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- THEI_ANCET o

L ackground H‘omoeopathy SEEmS. soientif c:.!ly lmplausible,
- but has widespread use. We almed ta assess whether the S
" elinical effect reported in randamised controlled trials of?
' homoeopathic remedles is equlvalent to; that reported ror :

placeho R ,\

We,

A\

sought stddles .f'ron-i'ﬁ:'

‘Double-biing and/or. randomised placebo—oontrolled trials ‘of

~clinfcal canditions were consfdered Our review of 186 trials "
_’Identified 118 that met theInclusion cijteria. 89 had -
T adequate data for meta-analysis, and two sets of trial wers,
' used to assess:reproducibllity. Two reviewers assessed _
study guality with -two scales and . extracted. data.. for. .
conditicn; . 'homoeapathy . type,,

information. - on “clinlcal
dllut]on, remedy populatlon, and outcomes,‘

‘F'ndings The combined odds ratlo for ithe 89 studies' o
¢ entered nto. the maln, rneta-analysis was: 245 (95% cl: _'

- 2-05, 2 :83) in favour.of homoeopathy. The’ adds ratlﬂ for the .

25 good quallty studies ‘was 166 (233, -2.08), ;and . that- s
_corrected for- publleatlon hias was 1:78: {103, 3-10), ‘Four
 studies ‘on_ the effects of a ‘single remedy ‘on seasonal -’ -

allergies had a pooled odds ratio for acular symptoms atd-L
-74). Five. studles on postoperatlve_':_.--
.t leus. hag @ pooied mean: effect-size-difference of —0 23

-V:gstandard dewattons (95“6 Cl'~0-36,=0:08}. for flatus, and . -

—0-18 SDs (—0- .33, —0r -03) for stool (bdth p<0 DS)

_lnterpretatinn The results of ‘our. meta—analysis are not _

* compatible with the. hypothesis ‘that’ the cltnlcal effects of -«

-‘homoeopathy . are. completely due o plaoebo However, we

Insuffi cient -evidence - from- these stud]es that i
 homoeopathy is olearly eﬁ‘caelous for any. single chnieal

. condition, Further research .on homoeopathy ls warrantedj-. ’
: pruvtded Itis rlgorous and systematlc e :

found
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_ o u-fl"]:lere ‘are . TWO -main T.beorencal tenets: otk
o eomp'u't'erised'
. blbliographles 'and comtacts. with researchers, tnstitutions, . .-
. “manufacturers, “fndividual - colleotorS, hclrnn:leoﬂﬂthIB con-
farence proceedings, and books. We Included all languages. ' ;

'.T'Avogadro 5 number in Whll:'h no

..‘laws" and Lhus any eﬁ”ect must be a p]acebo

: '.‘_hUmDEt]pal:hlc remedms is eqmval L
“::placebo. ~If; 'the * hypottiesis - that “all
L homoeopathy are due o, ‘placebo i is correct,

i above SH'B.IEE,'JES (overal[
o reproducib:hty compa.nsons) w1th
. analyuc merhods o ‘

Mathuds

“similars™. and ithe use of, dﬂuaons galled ot

are sa1d 0 produce effects : eve'

Many smenusr_s l:l:unk Lha[ homoeopnthy,w‘

that-in aﬂ proper]y oonducted piacebo—controll




" AMED . {Britsh Library), -

MEDI_IN'E and tMBASE up o 1990' (2) 1 NLEDLENE search

by an information specmhsc from 1966 to August, 1995, wurh the

full-text terms homeop* and ‘homoeoup*;. and the: MeSH - terms

' hnmocupnr_hy, homoenpathy, and - aleernative . mcd:cmc, -and
screening of all r:uutmns found; (3) conmcts wu:h homoeopathic
researchets, institutions reporting on humueupar.h:c resenrch, and
* ‘horrioeoparhic manufacturers, and follow-up on suggestons from .-
_ these contacs; (4) searchmg severnl extensive thOEnanth ind .
" . complementary rnechcme _registries, mcludmg thns:: of .the
- Woodwaed Foundation {UsA);, CISCOM : CRCCM London), ’
- Hominform - - ‘(Glasgow), | IDAG‘ '

