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ABSTRACT KEYWORDS
Traditional medicinesisthe knowledge, skillsand practices based on the Herbal medicines;
theories, beliefs and experiencesindigenous to different cultures, used in Explanatory trials;
maintenance of health and in prevention, diagnosis, improvement or Pragmatictrids;
treatment of physical or mental illness. Herbal therapiesare not anintegral Traditional medicines.

part of conventional care although they are still used by patientsin their
health care management. In developed countries generally herbs are
considered as dietary supplement and removed from medical scene. These
medicines need to be subjected to rigorous research to establish their
effectiveness and safety. Clearly defined treatments are required and
should be recorded in a manner that enables other suitably trained
researchersto reproduce themreliably. Quality control of herbal products
isalsoaprerequisiteof credibleclinical trids. Clinical trialscan be designed
to be either pragmatic or explanatory both pragmatic and explanatory
randomized controlled trials have auseful roleto play inthe eval uation of
health care interventions. Pragmatic trials are designed to tind out about
how effective a treatment actually is in routine, everyday practice.
Explanatory trials are designed to Gnd out whether a treatment has any
efficacy (usually compared with placebo) under ideal, experimental
conditions. Both have a place in our repertoire of research methods. In
this paper | have described the key steps in undertaking a pragmatic trial,
and describe somedifferencesfrom an explanatory trial. My focuswill be
onthe parallel-arm design, although the principles can be applied to other
types of study. | have explored some of the strengths and weaknesses of
pragmatic trials. Methodological strategies for investigating the herbal
interventions and the issues regarding appropriate patient selection,
comparisons group, treatment protocol, sample size, Referral, recruitment
and randomization, outcomes, reporting and dissemination.
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INTRODUCTION®31 needsto beinvestigated. Herbal medicinesarecloser

to conventional drugsthan other complementary and

Herbal medicineisnow considered avery popular  aternative medicine (CAM) approaches. Thewide-
form of remedy even though itstherapeutic efficacy  spread use of herbal medicines suggests, though does
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not assure, the safety and efficacy of these medicines.
In many countriesherba medicinesareeven prescribed
by doctorsa ongside modern drugs and dispensed or
supplied primarily by pharmacists. Herbal Medicines
consist of many chemical constituents with complex
pharmacol ogica effectson thebody. Thelack of phar-
macological and clinica dataonthemajority of herbal
medicinal productsisamajor impediment to theinte-
gration of herbal medicinesinto conventional medical
practices?3. Thereisacommon misconception among
consumersthat because herba remediesare“natural”,
then they must automatically be safeto take. On con-
trast, many of natural productsfrom plant speciesare
poi sonous and toxic to many organs. For instance, the
Rhubarb plant isanutritious vegetabl e, but theleaves
from the Rhubarb plant, if eaten could cause someone
togointo convulsionsor possibly evendie. This ex-
amplereved stheimportance of sdf-educationwhenit
comes to knowing which herbs are good or bad for
you. Combinations of herbs can also negatively inter-
act with each others. Taking aherbal supplement that
boostsyour energy for example, such as Ginseng or
ephedrain large amounts could cause heart palpitations.
If there herbsweretaken whileconsuming largeamount
of caffeine, it would cause heart pa pitationswhich can
lead to much more serious problemsand even aheart
attack. Another seriousexampleiskidney stones. In
most cases, natural lemon juice can be used to treat
kidney stones. However, thereisindividua variation
andit will not work for many cases. Themost common
typeof kidney stoneisacal cium stone- about 80% of
people who get kidney stones get this type and the
lemon juiceworkswonderfully to dissolve these types
of stones. If however, you have kidney stonesthat are
one of the other three types; thelemon juice remedy
may not work for you at all*®,

