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tory drugs (NSAIDS} in the treatment of ostooarthrits
has been convincingly demonstrated, their toxicity is

Tabme Pame Splne 2000 ; 67 14627
& 200 Edivion scrnrifiques oo médicales Elsevier $45 All nghsrs pescrved

Harpagophytum procumbens in the treatment
of knee and hip osteoarthritis. Four-month results
of a prospective, multicenter, double-blind trial

versus diacerhein

Didier Leblan®, Philippe Chantre*, Bernard Fournié®

'L abonmiores Arkbptanrna, Jone Rouwdnede, T avenoe, T s, BP 28, 08511 Cavros cedes, Frances; “olindiu
o rismaliologie, G Parpan, plece do docfour Bayloc, 31058 Bulsuss cader, France

rormspondence Ed IRt
(Subsmiltud for pubdication Seplember 23, 1959 socepded i nissed korm June 21, 2000)

Summary = Objective. To evaluate ihe efficacy and safety of Harpagophylurn in the treatment of hip
and knee ostecarthritis comparatively with the slow-acting drug for estecarthritis, diacerhein. Patisnts
and melhads. A multicenter, randomized, double-blind. paraliel-group study was conducted in
122 patients with hip andfor kmee osteoarthritis. Treatment duration was four months and the primany
evaluation criterisn was the pain score on 8 visual analog scale. Harpagopintum 2,610 mg per day was
cornpared with diacerhein 100 mg per day. Reswils. Atter four months, considerable improvements in
ostecarthritis sympioms were seen in both groups, with no significant differences for pain, funclional
disability, or the Lequesne score. However, use of analpesic (acetaminophen-catfeing) and nonstaroid-
al anti-inflammatory (diclofenac) medications was significantly reduced in the Harpagophytum group,
which Mso had a significanily lower rate of adverse events. Conglosion. In this stidy, Hapagophtom
was at least as effective as a reference drug (diacerhein) in the treatment of koee or hip osteoarthiitis
and reduced the need for analpesic and nonsteroidal anti-inflammatory therapy. Joint Bone Spine
2000 67 : 462-7. © 2000 Editions scientifiques et médicales Elsevier SAS
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Force Meeting on Rheumatic Diseases stated thar

comventional MSAIDs should not be used in the firs:-
line trearment of degenerative discase [2].

ol monsteroickal ant-inflamma-

eiqually well documenred. Gastrointestinal side effeces
are particularly worrsome. The risk of side effects
increases with advancing age. Furthermaore, the effects
of chronic or repeared use on the carrilage remain
unknown [1). These facts have placed the risk-benefit
ratio of NSAIDS under seruting.

I parients with sympromartic dege
case, the a i of NSAILD th
evaluared by [1]. The 5th I

nerative joint dis-
should be
40 Task

MNSAIDs are used 1o provide immediate relicf from

in-and funcoonal impatrment. A number of newer
dr exhibit delayed but Lias symptomatic
cl'F:?ﬁ thar reduce the need ﬁ'lﬂh:ﬂmgs. inclucing
MSAT D

Hmpaﬁm'mnw procumbern bas shown anni-inflam-
m ects in animal modets of chronic inflamma-
tiuﬂnm?.;]'- Furthermare, analgesic offeces have been
reported in vive [4]. In soveral placcho-contmlled
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studics  in humans, f‘hrlpdgbp‘gﬂ'nm ignificantly
relieved low back pain [5, 6]. These data indicate thar
Harpagopbyom may be beneficial in chronic joint
discase

'I'h:.pmm double-blind versus diacerhein

was designed to evaluate the efficacy and safery of
in relieving pain, i ing function,

and decreasing analgesic and NSAILY use in parienis

with hip or knee ostecarthriris

PATIENTS AND METHODS

Pagients

Patients of either sex aged 30 w 80 years were eligible

if they met American College of Rb criteria

for femorotibial ostecarthritis and/or primary hip oste-
carthritis in one or both legs and if radiographs taken
during the last six months that the discase was
Kellgren and Lawrence stage 1, 1 or LI [7]. Pariers
were included during a flarc-up of their discase mani-
Festing as spontancous pain scorng 50 memn of more o
a 100-mm visual aralog scale (VAS) and as 2 Lequesne
algofunctional index value of 4 or more. Esclusion eri-
teria were secondary knee or hip osteoarthritis, severely
incapacitating, osteoarthritis requiring surgical oreat-
ment, serious concomitant disease, local or systemic
glucocorticoid therapy within the kst month, and
rearment with a slow-acting drug for estcoarthritis
within the last two months. Mo wash-out period was

rl:qu'i:rrd I":Lr analgesics and NSAIDs. A
irgy ists recruited 122 patients, w
were msrm w hhmv?hm (Harpa-
dal®) six capsules per day or dincethein (ARTS0%) rwo
capsules per day.