- - (Amersfoort, Nefucrlands), and CCRH (Indin); ns well as; seyeral- -
' individual ‘collections; {5) ;arending sew:rnl hnmacopar.hlc‘ :
".meetings, inquiring about ‘Tesearch and searchmg ‘the cont’:rcncc i

pruc:edxngs, nbs:mm: booklets, -snd “indices . from- Lhosc, ﬁ'om.

: other meerings, end'from homacopnr.h:c books; (6) the- refer:nccs

of reviews ond, mials - found; ‘and (7}’ addidonal. sem’chcs of

‘ " MEDLINE by ourselyves, umng additonal ‘search terms, and

- gearch.of EMBASE from =1989 o Ocmber, 1995._ Al langungs

B .wr:r:mcluded EETE

:Study seIecnon o :
- Inclusion | and e'cclusmn criteria fur smdy seiecucm were | -
- .predefined. All srudies had ro: (1) be cunu'olled ‘mials on people.

" bejrg teated or entered into 2 pmvenuvc ialy (2) have-a parailel R
conrol group receiving placebo;’ {3) ‘heve an explicic statement .’ -
that there. wias randnrn assignment 10 tréatment. and placeba oo
groups, or .that [ht‘. wial involved douhlc—blmd Lundmuns for =
* participants, . '

.unbissed treatmient: ellocation llke[y, (4) be a'written report; such’

[herap:sts, -and .- outcome :valuntors, . making

as h journal’ pubhcanon, B.bSLT'BCL thesis, cuufc&m:c pmc:cdmg,

. unpubhshed reporr, beok-section, or mdnngmph, and . (5) pru\nde-
‘sufficient informadon aﬁer data’ cmrcnuu 'tu hnvc nu:come rates

calculated for bath gmups R
. We excluded: (1) ‘studies. &nm hnmuecpar_h:c

pmvmgs"

Data ex tract:un

:unahty-assessmenr_s (ber_h component n.ud summnry)

]

. The' smdies. were -categorised - into, the four. main’- :ypes aof
) hnmueopmhy and iomo three. levels of . d.llutmn. Whr:n | smgle C
. homoeoparthic’ remedy wis selected based on the tuml symptom -~ ]
' pmture of a padenr, it was. cnlled “clnsmcnl" homaeopu:hy which " .
is felt by some pracunnners 10 | represent :the original, \most ;.
. effective, and "pure” type. Wheh one or: seveml mngle rcmcdles=, :
. were acim:ms:ered for standard clineal- snmuunns ot corventional .
dmgnuses, it was cal!ecl “clmlcn[" homneupnthy When mulnple'{f
remedies were mixed'into 2 stndard formutn (chgarmemttel) :
to “cover” d person's. symptoms” and dmgnusns, it was called -
“complex” humoeopa:hy ‘And when serial ng'ltatﬂd dititions were .’
tnnde fram the -causatdve agent in #o- infectious: or - tomcclogtcnl.: .
-condition (as w1r.h vdecinadcn), it wis called. “lsupatby

) porl:nCll'_'i" were dcﬁnad a8 those pr:pared o’ the decimial: (D)

. Vol 350.-.S=p:nmb:|':‘20,"1997_I e

: snnle h:twm:n Dl (drug-snlu[: in a 1:9 radg by vuiume, done o

PN
i

" Baloctlan data

. Controtied trials foagE L
* Clinfcal teials .~ ‘

"' Randamised andyar *°

double-blind . Sl . citation.
Preuenllunt_rléls_- LT . :Reparted:

