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ULLA KIRKEGAARD MADSEN
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-----Oprindelig meddelelse----- 
Fra: Jens Peter Konnerup Kampmann [mailto:jkam0005@bbh.regionh.dk]  

Sendt: 9. juni 2011 10:10 
Til: ELISABETH THOMSEN - 9306 

Emne: Høringssvar om glukosamin 
  
 
Kære Elisabeth,  
 
DSKF (Dansk Selskab for Klinisk Farmakologi) støtter beslutningen om tilskudsfritagelse, men vil gerne oplyse om to 
punkter:  
 
Det er vigtigt, at lægerne bliver informeret om, hvad de så skal gøre? Selv om man kan sige, at når glukosamin nu 
ikke virekr, skal patienterne ikke have noget andet - men næppe alle ser sådan på det, og hvad så? Kan I ikke alliere 
jer med IRF og få dem til at skrive om problemet? Hvis lægerne i stedet for giver et NSAID-præparat, har vi IKKE gjort 
sundheden her i landet en tjenete. Så må de hellere tage placeo-glukosamin. Dette er realiternes verden!!  
 
I bør også holde særligt øje med forbruget af specielt NSAID - det skulle også nødigt stige.  
 
 
Med mange gode hilsner  
 
Jens P. Kampmann/  
Overlæge, dr.med., formand for DSKF.  
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1. Introduction

On March 3rd, 2011, the Danish Medicines Agency (DMA) started a procedure or reas-

sessment of the reimbursement status of Glucosamine (M01AX05) on the grounds stated

hereafter.

"Clinical studies have called into question the efficacy of glucosamine for the alleviation

of painful osteoarthritis (1). This was recently highlighted in a Norwegian study of pa-

tients with chronic low back pain and lumbar arthritis (13). Against this background, the

Reimbursement Committee, at its meeting on 21 September 2010, encouraged the Danish

Medicines Agency to reassess the reimbursement status of glucosamine as soon as possi-

ble. In addition, a new meta-analysis has concluded that health authorities ought not to

grant reimbursement for glucosamine (12).

Consequently, the Danish Medicines Agency has decided to initiate ad hoc reassessment

of glucosamine-containing medicines, which today have general conditional reimburse-

ment when prescribed for the alleviation of symptoms of mild to moderate osteoarthritis

and when prescribed to old-age pensioners. Should the Reimbursement Committee rec-

ommend to change the reimbursement status of these medicines, we will submit the

Committee’s recommendation for consultation to the affected companies, the relevant

scientific societies and relevant patient organisations. We have not yet scheduled the re-

assessment of reimbursement status of the remaining medicines in ATC group M (mus-

culo-skeletal system).

The affected companies, the relevant scientific societies and relevant patient organisa-

tions have all been informed of the coming reassessment of glucosamine."

Considering the arguments developed by the Danish Medical Agency (DMA), the MAH,

Expanscience, presented the scientific arguments likely to offer an alternate view of the

publications on glucosamine. The dossier was then submitted to the Danish Medical

Agency in April 2011.

Following the receipt of this dossier as well as those submitted by other glucosamine

manufacturers in Denmark, the Danish reimbursement Committee has discussed the re-

imbursement status for glucosamine-containing medicines at its meetings held on 26

April 2011 and 24 May 2011.
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During these meetings, the Committee maintained his recommendation to discontinue

the reimbursement of glucosamine-containing medicines, based on the following argu-

ments:

The Committee mentions the results of the last update of the Cochrane meta-analysis

on glucosamine published by Towheed (11) and considers: "The results of the different

studies vary considerably. The analysis shows overall a pain-relieving effect for gluco-

samine in comparison with a placebo. On the other hand, looking at only the high-

quality studies with adequate blinding procedures, no pain-relieving effect for gluco-

samine can be seen. The function-improving effect depends on the measurement scale

used".

The Committee takes into account the statement of the Danish National Board of

Health, which does not recommend treatment with glucosamine as "there is no positive

effect on pain and functional level".

The Committee takes also into account the statement of the Institute for Rational Phar-

macotherapy, which does not recommend glucosamine as the available evidence "does

not indicate that there are clinically-relevant pain-relieving or function-improving ef-

fects".
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2. Discussion of the arguments developed by the Danish Reim-
bursement Committee

2.1. Discussion of the results of the last update of Glucosamine
Cochrane meta-analysis (Towheed, 2009)

Briefly, this new update (11), after the meta-analyses published in 2001 (9) and 2005

(10), concerned a total of 25 clinical trials meeting the minimal inclusion criteria defined

by the authors.

