for balloon kyphoplasty or vertebroplasty in
Belgium, neither for the material nor for the medical act (no honorarium fee). The
nomenclature numbers most often used by surgeons are 281514-281525 (reduction of
a dislocation, fracture or fracture-dislocation of the spine) — reimbursed at €354.51 for
both procedures — and 589116-589120 (percutaneous occlusion under radiographic
control of venous and arterial vascularisation of one or more organs), reimbursed at
€680.08 for vertebroplasty. A last option used by surgeons for a vertebroplasty are
281971 — 281982 (resection-reconstruction of one or more vertebrae) reimbursed at €
775.49.

In 2005, the National Institute for lliness and Invalidity Insurance estimated the impact
of reimbursement of balloon kyphoplasty on the Health budget. They estimated the
number of patients at 600 per year. If the reimbursement was fixed at €4,256.28 for the
devices (single or double-level) and €84.69 for the bone cement (per level), the material
would cost €2,629,989 per year, considering a double-level intervention in 50% of the
cases. Concerning the honorarium fee, a proposition was made at €272, giving 600 x
272= €163,200 for honorarium fees. No definitive proposition about the
reimbursement has been made by the Institute to the Minister of Health yet.

Balloon kyphoplasty and vertebroplasty could benefit to more than 2,000 patients a
year, suffering from a vertebral fracture due to osteoporosis, according to a personal
communication from a manufacturer.

Market trends

A newcomer on the kyphoplasty market is the Disc-o-Tech Sky Bone Expander (Disc-
o-Tech Medical Technologies, Israel) claimed to reduce operative time and costs thanks
to a unilateral approach (http://www.disc-o-
tech.com/Articles/Article.asp?CategorylD=4&ArticlelD=109) °'  (material prices
amounts to €1,000 according to experts). It should be noted that this technique was
not considered as a balloon kyphoplasty procedure as encompassed in the
reimbursement project or in the present report. To date, no published studies are
available on this device. However, a recent abstract raised some serious doubts on the
safety of the procedure *.

Another experimental technique is the cavity creation vertebroplasty, where a manual
curettage in the vertebral body is done previous to a bone cement injection. The price
of a kit for such a technique would be much higher than the conventional
vertebroplasty (almost €1,000) *.

DISCUSSION

The evidence-base for both balloon kyphoplasty and vertebroplasty is weak. No
completed randomized controlled trials were found, and the identified non-randomized
controlled trials were of low quality and heterogeneous with regard to the outcomes
measured. The identified HTA reports and systematic reviews generally referred to this
same body of evidence. Nevertheless, there is some evidence coming from one ongoing
RCT (preliminary | month results) suggesting that balloon kyphoplasty might be an
effective procedure in the short term ¥, hereby confirming the results of low-quality
non-RCTs.

The fact that no completed RCTs were found is not surprising. First, it is an often used
excuse that it is difficult for surgical procedures in general to conduct an RCT because
of the difficulties with blinding the patients and/or the assessors. Second, the spectacular
marketing and patient testimonies about balloon kyphoplasty and vertebroplasty on the
internet obstruct the recruitment of control patients, as they initially refuse to be
enrolled in the control arm.
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Important methodological flaws were identified in all selected primary studies. For most
studies it was unclear whether an intention-to-treat analysis was used, and only a
minority used independent assessors. Most studies also paid a lot of attention to
surrogate endpoints, e.g. kyphotic angle and vertebral height, which intentionally were
not analysed in the present report because of the small importance for the patient. Of
the identified reports and primary studies, some were produced by or in collaboration
with one and the same author ¢" 7>’ However, the competing interests of the authors
were always clearly declared.

Based on the available evidence, balloon kyphoplasty appears to be a fairly safe
procedure. However, some studies reported a rather high rate of cement leakages in 10
to 23% of cases ®* ¥ ¥ Cement leakage is mostly asymptomatic but leakage to critical
areas (such as epidural space, segmental vessels) — which is reported at a higher rate in
vertebroplasty than in balloon kyphoplasty — can lead to pulmonary embolism,
neurological deficits or reoperation (removal of cement). However, none of these latter
complications were reported in the selected trials, probably because of the small sample
size. Nevertheless, a meta-analysis of case series clearly demonstrated a higher
incidence rate of symptomatic cement leakages after vertebroplasty than after balloon
kyphoplasty .