‘."-.,Suﬂlclent dats -
._.|nsufﬂniant data

o Dssnrlptivu daln Nk

-=Medium diutien”
{10 te 1o mul/LJ

g *“High dilutign?. -
. {s1o07" mal/L
: Mlxed dllullun

i nncr:) and DB (r:peated elgh: nmes) or.

whicly remedics: are given -to- heslthy | volunteers o #ssess r.h:x:,__:_' scale -berween ‘Cl- (1:99, once) and C4

) ,t:ﬁ'ccl:s, (") physmlng:r:al mals in healthy pnmupnnts not dimed ac™
'wearment or .privenron;: (3 smgie—cas: cxpcnmenl:s, (4) other
‘jnvestigadons thar did not use o paxalle[ ‘placebo; group; and (5) g
. ‘smuckes o which a r:asnnnblc ourcome measure for dara synthcs:s !
. »could not be derermined. Selection wos done! by.two ‘independent .

. reviewers (KL, NCJ, Prediscussion’ r:[mb:hty ‘of thé' selection R

. process was assessed ‘with the k-ftatistc on 2 random ‘selection of -,
half the mals." anl nurhonl:y fur selection dJsagr::menrs rcsl:ed :
L w“_h KL . ‘ 3 : : :

of putennnl BCrive: agents admmlsl::rc:l o the p rien ofb 1ot

: betwean DQ and D"S.or 'C3 and,C1
: concentraunus ndmmmtered uf betw'een

: 'r.-.snmated mnlnr conc:uu‘aunns nd.uumstered less r.hnn 10

o prndeﬁ.ned main uutcnme-mensurc,

AN dard were, mdepmdgnf_{y cxl:mctec[ by KL u.nd NC gu:__ i whu:h snmple size  was ) calculated 'Secnnd pn’.ferr:

pretested forms and entered into a 5prencishee:. The exmoacton. '
- process included , basic’ deSc:npuve informadon’ and | details .om -
" putcome: mesgures  and Two- pre:ated -quality- nssssmenu L
.- Descriptive information- inciuded auther, year, disepse weared (or .. .
being prevented); . type "of. homaeapn:hy (clnss:cnl ‘
complex, isopathic), temedies ‘used, '“potency" (dﬂuuon) used. .
' (lew; medium, ]:ugh), pupulauun, qutcumcs, fustiber randomised -
-~ uind analysed, country, language aof pubhcanun, pubhcmun type‘
" and source, aurthors', report of s:nusucnl slgm.ﬁcance, and study"

“clinical, .- ¢

'=mnc!omly s:lect tbe uutcorm: u-u:luricd in the meta-analysis,
S Quahty assessment

‘.;A.[I mals were: evulunted Wil
<-vahdn:y. "I'he ﬁrst nssessment wak dnn :

- developed: ancl tested fnr chscnm.mun
"3 duuhle-blmdmg, and r.he repnrts ot' dropn

-'bnseli.u't:

“IJ]W f

Number o

© ‘Number. . . 8%
© o sample size . 1187
. Mean study

L quallty -

Medling

Plagebo trials .« °

- positive *

< Hgh® quallty
Clinical conditions .- Jadad score 23

- 'Counm‘es
] .'Languages EETRIE. R
L Yeas o iovT 194365 oo
e ffJU{nh.e_rpI' r‘ar“n_ladles_‘- SU‘ e .‘ Allgcation toncealmant
.- Paflents . " Doubles hllndln
- Tatal rpumber
M
'Mediaﬁ' $ . 'Clear extraction
B TP I . ptalned.
:-ﬂange AL Ee1a0E < Trials cited i MEDUIN
‘Dllution data L k.;‘ S Hnmueuputhln type
“Low ditutlon® . Classlcal -