TRADITIONAL MEDICAL SYSTEMS
(TMS)e3

For centuriestraditional medical systems(TMS)
werethe primary medical system inthe countries of
origin, and now neverthe essthe present dominance of
theWestern scientificmedica modd, citizensand hedth-
caregiversarestarting to rely and trust TM S substitut-
ing conventiona scientificaly proved thergpieswith un-
conventional ones. Generdly cultural rooted nessen-

during and widespread use of TMSmay indicate safety,
but not theefficacy of thetreatmentsespecidly inherba
medicineswheretraditionisamost completely based
onremediescontaining active principlesat very low and
ultralow concentrations, or relying on magical-ener-
getic properties of sun, moon, etcl®d. Long-term use
of medicinal herbsenablesaprocessof selection but
limited and only partid, of short and medium-term safe
remedies, that however does not match with modern
issuesrd ativesto theinterferenceswith synthetic drugs.
Treatment sdlectionisoften limited because of themul-
tiple meaning of efficacy in relationto pathology and
diseasesin different cultures®19. Thetransfer of amedi-
ca concept to anew country may bereally mideading
and lead to deep modifications of its medical-thera-
peutic and cultural essence, especidly if aremedyis
part of aTM S, and modificationsfollow adaptation to
locdl conditionsand culturd habits. Thesemodifications
may deeply vary in extension, but probably years or
just mothsafter migrationaTM S can have absorbed
culturd influencesform the host country™-13,

HERBAL MEDICINESTODAY 1419

TheWorld Health Organization (WHO) estimates
that 4 billion people, 80% of theworld population, pres-
ently use herbal medicinefor some aspect of primary
health care. Herba medicineisamajor componentin
al indigenouspeoples’ traditional medicine and a com-
mon e ement inAyurvedic, homeopathi ¢, naturopathic
and traditional oriental. WHO notesthat of 119 plant-
derived pharmaceutical medicines, about 74% areused
inmodern medicineinwaysthat correlated directly with
their traditional usesasplant medicinesby native cul-
tures4. Mgjor pharmaceutica companiesarecurrently
conducting extensiveresearch on plant materid sgath-
ered from the rain forests and other places for their
potential medicina vaue. Rather than usingawhole
plant, pharmacol ogistsidentify, isolate, extract, and syn-
thesizeindividua components, thuscapturingtheactive
properties. Thiscan create problems, however. In ad-
ditiontoactiveingredients, plantscontain mineras, vi-
tamins, voldileoils, glycosdes, dkaoids, bioflavanoids,
and other substancesthat areimportant in supportinga
particular herb’s medicinal properties. These elements
a so providean important natura safeguard | solated or
synthesized activecompounds can becometoxicinrela



RRBS, 8(1) 2013

Krunali Thakkar et al. 9

tively smal doses; it usudly takesamuch greater amount
of awhole herb, with al of itscomponents, toreach a
toxicleve. Herbs are medicines, however, and they can
have powerful effects. Substances derived from the
plants remain the basisfor alarge proportion of the
commercia medicationsused today for thetreatment
of heart disease, high blood pressure, pain, asthma, and
other problemd*>", There are over 750,000 plants
on earth. Relatively speaking, only avery few of the
hedling herbs have been studied scientifically. And be-
cause modern pharmacology |looksfor oneactivein-
gredient and seekstoisolateittotheexclusionof dl the
others, most of theresearch that isdone on plantscon-
tinuesto focusonidentifying andisolating activeingre-
dients, rather than studying themedicina properties of
wholeplants. Herbalists, however, consider that the
power of aplant liesintheinteraction of al itsingredi-
ents. Plantsused asmedicinesoffer synergisticinterac-
tions between ingredients both known and un-
known(8.19],

WHAT “PRAGMATIC” MEANS...[2021

Pragmatism emphasizesthepractica problemsex-
perienced by people, the research questions posited,
and the consequences of inquiry. In pragmatic science,
the goal isto devel op knowledge that can be used to
improveasituation®2,

WHY RESEARCH INTO EFFECTIVENESS
OF HERBAL MEDICINESISIMPOR-
TANT 722

Herbal products have aways been an important
part of the public’s healthcare around the world. The
herba productsmay have many ingredients, oftenwith
varying concentrations of the therapeutic compounds
between productsand between different batchesof the
same product. Theissueof quality control and the se-
lection of appropriate dosage regimenshave been em-
phasized?. A singleformulation and dosageformwith
mai ntai ned consi stency in multiple batches should be
used throughout the different stagesof theclinicd trids.
Although traditional complementary medicineandits
practitionershavenot demanded dlinicd tridssuch clini-
cal tridsarearequirement for modern scientists. Asthe
useof herbd productsrises, dinica investigation of these
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practicesbecomesincreasingly important. Thisisbe-
causeoncetheefficacy isproven, dternaivetrestments
can beendorsed. Difficultiesabound in determining ef-
ficacy dueto the variety of methods used to compare
different therapiesand lack of comprehension of the
modd of holistic medicind®.