In patients treated with balloon kyphoplasty, a lower incidence rate of new vertebral
fractures was found compared to conservative treatment > 7* % This is explained by
favourable changes in the spinal biomechanics after balloon kyphoplasty *.

A general conclusion of the economic evaluation is that currently balloon kyphoplasty
material is five to ten times more expensive than the vertebroplasty material. If we take
into account that balloon kyphoplasty generally requires general anaesthesia, and
sometimes a night at the hospital, the difference could be even higher, ranging from ten
to twenty times according to some authors **.

As the information on economic evaluation of vertebroplasty and balloon kyphoplasty is
lacking, ongoing and future well-conducted trials should ideally gather economic and
costs information apart from patient outcomes information, in particular in the
comparison of each of both techniques with conservative medical therapy. A lot can be
expected from the VERTOS-Il (Percutaneous Vertebroplasty Versus Conventional
Therapy) trial that will be conducted in 2 Dutch centres and one Belgian centre (A.Z.
Sint Lucas, Gent) . This trial will include a cost-effectiveness analysis from a one-year
Dutch and Belgian societal perspective. Results are expected by May 2008. At the
University of Alabama, the FREE (Fracture Reduction Evaluation) trial — an RCT
supported by Kyphon, Inc. — will study balloon kyphoplasty versus standard medical
therapy, including the economic aspects at different time intervals up to | year and the
cost-effectiveness (costs/QALY) at | and 2 years ®. Finally, the ongoing Investigational
Vertebroplasty Efficacy and Safety Trial (INVEST) — conducted at the Mayo clinic
(Minnesota) — will include a cost-effectiveness analysis of balloon kyphoplasty versus
vertebroplasty ®.

The position of other countries and/or organisations towards this limited evidence-base
varies. Some countries or organisations call for more primary research before funding
balloon kyphoplasty (e.g. Australia ”*, Canada ¢, AHRQ %) or vertebroplasty. Other
countries or organisations recently approved funding or supported the use of balloon
kyphoplasty (e.g. NICE *’) or vertebroplasty (e.g. Australia "%, NICE ¢).

Policy makers are challenged with a difficult decision. One option is to keep the current
position and to not approve reimbursement, because of the limited evidence of clinical
benefits and the weak benefit/risk ratio, for which this report provides a contemporary
and up-to-date review of the current scientific knowledge. Another option is to
approve reimbursement under certain conditions in accordance with clinical trials (adult
patients with a painful non-traumatic thoracic or lumbar (T5 — L5) vertebral
compression fracture of < 3 months old *°) and to set up a registry for the follow-up of
so far unknown adverse events. For public health reasons, these conditions could even
be applied upstream in a market authorization procedure by the Ministry of Public
Health, prior to any reimbursement submission, as it is currently the case for drugs.
Safety and efficacy of each drug have to be established and reported before any
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introduction of this drug on the Belgian market. Finally, an option is to approve funding
without any restriction or follow-up, since for other reimbursed orthopaedic
procedures high-quality primary research proving patient benefits were never asked in
the past.

Key points vertebroplasty

The efficacy of vertebroplasty for non-traumatic vertebral fractures is
uncertain. Only one non-randomized controlled trial at the most showed
equivalence between vertebroplasty and conservative treatment.

Above this, there are some safety concerns about the rate of cement
leakages after vertebroplasty.

At present and until the results of further ongoing RCTs become available,
this technique has to be considered experimental, and should be limited to
carefully selected patients treated in research centres. Taken into
consideration the available data on efficacy and safety, the experimental
design of choice for this interventional procedure should be a randomized
controlled trial with sufficient power to show superiority over conservative
treatment.

Key points kyphoplasty

There is average quality of evidence on the efficacy of balloon kyphoplasty
for the treatment of non-traumatic vertrebral compression fractures
coming from non-randomised clinical studies: kyphoplasty appears to
reduce pain scores compared to conventional therapy. There is only limited
evidence from randomised trials: The preliminary results of one ongoing
RCT confirm the short term clinical effectiveness. Long term benefits are
still uncertain.

Based on a meta-analysis of case series, balloon kyphoplasty appears to be
relatively safe.