Clinical ;-
~Complex:
i tsapathy

(10° 10 10¥ matjL) <

“This’ “1ow-potency" ditution hes esdmared

10-° ‘and 1079 *Medium potencies” 1 were dt:ﬁrif:d

porencies”,

=nssxgm:d to-numbers’ on dice (2—19) ‘whxch were, then o

relfabilicy.” It thclndes r_hn:e drems that assess rnndo‘ i

‘statstics;
'used.’“-" Each trm] wns mdependently
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Flrat author ‘n ladady Gonditlon ¢ o 7 1_nte:ysn1lnr| oo "'uutcnmu_ .
‘ {raf) L .' Wacuro., . . T ' ' :
| Allargy e T I AR R _ . . o K
" Reily(L4) 28 -'100/93 - Allerglc néthma - Individual nosode €30 VAS lmpmvumem{mml"' o
" ReiltyqaT) ., 39, 60750 .0 Polipasis .. Polleng3 - . ' - Globalassessmant patient '

Reilly téBJ v 162 100493 - Pallinas)s : Fnllen csu o Lo _‘VAS Imprnvamant [mmr i

Wiesenauer (112) 121 -'BQ/75 - Poifingsis’. < e ga_[phlrnia D4"'_ . !mpmvement m:ularsymp(ums |
'Wissenauer iius;__.:.uz 80779 Pallinosls O L Gaiphimia 06" -, - ! "_Imprmamemucular sympams’ At

" Wiesenauer (111) 243 60/86° Folllnosls -~ - ! Galphima €2 =& o . 'Impruvementa::ularsympmms' e
WIesenauer{nsl 164, 80779 . Pollinosls R _‘,Gslphlmia 04, <l _Impmvement acular sympmms P

Ce Darmatology - 'L '. : : 5 . . R
Cay _Lawacque(7Bj - .. 174 - B0/100 Warts .. Y Thuy:l c30, Ant cs. AetEET. Disappea_rancaznf_\ssns.'“‘
: Leaman{79) h 34 0.40/50 ©-Mingr bums ' .ganthedsczogt - ot ! Paln-(ama under curve)®

i. ... Massinger (B8) . - 144’ 40/36 , | Pyadsemia { Hepar suifurlg 04 .. .. Days to hgaling tda;s]- e
 Paterson (193} - 40 - BO/E4  Skinleslons . - Mustami gas030 . - - Depthofiesion R
Patarson (293) | 169 40/57 Sk leslens 7 UIndbidual ueatment . Depth of faslen

Paterson (303) T 23°° 40757 Shinlesions < o Ahustoy 630 il Denth ot fesion
Paterson (493) * 38 40/57 ©. Skinlesions - - - Mustard gas CSD ' . Defith of (eslen .+ -
Schwab (1103} : 13 - BO/7L" Dermaioses PR (nnly patients fi f'ltlng] Sulphur ; Predicted reactions. an :emsd)' ‘_
-Schwab (3103} 016, 40/7L 'Derrﬁstbses : ’ [unly pallants fi mng] sulphur Prp_dlctsd reectlons an semety-,

‘Gastroentaratogy .. 0 T L . e
Bignaminl {41} 31 ':__:4b/E4 :-.Anlal ﬂssurg S Ar:ldumnilrl:um co Imumvemen: o
lacohs (73) - 34~ 50764 | Dierhoea o Indlvsdunl trestment i 30" -Buration of diarrhnea (days]‘ : )
" Jagobs {72) |92 -100/8E. - Dlamhoga. : Indlvu:lual trestment in CECI ':Dumtinn ol dizrrhoea (days]'? o
" iassinger (186) ‘53 . - 20/28 . Gasuils . - " Mix'vamica D8 - " Glotial asessment, physlcan . |
Mssinger (286] "18 ' 20729 Gastds'® . .. ' .NexvolcaD30 .. . - Globat assessrent, physiciaf
 *Ritter {99) . 147 - 40/50 ‘_Gasmng‘ UL Nux ‘vamica D4 ] o .Glnha[ assessment, ‘physlcian. ;-
: % Mbssinger(80) "' 34" . 0/14  Cholecystopaitia - - " Anainthicm 02 . - Global assassmem. physlcian .
Lo Panifsie8); . U139 C40/73  imitatie bowel | Asalfoelida D3 © 1. Glebal assessment, pallem
"o Rahits (g8}, 72 40/73 - Iriitable howel | Aiafuelidaﬂl--v_. R . Global assessment._pa_!_lgn_t,‘
Musculosholatal uomplalnts - : Lo PR o - ey
" B8hmer{as) + . "10% 1007100 Sprains* Trnum:el{:umplEx) L Glnbal assr-_-lsmnnt, pall:nl :
oL Zell(114).- R &1 ma/mu Spralns R _fTraurneel {camiptex) . ¢ ; .rulnimuusrnenl o
Thiel (204) : sn',- 40478, Hssmannrﬁsis e Traumeel [cnmnle:) Jnimmuvemem

