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Summary

Calle for pleceba-controlied randomised trigis in comm-
plamentary and altgrnative medicine JCAM) are entiraby
rassonabla. Howeavar, they prasent major methodoiogi-
cal probiems, partcularly when we understand so litthe
about the underhying bilegical mechanisms imvolved far
many of these therapies. Designing a placebo in CAM is
{requently dependent on wnsubstantiated assumplions
about the spacificity of & particular CAM intervention. In
this paper we address the development and application
ol piacebos o clinical triagls of homeopathy, acupuncturd,
kinaeiotogy, Chinese herbai medicine and healing. Each
therapy-based vigneits is authored by a regearchar from
the Complementary and Integreted Medicine fesearch
Unit &t the University of Scuthampton who has spacific
gxpartise in the field. The esseatlal rasearch question
within this review 1z; can we legitimately claim 1o hava
placebos for these particular CAM intervantions? [n some
araas of CAM the debate has become very Imvolved and
sophisticated, for instance in acupuncture but for other
armas, such as healing, our understanding of placebos
is currently limited and very naive, For instance, if acu-
punctura is not point spacific, then many so-called “pla-
ceho-controlled” acupuncture trials are both miscenoeived
and misleading, We have eddressed this debate in wiat
wia hope is a thoughtful and Tigareus manner with a vietw
te developing realistic, reliahle and cradible placebos for
randomizad eontrollad studies when and wherg passible.
Howewer, oUf conclusions suggest hat we 8re Some Way
from developing valid, credible snd refizble placehos for
rnst CAM tharaplas.

MREEB‘ @2 % Kargen GribH, Freiang
T+ 1814 5207 12 A pceitibh ppime 52

Trdariudor S Fangrds e bR r Snmiag

wewn AT cem

Sehlizselwirter
Alternativmedizin - Plagebo - Randomisiarts kontrofliarte
Studie

Zusammenfassung

Dar Auf mach placebokentrolliarten eandomisiensa Stu-
dien in der Komplamentirmedizin (CAM) st vollkommen
verninftig. Dabei stelien sich jedoch grofle mathodische
Probleme, inshesondare well wir o wenig wissen libar
dig rugrunde liegenden biologischen Mechanismen, die
bal viglen dieser Therapien gine Rolle spislen. Die Ent-
wicklung eines Placehos fir CAM hangt waufig von wngi-
charen Anmahmen Dber gle Spezifika siner bestimmtan
EAM-ntarvention ab, In dar vorliegendan Arbelt behan-
dain wir die Entwicklung und Anwendung von Placebos
fir klinische Studien in der Homdopathie, Akupunkiur,
Kinesiologia, chinasischen Phytotheraple und im Bereich
Gaistheilung. Jede therapisbazogena Vignette gtammt
von eifesn Farscher dar Abteilung fiir Complemantary and
integrated Medicins Rosearch dar Universita: Southame-
ton, der auf dem jawsiligan Gabiet besondars kundig st
Die grundlegende Rorschungsirage dieser Arbeit lautet:
Kannen wir berechtigtenwelise bahaupten, dess o8 Place-
o flir die verschisdenen CAM-Inervention gibt? In eini-
gen CAM-Gebiaten gibt es zu dieser Frage sehe engagie-
te und diffaranziene Diskussionen, beispielsweise in der
Akugpunitur; in anderan Gebietan wie der Gaisthellung ist
unser Welssen dber Placgbos jedoch noch sehr begrenst
und nahe. Wann rum Beispiel die Akupunktur gar micht
punktapazifisch wirks, dann sind viale spganannte place:
bakomtral lers Akupunkisrstudien sowohl falsch angeleg!
als auch irrsfiihrend. Wie sind diess Erértarungen, wis
wif hoffan, begonnen wnd prazise angegangen, mit dam
Ziel, maglichst realistische, verlissliche und glaubwirdige
Placabes fir randomisierte kontrollierte Studien U ent-
wickaln. Unsers Schlussfolgerungen legen jadoch nahe,
flags wir noch =in guies Stick Weg vor uns haben, bevor
wir for die meisten CAM-Therapaen valide, glaubwiirdige
cnd raliable Placehos antwickelt heben werdan,
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Introduction

The placebo has been conventionally conceptualised 85 an
inert ament or procedure that leads W oa therapeutic effect
through the mdection of a yariety of pevehological mecha-
pisms, wcluding sxpectation of clinical improvemeat and
Pavlovian conditioning that both wigges self-healing [1]. In
the lae 1970s, the demonstration of a messurable opioid re-
spomse [2] first confirmed tht the effect of placebo is 2 ‘real’
physiciogical process, rather than “all in the mind’. Since
then, the specificity and complexity of these respondes hiaz
hecame increasinply clear. Sophisticated technologies have
demonstated affects within the brain that mimis and overlap
with the effects of verem treatments for conditions such as
chronic pain [3], Parkinson's disease and depression [1]. One
of the problems for complementary and alternative medicine
(CAM) a3 well as other complex psychasocial inferventions
i In distinguishing verurn from placebn interventions, par-
ticalarly when we are nnclear aboul the £Xact mechanisms
iovolved in treatment.

