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INTRODUCTION |
! Findings of substautial and clinically significant cross ethnic diflerences in psycho-
: have been repeatedly reported sinee the carly 1960 [1-5]. How- :
remained "

_ tropic responses
| i ever, despite this body of lilerature, most clinicians and rescarchers have
_ unawate ol such a possibility and often suggestions of ethaic differences in drug
‘ responses were regarded as either unlikely or unimporiant. Rellecting this generald

attitude, vory few well-designed rescarch elfons have Been made o examine thes

. validity and elinieal relevanee ol these abservations, as well as the mechanisms

cesponsible for them. This is ronic and reprettable, especially o light ol the

_ patency ol modern peyehiophammacology, with it pinise ol mirieulous cure, s
well as the danger of substantive harmful eflects when achipinistered mappro-

_ priately. Since the 19505, these modern psychotropics have revolutionized psy-

chiatric care world wide; their widespread use attests 1o their cllicacy and utility. At

the same time, however, it is disconcerting 1o realize that, despite the remarkable

success in the practice of psychopharmacelogy across cublural and ethnic lines, so

the polential contrbution of cultral and cthnic

! licthe is currently known regarding
ar

fctors in determining whether a particular patient would benehit fram o particul
reatiment regimen, oF i he o she s at particular risk for certain potentially

dangerous o devastuting adverse elfects,

THE NEGLECT OF ETHNICITY AND CULTURE IN
_ PSYCHOPHARMACOLOGICAL RESEARCH

Many factars possibly contributed towards such neglect. Firse of all, contrary to
clear evidenee indicating olherwise [5], there is a pervasive beliel in psychiatry that

cquates bialogy with universality, andl ateibutes eross cultural/ cross ethnie diversity
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a.::,. to psychosucial fuctors (6], Sueh 4 belicl leads 1o (he nepleet ol remarkable
:_:_:,r_._m.‘:.,_.:..n;".:n... that exist in all liviag organising, ineluding the buman specivg
m...:_: within and bemween ethnie groups, and has been at least pari :
lor the slow progress of cross cultural research on biologically el ssu

) .m,::_sn.;., Tnnncun of the lony history of the racist mis Herpretation and distor-
:E._._uﬁ scientific data [7), researchers and clinicions are ofien urzomlurtalle .:.:_H
#.m_n ._n_c... that people with divergent ethnic and ancestral buckgrounds might .H_E..._.
”HF...."..:_:._“.._.::._“_ .-:. ;__nmu. binlogical cidowments, ineluding :___:.._:_J_._..:_:_.“m_.,..._._ _.mw_m.._u_F"_n..

his nc____.:::__:a. approach, ‘politically correct” and innocuuus in appenranee
_=¢_u...._u_"._.. resulis i abie negleer of fsaes iy Bie ol pressing iporanee | :
E.r_:_.. ey populstions, Faethee, becise ol prat ineiche s o the :_. :..._._: by
ulaninority patients in bivmedieal re 6 of st
I Ey minority communitics towards e
W generad and research endeavors in particular, These Torees. os well as other mee
m__...___.__.._.n.u_ _....ﬁ.ca rebitedd 1o the accessibilioy of hrealtheary, mc:_:r.__.._.__. wonuke i
dillicult Hm__n patients and volunteers of ethiie minorily to participate in _.:.c_,.:._.._..:»..._m
:Hp.,n:..r i general, and researeh in peychopharmiicalogy in pasicular. As o resull
until most recently, most studies drew their conclisions lrom subjects th ..“_._“._.,r”
___j.ui exclusively 'while males,! Tropically, ouee pulidished, such .:.__ it e
typically applicd w the populations dat have been Largeely _.,.,.:._“x__._; fram e
Further, the absenee of dia inclicating ethnie v h__::H. in :
o mean i ethiiciey and eufin
nuaning teatent ellices, |
consicleration of isues () ny b ol cen

voresponsthle

I [7], therve bs o pervasive sense of disteust
i
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THE EMERGENCE OF PHARMACOGENETICS