Eup.'um DSO ) " Global sssessrnem physl:lan R
qun_.lrp D4 >0 s Global assessment, Dh}'sic_:lian S
Cuprun 0200 - R Glahal asse'ss'r_m;m. ahysician.

"1 Mossingor (3HE) 47 < 20729 . Cramps
", Missinger (486} © 34. - 20/29 ' Cramps
-Mdsslager (S88} | 48, - 20/28 | Cramps

¥ Neurology L c T R T e T T N
. Abeini (38 ¢ BD . .20/35 -Dental neralgla’ .t Amiea C7. Hyperoum G18 - (Globat 2ssessment, patlent:
. Brigo {45} 60 .40/79 < Migraine . .’ Individual teatment |n €30 | Giohat assessment, gatient
‘ | . Dexperi(S5) - 55 20/29  Seasicknass | i Cocculiie (complex)” . . . Glbbal 2ssessment, physicidn
Cc: 0 Pami(e4) 0783 - 2050 Seasickness ::." " Nux €2, Coczilus €2, Tah €2 ‘Glubsl assessment, patient
Master {83) . .- 38. 40739 Aphasla i v Indlwdual treatment Global assessment, physlcian
| Swege(100] . 40 1°B0/64 | Stmke [ o Amieaap o Suvives T,
Savage (101) .0 .40 T BO/T9 :Stoke . o '-:';_ B Y S o Surwva_[ :
'Dhstst{lcs'&gynzisé:nlngy SRR S !"_ ST b . .
Bekkaring (40} - - 5 .o BO/sT Menopause | Famusan {compiext - < . Symplum ‘scores

.Cannlu'a_c3n Lo U Glabal assessment. physlclanr ¢

. Carey{a7}. - . 40 - .40/57 . Vaginal dischrge
Chapman (50} 10 - BOj71 'Pzernensr.rual sy_vn:'!'r - indiviglal treatmenit . . < - Glabal assessment. physl:lan -
Cduder{52) - 34 . 40/64- Chigbinn - - - Oadlephylemi s - 'Labuurpains '
‘ Dodman (58) .- 93 . 60/71 .. Chilcbirth’ li'.'_ ST Complex e :‘Labourpains v
" .. Gauthler(85) . -'24 . '60/50 - Msnapausal :nmpl Clachesls €30 - - . Glebal assEssment, paLIsnt
"' Hotmeyr(70}- - 122 "100/100 Childeith . . -~ Amica DB (D30) .- " Perineal paln :
" WublSte {77) - 119 4Q/S7 . Mastodynia 7. . Masiodynen (Gomptesl . 0 Global assassment. physieian
Lepalsant{81) 45 ' 'B3/64 . Premenstual syﬁdr Falliculinum C8 ;'. o Gldbal assessment, physiciar -

Gluhal assessment physl:lsn e

Ustiariowshl (105) 200 20/29 '{cysuus - Slaphlsagrlacau

- ; . '* Trials with cnminuaus nu::umes [cnnvsned tn odds raunsj

'4

'Table 2: Trlals in meta analysis .