A recent review [4, 3] has challenged the notien that place-
b 2 dmert or that it should be considered distinguishable from
§te conlext, method of delivery, or the process of care-giving.
Tnstead, it s been progosed that placebo be redelined as “the
smalation of a0 active therapy within a peychosocial context’
[4, p 5671, This reflects the capacty of the human body i pro-
dure therapeutic and side-sfects identieal to those of active
treatment o response o a range of smaranmental faciors that
inflisenes the patient’s expectations, desires, and emotions. In
clinical trials that invalve the teatment of chronle benign Hl-
nesses, it appears that the major therapeutic effects of any in-
{ervention are pon-specific and contextual rather than specific
[6. 7}, This is not enly true for CAM but equally applicakle
to ather medical mterventions such ag the use of antidepres-
gant medieation [8], chronic pain [3], and Parkinson's discase
[1]. The constiruents of ‘active freatment’ withio CAM vary
consideratiy according to the locations and contexts n which
they are administesed, the expartise and authorty with which
they are deliversd, the procasses of investigation, disgnoss
and trestment, and the miuals that accompany these, as well
as the natre of the intervention and its method of delivery.
41l of which huve been shown 1o influence outcomes [9, 10]
and have the potential to exert sirong influeness on the clini-
sl cutcome of CAM intervenfions. A review of the evidence
from clinical trials [4] identified 8 maximum cifect size for
placebn a5 0.5% (205 is classified as large) [1 L] This would
appear to demonstrate that significant {leropentic henefit is
potentially available from placebo alone,

While the plicebo-consmolled randemised controlled tril
[RCT) i firmly established as the gold standard for w=ting
the clinical effects of medical interventions, it is ned always
pessible to employ effestive placebos in situaticas that do wot
involve pharmaceutical agents. Michasl Rawlins in his recant
Harveian oeation draws this to our attenrion and suggests thit
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we need 1o consider a broad mnge of cvidencs when evalu-
ating data related Lo specific therapeutic effects [£2]. Walach
et al address similar isues in their view of appropoiate e
dence synthesis [13], and Gabbey and Le May clearly dem-
orstraie that clinical decisions are frequently not dependent
on the classical pyramidal evidence-bazed hierarchy [14]. We
enay mot be completely dependent on the placebo-contralled
trial for evidence of clinical effscs bul neveriheless, it will
continne to be an impertant part of evidence-based medicine
ared the evalnation of specific clinical effects for & variety of
interventions, particularly these involving conventional medi-
cations. The BCT was originally designed to evaluate the ef-
fectiveness of drugs for which identical placebo substances
can be delivered using ‘doubic-Flind' procedures where nei-
ther paticat, nor practitionsr, oor ressarcher knows whict
treatenent is ‘Tenl’ In this papes, we consider 10e problems
arising from this spproach, based on our practical experience
a5 o sophisticated group of CAM researchers who have beed
involved in evaluating a number of different complementary
therapies. We will considir the implications of thess observs-
tioms within the context and meaning of placsbos for CAM
and its rigorows scientific mvestigation within the complex
dehate that carrently surrounds evidence-based medicine. We
do net think that placebo-contrelled teizls are the only basis
for clinical detision making bot they ars an important element
of elinteal evidenc:

Each of the following sections & weitien by an individual
who has both clinical and research experience in thas spesific
field. The main tesearch question we address is whether it is
currently possible 1o design reliable, effective, and realistic
placebes in these therapies. Do we understand enough akour
the interventions to kuow when we are uuing a placebo?

