We evaluate the therapeutic advan-
tages of new drugs marketed in France
in order to help prescribers and patients
with day-to-day treatment choices.

In France, the pharmacoeconomic
Committee (Commission de la Trans-
parence) assesses the medical benefits
of new drugs in order to guide reim-
bursement policy.

Two studies have compared phar-
macoeconomic Committee ratings with
Prescrire’s own ratings during the peri-
0ds 1993-1998 and 1999-2004. More than
600 drugs and indications were exam-
ined, and the two studies presented con-
sistent results.

Overall, the pharmacoeconomic
Commiitteeislessdemanding than Pres-
crire and is less concerned with conve-
nience of use. Prescrire’s ratings are based
on an explicit literature search and a
systematicrating system; they also take
convenience of use into account (includ-
ing packaging quality), and their ratings
are reached independently from the
pharmaceutical industry. Prescrire also
evaluates drugs not under consideration
for reimbursement.

he market is flooded with “new”
Tdrugs, only a few of which offer

patients a tangible therapeutic
advantage over existing alternatives.

Since 1981, larevue Prescrire, the French
edition of this bulletin, has sought to pro-
vide health professionals with reliable
information on which to base treatment
choices. Eachissue contains reviews of all
available clinical data on new drugs. These
review articles also feature an at-a-glance
6-level rating system for the degree of ther-
apeutic advantage provided by the new
product as compared to existing alterna-
tives, ranging from “Bravo” to “Not accept-
able” (see p. 50).

The French government is also inter-
ested in rating new drugs, if only for eco-
nomic reasons. Two lists of drugs exist:
those approved for use in health care insti-
tutions, and those that are reimbursed
through social security. Drugs are includ-

Adapted from Rev Prescrire December 2004; 24 (256): 859-864

Comparative advantages of new drugs:
French authorities are not sufficiently demanding

ed in these lists if the pharmacoeconom-
ic Committee provides a favourable opin-
ion (1,2). These opinionsinclude an assess-
ment of medical benefits, rated on a 6-
level scale. The pricing committee also
takes these ratings into account when ne-
gotiating the reimbursable price of a new
drug.

This article examines the results of the
two studies comparing the pharmaco-
economic Committee’s ratings with those
of la revue Prescrire.

Pharmacoeconomic Committee:
an opinion aimed at government
and based on company data

The methods used by la revue Prescrire
to evaluate new medicines are fully trans-
parent. They are described in the journal
and on the Prescrire website, and are sum-
marised in the inset on page 76.

The Committee’s approach is somewhat
different. According to French law, the
Committee includes (our translation):
“1) Twenty permanent members with
voting powers, appointed by the minis-
ters of health and social security for twice-
renewable three-year terms: a) a presi-
dent; b) two vice-presidents; c) 17 per-
manent members chosen for their scien-
tific expertise;

2) six substitute members, appointed sim-

ilarly to permanent members, who have
anadvisory role at meetings and are called
on, in the order of their nomination, to
replace permanent members”.

The Committee also includes “eight
members with an advisory role, includ-
ing health insurance representatives and
a representative of the pharmaceutical
industry”.

Funding and transparency? The
2003 annual report of the French medi-
cines agency provides no information on
the operating budget of the pharma-
coeconomic Committee (3). The Com-
mittee’s rules were not available on the
Agency’s website as of October 2004.

Conflicts of interest managed case
by case. According to French law, “mem-
bers of the Committee (...) and rapporteurs
must provide the secretariat with a declaration
mentioning any direct or indirect links they
have with marketing authorisation holders,
companies whose products may be examined
by the Committee, and professional organisa-
tions operating in the pharmaceutical sector.
They must undertake to report any changes in
these links. These declarations are published
in the Official Journal of the Ministry of Social
Security.