criteria for determmmg I:he h:ghcst qunhry trmls was: cstabhshed .
which required s score of 3 or greater.in the Iadn:[ score: (a curtoff il
recommcnded by h:rn) ® and a'score DE 5 or gtl:nl:ﬂr nn our

. seven—utm mtemnl-vnhd.lry scure. . : :

’ Quantftatwe data synthems s

Most of the. trials used discrete ou[come—m:nsur.:s fur whmh r.he S
computation of an’ adds ratio was straxghzfm:ward 15 trials used het:rugenen.y (u=0 LO) was. ‘used 10, Base
‘. continuous rather Lhan discrete . outcomes and , provided - the " '-_..nmnng the mals u Hetemgenelty is I:xpecrc

- placebo gnd reatmenc groups' means end standard devinrions qn%

836 |
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‘. Miscellaneous ' R e B - G - s
: Bourgais(43) - 29 40736 - Haematomas "+ " Armica bS el ‘?ain seara* .
; Dorfrten (S6) - -38 ‘30743 | ‘Hasmatomas ‘Amicn €S . Péln Dl
' Gampbell (45) . 146 A0/35 . Bruises. Afiéatao " Treatment praterence.’. .-
Emst(58) - 53 0 40/71, * Varicasis Polklven (complex). .. Pain reductian ©-" T
- /Hariveau (68} - B8 . _. 20/43 Cmmps IEENE Bup'r'l'sll'ﬁ C'ISI . .; I:.ilut_lal assessﬁr.ienr'." '
. Mokkapatt] (85) 85 . 4043 Prév conjunctivitls . Eiphrasia €301 - - Patlants with infection
- Werk (108) 108 E Hel]aﬂlhus Luberusus D:I. o ! Body mziss_ Indgx‘ézﬁ

-100/57 Dyerwt_zlghl

Table 2~ cont[nued _ i :
aecund BpprUm:h (twtmg for. repmdumhxhty) The ucids rnnu was

. used as the measure of effect in the overnll curnpa.nsun tast of. this.." . i
- mera-analysis becanse it is the most sansfacmry meric in which 1 wm. a3
combine across. trials with diserere outcomes.® Both fixed-efects® .|

-and the more cnnsu—vnuve randum—eﬁ'ects" merhods were, used 10 -

. ‘combine the. ‘log ;odds. ratios m:russ t:nnls ‘The. random eﬁem ‘J:‘:

» - 'method . s more . upprupnnte ‘bécause r.he I:rem:ments “and |,
_condidons in- t,htzse stadies. are expected fo. -be stausncall]r'_-
het&rog:nenus cve.n :huugh all ' frials  met: th: Epecxﬁc r:rm:nn__

" necessory for nmw:nng the- smdy hypor.hests. Cnlr:u.lauuns were

done with SPS8 for Windows with a_program - used and yalidnted
‘in preyious dia sers, Results were reported ns menns wmh 95%
. CIs for st uun:nmes. ST : o

Sensrtfvfty and subgroup ana!yses _ .

. ."Several sensitvity snd subgruup aualyses were dune o estmnte

. " the robustness of - resulrs, - These . evaluared " the . eﬁ'ects ‘of;

: - . " publicatpn bms, indicators ‘af 5tudy qunhty, publlcumm ‘jource;
outcome preference, and o “waorst-case” -situntion that- mcfuded )

"the nbuv: plus anly medmm—putcncy nnd l:ugh putency studles. '

o r:n:nr.ment effects nre homogeneous.” In nddxuun

\_:derect putenual publxcnnun bins “and. i

fur pub]lcauon hms and o cc!lrrecuon for 1:5 eﬁ'ects m;e pussfble

v -
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placeba. gruup, _leavmg 133 ; placebu—conuolled trials;