The need 1o inclucde ethnically diverse populations in pvehiaic ceseareh, including
paychopharmacalogical research, akes on a renesd fense of .E.n:. G i
urgency ._.____.._:‘.“,1 with the cmergence and capii progeess of molecular b
Tl n..ﬂ:__,._.._. it beeonies incrcasingly clear thad pene pelymaorphisn ey
_“._H“M_ﬁ_m.:_.___h”__“,____ .“”u__.t_%.“”:_.”“_%“_ﬁp_.__hu, .”_,,p.____”____“._m.w“m____”“...p”“__”“u__.x__..n_ i n_:_. mediation of deuy

il PIVICY, AL the 2 o almost wll of the geaes
demonstrating polymorphism, ethnic variation is the rule rather than the cxception
For example, the activity of mast extensively studicd cytochrome P50 _”ﬂ.,._u."._
enzymes, such as the CYPIDG and CYP2CLY, is significanty influenced by a
:En.ﬂnu of distinctive mutations, seme of which are o a large extent E_E_._n..;_”,.
.mﬁnﬂ:w. Beceptor polymuorphisms that have been identified thus far, such as :_,Eh.
wvalving Dy and Dy, also show reniackalle cthoic variations in .,m: TR ETRTe]
patierns [4=10]. Adthourh he mcaning ancd clinical relevasee of these :.::__;
rentain to be furthes examined, there s every reason Lo believe .__._..r I ._"p._.“.. e
are far from teivial, both for elinical aud for res : o

anee

vl purposes (for cxample, the
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cantroversy regarding the association between Dy polymarphism and alcoebo
was partially generated by the neglect of ethuie difference in the former [11]). With
the expectatian that new developments i plienoyping (the measurement of enzyme
Uoniations using molecular biology

activities] wnd wenotyping (e detection
methous) procedures will soon lead 10 the establishment of pharmacogenetic probes
that coudel b applied widely i clinical settings, it &5 even more important that
the role of cthnicity is not neglected, Otherwise, there may be sitnations where the
probes are developed based on norms of one cthive groap, yel app o on other
ethnic grovps where they would yield Rile elinically uselul inlormation,

Ve preopress of pharnaeoganetion il aselecolie Tiology also wakes it neeeas-
sy clene e the expression o peaes i ypically ilily vespin 1
sviranmental, st culurad, nfluesces, Uhis bs very elearly seen in the case of
agenetics: major CYT eneymes, such as CYPIA2, CYPIAL and CYTIE,

pharma
have been demonsteated o be particularly sensitive o the inlluences of cnviron-
wentad Faetors [12-17)0 A brge number of naweral substanees, including constitu-
ents of tobaceo, micronuirents, macronutrients, herbs, industrial wxins and cven

environmental pollwion, could either nduce or inhibit the expression of these
example, the activing of CY PR s

engymes 0w siguificant manoer [12=17].
nilicanly lower i Mexican Anwericines and Asian ncians thian in other groups

[LB). Alhowgh dhe renson for such a dillercace s not completely clear, it is assumed s
ol Ly erdinie clillierenees in diewry prigtives, especially?

U il ba mset probably o
explanations

the intake ol cerin vegetabiles thar may it e ey,
sty b ageplivalsle o earbier observici e
anned Sudanese peaple e substances sueleas antipyeine [120] aed o
[21]) than scen in their Brish White cownterparts. This hypothess was Turther
strengihened by the et thac thuse who switched from theiv aditonal {mestly
r._..mnnE..E:u dict 10 a Bridsh diet {which included men) developed @ meabolic
patter similar o that of the Whites, Chher Tactors might also be cesponsible for
changes i the metabolic profiles in mdgraats who moved oot rucal o urbaen
seitings. As an example, a recent study reparted the rate of metabolism of CYP1AZ
to be Bigher in o group of Kereans living in urban arcas Ui in their compatriot

al Forea [22], Since hoth graugs weee non-smokers anc bad sioilar
ter o e level of aie pellution

i Asban T
niie

visicding in
dlietney intnke, the authors supgested thit expos
might be responsible foe the iuduction of te doug-metabolizing ensyme i the

welaan growg.