Members of the Committee cannot take part
in discussions or votes ifthey have an indi- » p»
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Outlook

Prescrire’s ratings:

to the benefit of patients

Our rating system, with its accompanying
figure, offers an at-a-glance appraisal of all
newly approved drugs in France (except for
products used in general anaesthesiaand diag-
nostics) and new indications evaluated in our
New Products column. La revue Prescrire also
examines drugs for which the companies con-
cerned are not seeking social security refun-
ding.

Six-level rating. The principles under-
lying our 6-level rating system are published
in each issue (see p. 50): the first five are
“bravo”, “offers an advantage possibly
helpful” “nothing new”, and “not accept-
able”, while the sixth, “judgementreserved”,
indicates that the editorial team cannot reach
a firm opinion for want of relevant data.

This judgement focuses on tangible ben-
efits perceived by the patients ina well defined
clinical use, i.e. the absolute value (benefits
versus harm balance) based on a thorough
analysis of adverse effects; and the relative
value compared to other available treat-
ments. Convenience of use is also taken into
account.

The sale price is not taken into account
in our rating system, as it is a negotiable ele-
ment. VWe comment on the price, however.

The ratings are an integral part of the edi-
torial process, following precisely the same
collective process as the other parts of the
review article.

LT

Explicit methods. Our articles dealing
with new drugs are subject to exactly the
same methods as the Journal’s other review
articles. Our website (www.Prescrire.org)
describes the editorial team collective work,
the documentation search, in-house and
external quality controls, and the choice of
independent reviewers (each article is
reviewed by 10 to 40 multidisciplinary health
professionals) (see Prescrire Int 72, page 155
for details on our review panel).

&

by health professionals for health professionals,

Each issue also carries the names of the
section editors and reviewers (see the back
cover of this issue, for example).

Intellectual and financial indepen-
dence. Prescrire’s articles are free of any influ-
ence by the pharmaceutical industry, thanks
to strict and transparent collective editori-
al procedures, multiple quality controls, and
a policy of zero conflict of interest with the
pharmaceutical industry for our editors.

In addition, la revue Prescrire and Prescrire
International are financed solely by their sub-
scribers, carry noadvertising whatsoever and
receive no subsidies. It is published by a not-
for-profit body, Association Mieux Prescrire;
and the accounts are published each year in
the Marchissue of our French edition la revue
Prescrire [June issue of Prescrire Interna-
tional].

A thorough literature search. The lit-
erature search strategy is summarised at the
end of each article, and always includes
prospective screening of specialist journals;
routine consultation of textbooks, indepen-
dent bulletins and the websites of the Amer-
ican and European medicines agencies, the
UK National Institute for Clinical Excellence,
etc.; systematic search of bibliographical data-
bases (well beyond Medline), and repeated
questioning of the company concerned by a
specialised editorial team (this is the only
input requested from companies).

All statements are referenced. The refer-
ence lists are available to subscribers for at

least 5 years (currently since Rev Prescrire
issue 191) on request from our reference
service.

©Prescrire International

1- Prescrire Editorial Staff “2003 Prescrire finan-
cial report” Prescrire Int 2004; 13 (71): 115.

rect or direct interest in the affair in ques-
tion” (a).
The timetable of Committee meetings,
the agendas, and the minutes of past meet-
ings were unavailable on the Agency’s
website (up to October 2004).

Opinions based on information sub-
mitted by the company, and reviewed
by the company. In practice, the Com-
mittee bases its opinions on data supplied
by manufacturersin support of their mar-
keting applications. Its opinions are rarely
referenced. No literature search is men-
tioned.

The Committee judges the degree of
therapeutic advantage by “taking into
account the efficacy and tolerability of the new
drug relative to available comparable
drugs” (2). Moreover, “the company may,
within eight days of receiving this opinion, ask
to be heard by the Committee or present its
written comments. The Committee may mod-
ify its opinion in light of these comments” . Since
2001, the Committee’s final opinions
havebeen available on the Agency’s web-
site (4).