. THELANCET =

o1

ST . udd-mllu(slsxcﬂ DR R T I -_':percemage of pusmve n:sults (_D 'u 67‘
CAetudles .- LB 245;21:5 L R R T S R S /

Sannltivity Ermlyuau - ' ’ . e
 High-quality studles "' 7. 28 vée (133, 2—05)"'__
" Adequate cancealimant -, - ::34  1.83 (151, 247) .15
_Double-blinding stated . . ' 81 . 217 (183, 287)
. Adeguate ful!uw up o 28.4°3018 (2414, 4:73) -
" MEDUINE(isted stugles'” 23 £70(1:31,2:200

- Predefined maln Gutcoma’ ;321 .1.70 (131, 220 5
© Oorrected for pubiicatiinblas . 88 178 (103, 320) .} b C
o Wurst cse scenario L 270 18T (104, 378

suhgmupannlysnn B R TR R R LT s
. Highpotencies only . . - .31 266 (1-83, 38T 0

. High/medium potencles . . 51 277 (208, 3&7) .

Classieiit homioeopalliy - 13 2:81 {187, &37) 1
- Clinical hamueopathy . . - ‘48, 200 (160, 251)
Cgopathy, . e L0070 504(2:24,1233)

Cumplux hnmnenpathy " Loan’ 104 (242, '2-08.]'.: !

. 'categunes rheorem:atly contam
e 'ongmal drug 0. have nny bmle

_ SRR o Odds'ratio
S Table. 3 Fuuled odds fatlos: nd 95% €I (randum—effects ‘modei)

' wheu mode[s for :he selecunn pmcess cnn e esumated A
- general non-paramerric se]e:nun model was appl:ed o the entire :
.- collection of studies o estmare the exrent and sm:'uf unde:eeted L
" repores, a2 Thig nnnlysm used o ‘random-efécts madel for: [ug; i
" odds rados and & selecton model in which the Ex.kelxhucd thera.
‘study was repun:ed (the welght ﬁmcnun) depended on, the one-
‘railed p value. The resull:s Erom this mode]- crc ‘then used 0o
i recalciilace an: ‘egtimare - of: r.he.uveral} udds rnuu currccted fnr. "=:'
o pubhcnpun bigs.’ We also:evaluared die; putennn[ eE'ecrs of ",

- publiczton biss by colculating the number’ nfhypothcucal results .f"; .
.+ that. ' mighe be "in ‘the. file d.rawers" of researchers and :herefure BT
. u.navmlahle fur puﬂhng“"“ i :

_..'26 (29%) mals ritet “our’ prede
'quahry. 40. {45%) nf r.he:mals Tex

Results o - :
. -Lfterature search and study seIectran = L
<. 186 trials were. 1dem:|f|ed (exclud.mg drug pmvmgs") Of_i L
" "thesg, one was A time-sefies, - placcbo—conuulled single-
case, experiment, 14 involved assesstient of physmlug'lcal LT
measures on healthy valunteers, and- 38 did not include a’ -

‘ . Predeﬁned pnmary—outcnrne measu.res‘ wer elear
:.'-_21 (94%) of the tnals, but in 69 (77%) ‘of trial

evzﬂuatmg Teanment or prevennon. Of- thase, Ir.I:nree toials. -
were! ‘not randomised, " pine - were.” unclear | “abour
randomisadon .and duuble—bhndmg, -and’ i .two, trials &' T
“single-blind; des:gn was'used buta statement un treatmem:,'
" allocation ‘was lacking. Thus, 119 ‘rials mer ihe. mclus:on .
- criteria for data. extraction -and - qua]]ty agsessment. - OF
- these, 30 had Lnadequate informadon: to- allow stausnca[:
meta—analysxs, ‘leaving-89 tnals that met all mclusmn and‘
-, exclusion crireria;***" The 30 trials- éxcluded becduse of
. madequate mfurmauon did not ‘differ. stgmﬁcantly from.
: ‘those. mcluded by type of, homoeopar.hy,. chluuon “range,”
- COUIY; - yenr, or language ‘of pubhcauon s Exl:ludedl
trials did- have lower quality SCOres; smaller sample 51zes,'
fewer MEDI_IN'.E~115ted reparts, and . shghtly T:ugher_