Concerning the reimbursement of the procedure, policy makers are faced
with a difficult decision and have the choice between following options:

I. Wait-and-see, because of the limited evidence of long term clinical
benefits and the weak benefit/risk ratio and the fact that trials are still
ongoing and cost-effectiveness data mostly lacking;

2. Reimbursement under certain criteria in accordance with clinical trials
(adult patients with a painful non-traumatic thoracic or lumbar (T5 - L5)
vertebral compression fracture of < 3 months old). The instigation of a
registry for the follow-up of so far unknown adverse events can be
considered, but will be difficult to establish in this patient population where
a large loss to follow-up is to be expected;

Since this is still an emerging technology and a learning curve can be
expected, the technique should be performed by a multidisciplinary team.
For part of the elderly patients that present with co-morbidities, multiple
drugs and fall problems, a discussion with a geriatric specialist and the
general practitioner is to be recommended. Training in this technique and a
strict adherence to the manufacturers’ instructions is needed to reach an
appropriate level of expertise in the procedure.
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APPENDICES INTERVERTEBRAL DISK
REPLACEMENT

CLINICAL STUDIES STRATEGY FOR MEDLINE

| exp Intervertebral Disk Displacement/su [Surgery]
2 exp Intervertebral Disk/su [Surgery]

3 exp Low Back Pain/su [Surgery]

4 exp Sciatica/su [Surgery]

5 exp Radiculopathy/su [Surgery]

6 exp Lumbar Vertebrae/su [Surgery]

7 exp Arthroplasty/

8 exp Arthroplasty, Replacement/

9 disk.mp. [mp=title, original title, abstract, name of substance word, subject heading
word]

10 disc.mp. [mp=title, original title, abstract, name of substance word, subject heading
word]

I170r8

129 0or 10

13 11and 12

141 or2or3or4or5oréorl3

I5 limit 14 to yr="2000 - 2006"

16 limit 15 to meta analysis

17 limit |5 to "reviews (optimized)"

18 limit |5 to "therapy (specificity)"

19 limit 15 to (clinical trial or controlled clinical trial or randomized controlled trial)

2016or 17 0or 18 or 19
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ECONOMIC AND COSTS STUDIES STRATEGY

e  Centre for Reviews and Dissemination (HTA)

(disk OR disc)/Subject Headings Exploded AND (artificial OR prosthe OR implant OR
replacement)/Title & Abstract

HTA database: 7 Hits

NHS Economic Evaluation Database (NHS EED): 8 Hits
e  Econlit (same strategy — Any Field): 4 Hits
e Medline and PreMedline : 29 Hits

For the Medline search on OVID interface, the MesH terms ‘Intervertebral Disk’
(exploded) was combined with the MeSH term ‘Prostheses and Implants’ (exploded),
the following keywords: ‘artificial’, (prosthe$ or implant?) or replacement?

Results were combined to the following economics or costs filters:

e the Mc Master University Hedges based on Haynes (medium sensitivity
and medium specificity ~ for economics and costs)
(http://hiru.mcmaster.ca/hedges/),

e the INTERTASC Quality of life filter available from the University of
York website (http://www.york.ac.uk/inst/crd/intertasc/econ.htm),

e Embase: 12 Hits

For the search on Embase database, the same strategy was applied on Embase
references only (Medline terms were mapped to Emtree words when possible) and the
following filters adapted to Embase were used:

e the economics filter from Scottish Intercollegiate Guidelines Network
(http://www.sign.ac.uk/methodology/filters.html#econ),

e  Emtree term: quality of life/

Grey literature was searched on February |5 through www.google.com (artificial AND
(lumbar or vertebral) AND (disk$ OR disc$) AND ("degenerative disk disease") AND
(cost$ OR economic$) -CD -DVD —intelligence) in order to retrieve 2 reports (The
same research was done in French and Dutch) as well as institution and professional
organization sites such as FDA Centre for devices and radiological health register
www.fda.sov , www.UNAMEC.be, www.worldspine.org and related sites .... Financial
analyses available on charges were not bought.
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QUALITY APPRAISAL