PRAGMATIC STUDIESINTRADITIONAL
MEDI CINE!?+29

Clinical trials can be designed to be either prag-
matic or explanatory. Pragmatic Trids(PT) aredesigned
tofind out about how effectiveatreatment actudlyisin
everyday practice. Explanatory trialsare designed to
tind out whether a treatment has any efficacy (usually
compared with placebo) under ided, experimenta con-
ditions. PT answers questionsabout theoverall effec-
tivenessof anintervention, and cannot study the contri-
butionsof itsdifferent components. Pragmatictridsare
used with theaim of providing the evidencethat will
help policy makers, practitioners or patients make
choices between two interventions?*?!, They help
deiine the best use of limited resources. The infrastruc-
turefor researchintraditional medicineissgnificantly
less devel oped than that for conventional medicine.
However, thereisnow anincreasing demand that the
safety and efficacy of traditiond medicinebedetermined,
sothat it can be considered by the publict,

KEY STEPSIN CONDUCTINGA PRAG-
MATIC TRIAL[Z™

Satisfactory research question

The study design should be appropriate according
delined research question. Such trials gives idea about
theoverd| effectivenessof anintervention, and cannot
study the contributions of itsdifferent components. It
includesthe contribution of thethergpeutic relaionship,
patient’s expectations, and any specific therapy that is
used genera ly comparetheeffect of another trestment,
not withaplacebo asin explanatory trid. Themainaim
isproviding theevidencethat will helpto make choices
between two interventions.

Anideal patient group

Inpragmatictrids, the participating volunteer’s are
representative of thewider popul ation, so that your re-
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sultscan be generdized. Because of larger population
onemust set wideinclusion criteria, sothat patientsare
not excluded if, for example, they have other medical
conditions, or aretaking medication. .Asitisaatrid of
complementary medicine, bear inmind that not al pa-
tientswill beinterested, nor will al physiciansintheir
roleasgate-keepersbewillingtorefer patients. So one
must identify an definethergpeutic nichefor thetherapy.
For example, it would be sensible to choose acondi-
tion where conventional trestment i soften unsatisfac-
tory, likelow back pain or irritable bowel syndrome,
so that patientsand their doctorsarewillingto consider
an dternative approach. Theseare complex issuesthat
need to be claritied during the design process, prefer-
ablewithsmall pilot studies.

Choiceof compar ator

If one haveidentified patient group, it would be
easier toidentify the control group, i.e. thereference
group against whom rel ative change was measured.
Unlikeexplanatory trid inpragmatictrid, itisnot usu-
aly appropriateto useaplacebo control and blinding,
asthesearelikely to have adetrimental effect onthe
trid’s ecological validity. Ideally, a comparison treat-
ment isselected that isaready crediblein primary care,
sothat any differences can be easily found and can be
eadly interpreted.

Defined and adequate samplesize

Asdescribed earlier suchtridsrequirelarger popu-
lationand so samplesizeisadsolarge. Sometimestreat-
ment may not be maximally effectivein patientswho
aretaking medication, for example. Thisvariability be-
tween patientsdil utesthetreatment effect but doesnot
underminethe credibility of apragmatictrial. Alsoif
someoneisinterested in long-term follow-up then a
larger samplesizewould a so beneeded to cover losses
through patientsdropping out.