While the Western warld is going through a resurgence or cevival for the
medicinal use of herbs [23], such practices have always been exwemely comman
among ethnic minoritics in the USA, and among nen-Westerners around the world
[24]. Herbs as well as other natural substances are the natural substrates [or the
‘drug-imctabolizing’ [17, and are thus likely w0 medily the activity of shese cozymes
through induction or inhibition [25]. Beeause many ol these hebs are taken
coneurrently with psychotropic medications, desg=herb interactions are most likely

o oceur, bul bave rarely been reported beeause such o possibility iy rarely

joderiel.
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Thus, lor a number of important teasons, advinces in plirimicogeneics e
comtributed greatly o our undersanding of the mechanisms winder i crey
ethnic as well as iotedndividual vaiations i dlrvg respanses The ncorporation of
these rescarch waols and cancepes in fuluee studies | crucial, not only far the further
clarification of the extent, of and mechanisms responsible for, such variatons but
also for the establishment of guidclines for rational psychopharmacatherapy 1hay
are cthaically and culteally appropeiate and uselul,

DANGER OF STEREOTYPING AND
OVERGENERALIZATION

As amply demonstrated thraughout this velume, cross ethiic dillerences in pluare
macelogical responses are often subsiantial aod of clinical sigmilicanes. However,
unless these findings are understood in the context of interindividuad variabilioy in
drug responses that exist in any given ethnic group, they are likely ta be interpecicd
sterenwypically and simplistically, Such misuncderstanding might lead w 1he
indiseriminate treatsient of all patients from a particular group with a set dose
vinge, thereby neglecting the need for incliviclual tailaring of any trstment
regimien in the clinical seicings, Figure | shoves that o one of aur (T
the metabolism of haloperidol, eross etlinge and interincivid o are Lol
substantial, and superimposed [26].

Lacgely for political reasons, populations v the USA e eastana ily divicded b
several major cihnic groups, including Alvican Americans, Agians, Coucasiang,
Hispanics and Nutive Americans. Included in each ol these major BTOUPINGE are o
farge number of distnct culiural or ‘nationility” groups, Although these subygroops'
alten share impartant historical and cularal roois, as well as bislogieal traits, eacl)
is unique In many aspects, rendering indiscrininate generalization a precirions
business. For example, although the CYP2DGE% (13 mutation) miay be regacded as o
saticasian-speciiic muwation because it s extremely rare in Asinns aed African
Blacks but is commonly scen in all Caucasian proups ronging from Lasvian o
Spanish, studies conducted in Spain huve eonsistently shown a lower rale relative 1o
the uther Caucasian groups (L substantially higher than any non-Caucasinn
groups studied thus fu) [27). Another prominent example i he enzymes vobvod
in the metabolism of alcohol and acetaldehyde (alcohol dehydrogonase ad
aldehyde debydrogenase, respectively) (28], Although high mies al specific muta-
tions involving these enzymes render elose to hall of any miven Bast Asian
populations (e.g. Chinese, Japanese and Koreans) extremely sensitive to the elfect of
aleohol [29-30], this is not the case with Asians with blalay origin, such as
Filipinos, Filiping Americans and Taiwanese aborigines (31,