Providing & Placebo for Acupuncture Ressarch

Beseazching an infervention which is cleasly invasive can be
very challenging. The central isue for acupuncture résearch
is whether we can investigane a non-pharmasological invasive
intervention in the same way that we can investigate a drug?
Acupunciure is best described s the insertion of very fine
needles inio the body ot varying depths aceording to the ua-
derlying structuses, These needles are routinely manipolated
to praduce a ssrsstion defined &5 ‘Degi’ or needling sensation,
before they are deemed to have their full effect [15]. There is
avidence snggesting that the neurokogical networks respond-
ing 1 2cupuncture are simulated both centrally and perigh-
erally carrsing the impulses frem this penipheral sensory mpul
inbo the spinal column and up to the higher cantres [14]. This
raiees a pumber of problems with *placeto’ scupunctisrs if we
adhere to the criteria for a rigorous randemised, conteeiled
clirical trial meshodology.

In order for acupuncturs o have the full effest, the pa-
sient must actually feel it, meaning that & directly comparabie
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Table 1. Corponents of 2 comples imlervention®

Total affect

Spoatanecias cuangs
Assncintadonien effeccs
Mleaniog
Ca-mbérrentions
Practitioner effect
[vingnosiz and how chis is smderstacd by the patiens
Tiirect effeczs of consulzation prodsss
Aptributable tharapy effect

After Linde K: The speific pleceba effect. Bundespesundheitshl
Gesunidbeisforsch Gesundhebischuce 0065 72035,
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placebo mast also b felt’, Lundeberg «1 al [17] have sug-
gested that the general pasameters for treaiment for painful
conditions with western scupunciire are well-established, the
needles shoukd be inserted to a specific depth, retamed for a
defined pericd of time, and used on @ reasonabie aumber of
secasions [17] in the treatment of any clinical condition. 1
these patamsters vary substantially, the patient will be aware.
While some may disagree with Lundeberg, the magority of
ROCTs nsing western acupuncture for pain do follow thess
very peneral guidefines.

A& single application of asupuncture is rarely encugh to
produce the gumplative neurcchemical and clinical changas
which are thoughl o wederpin the eifsct of this mtervention.
1f Diegi is thought by some {18} 1o be an essential neurolog-
cal companent of acupuncture, but if it can be elicited with a
placeba, then, while this makes the placeba valid in the eyes
of e pasient wnd the rescarcher, i potentially conlounds the
outcome of oy teial.

Placebo nesdles, resenhling stage dogpers ollapsing mio
their bundles, have besn wsed with soms success {19, 200
These do nol actually penetrate the skin, although the sea-
sation felt by the patient, who cannol see the tip, is vsually
convineing. Use of these peedies is nol siraightforward and
imvolves considerable skill oe the part of the researcher [21],
While this has the potential of being able to biind the patient
as to the type of scupuncturs recejved, the operalor cannot
be Blinded a2 the iwo necdling techmigues are quite different
[21]. A newsr version of these needles is now available [22],
where it §s claimed that it is possible o blind the acupunciur-
ist by having the neadle, already within the plistic insertion
tube, sither insested into some soft material al the sxin or di-
rectly into the skin. There has besn no substantial research
completed using these new needles.

The main problem with all of these sham needles is that the
pecurrence of Degi and the subsequent astivation of penph-
eral © fibres from skin coniact with the blunt needbe may alle-
wiate pain. The intervention sannol therefors be a truly inert
placebo I we beligve that Treql is pan of active acupunciure
treatment. Tt may therelore be preferable to sbandon the ides
of a shar needls and design and consider an inert non nesdle-
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baged intervention of a enmpletely different kind swch as 2
sharn acupunclire laser or TENS stipyulation. This would pro-
vida & control intervention for real scupuncture that weuld
not ke a direct plasebo and i validity would depend on the
natient rating the two inventions equally.

Mapy condiions which present for treatment with acu-
puncture are self-resolving making it even moze difficull to be
syre that the specific effects of the therapy are respanshle for
all ot any of the recorded changes. With a compley interven-
tiom, the attributsbie effect becames smaller the more figor-
cus the smdy design.

Tt iz nat really possible to indicate bow much of the total ef-
fect may e represented by cach of the compononts sugoested
in table 1 bal it is probable that spontaneois changes vary
from eandition 1o condition, while the asscciated oF comtext
effects may vary depending on the type of consultaticn aking
place. Tt is also probable that the practitioner is the most -
poriant variatle [3]. Clearly, where there is both an element
of ritual and an extensive chnical interview, the placebo effect
of the intervention will be reinforced substantially [23] and
mity e Boih practitiones and dose-dependant [10]

Some very valuable work has been done within acupune-
ture o indicate that there is more than a placshn effect [3].
Using positron emission tomography (PET) scans (ke offect
af & gham needle involving superfictal sensory stimulus only
has been eliminated, together with the additionsl effect of the
patient’s beliel and expectation, leaving 2 visthle effect in an-
other part of the brain entirely.