Stady design

The study protocol was approved by the a riate
ethics commimee and the study was oo i}

accordance with the Declaration of Helsinki (1964).
Wrirten informed consent was obtained from all study
subjects. Randomization was performed by blocks of
four paticns at each study cemer.

The double-dummy technique was ussd to ensure
double-blinding, as the two conld not be pre-
pared as identically-appearing capsules. Each panient
ok reo medications, one sctive drug and one pla-
cehia, so that the two trearments were indistinguishable
from cach other.

Analpesic and NSAID therapy was permirted m
un:tmrﬁilnim.'l fares of osreoarthrins. To improve um-

formity, this treatment was standardized as follows: an
mﬂ:mhnﬂam—uﬂfﬁm mmhimriundu:s used first in
the evenr of a painful flare-up, and if the response wis
in::quumdlcﬁ:hﬂac S0 mq;ﬁasum&inuﬁﬂr dosage
of no more than three tablets. The patients were asked
to take these dnyg only if they expericnced clinical
symptoms and to record all doses in a diary, Acctami-
nop ine and diclofenac wse was recorded by
the investigator in the case report form.

After an inclusion visit on day 0, the efficacy, sfety,
and beneficial therapentic effeces of the trearment were
evahiated on days 30, 60, and 120 wsing the oritera
outlined befow.

Efficacy criteria
The primary efficacy criterion was the severity of spon-
rancous pain a5 assessedd using 3 Huskisson VAS [8],
Seco efficscy criteria were the daily doges of
diclofenac and acetamin <caffeine, functional dis-
ability assessed on a VAS, the value of the Legquesne
alpofunctional index for hip or knee esteoarthrins [9],
and overull amcmments by the patient and
the investigaror using a five-point verbal scale.

Safity criferia

Adverse events were collecred ar each visit. For each
event, the nature, duration, severity, outcome, and
causal link with the study tressment as evaluated by the
investigator were recorded in the case teport form. The
numbser of paticnts with at least one adverse evene and
the number of patients withdrawn from the study
because of adverse events were determined. Overall
safety assessments by the paticnt and investigator were
recorded,

Sextiatical method

This was a one-sided equivalence and noninferornty
trial of Harpagoplnytum versus diacerhein, with sponta-
ncous pain on a 100-mm VAS as the primary criterion.
A one-sided equivalence west was used with the @ risk
ser ar 0.05. N:ndm,'pﬂr m{?';ﬁ::“ the protocol
WETE 1“:':l'“j'ﬂ'-ll mu’:q“ﬂl ¥ ﬂl—d!l" 'Fﬂ'f.l'mtl
were included in the stanstical analysis. Per prosocol
and intention-to-treat analyses were dooe. In the
intention-to-treat analysis, the last observation carried
forward method was used to replace missing daa. All
the study parients who came o the D30 visit were
included in the imtention-to-trear analysis, whercas
artendance ar the [2120 visit was required for inclusion
in the per protocol analys
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The predefined equivalence antesion was a value
am.’dl:rdm 10 mmﬁ:rr the upper limit of the 90%
confidence interval of the pain score difference
between the two treatment groups,

Assuming thar a true difference between the rwo trear-
ments of zero with a A of 10 mm, a one-sided eqquiva-
lence test with o ser at (.05, a [ risk set ar 0.10, and a
stanclard deviation of 18 mun, the required sample size
was 56 patienis per group.

RESULTS

tients were randomired and 92 parienrs
mﬂplrb:\'l LE trial in accordance with the protocol,
Commponding were 62 and 50 in the Haerpago-
plryeurm group and 60 and 42 in the discerhein group,
Table !m&: reasons for study withdrawals.