Treatment protocol

In pragmatictypeof trids, onecan easily grant the
practitionersthefreedomtotreet thepatientsnormaly;
itiseasy toalow them to use complex and individual
approachesfor different patients. Also thevariations
which are permitted should beclearly defined. Also one
should define what variations in treatment are permit-
tedintheformal trestment protocol. Thereisarangeof
options here, from avery open protocol that allows

widetiexibility within a detined framework, through to
atightly specitied protocol that has been determined by
consensus with experts. For complex interventions,
trstly a handbook or manual is composed which detines
the parametersfor treatment. Theaim hereisto make
sure the study protocol can be replicated, but at the
sametimeisgenerdisablesothat itisareasonablematch
for routine practice

Referral, recr uitment and randomization

Inapragmatictrial, if onewant to set up referral
proceduresthat are practical and relevant toreal life
choices. Perhapsyou are exploring apotentia rolefor
your thergpy in primary careand planto utilizereferrals
from generd practitioners Sometriasuseapatient da-
tabaseto retrospectively identify patientswith the con-
ditionyou areinterestedin, but have been diagnosedin
the past. However, we do not yet know whether retro-
spectiverecruitment would reducethe generalisability
of thetrial. In other respects, recruitment and random-
ization aresimilar for pragmatic and explanatory trials.

Outcomes

Thetreatment must be recorded in amanner that
enablesother trained researchersto reproduceit reli-
ably. Thisoften requires objective endpoints. Herbal
expertsutilizeasystem of clinica observationswhich
today might be considered obsolete and over subjec-
tive. Modernclinical tridsinsist on having datawith
hard endpointsthat can bemonitored. Thusthereisa
need to devel op the means to objectively assessthe
subjectivesigns. In pragmati c studies chooseaprimary
outcomethat isrelevant to everyday life, particularly
onethat measuresthe patient’s function or quality of
life. . Moreover, apragmatic study ismorelikely to
includelong-term follow-up, since patientsand policy
makers will be very concerned about whether any
benelits are sustained. This has an additional advantage
in studies of complementary medicine since patients’
have reported that some changes takes place over a
cond derableperiod of time. Also changesresultingfrom
complementary medicineare often broader thanjust to
the primary Condition. Hencetheremay beaneed to
monitor outcomes acrossawider spectrum, including
changesto outl ook, attitude and behavior.

Assessing the effects of individual differences
Thefirst problem against the applicability of prag-
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matictrid intocomplementary therapiesind uding herba
medicineisthat theseare often very individuaisticin
approach and cannot aways be standardized asatrest-
ment for alarge group of individuals. Moreover, the
expectationsand strong bdiefstoward herbal medicine
caninfluencethe outcomesintrials. Baseline assess-
mentsof various psychological factorssuch asperson-
ality and mood must be carried out. These can beused
as prognostic variablesand can be used to check that
randomization has produced comparable groups. The
between treatment differencesin outcomes dueto ex-
pectations can be assessed by giving detailed informa:
tion about the treatments prior to randomization and
their expectations of effectiveness of each treatment
assessed for example by means of VAS (visua ana-
loguescae).

Reporting and dissemination

Thereporting of dinicd tridsingenerd isimproved
by adhering to the CONSORT guidelinesaswell as
guiddinesfor specitic therapies, such as the STRICTA
guidelines for acupuncture.In pragmatic trials full
inervationismore complex than explanatory trials. In
disseminating the results, should be made clear sothat
the pragmatic design found appropriate according to
research question.

CONCLUSION

Pragmatictridshaveanimportant placeintheeva u-
ation of health careinterventions, but they answer dif-
ferent research questions. Pragmatictridsareuseful in
answering questionsabout how effectiveatherapy is
when compared to some standard or accepted treat-
ment. They aso overcomesome specitic difficulties that
can be encountered with explanatory trialsof comple-
mentary therapies, for examplewhen eval uating com-
plex packages of care. Pragmatic trial results can be
generalized towider clinical settingswherethey can
provideevidenceof how well therapiesmight perform
asdternativesor adjunctsto conventiond interventions.
They also can help facilitate decision-making about
whether therapies should be utilized more widely.
Whether conventiona hedthcareisprepared to accept
complementary medicineor viceversaisdebatable as
onechallengestheautonomy of the other. The specific
effects of thetherapies, how they should be used and

> Review

delivered to optimum benefit, need to be established.
Integrated Medicine. TheWay Forward for theNext 5
Years (Foundation for Integrated Medicine 1997) pro-
posed an examination of theresearchissuesof efficacy,
sdfety, biological plausibility, methodol ogy, and funding.
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