Table | : HTA reports
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INAHTA checklist ANAES 2000 | MAS 2004 | NICE 2004 | Wang 2004 | CTAF |[BCBS | HPHC |ICSI
2005 |2005 2005 2005
Are contact details available for further information? Yes Yes No Yes Yes Yes No Yes
Authors identified? Yes No No Yes Yes Yes No Yes
Statement regarding conflict of interest? No No No No No No No No
Statement on whether report externally reviewed? No No Partly No No Yes No Yes
Short summary in non-technical language? No Yes Yes No No Yes No Yes
Reference to the question that is addressed and context of assessment? No No Yes No Partly |Partly |No No
Scope of the assessment specified? Yes Yes Yes Yes Yes Yes Yes Yes
Description of the health technology? Yes Yes Yes Yes Yes Yes Yes Yes
Details on sources of information? Yes Yes Yes Yes Yes Yes Partly | Yes
Information on selection of material for assessment? No No Yes Partly No No No No
Information on basis for interpretation of selected data? No No Yes No Yes Yes Partly | Partly
Results of assessment clearly presented? Yes Yes Yes Yes Partly |Yes No Partly
Interpretation of assessment results included? Yes Partly Yes No Yes Yes Partly |Yes
Findings of the assessment discussed? Partly Partly Partly Partly Yes Yes Partly |Yes
Medico-legal implications considered? No No No No No No No No
Conclusions from assessment clearly stated? Partly Yes Partly Yes Yes Yes No Yes
Suggestions for further action? Partly Partly Yes No Partly |No No No
Poor Poor Fair Poor Fair Poor |Poor |Poor

Overall appraisal




Table 2 : Systematic reviews

Spine technology

KCE reports vol.39

Cochrane checklist de Kleuver 2003 EBPG 2005
Adequate research question? Yes Yes
Adequately performed search? Partly Yes
Adequate selection of articles? Yes Not stated
Adequate quality appraisal of articles? Yes Yes
Adequate description of the data extraction procedure!? No No
Description of the most important characteristics of the included articles? Yes Yes
Adequate handling of clinical and statistical heterogeneity? No No
Adequate statistical pooling? No No
Overall appraisal Fair Fair
Table 3 : Randomized controlled trials
Cochrane checklist Geisler 2004, Zigler 2004 Auerbach 2005 Delamarter 2005 Gornet 2005
Blumenthal 2005,
McAfee 2005
Randomization? Yes Yes Yes Yes Yes
Blinding of randomization? Yes Not stated Not stated Not stated Yes
Blinding of patients? No No No No No
Blinding of care provider? No No No No No
Blinding of outcome assessor? Not stated Yes Yes Not stated No
Similar groups at baseline? Yes Yes Yes Yes Yes
Follow-up long enough? Yes Yes Yes Yes Yes
Intention-to-treat-analysis? Yes Not stated Not stated Not stated Not stated
Comparable treatment of groups!? Yes Yes Yes Yes Yes
Overall appraisal Fair Poor Poor Poor Poor
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Study ID

Intervention

Quality
Assessment
Good / Fair

Remarks

Conclusions/Recommendations

NICE 2004

Intervertebral disk replacement

Fair

Included | RCT, | non-randomized
comparative study, and 9 case series

Current evidence on the safety and efficacy of
intervertebral disc replacement appears adequate to
support the use of this procedure.

There is little evidence on outcomes beyond 2-3
years and collection of long-term data is therefore
particularly important.

Patients should understand the uncertainty about the
procedure’s long-term efficacy.

Audit and review of clinical outcomes of all patients
having intervertebral disc replacement should be
done.

CTAF 2005

Intervertebral disk replacement

Fair

Focus on Charité Artificial Disc
Included | RCT and 4 case series

The use of the Charité Artificial Disc does not meet
the Technology Assessment criteria 3, 4, or 5 for
treatment of DDD of the lumbar spine.
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Study ID Intervention Quality Remarks Conclusions/Recommendations
Assessment
Good / Fair
de Kleuver 2003 Intervertebral disk replacement Fair Search strategy limited to peer-reviewed | The authors concluded that total disk
literature (CDRCT, Current Contents, replacement should be considered an
Medline, Cinahl); no Embase search. experimental procedure and should only be
Possibility of double-counting of results | used in strict clinical trials.
(inclusion of the study of Griffith et al,
see remark on page |11).
Martin 2005 Intervertebral disk replacement Fair Primary objective of the SR was to The author expressed his concern on the quality

investigate the safety and effectiveness of
intervertebral cervical disk implants, and
to investigate its relative advantage
compared to cervical fusion in treating
DDD. The secondary objective of the SR
was to summarize available SRs on
artificial disk replacement in general
(including lumbar disk replacement).

of the study that formed the basis for the
approval of the SB Charité Ill disk by the US
FDA.