The main results observed in the whole sample of trials are given in table 1 hereafter.

These results confirms the significant efficacy of glucosamine in most standard pain

outcomes, Lequesne index, JSW,  and to a lesser extent WOMAC total scores, but not

subscores.

But, surprisingly, the authors emphasized straightaway the "negative" results observed in

"studies with adequate allocation concealment" which "failed to show any benefit of glu-

cosamine for pain (…), function and stiffness", despite a significant effect on the Le-

quesne index.

The MAH does not consider that the grouping in studies "with adequate allocation con-

cealment" is adequately implemented and this is likely to result in an artificial separation

between two groups of studies. Actually, the authors mentioned as the primary quality

study criterion "a correct allocation concealment".

This should be acceptable provided it was possible for ALL studies included in the meta-

analysis to take this criterion into account on the same basis.

But that is precisely not the case for "allocation concealment". It is to be emphasized that

this quality criterion became rather recently a key criterion. A literature search of the

term (Pubmed) "allocation concealment" returns 896 references, the first of which pub-

lished in 1984, but the second one only in 1994, with a clear increase in the occurrence

of the term from 2000 onwards (831 references, with a peak in year 2000 with 94 cita-

tions).

This observation is to explain that papers published before 2000 were not systematically

checked for the presence / absence of allocation concealment (about one half of the stud-

ies taken in the meta-analysis were published in year 2000 and before).
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It is likely to be explained by the fact that "allocation concealment" was generally con-

founded with double-blinding. Therefore, it is clear that the lack of mention of "alloca-

tion concealment" in studies published prior to 2000 cannot be considered as a lack of

quality, but only as a lack of mention of a "future" quality criterion.

Therefore, the MAH considers that the focus of the conclusion of the meta-analysis on:

"analysis restricted to studies with adequate allocation concealment failed to show any

bene t of glucosamine for pain (based on a pooled measure of different pain scales) and

WOMAC pain, function and stiffness subscales" is excessive and probably erroneous due

to the hypertrophic role of allocation concealment, as a key quality criterion of clinical

studies.

Of course, there is no discussion that it represents a "minimal" quality criterion, as re-

gards to its mention in recent studies. In older studies, the lack of mention of this term

does not necessarily mean that blinding procedures were not adequate.

Owing to the arguments developed hereabove, it is clear that the "allocation conceal-

ment" criterion is insufficient and/or inadequate in defining "quality studies":

Inadequate while it excludes studies performed at a time when the term "allocation con-

cealment was not currently in use,

Inadequate while it accepts as "quality studies", clinical trials where, for instance, more

than one study treatment  was used in the active treatment  group,  or  where GCP were

not adequately documented (MacAlindon, 4), or where the patient OA diagnosis was

not defined in accordance with guidelines in about one half of the study population 1

(Rozendaal, 8),

Insufficient while it accepts studies with particular issues, such as the GAIT study

(Clegg, 1) for which the authors themselves recognized the possible role of those issues

in the misinterpretation of results.

Another subgroup analysis was also performed according to the origin of the tested

preparation, labeled by the meta-analysis authors as "Rotta" and "non-Rotta" prepara-

tions.

1 The last version of the EMEA guidance relating to osteoarthritis states that : "For studies of structure-modifying drugs, it is
recommended to include patients with Kellgren and Lawrence radiographic entry criteria of grades 2 or 3 (i.e., sufficient remain-
ing interbone distance to permit detection of worsening/progression) or a certain pre-defined amount of joint space width (in
mm)".
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This classification cannot be considered as relevant, because of the global identity of the

two salts, sulfate and hydrochloride. The term used by Towheed: "Rotta-preparation"

does not meet any standard pharmaceutical definition. For instance, the "Rotta-

preparation" label in the studies of the Towheed meta-analysis generally corresponds to

glucosamine sulfate salts, but there is exceptions in studies where, for instance, both sul-

fate and hydrochloride salts were used under the same "label" (see Mac Alindon, 4).

In addition, the MAH considers that the simple dichotomy between "Rotta-preparation"

(that should be understood as " Glucosamine sulfate of pharmaceutical grade") and "Non

Rotta-preparation", that includes all other forms of glucosamine (pooling pharmaceutical

grade glucosamine hydrochloride with all other glucosamine food supplements) results

in a pejorative view of the "pharmaceutical" glucosamine hydrochloride, that is not sup-

ported by any relevant scientific argument.