A six-level rating system. According
to internal rules drawn up in 1990, the
medical benefits can be graded on one of
six levels:

“I-Major therapeutic advance;

II-Substantial improvement in efficacy and/or
safety;

II-Modest improvement in efficacy and/or safe-
ty;

IV-Marginal improvement in efficacy and/or
usefulness:

— in clinical terms: acceptability, convenience
of treatment, compliance;

— a justified line extension;

— a potential advantage linked to pharmaco-
kinetic properties or to a lower risk of drug
interactions;

V-No advantage, but inclusion approved (2,5).
VI-Inclusion on list not recommended”.

Initially hard to access

The pharmacoeconomic Committee was
not explicitly required to publish its opin-
ions for many years. Since 1996 sales rep-
resentatives have been required to pro-
vide doctors with the most recent pub-
lished Committee’s opinions with all ver-
bal presentations on new drugs (b)(6).
Opinions reached before 2001 are not
available on the website of the French med-
icines agency.

In 2001, a team in Bordeaux, France,
compared Prescrire’s ratings with the phar-
macoeconomic Committee’s ratings for the
period 1993-1998 (7).
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Among the 414 drugs rated by la revue
Prescrire, 278 were also rated by the Com-
mittee. Prescrire’s rating was “judgement
reserved” in 14 cases (not included). For
the remaining 264 drugs, Prescrire and the
Committee’s judgements were identical
in 105 cases, the Committee’s rating was
more favourable in 137 cases and less
favourable in 22 cases (see table p. 78).

The ratings differed by two levels in
37 cases, three levels in six cases, and four
levels in three cases. In only three cases
(not specified) was the Committee’s ra-
ting less favourable than Prescrire’s.

The authors of this study stated that, in
some cases (not specified), the Commit-
tee rated a drug more favourably solely
on the basis of its indication, without con-
sidering the existence of similar treatment
alternatives. The authors also pointed out
that the time lag between the two ratings
was highly variable (generally a few
months), but that this did not appear to
explain the discrepancies.

1999-2004: more accessible data

In March 1999 (issue 193), la revue Pre-
scrire began to include, whenever possi-
ble, the pharmacoeconomic Committee’s
ratings in its reviews of new drugs.

A 5-year comparison. We were there-
fore able to compare the evaluations of
new drugs and new indications featured
in Prescrire’s reviews of “new products for
ambulatory use” and “new products for hos-
pital use” from March 1999 to February
2004 (French editionn®193 throughn°247).

The following types of reports were
excluded from this comparison: those sub-
titled “a second look” (except when the
review also referred to an initial assess-
ment published during the 5-year study
period); drugs with temporary marketing
authorisation (except when this was fol-
lowed by full marketing authorisation, and
when the drug was evaluated by the Com-
mittee); and drugs for which the compa-
ny had not requested reimbursement.

Occasionally, the Committee’s rating
was not known when Prescrire went to
press. If we subsequently reported the
Committee’s rating (as required by our
editorial policy) and if the Committee’s
rating was also made available on the
French medicines agency’s website, we
included the comparison. The literature
search ended on 10 October 2004.

Linguistic problems in the Com-
mittee’sratings. Several problemsarose
when we attempted to interpret the phar-
macoeconomic Committee’s ratings.

Some ratings mentioned therapeutic
advantages but did not provide a precise
rating. We attempted whenever possible
to overcome these ambiguities by rating
the medical benetfits as follows: a) the
word “contribution” was considered to sig-
nify “improvement”; b) we noted the pres-
ence in the ratings of key qualifiers used
to define the medical benefit levels: for
example, language such as “the benefit for
patients. .. is important” was considered to
correspond to a level Il rating, while “con-
sidering the lack of alternative treatments, this
drug meets a major need” was rated as level
1. In contrast, the statement or phrase “occu-
pies an important place” could not be trans-
lated into a Committee rating, because it
simply suggests a benefit without refer-
ring to existing therapeutic options.