This raises an important ethizal question. Some acupting:
ture iriaks in Germany with substantial pattenl numbers and
careful methodobopies have failed to demonstrate a significant
difference between the placebo and verum acupuncturs in-
terventions [24-17]. Where the specific effect is so small, the
importance of this is either vital or really irrelevant The gues-
ticm is which?

1t is understandable thal we require o clear angwer as to
what the exact physiclogical elfects of acupuncture may be
znd how they can be best reproduced, T is equally clear that
the clinicians might prefer to use the research process 1o re-
fine the context in which 2 therapeutic intarvention & deliv:
ered and thus improve its effect. Tn view of the {sct that aca-
qnciure appeses to be mare effective than comventional care
for many conditions, even if it is *placebo’ | 28], the nexl ques-
tion is whether it would be unethical to withhobd scupuncture
in clinie. (VH)

Is Homeopathy a Placebo?

Ome of the chalienges that affects ressarch 1o homeopathy
i the urcertainty surrounding the plassibiity of the home-
pathic remedy. This has lead to research that has consistently
attempred to find specific effects of homeopathy from the
remedy alone, Wesiing the remedy 38 if it was 3 imedical
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drug with specific physiologicai effests. Such focus has lead 1o
comflieting svidence abow efficecy [29-33] suggesting that the
clinical effects of homeopathy ars placebo effects which are a
regult of the therapeutic encounter that is experienced as part
of the consnltation (30, 36-34],

The challenge af researching homeopathy 15 compounded
by the poor guality of many homeopathic trials compared to
clinical trials in conventional medicine [40]. Additionally, the
RCT has frequently not investigated homeopathy &s it is prac-
ticed in o “real world' sitnatian, for instacce the Blinding ol ho-
meopaths participating in # trial interferes with their normal
peactice Toutine of an individualised patient response to a far
grentes extent than with a conventional medicil preseription
{41}, Furthermare, the we of sopathy is not a rouline part
of ¢lassical homenpatby [42, 43]. The value of examining the
specific #ifects of & therapy (the remedy) s separale 0 the
non-specific effects (rhe effects from the practitioner-patient
relationship ete} of o therapy has been questioned, For ex-
amyple, it has besn proposed in bomeopathy that the specilic
and non-specific effects may interact rather than just being
an additive effest of the hameopathic intervention [41]. This
view is reiterated in Faterson and Dieppe’s [44] ohsarvations
on acupungiure research. These and other challenges can b=
addressed by thoughtiul design in the application of RCT
miethod investigating CAM, for example, the use of pragmatic
agproaches [45], and by combining ROTS with qualitative
methods [48],

In arder to fully understand a CAM intervention such as
homeopatly, research must address it5 separals components,
whilst allowing the system 10 remain intact hecause of synesgy
between the different components [46). The procest and con-
fext arz [undamental to effective reatment and positive out-
comes for any therapy, net just homeopathy [46]. The pros-
¢35 and contest of a therapy refer to components such a3 the
relationship between the patient and the practitioner, expes-
tations, and how ao intervention is defivered, The therapists'
confribution to thess copmponents can only be understood by
exploring the consultation in depth from the practitioners”
[ETEpeCtives,

My research into the nature of homeopathy has focused on
understanding homeopaths and how they corsull 5o that we
may better wnderstand the nature and models emphoged by
them during & homeopath consuliation. This has enzhled me
to recognise the power of the therapeutic internction in the
bomeopathic consultation which inclades the nse of a remedy.
1 have explored homeopathic pragtitioners’ experiences and
pemspectives of the consultation 2nd have developed a theo-
retieal model of the process of the homeopathic consultation
from their perspective which dememstrates that the practi-
Honer-patient relationship is crugial to all the processes in the
homeopataic consultation. The prosess of identifying, choos-
ing, and giving the homeopathic remedy appears 1o be spe-
cific to homeopathy s it has 3 central role in the hodweepathic
consuitation and may therefore play an active pariin promot-
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ing therapeutic benelit, My findings corroborate a previous
theoselical explanation by Weatherley-Tones [#1], in thar the
homeapathic remedy cannct be treated independently o the
affect of the consultation, and henee it is meaningless o sepa-
rate out the remedy from the consultaticn, This & consistent
with the thearetical model of entanglement in homespathy
betwesn the patient, the practitisnsr, and the ramedy (47, 43].
Pur the implications and relative effect sioss of the consulta-
fion and the homeopathic remedy require further investigi-
tion within the context of riporous comirolled trials,