The author concluded that artificial
intervertebral disks should be considered still at
an experimental stage.
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Study ID Patients Intervention/comparator Quality Outcomes
Assessment
Good / Fair
Geisler 2004 Patients with single-level symptomatic | Intervention: Lumbar total disk Fair VAS score at 2y: IDR 31.2 vs. control 37.5,
Blumenthal 2005 DDD at L4-L5 or L5-SI confirmed by | replacement with the Charité disk (n p=0.11
McAfee 2005 provocative discography; failure to = 205) ODI score at 2y: IDR 26.3 vs. control 30.5,
respond to nonfusion treatment for a | Comparator: ALIF with BAK fusion p=0.27

period of at least 6 months.

cage packed with iliac crest autograft
(n=99)

Clinical success at 2y: IDR 63.6% vs. control
56.8%, p=0.0004

Equivalent overall complication rate (p=0.68) and
device failure (p=0.45)
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APPENDICES KYPHOPLASTY AND
VERTEBROPLASTY

CLINICAL STUDIES STRATEGY FOR MEDLINE

| disc.mp. [mp=title, original title, abstract, name of substance word, subject heading word]
2 disk.mp. [mp=title, original title, abstract, name of substance word, subject heading word]
3lor2

4 balloon.mp. [mp=title, original title, abstract, name of substance word, subject heading word]
53and 4

6 kyphoplast$.mp. [mp=title, original title, abstract, name of substance word, subject heading word]
7 vertebroplast$.mp. [mp=title, original title, abstract, name of substance word, subject heading word]
8 exp Osteoporosis/su [Surgery]

9 exp Osteoporosis, Postmenopausal/su [Surgery]

10 exp Spinal Fractures/su [Surgery]

I'l exp Spinal Cord Compression/su [Surgery]

12 exp Fractures, Spontaneous/su [Surgery]

13 exp Fractures, Compression/su [Surgery]

1450r6or7or8or9orl0orllorl2orl3

I5 limit 14 to yr="2000 - 2006"

16 limit 15 to meta analysis

17 limit |5 to "reviews (optimized)"

18 limit |5 to "therapy (specificity)"

19 limit 15 to (clinical trial or controlled clinical trial or randomized controlled trial)

2016 0r 17 or 18 or 19
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ECONOMIC AND COSTS STUDIES STRATEGY

e  Centre for Reviews and Dissemination (HTA)
vertebroplast/Title & Abstract OR kyphoplast/Title & Abstract
HTA database: 18 Hits
NHS Economic Evaluation Database (NHS EED): | Hit
e  Econlit (same strategy — Any Field): 0 Hit
e Medline and PreMedline : 24 Hits

For the Medline search on OVID interface, the words vertebroplast$ or kyphoplast$
were searched in title, original title, abstract, name of substance word or subject
heading word.

Results were combined to the following economics or costs filters:

e the Mc Master University Hedges based on Haynes (medium sensitivity
and medium specificity ~ for economics and costs)
(http://hiru.mcmaster.ca/hedges/),

e the INTERTASC Quality of life filter available from the University of
York website (http://www.york.ac.uk/inst/crd/intertasc/econ.htm),

e Embase: 94 Hits

For the search on Embase database, the same strategy was applied on Embase
references only. Unlike MeSH thesaurus, Emtree terms ‘kyphoplasty’ and ‘percutaneous
vertebroplasty’ could be used (as exploded Emtree terms and as text words) . The
following filters adapted to Embase were used:

e the economics filter from Scottish Intercollegiate Guidelines Network
(http://www.sign.ac.uk/methodology/filters.html#econ),

e  Emtree term: quality of life/

Grey literature was searched on February 24 through www.google.com (vertebroplast$
OR kyphoplast$ OR cyphoplastie$) in order to retrieve 4 reports as well as institution
and professional organization sites such as FDA Centre for devices and radiological
health register www.fda.gov , www.UNAMEC.be, www.worldspine.org and related sites
.... Financial analyses available on charges were not bought.
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QUALITY CHECKLIST FOR ECONOMIC EVALUATIONS APPRAISAL ¥