In other ratings the Committee uses an
odd concept of “shared level of medical ben-
efits”. We interpreted this to represent a
lack of improvement as compared with
existing treatment options. Some Com-
mittee ratings contained different ratings
of therapeutic advantages for compar-
isons to different treatments. Whenever
possible we chose the rating relative to
what we considered as the reference treat-
ment in our review article.

Too many missing or inconclusive
ratings. 359 Prescrire evaluations were
included (see table p. 78). Prescrire rated
“judgement reserved” in 22 cases, and
“unacceptable” in another 26 cases.

In 62 of these cases the Committee either
provided no opinion or no rating in terms
of therapeuticadvantages. In one case (etan-
ercept in rheumatoid arthritis) the Com-
mittee expressed disagreement with a prod-
uct’sapprovedindication: “For patientsnot
previously treated with methotrexate and
who have no contraindications to
methotrexate, available data and uncer-
tainties for long-term safety do not allow
us to recommend routine first-line use of
etanercept” (Prescrire Int 66).

The Committee and Prescrire’s evalua-
tions were identicalin 106 cases (30%) (c).
The Committee was less favourable in
13 cases, with a rating difference of only
one level in every case. The Committee
was more favourable in 168 cases, with a
rating difference of one level in 78 cases,
two in 64 cases, three in 23 cases and four
in three cases.

These figures must be interpreted with
caution, because the precise rating dif-
ference depends on our interpretation of
some of the Committee’s opinions. Thus,
inthe case of glatiramer (Prescrire Int 69),
the Committee stated that “glatiramer has
similar therapeutic advantages to interferons

(level I)”. In contrast, Prescrire pointed out
that “glatiramer, unlike interferon beta-1a,
does not delay the onset of disability (...), and
is no better tolerated”; and also that “it expos-
es patients to serious adverse effects, and is less
convenient to use”; we therefore rated this
preparation “Not Acceptable”. The dif-
ference between ratings was thus maxi-
mal if the Committee’s rating is consid-
ered to be level I, but far smaller if ther-
apeutic advantages are considered to be
“shared”.

Prescrire more favourable in about
4% of cases.In 13 (4%) of the 359 cases,
Prescrirerated the contribution of the new
drug more favourably than the pharma-
coeconomic Committee.

In four cases we found an efficacy advan-
tage: naratriptan; hepatitis A vaccine,
valaciclovir in CMV disease; and etaner-
ceptin second-line treatment of rheuma-
toid arthritis.

In four cases convenience of use was
improved: tinzaparin in pulmonary
embolism; oral granisetron; follitropin beta,
and valaciclovir in herpetic keratitis.

Three drugs provided an advantage in
both efficacy and convenience: pamidron-
ic acid in Paget’s disease; bisoprolol in
heart failure; and peginterferon alfa-2.

In two cases Prescrire found a safety
advantage: lamotrigine and memantine.

Nearly half of Prescrire’s ratings that
were higher than the Committee’s were
based on greater convenience of use. Note
that we systematically examine the pack-
aging of allnew drugs (see our yearly pack-
aging awards for new products) (8,9).

Committee’s ratings 3 or 4 points
higherin 7% of cases.In 90 cases (25%)
Committee’s ratings was at least two lev-
els higher than Prescrire’s ratings.

In 26 cases (7%) the Committee’s rat-
ings were far more favourable than Pres-
crire’s, with a difference of 3 or 4 levels.

In two cases the Committee gave alevel
IIT rating (modest or moderate advan-
tage), while Prescrirejudged both drugs as
“Not Acceptable”. Both drugs were antibi-
otics with a higher potential for adverse
effects than related substances, with pp-

a- Declared interests are published and revised annually
in a document containing the declarations of all task force
and members of the French medicines agency. The 2003
edition is available on the Agency’s website, together with
the names of pharmacoeconomic Committee members
(refs 10,11).

b- Prescrire’s sales rep monitoring network shows that this
document is rarely offered spontaneously (4% of visits in
1998-2002) (ref 12).