It is to be emphasized that, on the occasion of the European MA renewal, a thorough ar-

gumentation about the identities between the sodium salt and the hydrochloride salt has

be submitted to the European health authorities. They fully agreed upon this equivalence

that was one of the basis of the marketing authorization. Then, the therapeutic interest of

Glucosamine, has been ascertained by the Commission who granted a renewal of the MA

for glucosamine hydrochloride.

Moreover, it is to be stressed that the equivalence between the two salts has been docu-

mented in a  recent  paper  (1),  where it  is  concluded that  the differences in clinical  effi-

cacy are likely to be mainly of pharmacokinetic nature.

In conclusion, the global analysis of the last update of the Cochrane meta-analyses con-

firmed the effectiveness of glucosamine in reducing OA symptoms, as assessed by VAS

pain, Lequesne index, with global effect sizes of 0.471 and to a lesser extent by WOMAC

global score (ES = 0.18).

The recent paper by Towheed does not present any relevant subgroup analysis that

should restrict the global conclusions.

1 Except otherwise specified in the text of the document, effect sizes given as positive values (without mention of the "+" sign
means a better result of the intervention under study.
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Table 1: Summary of results (effect sizes) reported in the latest version of
the Towheed meta-analysis on glucosamine.

2.2. Discussion of the statement by the Danish National Board of
Health

Briefly, this board stated in September 2007, that there is no positive effect on pain and

functional level" when using glucosamine in the treatment of osteoarthritis.

The statement of this board was based on the "negative" studies, and notably the GAIT

study, which was shown to present with significant issues, as underlined by the authors

themselves (see discussion developed in the dossier submitted to Danish Medicines

Agency in April.

Furthermore, the board also discussed the potential role of the nature of the salts, sodium

and hydrochloride, which was also shown to be irrelevant.
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2.3. Discussion of the statement by the Institute for Rational
Pharmacotherapy

The institute justified his negative advice by using approximately the same arguments,

and notably, again, the lack of effect in the "quality" studies of the previous version of

the Towheed meta-analysis.

We have shown in the present document that this allocation-concealment-based sub-

group analysis is not adequate to fully characterize the assessment of glucosamine effi-

cacy.

3. Conclusion

After reviewing the arguments submitted by the glucosamine hydrochloride MAH, the

Danish Reimbursement Committee maintained his recommendation of discontinuation of

the general conditional reimbursement of these medicinal substances on the grounds of

the results of a new meta-analysis published by the Cochrane Collaboration and consid-

ering the recommendations of two Danish health scientific societies: the Danish National

Board of Health and the Institute for Rational Pharmacotherapy.

Considering the arguments developed in each of these three instances, the MAH suggests

the Reimbursement Committee not to take it into account for the following reasons :

1. The new Cochrane meta-analysis enlightens the lack of any glucosamine benefit for

pain, function and stiffness in the analysis restricted to studies with "good allocation

concealment" and in a subgroup of Non-Rotta preparation studies. The MAH considers

that both subgroup analyses are not relevant.

First, because "allocation concealment" cannot be considered as an unique indicator of

the quality of the studies, especially for those studies performed before year 2000, when

this term was almost nonexistent. A contrario, this simple classification results in defin-

ing as "good quality studies", certain trials in which significant methodological issues

were raised.

Second, because the classification between Rotta and Non Rotta preparations relies upon

non standard criteria, each of the two categories encompassing quite different pharma-

ceutical entities, and also because it is now officially recognized (renewal of glucosa-

mine-HCl MA in Europe), that there is strictly no intrinsic differences between the sul-

fate and the hydrochloride salt.
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2. The recommendations of the two Societies that were taken into account by the Reim-

bursement Committee, were based upon the same "negative" studies, mainly the GAIT

study, and the same subgroup analyses in meta-analysis, that lead to a negative view of

the product. Therefore, the MAH suggests to review those recommendations in line with

the arguments developed in the dossier supplied in April, as well as the present one.

Finally, the MAH propose to only take into account the global analysis provided in the

last update of glucosamine meta-analysis, that evidences a significant efficacy on pain

and function with consistent effect sizes of 0.47 for both criteria.

Therefore the MAH suggests to the Danish Medical Agency to maintain the present

status of Glucomed, while the relative view of the proposed arguments is not likely

to modify in any extent the previously defined therapeutic  profile  of  the drug and

therefore its reimbursement status.
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