Study design

The research question is stated

The economic importance of the research question is stated

The viewpoints of the analysis are clearly stated and justified

The rationale for choosing the alternative programmes or interventions compared is stated
The alternatives being compared are clearly described

The form of economic evaluation used is stated

The choice of form of economic evaluation is justified in relation to the questions addressed
Data collection

The sources of effectiveness estimates used are stated

Details of the design and results of effectiveness study are given (if based on a single study)
Details of the method of synthesis or meta-analysis of estimated are given (if based on an overview of a number of effectiveness studies)
The primary outcome measure(s) for the economic evaluation are clearly stated

Methods to value health states and other benefits are stated

Details of the subjects from whom valuations were obtained are given

Productivity changes (if included) are reported separately

The relevance of productivity changes to the study question is discussed

Quantities of resources are reported separately from their unit costs

Methods for the estimation of quantities and unit costs are described

Currency and price data are recorded

Details of currency of price adjustments for inflation or currency conversion are given
Details of any model used are given

The choice of model used and the key parameters on which it is based are justified
Analysis and interpretation of results

Time horizon of costs and benéfits is stated

The discount rate(s) is stated

The choice of rate(s) is justified

An explanation is given if costs or benefits are not discounted

Details of statistical tests and confidence intervals are given for stochastic data



KCE reports vol.39 Spine technology 45

The approach to sensitivity analysis is given

The choice of variables for sensitivity analysis is justified

The ranges over which the variables are varied are stated

Relevant alternatives are compared

Incremental analysis is reported

Major outcomes are presented in a disaggregated as well as aggregated form
The answer to the study question is given

Conclusions follow from the data reported

Conclusions are accompanied by the appropriate caveats
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QUALITY APPRAISAL OF CLINICAL EVALUATIONS

Table | : HTA reports of kyphoplasty alone and of kyphoplasty & vertebroplasty

INAHTA checklist AETS Taylor BCBS AHRQ ICSI NICE MAS
2006 2005 2005 2005 2004 2005 2004
Are contact details available for further information? Yes Yes Yes No Yes No Yes
Authors identified? Yes Yes Yes No Yes No No
Statement regarding conflict of interest? Yes Yes No No Yes No No
Statement on whether report externally reviewed? Yes Yes Yes Yes Yes No No
Short summary in non-technical language? No No Yes No Yes Yes Yes
Reference to the question that is addressed and context of assessment? Yes Yes Partly Yes No Yes Yes
Scope of the assessment specified? Yes Yes Yes Yes Yes Yes Yes
Description of the health technology? Yes Yes Yes Yes Yes Yes Yes
Details on sources of information? Yes Yes Yes Yes Yes Yes Yes
Information on selection of material for assessment? Yes Yes Yes Yes No Yes Yes
Information on basis for interpretation of selected data? Yes Yes Yes Yes No Yes Partly
Results of assessment clearly presented? Yes Yes Yes Yes Yes Yes Yes
Interpretation of assessment results included? Yes Yes Yes Yes Yes Yes Yes
Findings of the assessment discussed? Yes Yes Yes Yes Yes Partly Yes
Medico-legal implications considered? No No No No No No No
Conclusions from assessment clearly stated? Yes Yes Yes Yes Yes Partly Yes
Suggestions for further action? Yes Yes No No Partly No Yes
Overall appraisal Good Good Poor Poor Poor Fair Fair
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Table 2 : HTA reports of vertebroplasty
INAHTA checklist BCBS 2005 | IECS 2004 | CCOHTA 2004 | NICE CCE 2002
2003
Are contact details available for further information? Yes Yes Yes No Yes
Authors identified? Yes Yes Yes No Yes
Statement regarding conflict of interest? No Yes Yes No No
Statement on whether report externally reviewed? Yes No No No No
Short summary in non-technical language? Yes Yes Yes Yes Yes
Reference to the question that is addressed and context of assessment? Partly No No Yes Yes
Scope of the assessment specified? Yes Yes Yes Yes Yes
Description of the health technology? Yes Yes Yes Yes No
Details on sources of information? Yes Yes No Yes Yes
Information on selection of material for assessment? Yes Partly No Yes Yes
Information on basis for interpretation of selected data? Yes No No Yes Partly
Results of assessment clearly presented? Yes Partly Partly Yes Yes
Interpretation of assessment results included? Yes Yes No Yes No
Findings of the assessment discussed? Yes Partly No Yes No
Medico-legal implications considered? No No No No No
Conclusions from assessment clearly stated? Yes Yes Partly No Yes
Suggestions for further action? No Partly No No No
Overall appraisal Poor Poor Poor Fair Fair
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Table 3 : Systematic reviews