The terms ‘placebo’ and ‘nen-specific effects’ are there-
fore inadequate in explaining the nanee of the catalyst for
the specific mechanism that is activated within homeopathy
s o whols avaiem. The term ‘context effecis’ (s an alterative
explanation that bas bsen proposed o refer to healing that re-
sults from the clinical encounter and the practitioner-patignt
relationship [49]. This is almost consistent with the proposed
thenrerical model; kowever, i assemes that the healing 1s dis-
tinet from a specific efficacy of treatment imterventions which
i= inconsistent with my research, It appaars the homeopathic
semedy is an indivisible and specific part of the homenpathic
comsulation.

Therelore, an alternative explanation 15 needed. A frame-
work that sits comfortably within the findings of my research
is Moerman and Jomas® [30] concept of the ‘meaning response’
which relates to the response that people experience a5 4 ra-
sult of the meanings that they attach lo their inferventions or
weaiments. Similarly, motivational concordance posits that if
a particulir freatment is in aceord with the patient’s own pret-
erences and mohivations, then the patient will be more [ikely
1r emgepe in that treatment. and it is the degree of cngagement
in the treatment that may lead to symptom reduction |51 An
important part of the homecpathie consultation is the narra-
tive aspect which elecidates connections and meanings [52),
and these may be symbolically reprasented by the homec-
pathic remedy [53, 54). This framework takes inte account the
different meanings of the 1erms ‘placeha effects’, ‘non-spesific
effecss’ and ‘context effects’ and delivers an understanding of
these terms within @ cultoral contese that allows for the com-
plaxity of meanings, ritwals, and symbols that are attached to
the objects and activities that contribute to the homeopatiic
comultation. (CE)

Kinesiology

In my role as a practitioner-ressarcher, [ was interested 1o
develop o sham kinesiglogy intervention 1o attempt to dis-
cover whether there was indeed a specific treatment effact
over and above the non-specific sffects, bat as the mecha-
nisms of kinesiology are as yet unclear, providmg &0 inert
treatment as a controd was challenging. Mol et al. [35] sug-
et that a plausible but ineffective placebo [reatment is re-
quired to contral for the potentially therapentic effeets of
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touch in manual therapies. Therefore, the sham treatmen)
needed o lonk as much like the real treatment a5 possible,
e ereditle to petients, but be devead of anything considered
therapeutic in Kinesiology theory. Kinssiclogy appears to be
A complex whole-gystem intervention ntilising touch, talking,
technigues, and lifestyle chansze and it 8 not certain what
the ective ingredients are or how they relate to sach other.
Furthepmore, these factors are not necessarily additive but
may be synergistic. 1t was clearly not possible o perform any
treatment without touch but it was possible to limit the con-
versutions of the placebo group to theorenically benign sub-
jects thus controlting for the effect of touch in both groups.
Despite these challenges, T have recently developed an ap-
parently eredible sham treatment designed 1w e minimaliy
effective for use in a single-blind RCT [56]. This has been o
complex procedure but it has resulted in the development
of the standardised sham (placebo) Kinesiology process that
will begin to allew us to separate the specific and non-spe-
cific therapeutic elements of this intervention, At this point,
il i impossible 1o know if Kinestology hus any specific actie
components or what constitites as specific or non-specific im-
tervention within & Kinesiology context. A trug placebo for
Kinasinlogy still seems a long way away! (5}

Healing

Spiritual lealing, whilst probably one of the oldest medical
Ireatments, i a comparatively neglected area for rescarch, yet
there i a growing recognition of the importance of spiritual
weli-being in patient cars [57, 58], Anecdotal evidence for
spiritual healing suggests that it s a multi-dimensiona] theragy
that operates in severzl domains simultaneousdy [39), Healees
(these receiving healing) can experience profound relavation
which czm alleviate siress, angiety, and the perceptions of pain
while experiencing feelings of well-being and enpowerment
[(0-63). While stme consumers appear content with anes-
dodal evidence about the clinical effects of beabing, there 5 a
pressing need for solid svidence of effectivencss and safety,
iF healing i to be widely used in support of orthodox medical
interveatians.