Similar danger cxiss i the indiseriminate turnping together o dilferent
Hispanic groups, Although Pucro Ricans ainel Mexican Americans share bopor-
ant biological and cultural roows, there are also distine ¢ iflerences in the history of
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viriations i bebavioeral patterns and pessibly pharacological responses. This may
be a rewson for the discrepancy previoushy obsenved in Flispanics’ responscs o
HTTH S bl H [isaar F. ;g i g .-
wicselic sutidepressants: while o clinical study conducted in New York showed that
;

by Giowviein et al [33] andl by oo group showed licde difh

wonnd their Cancasiu connterpats o 1 bz of these wedi-

Mg
cations |4,

THE IMPORTANCE OF "NON-PHARMACOLOGICAL’
FACTORS

Lastly, it should be emphasized than, frvespective :_.n. ..._E_..:."_...__..__ ::._._ _.E.HE_”_,W al ,_.__.._."._L
rwven pharmacological fnervention, beannent effects are :.__,‘,::.r_;.___. ENEI I
ors Ut are primarily ‘non-biological' in noture [34],
e (eoimpalianee), placebo

pawerlully determized by 6
These include isses related o expeciations, |
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respoiie el elinician-patient reladonships [42]. As these responses ane ull largely
".___E:;E_ through processcs that are symbolic and ineractive in naus s tiere iy
little question that eulture should play an extremely important role i shaping
then, .._.__.; i turn poswerlully detesmine whether ANy given pueklont wi jrel __,.__
A particular treatment regimen,

As Important as these ssucs are, unlortunately they hive thus far soely been i
_m._ﬂa. ol systematic rescarch attention, and the literature covering this .m:..u.hn__.r.d:_"
arca s meager ot nest to non-cxistent. However, data derived fron a lirge variciy
of sources, including clinical reports, anthropelugical ebservations and utilization

studies, converge 1o support e ypotheais thae cullural Tactors aee il

wy pakienns' aetiodes, albevence il ultisiitely
vespnses 1o phacmacological o [ =30 Asoan exmmple, wong Asiins
and Asian Americans there i nowi pread beliel in the danger ol the m:“:.___. I
use of "‘Western' medications, which may conribute m._m.ﬁu_._._nh”__.u_q w problems o
non-comiplince [34]. However, without systematic rescarch dita the exlenl Lo
whicli this way be the case remming unclear.

I'hae zdﬂ,..:un::n relaionship &5 2 two-way process, aned the oulcome of e
_r.qq.u_uEEn interaction is influcnced not enly by the paticns but alse by e
clinictan. In the eross culwaral sitwation, the elingcian's ability 1o uceu tely assess o
Patient’s symptoms as well as Lis or ler responses Lo treatment iy be hampersd
Ly _..H__qr ol an adequate understanding of the patient’s cultral norms {34, s vl
s auspereeptions. This is prabably the reason for Ligher doses of m ol livy
being preseribed for African American pakients i o e Clag .
paves (3, Do several stueies, Alvican An e slso been shown o sudli
lram a .m____.n.nzn ol tardive dyskinesia [10-42], which is probabily reled o theic
cxposure 1o higher doses of neuroleptics over time, “This is thus 1ol an inmie s
condition and desesves more careli] wnd syslenadic exploridion,

ely important inomlloe

SUMMARY AND CONCLUSION

ne ol the conceptunl issues i ey Be ol

L this short chapter we locused on
particulir relevance for resenrch and praciice of paychophamacotherapy i the
cross __..::_.:..u_ setting. Alihough observations sugresting the exitence of ethisie
dillerences in psychotropic sesponscs appeared soon afier tie inroduction of s
powerlul therapeutic drugs in the 1950s, objective data docunenting suah dil
ences started to emerge only in the last two decades. Progress o the ficld in recent
vears has aceelerated, Together with the phenomenal grawth of pharmacogencties
and the maturation af research nethadelogy in other relevant areas, it s _..w_hnn:._ﬁ_
thai our knowledge in the applicaion of peyehopliormacology in cross caliural
psychiateic practices will continue 10 expand, such that the use of these prowe
agents will become increasingly targeted, rativnal and ellective weespeclive o
and eultural backgrouos,

paticat’s ethin
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