¢-In 83 of these 106 cases the level was V.
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Outlook

Pharmacoeconomic Committee vs /a revue Prescrire’s ratings - 1993-1998 (ref 7)

a- The authors excluded the ‘Not acceptable’ rating from Prescrire.

Prescrire’s rating Committee’s rating Number of Prescrire’s Number of Committee’s
level of improvement rating (%) rating (%)
Bravo I (major advance) 0 19 (7 %)
A real advance II (substantial) 9 (3%) 30 (11 %)
Offers an advance 111 (modest) 29 (11 %) 40 (15 %)
Possibly helpful IV (marginal) 73 (28 %) 79 (30 %)
Nothing new V (none) 153 (58 %) 96 (37 %)
Not acceptable VI — (a) — (a)
Total - 264 (100 %) 264 (100 %)

Pharmacoeconomic Committee vs /a revue Prescrire’s ratings - 1999-2004

a- In this period the word “moderate” was most often used for level II1.

no evidence of greater efficacy:
telithromycin (drug interactions) and
moxifloxacin (cardiac arrhythmias).

Strength of evidence. In three cases
the Committee gave the highest rating
(level I), whereas Prescrire considered the
drugs to be “Nothing New”.

One case was a conjugate vaccine against
group C meningococci: the Committee
awarded a level I rating to the three vac-
cines launched in 2001, while Prescrire
praised the best-assessed of the three and
considered the other two to offer no rel-
ative advantages.

Inanother case the rating difference was
due to different interpretations of a clin-
ical trial: the Committee stated that the
HOPE trial indicated a “major” benefit for
ramipril in patients with cardiovascular
risk factors similar to those included in
this trial, whereas Prescrire stated that no
benefit had been shown in the subgroup
of non-coronary diabetic patients.

Prescrire’s rating Committee’s rating Number of Prescrire’s Number of Committee’s
level of improvement rating (%) rating (%)

Bravo 1 (major advance) 0 38 (11 %)
A real advance 11 (substantial) 10 (3 %) 52 (14 %)
Offers an advance 11T (modest) (a) 44 (12 %) 59 (16 %)
Possibly helpful 1V (marginal) 93 (26 %) 43 (12 %)
Nothing new V (none) 164 (46 %) 104 (29 %)
Judgement reserved 0 22 (6 %) 38 (11 %) (b)
Not acceptable VI 26 (7 %) 1
Avis non disponible —_ —_ 24 (7 %)
Total — 359 (100 %) 359 (100 %)

h- The Committee stated it could not give a rating in 19 cases: the opinion included no section on the medical benefit, or some vague comments (see text).

The interpretation of a clinical trial also
explained disagreements on verteporfin
in occult age-related retrofoveolar mac-
ular degeneration: the Committee stated
that “the level I medical benefit is confirmed”
in this new indication, whereas Prescrire
stated that the evidence was weak
(improvement in visual acuity measured
in a minority of patients in one subgroup
in only one trial, with no evidence of an
impact on daily life).

In 10 cases the Committee rated the
product level I, whereas Prescrire consid-
ered it only “Possibly helpful”. These dif-
ferences usually reflected the Commit-
tee’s reliance on surrogate outcomes or
weak levels of evidence. This was the case
in three evaluations of cancer treatments
and once in a new indication for
verteporfin (high myopia). For example,
the Committee rated epoetin beta in
oncology aslevell, based on two unblind-
ed trials showing areduction in the num-
ber of patients requiring transfusion;

however, there was no advantage over
epoetin alfa, whose effects on quality of
life or prevention of anemia are not doc-
umented.

The Committee awarded a level I rat-
ing in 12 cases, while Prescrire conclud-
ed the drugs provided “Nothing New”,
because of the weakness of the evidence.
Four of these were cancer treatments.

Oncology: gaps and inadequacies.
Anticancer drugsrepresented about 13 %
of allnew productsrated by Prescrire from
1999-2003. These drugs accounted for
about 30% of cases in which Prescrire and
the pharmacoeconomic Committee’s rat-
ings differed by three levels. Additional-
ly, 20% of preparations not rated by the
Committee were anticancer drugs.