Discussions around spiritvality and health care can com-
bine a myciad of coneepts including “miracls” curss, ritwal,
prayer, meditation, and healing, while gpiritual hegling iI-
self has being linked erroneously to the cecult and relighons
practice rather than an energy-based CAM thesapy, Spiriual
healing is & generie lerm which includes Reiki and Johrei and
does not diagnose, prescribe, seck, or claim 4 specific thers-
peutic outzome; it doos not seek to gure in o medical sease but
claims to address the symptomatic neads of a patient aad (-
wolves 3 halistic approach to mind, body, and spiris, There are
two distinct forms of spiritual bealing, contazt heating gven
it the presence of the patient and distant healing whare the
pattent is absent. Distant healing con be distingnished from
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praver which seeks the imlervention of & higher being to facili-
tite a specifted resull, Tn studies of hoth distant and <ontaci
hesling, it 1 possible that patients who enrol wio a elinkeal
sty may have expnctau'uns tinked we their eneolment which
may not replicate real-world therapeutic interaction and thos,
the comtexl in which the therapy is given {or not given} may
e crucial to the outcoms [13].

The two forms of spirimal hesling present different chal-
lenges for the researcher. Walach et al. [64] have demon-
strated that the expectation of actually receiving healing
may play @ vital part in the ouieome ol distant healing. In
comtact healing there are likely to be additional noa-spe-
cific effects due to the variows healer-heales interactions
within the thesapy session. It is alsa unelear if healer andior
researcher intentionalicy impacts on the bealing outcome
[65] and whilst theoretical models such as entanglement and
week quantum theory seck to explain kealing |65], the exac
mechanisras are unclear. Therefore, sham or placebo hewl-
ing could be working through exzctly the same mechanisms
13 renl healing and may therefore not be trae placebos. Fur-
therrore, systematic and critfeal reviews of bealing stud-
ies have found the methodology of many of the published
RCTy inadequate [67-T1]; these crificisms include issues of
Hlinding, inadequate power, and the poor reliability of the
cutcome ménsiies employed.

Healing organisations claim everyone has the potential 1o
Tieal, thus actors 67, 72-74] and trainee healers {73-77] may
be delivering healing unheknownst to themsebves or the re-
searchers, Tn the light of such confusion it weald be inappro-
priate touse placebe healers in ROTs of either contact or dis-
tant hewling, Thus, stodies of spiritual healmg are challenged
io generate knowledge about this holistic therapy when
research methods such as ROTs arc designed to isolate and
pxamine spacific elemants of any mtervention. It would seem
that a mixed-method approach designed to address whole
complex miervantions is necessary allowing mitally gualita-
tive methodofogies to inform further research [78, 791 Tt may
glso be valuuble 1o consider approaches that involve waiting
list eontrols [5%. &7, 81] or pragmatic studies that address the
overall effectiveness of healing [82].

As 3 consaquence, 1 have chosen, in my role as a practé-
tioner-researcher, o employ qualitative methodology to wn-
derstand breast cancer patients’ experience of contact spir-
fluat healing delivered by a groop of healers. Using unitary
appreciative nquiry [83. 84] 2llowed the patiencs on the study
ta be involved in the concepiualisation of the results at each
stage of the study, avoiding researcher biss and informing
further research, This will alow me to model the process of
healing from the patients’ perspective and through this bet-
ter understand the individual mechanizms involbred. It & only
with the level of rigour, that we will be able to have any real
chanee of developing a credible and viatle placebo within s
field. (FB}
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Chinese Herbal Madicing

Crver the past 4} vears, at least 17.000 RCTs Rave besn con-
ducted in China invesiigating the effestiveness of Traditional
Chinese Medicme (TCMD [B5, 86] with the majority of thess
trials pebated 1o Chiness herbal medicine (CHM) [35]. How-
gver, whilst there is & vast and growing corpus of CHM re-
gearch, its value ag an evidense base has be=n compromis2d
by a lack of methodolegical dgour and transparsncy [#5]. In-
aduquate randamization, small sample size, and lack of blind-
ing in particular have lelt the interpratation of this research
vulnetanie o the disterting effscts of selection, neparting, and
aqgessor hinses.

The balanes between sigour and relevancs is particubarly
diffscult to achieve in CHM. Rigour can and has been intro-
duced by proper rondumtisation and enbanced by placcbo
contzols that have been evaluatzd for their credibility in &
pumber of studics |87, &3], However, CHM as it Is most com-
monly practiced involves a decoction {bodling wp) of o com-
ples formulation of herbs that changes according to mdividual
presemiabion and soein will be adjusted seweral tmes during
{he conrse of traatment. This i difficalt to match with an
pauivalent and convineing placebo and s the tendency has
heen to cither stundardise the decoction or omil the decoc:
fiom altogether and rely on encapsulated herbal powders or
pills to deliver both veram and placebo treatments. Drespite
the pragmatic appesl of these designs, neither a standardised
drcoction ner encapsulation are generally comsidered as ex-
amples of optimiem CHM praciice. Relevance fs dimimished o
suit the reguirements of ogous.