Cochrane checklist Taylor Newton Merlin Hendrikse Levine
2006 2006 2006 2003 2000

Adequate research question? Yes Yes Yes Yes Yes

Adequately performed search? Yes Yes Yes Yes Yes

Adequate selection of articles? Yes Yes Yes Yes No

Adequate quality appraisal of articles? Yes ? ? Yes No

Adequate description of the data extraction procedure!? Yes No No No No

Description of the most important characteristics of the included articles? Yes No No Yes Yes

Adequate handling of clinical and statistical heterogeneity? Yes ? ? No No

Adequate statistical pooling? Yes ? ? No No

Overall appraisal Good Fair Fair Fair Poor
Table 4 : Non-randomized controlled trials

Cochrane checklist Komp 2004 Grafe 2005 Grohs 2005 Pflugmacher 2005 Diamond 2006

Randomization? NA NA NA NA NA

Blinding of randomization? NA NA NA NA NA

Blinding of patients? No No No No No

Blinding of care provider? No No No No No

Blinding of outcome assessor? ? No Yes 4 Partly

Similar groups at baseline? ? Yes Yes ? Yes

Follow-up long enough? No ? Yes Yes Yes

Intention-to-treat-analysis? ? Yes ? 4 Yes

Comparable treatment of groups!? Yes Yes ? Yes Yes

Overall appraisal Poor Poor Poor Poor Poor
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EVIDENCE TABLES

Table 4 : HTA reports
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Study ID Intervention Quality Remarks Conclusions/Recommendations
Assessment
Good / Fair
CCE 2002 Percutaneous vertebroplasty Fair One systematic review and six case Evidence was insufficient to support the use of
series identified. percutaneous vertebroplasty for the treatment of
osteoporotic vertebral compression fractures.
NICE 2003 Percutaneous vertebroplasty Fair Based on rapid survey of the literature, | Evidence appeared adequate to support the use of
review of the procedure by one or more | percutaneous vertebroplasty, provided that normal
specialist advisors and review of the arrangements are in place for consent, audit, and
content of the review by ASERNIP-S. clinical governance.
One systematic review, 2 non-RCTs, 32
case series, and 6 case reports identified.
MAS 2004 Balloon kyphoplasty Fair Identification of one non-RCT and eleven | Kyphoplasty is a reasonable alternative to
case series. vertebroplasty, but should be restricted to high-
volume facilities.
NICE 2005 Balloon kyphoplasty Fair Identification of one systematic review, 2 | Adequate to support the use when special
HTA reports, 3 non-RCTs, 5 case series, |arrangements for consent, audit or research are
an FDA report, and an unpublished made.
registry report.
Taylor 2005 Balloon kyphoplasty and Good Unpublished report. Both therapies are effective in the management of
vertebroplasty Commissioned by Kyphon Inc. patients with osteoporotic vertebral compression
Identification of three systematic reviews | fractures that are refractory to conventional medical
and a large body of non-randomized therapy.
comparative studies and case series. To be confirmed by the results from the ongoing
randomized controlled trials.
AETS 2006 Balloon kyphoplasty Good Unpublished report. Kyphoplasty can be considered clinically adequate for

Identification one systematic review, two
HTA reports, eleven cohort and case-
control studies, and |12 case series.

the treatment of recent and painful vertebral
fractures, but only as a part of a prospective clinical
study.
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Study ID Intervention Quality Remarks Conclusions/Recommendations
Assessment
Good / Fair

Taylor 2006 Balloon kyphoplasty Good

Newton 2006 Balloon kyphoplasty Fair

Merlin 2006 Percutaneous vertebroplasty Fair

Hendrikse 2003 Percutaneous vertebroplasty Fair Identification of 4 prospective and 8 Effective and safe procedure for the treatment

retrospective observational studies.

of osteoporotic vertebral compression fractures,
but preserved for carefully selected patients
unresponsive to conservative treatment.
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médicale (Phase I). D/2004/10.273/4.