Some opinions are clear cut, such as
that for trastuzumab: “considering the lack
of information on survival and quality of sur-
vival during monotherapy, the absence of data
in combination with other anticancer drugs
such as paclitaxel, and its cardiotoxicity, it is
difficult to situate Herceptin”. Other cases
concerned new uses for hospital-approved
drugs for which the Committee was not
asked to give a new opinion (for exam-
ple, paclitaxel in lung cancer).

The rating differences were greater for
cancer treatments than in other medical
fields.

Differencesin timing did not influ-
ence results. The timing of evaluations
did not appear to account for differences
in results.

On average, the Committee’s ratings
preceded publication of Prescrire’s ratings
by about one year. The interval was longer,
on average (about 1.5 years), when the
two ratings were similar, and shorter
when Prescrire’s rating was more
favourable (about 10 months) or much
less favourable (about 10 months).

In all these categories the difference in
timing was highly variable, with Prescrire
rating drugs as much as 3 years prior to
or as much as 13 years later than the
Committee. For example, Prescrire exam-
ined the data on mycophenolate mofetil
in cardiac transplantation in July 1999,
and the Committee in December 2002.
In contrast, Prescrire rated the atenolol +
chlortalidone combinationin 2000, short-
ly after the product was first marketed,
but 12 yearsafter the Committee released
its rating.

The case of the coxibs clearly illustrates
the lack of influence of the time interval
onthe difference in ratings. Prescrire rated
rofecoxib as “Nothing New” in the treat-
ment of osteoarthritis in July 2000. The
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Committee rated this indication at
level T in August 2000, then level IV
inJune 2004, before marketing autho-
risation was withdrawn in Septem-
ber 2004. For celecoxib, the ratings
were the same as for rofecoxib; the
dates were December 2000 for Pre-
scrire and October 2000 (then June
2004) for the Committee. In the case
of parecoxib, Prescrire’s rating was
“Nothing New” in February 2004, and
the Committee’s rating was “no advan-
tage” in September 2003.

Conclusion: the French
pharmacoeconomic
Committee is less demanding
than Prescrire

Overall, the pharmacoeconomic
Committee appears to be less de-
manding than Prescrire when it comes
to assessing the evidence for thera-
peutic advantages.

Prescrire’s ratings are based on a
sound, systematic and transparent
search strategy and an analysis total-
ly independent of the pharmaceuti-
calindustry. Prescrire’s conclusions are
generally in keeping with those of
otherindependentbulletins, as shown
in the “Opinion Elsewhere” section
of review articles on new drugs. In
addition, Prescrire gives more weight
than the pharmacoeconomic Com-
mittee to convenience of use as a
determinant of therapeutic advan-
tage.

The Committee’s rating is an impor-
tant factor in drug price negotiations.
During the period 1999-2004, the
pharmacoeconomic Committee’s
opinions were often ambiguous and
inconclusive. The routine practice of
submitting opinions to manufactur-
ers before publication may have con-
tributed to these ambiguities, and to
differences between the Committee
and Prescrire’s evaluations. These dif-
ferences almost always favoured the
new drug.

These two studies help to identify
factors that might improve the phar-
macoeconomic Committee’s perfor-
mance: Committee members should
be highly competent and independent
of the pharmaceutical industry; high-
quality independent documentary
resources should be made available to
the Committee; closer attention should
be paid to drug packaging and condi-
tions for use; a clear cut rating should
be attributed to each product (even
when the company does not seek social

security reimbursement); and there
should be rapid publication of the
Committee’srating, independent from
drug company endorsements.

Theauthorities should take these rat-
ingsintoaccount when negotiating sale
prices and reimbursement levels. They
must also acknowledge the economic
and health benetfits to be derived from
including the notion of therapeutic
advantage in decisions regarding mar-
keting approval.

©Review prepared and translated
by the Prescrire editorial team
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