Demographics

No saustically significant differences were  found
berween the twe treatment groups for demographic
parameters, disease dumrion, discase severity, discase
distribation, or radiologiecal stage (table 1),

Evaluation criteria ai baseline

The spontancous pain score was 63.6 mm in the Harp-
Wﬂpﬂpmﬂﬁlﬁmmhﬂmﬁn mﬂ
=ﬂ‘+?',|| The I::]mﬂgphlmmmlm:{wh

based on pain, walking dissance, and impact on daily

:ﬂmru:&] w 1025 in thl: HW’ group and
9.96 in thl.llmrl'u:mgu (L60). Thus, no sta-
tisically significant di ENOCS WETE found ar baseline

between cvaluation criterin in the two treatment
prowups {ealele JIT),

N &l el

Age 6125 1,08 Pans

Sex (MIT) (M) 20042 25135 Pe E.a-ﬁ"
Weigha | a9 L35 =016

Height I:-I:-':j} 1629 1656 F=009°

knee 44 a4 =058
haipe 18 1

:I.M‘hl it I B

n I M P = 039"
i 4 I8

rpevrthiinis damrion 54% 547 F=- 058"

{yrasl

* Wsalywis oo wariance, ** Fidka™s rot.

Tabbe N, Evaligdion criteris of bateling {mean + standard devia-

fion)
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P srone om D30 636+ 13,7 GlaE 1l P« 05
{rmm)
Leyaesne's algofuse- 10254371 00061300 Fe 060
ricnal infex
an [
Funectional disshiliy 5904 188 SEE+ 169 Ps0H8
oot FH1 {mema)

T‘Iupmocnld]dnmmchd::mnp:m‘ n of
MWDmlm c use before st inclusion,
Hm.uwul hmnl;mmuk :rlhcrndr
in thos repecy. Co ucithy;
Fu“r mmh:m,nflfl:t:h of diclofersc
lndl::tmuuphl:ﬂ-nlm:md used during the first three
study days, Lo, before the smudy treatments had had
time o act. Mo significant ditferences were found:
mean diclofenac use was 1,08 and 1158 tablets in the
f m and diacerhein gfﬂuphltﬂpﬂtu\'dy‘
o ing numbers for acetaminophen-caffeine
were 163 1.6,

Efficacy data
Primary efficacy eriterions pain scale score

[nﬂm."h;pg;f&yﬂn Py the pain score decreased
steadily throughour diEmn:nI a&ﬂlﬂ. The decrease
was apparent as carly as day 30, A similar parern was

seen in the discerhein group with, however, a some-
what smaller decrease on day 120, The equivalence test
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Table V. Eguivalence lests bused on confidence inservals of between-group differences (VAS pain score).
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Figmin 1. Safi-svalimtion of paim saverity wsing o Huskisson vis-
el gnalog seale {0 b §00 mamj

was significant (7= 0,001), demonstrasing that

m*ﬂﬂ]ﬂﬂﬂfﬁ:ﬂiﬂﬂdizﬂﬁm able
reports the results of equivalence rests

using pain score values on day 120 in the per protocol

fon andd pain scores ar the lass visit reai-
ment in the infention-to-treat i It beveh
analyses, the upper limit of the confidence intet-

val for the between-group difference was under 10
mmpﬂnﬁmir@ﬂlﬁtiﬁwﬂ@uﬂwulﬂn

effertree as discerhein.

Secondary critevia

anmra&aﬁmﬂ' s for kwee and Fip

seteoartfring

The Lequesne 'Iﬁﬁ;mqinm] indey value decroised
t

from onc visit 10 the next (figurr 2, following a similar
pattern in the two mearment groups. Ar study comple-
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Figure 2. Lequesne’s egofunciional index (0 ip 24),

tion (day 120), the difference between the two groups
was not statistically significant (P = 0.71; analysis of

varianoe)

Use of diclofimac and acesamingphen-caffeine

Patients in the Hurpagaphytum group used signifi-
canty fewer diclofenac tablets than the pationts in the
discerhein group (table V). This difference was appar-
ent a5 early 25 day 30 and was statisrically significant an
days 60 and 120, By duy 120, mean cumulaiive
diclofenac use was 20,9 wablets in the Harpageplprum
group versus 55.5 tablers in the diacerhein group (F =
0.002; analysis of variance).

Similar results were found for the use of acerami-
nophen-caffeine (ueble V). By day 120, the mean
cumulative number of rablets was significantly smaller
in the [ group (39.7) than in the diacer-
hein group (59.5) (P = 0,002; analyss of variance).



Figure 3. Sait-evaluation of lunclional impattment wsing a Husk-
isson vesual aralog scale (0 to 100 mm).