Utilisation des antibiotiques en milieu hospitalier dans le cas de la pyélonéphrite aiguée. D/2004/10.273/6.
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transfusions sanguines. D/2004/10.273/8.
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Canada. D/2004/10.273/16.

Feedback: évaluation de l'impact et des barrieres a l'implémentation — Rapport de recherche: partie .
D/2005/10.273/02.

Le colt des prothéses dentaires. D/2005/10.273/04.

Dépistage du cancer du sein. D/2005/10.273/06.

Etude d’'une méthode de financement alternative pour le sang et les dérivés sanguins labiles dans les
hépitaux. D/2005/10.273/08.

Traitement endovasculaire de la sténose carotidienne. D/2005/10.273/10.

Variations des pratiques médicales hospitalieres en cas d'infarctus aigu du myocarde en Belgique.
D/2005/10.273/12

Evolution des dépenses de santé. D/2005/10.273/14.

Etude relative aux colts potentiels liés a une éventuelle modification des régles du droit de la responsabilité
médicale. Phase Il : développement d'un modéle actuariel et premiéeres estimations. D/2005/10.273/16.
Evaluation des montants de référence. D/2005/10.273/18.

Utilisation des itinéraires cliniques et guides de bonne pratique afin de déterminer de maniére prospective
les honoraires des médecins hospitaliers: plus facile a dire qu'a faire.. D/2005/10.273/20

Evaluation de l'impact d'une contribution personnelle forfaitaire sur le recours au service d'urgences.
D/2005/10.273/22.

HTA Diagnostic Moléculaire en Belgique. D/2005/10.273/24, D/2005/10.273/26.

HTA Matériel de Stomie en Belgique. D/2005/10.273.28.

HTA Tomographie par Emission de Positrons en Belgique. D/2005/10.273/30.

HTA Le traitement électif endovasculaire de 'anévrysme de I'aorte abdominale (AAA). D/2005/10.273.33.
L'emploi des peptides natriurétiques dans I'approche diagnostique des patients présentant une suspicion de
décompensation cardiaque. D/2005/10.273.35

Endoscopie par capsule. D2006/10.273.02.

Aspects médico-légaux des recommandations de bonne pratique médicale. D2006/10.273/06.

Qualité et organisation des soins du diabéte de type 2. D2006/10.273/08.

Recommandations provisoires pour les évaluations pharmacoéconomiques en Belgique. D2006/10.273/11.
Recommandations nationales College d’oncologie : A. cadre général pour un manuel d’oncologie B. base
scientifique pour itinéraires cliniques de diagnostic et traitement, cancer colorectal et cancer du testicule.
D2006/10.273/13.

Inventaire des bases de données de soins de santé. D2006/10.273/15.

Health Technology Assessment : 'antigeéne prostatique spécifique (PSA) dans le dépistage du cancer de la
prostate. D2006/10.273/18.

Feedback: évaluation de l'impact et des barrieres a l'implémentation - Rapport de recherche: partie II.
D2006/10.273/20.

Effets et colts de la vaccination des enfants Belges au moyen du vaccin conjugué antipneumococcique.
D2006/10.273/22.

Trastuzumab pour les stades précoces du cancer du sein. D2006/10.273/24.

Etude relative aux colts potentiels liés a une éventuelle modification des régles du droit de la responsabilité
médicale — Phase lIl : affinement des estimations. D2006/10.273/27.

Traitement pharmacologique et chirurgical de I'obésité. Prise en charge résidentielle des enfants sévérement
obeses en Belgique. D/2006/10.273/29.

Health Technology Assessment Imagerie par Résonance Magnétique. D/2006/10.273/33.

Dépistage du cancer du col de I'utérus et recherche du Papillomavirus humain (HPV). D/2006/10.273/36
Evaluation rapide de technologies émergentes s'appliquant a la colonne vertébrale : remplacement
de disque intervertébral et vertébro/cyphoplastie par ballonnet. D/2006/10.273/39
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