Hivwever, as part of a feasibility study exploring the role of
CHM im the treatment of endometricsis, we have desigoed 2
novel methodolegy that manages to combing relevancs with
rigoue. Using simple extraction techology imported from
Korea it has been possible to dispense individualised decoc-
tiens for each trial partlcipont in the active arm of the wisl that
can be matched by 2 placsba decoction mude from commuonly
used vegetables and culinary herbs available in the UK. The
practitioner writes & preseription which is then emailed 1o 2
distant pharmacy where it |s randemised to active or placebo,
coolked, and then sent to the wrial parficipant, Both verum and
placeho are strong tasting and dispensed in ideoticl sealed
sachets, This allows for a double-hlind, plasebo-conirolled
RCT

The trial has now completsd and blinding was successiul
with neither recipicnt nor proctitioner able 1o religtly predic
group allocation. Patints in both groups showed significant
improvemzent and we were able o ideatify a clear and powers
ful response o placsho CHM as well as real CHM treatment.
An obvious problem to this approsch i the possibility that
thse comman fonds that we used could have had a therapeutic
effect. Even 5o, it saems reasonabie to expect a focised herbal
intervention tobe able to demonsTats & better therapeu-
tic effsct than what is eifectively a glorified vegstable soup,

The Cantext and Mesning af Placaies far
CaM

The next stage i o develop & placsbo wing food Lawourings
which have no active compaunds and can be more readily re-
garded &= inert. This is now entircly posssble and should en-
able a maore effective placsbo-controlied comparisoe.

There it & danger that in comparing active and plassbo
herhs we will focus en the specific effects of CTIM aod ox-
clude the eentextoal sffects of CHM intervention, CHM is &
whole-medical system [78] that has developed emremely of-
fective ways of enhancing the contextual effects of reotment
incloding a sophisticated ephonesment of the therapeutic
refationship win an in-depth diagnostic process that is highly
attentive, ntimate, and caring. Pulse diagnosis, for example,
involves the practitioner maintuining a steady and pelaxed
contact with the patiant for several minetes, which s both di-
agnostic and probably therapeutic, CHM diagnosis frequently
uses natwralistic, metaphorical language such as ‘hot’, “sold”,
‘Aaring of Fire’ that manages to be both slightly myserions
ane exetic but 3 alao prosaic and resonant to @ patiant's expe-
rience of thelr iliness. In many ways, the contexiual eifects of
CHM are uncharted werritory, although thers ars obvios par-
allels with work done on the mportanee of the consuliation
in aeupuncture (9], However, it is exremely likely that these
alfects exist acd shat they copstitute o important companent
of the therapeutic effet of the treatment, The danger is that
if we are looking to test the active heebs against the placebo,
we may be sxciuding ciher setive effects of the whole-system
of CHM itervention, Whilst inrellectually imteresting, this is
ned Aif accurate prapmatic assessment of the clinkcal effects of
CHM.

£ine posible way arcund this obstacle would be Lo have a
walting-list controd as a third ast. This would enzble a com
parzen of active and placebo groups leading to un estimation
of the specific and contextunl effects, respestively, of treat-
ment, However, waiting-tist controls may have a high drog-
oijt rate and being in the waiting-list roup is not a neuteal or
‘ipert” et Resentment, anticipation, and other responsss Lo
being b this group celd easily introduce their own comfolnd-
ing effect,

1t seems that we have to accept thul an¥ research design has
the capacity o introduce its own bias. All measures of specific,
contexiual, or combined effects of trentment are poing’ 10 ba
eompromised by the complexity of the human recipeats who
reoct in Lopredictable and idicsyneratic ways to theic health
care. However, with these limitationd in mind we should stiil
proceed cautiously with placebo-contrabled wials, They will
allow an essimation of both the averall and the speeifie and
combextual effects of teatment which will help to cablish the
areas in which CHM may be most able to contribute 1o health
care in the West, to cxplore the healing sffecls of the consl-
tatioa process, and at the same time o identify and refing our
undarstanding of key componenis of rzatment relating to, for
sxample, dosags, berb selection, and method of administra-
tiom. As long as we are mindful that 'placebe’ is in-buill info
the whole-system of CHM and indeed alt medical interved-
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tions as a way of eliciting a healing response. then &n explo-
ration of the placeho response can gencrate new, inteTesting,
and constructive insighis into Chinese medicine. (AF)