Fuunciional impairment
Functonal impairment improved steadily i bodh
groups (figure 3). At study completion (day 120), no

Tahle ¥. Cumislative numbser of tablets of analpesic (acetami-
noghen-caffeing) snd NSAID (dichalenac) weed Bn eoch groop.
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statistically significant difference was found (7= 0.43;

Owverall asessments

Efficacy was considered good or excellent by the inves-
tigators in 65.3% of the £ patients and
(0% of the diacerhein patienes. The sssessments by the
paticnis sh?;:i m}lm Tm with good urﬂﬂd]tnd:
cificacy in 63.5% ¢ Ma phiyturm patients an
64.5% of the diacerhein Pmi;‘ﬂrf

13 Leblan ctal.

Safery

A significandy smaller number of Herpagophymon
patients expericnocd anc or more adverse events, @ com-

pared to the diacerhein patients (P = 0.042, 3 tess),
Causality was assemsed by the investigator as proba-

ble, possible, or improbable. The n of patients
Table ¥1. Gastroimestined scerss svents,

T acerkein
Diarrhsea 5 (B.FH) 16 (20,75
Abdominsl pain 2 (3.2%) 3 (£.3%)
Vomiring 1 isﬁ 1 [(13%)
oo 1L "
FPasuleme 5 () -
Dryapepaia 3 (4.E%) 3 (4.8%)

with at least one adverse event considered possibly or
pmhnhty;tlﬂcdmdlt:;dynuin?ﬁ:ﬁnt

21 in the in group

:F-E.ﬂl#. x' ms:fuhﬁunmmumgmnﬁn—

testinal complaints; their narure and frequency are

in fabile VI, Diarthea was the most oommon

event, with 26% of caws in the discerhein

group and 8.1% in the Harpapupbytum groap.

MNSAIDs are a time-honored treatment for the pain
canised by osteoarthritis. Their efficacy has been E;I'l'
in many therapeutic mials. Their prompt
pain-relicving cffect is valuable in (are-ups of osteoar-
thritis symptoms. However, their difecs on the cani-
lage, or absence thereof, remaln unknows.
Slow-acting drugs for ostecarthritis (SADOAs) are
newer whose effects are both delayed and pro-
longed. have been found effective in relicving the
rLOmis iris. However, there is no
ﬂ:n: they have seructural dffects. SADOAs are as
TN benanoe 'IiEI'IFTF‘I:I patients with chrclnicl;t recLr-
rent that fail to respond wately to non-
plmnuwm measres. Their maﬁﬂvm 1% that
they reduce the need for or MSAID:, thus
decreasing the risk of side effects related o these com.
pounds.

The objective of the carrene study was 1o determine
whether Harpagoplyrum given for four months is effec-
tive in the treaiment of osteoarthrits. No placebo arm
was used becanse patients often decling participation in
a study involving a 50% likelihood of recciving a pla-
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wcbo, particularly when the trearment is long-term
{four months in the present study). prqu;:?i‘mm
was compared to diacerhein, 2 SADOA whose ethcacy
has been convincingly demonstrated in studies versus a
placebo or NSAID [10, 11].

The magnitude of the placebo effect in osteoarthritis
has been evaluated recently [12] in a review of six
controlled studies of sympromatic SADOA including
457 patients in all. The mean decrease in the VAS pain
seore was 10 o 16 mm in the phﬂhmllll.%
is far less than the 30.6-mm decrease seen with Harp-
agaplytsm in our study.

We found that Harpagophytum and diacerhein were
equivalent in terms of pain relicf, which was the pri-
mary criterion in our study. Equivalence was
also demonstrated for the Lequesne algofuncrional
index and the functional disability VAS score. In :d:hl;
tion, patients on required significant
smaller amounts of analgesic and NSAID tablers than
patients on discerhein.

The number of adverse events was sgnificantly
amaller in the Hirpagephytam group. Patients in the
diacethein group were more likely to be withdrawn
from the study because of adverse events.

The resulis of this trial confirm thar Haerpapephytum
is clfective on the main clinical parameters used w0
itls (pain, functional impairment and

CONCLUSION

This double-blind controlled study versus a reference
drug conducted in accordance with Good Clinical
Practice guidelines demonstrates thar fhwmm
is as least as effective as a reference drug (diacerhein) in
the trearment of hip or knee osteoarthritis and l?at‘iﬁ—
cintly reduces the need for analgesic and NSAID
agenis. Further studics are needed to determine the

kinetics of the effects of Harpagophytum and the place
of this agent in the therapeutic armamentarium.
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