Conclusion

We are aware that placebo-controlled randomised trials are
a single and limited scientific tool. Rawling clearfy piaced
this in context when viewing the ROCT as one of the many
mechanisms of obraining valuable clinical evidence [12]. In
this paper, we are simply foosing on the design of appropre-
ate placebos for particular CAM interventions and the seien.
tific isstes that this raises, tather than primarily addresing
the whole contexmual debate abont best methods availabie
for obtaining clinfeally relevant evidense for the weatment of
mamy chromie conditions. Our research group has been work-
ing together for over 10 years now and we have eonsistently
sddressed e imues of eredible true placebos in the context
of the clinizal trinls we have desipned for specific CAM thera-
pies. Some of our mechanistic myestigations have mdizated
that real placebos may be possble in such fields as diverse
acupumcinse and kinesiology [3, 56] but we age only too aware
that concepaually, placebos may simply be neither crodibie or
indeed possible at the moment for some interventions such
as spiritual healing Each of the therapies considered in this
article are at shightly different stages m their research devel-
opment Comseguently, each CAM intervention requires a
slightly differ=nt strategy in selation to addressing the narure
of placebos and the specific and non-specific compenents of
any particular intervention. We hope that our discugsions
aroand each intervention nol only show our abiliy to develop
and innovate, but also address the problems that rrestigating
whale-medical gystems sech as TCM and Kinesiclogy must
address within the context of placebo-controlled trials [T8, 89,
).

We do wish to create a rigoteus bt thoughtful scéentific
anvironment through which CAM can be effectively wsed and
evaluated. We helieve that first we need o pay particular at-
tention 4o the undetlying mecharisms that may be involved n
gach therapy and therafore, the identification of a ‘re place-
bo,” if 1hat i possible, and bow this should be developed in the
crtenct of a clinical trial Thes will e through a combination
of qualitative modelling and the investigation of the basic bio-
chemical, nenrological and physiological pathways invelved in
each therapy. We will then need to earefully evalaate the ef-
facts of various experimental placebes within RCTs spacifical-
Iy desirned to address the feasibility of delivering the placsbo
imtervention as well as its credibility, Finally, we should begin
to have placebos shat will be credible, viable, and can be real-
istically delivered within the context of a randomised study.

40 Forsch Eomplemenimed 20016404212

We aisa understand the methodological debates and lim-
its oif the placebo-cantrolled BCT and would argue that those
whe wish to absolutely Teject the placebo-controlled RCT
are equally as foolish 55 these who see it as the only rgorous
methodology that can zeliably evaluae clinical effects. The
placebo-controlied RCT has its part to play within the cot-
text of elinical avidence but it appears that its dominant cole is
being challenged effectively by health-service researchers anid
the use of sophisticated pragmaie trial methodelogy [¥1], We
are caly too awars that whele-sysiems research [5%, 507 may
demand substantia) changes in our sirnlegic 2pproach and tur-
thermore, that we may need tolook an evidence in 2 non-hier-
archical manner [13], As with acupuncture [%], it is very Gkely
that our sssumptions about the specificity of needling within
the context of acupunciure as & whols-gystem are ineorrect,
It could be that thers are therapy-specific effects which the
clinica] tria? may deem non-specific by virtee of its design and
focus on scupuncture point specificity. What is clear is that
this = 2 complex area where both context and the often un-
substantiated therapeutic assumptions about speeificity withn
different CaMs need to be examimed with eare and rigour.

Tf we are to realistically develop such placebos for the pur-
poses of rigorous ROCTs, then a coberent nesearch strategy &
required which takes into account the context of the interven-
tom, its impact ae 1 whele system, and ite potential mecha-
nisems. Acupuncture & a good example, and while it may have
been very reasonable 1o think thal acupunctare was “simply
about nesdling 4 particular point on the body' 30 years ago,
our current understanding of the process of acupuncturs
treatment and it mechanisms mekes this now appear both
ludizreus and unscientific. This is clearly an area where both
context und often onsubstantiated ‘traditional’ asmamptions
about therapenti specificity within differsnt CAls need to
be examined. It & apparent from our collective experience
that simply “inventing a placebo’ for a particular trial might
sopnd artractive. bul methodologically must represent great
inteliectual poverty and fundamental misunderstandings in
setentific thinking. This process requires carciul and thought-
ful development if we are to continge o e placsbo-control-
led trials to provide us with relevant, applicable and valuable
clinicul evidence for CAM intsrventions,
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