© Firstauther . . Gﬂllﬂﬂmia Fulenny 5 ':‘Suuru miathod e Galphlmla ginucn i
. Lo R "-.’.'(laﬁad/lnlnmnl-valldll:y) (respnndar/randumisadl

Wlesenavers - Spa o eosTe

; : C 076y
‘Wlesenauer'® i DB L L BOJTS YoaBfYL
“Wiesenaber - 02 T S .?5/121.
Wlesenauar'? . T DA L T 50782
. Pooled fixed effects - ea T . ;1837371
Pooted randum effects .+ } . . i .153/371 ;--jj




.-',,i‘cti:ept tha
‘ u‘;'mvcsngamr 1o%
* by various phvsxcmns AL muluplc
" 'studies. involved ‘a ‘4-week :rearment
S Galpmmla glauca The oul:c:nme neasur was
' ‘-seventy scalc of bnr.h nasal nnd .oculﬂr ym :om Thes

5]
fu]
4

18]
.5
!

[y
D
§

-+ for ocular symptoms at 4 chls was
.. ‘with w sirhilarc result for nasal ymptom
.- ather studies were' mdepcndeudy conducted’ by’ differer
. ,"m»esugators with a *clinical” or “complex i oeo ar.h

__model for postoperanve ﬂeus HNITAn 08

Wéigﬁtlﬁg faci_nr'(:l.‘)'var.iancé) ’

12200 4000 0 S0 30
‘ Log odds ratln -

!Fun'nel p_iut"'-ﬁ o

L uvamll ar subcomponent quaht:y rauugs) did nnt ehmmate !
: " the stadstical’ significance of - the- resulis. “Far’ example,'
rud1es in the “worst-case” scenario (MEDLINE anly,
f'hxgh-quah[y sruches with predefined’ ougcorie measures, - - .

- medinm and. high: dxluuons on]y, n—5) had an’ odds rauu\ G

."ofl o7 (1 04{03 75) ;

. perfnrmed tnal had ‘a negauve'_ urcome,
Drted in the othar

',"Adjustmant for pub!fcat:on bfas
Thé fgure is a- funnel plot of the odds rata- by the mverse :
. of the. vananca for . each of ‘the ‘BY: smches. Under the -
assumpuun sthae el eﬁ'ecrs =__of homoeoparhy
.are hommgenenus, “the: asymmel:ry mdldates Tnissing
+7..negadve - mials. | The ganerﬂl nun-paramemc elecnon -
. model apphed to the: 89 smudies: confirmed " that -
- .there. - was" stausucally 3 51g;ruﬁcan .pub[maaunu
“bids (x =16 72,. 8- degrees of freedom, p=0 033) and, - :
suggested the’ bies was primiarily due to under-repomng of.
" studies with Stausucally mstg‘mﬁcant effects’ (p>0 30) and
L rwith negauve effects (p>0-3)." The: ovctall ‘estimate ‘of the .-
o ‘odds rado corrected for pubhcauon bias’ was’ 1-78.(1-03 o homoeopathz : :
"1_13 10, :2=2-09).: Thus- correcrion ' for: pubhcauun ‘bias -+ disorders: Inaddmon, we. cam:lot cumplerel il out.
.decreases the ‘odds - fatio by -about 27%, hnwcver, ir ‘--as an’ cxp]a.namon fm: ‘these” resu.ll:s Althnu

remained substanual and, stausucally srg;mﬁcant. If the L planad
;. rmissing, wials had an: .average odds tID nf 1 (tha; 15, 1f .
©-these trials showed ; mull ‘results -0 i
. require” 923 misging: “trials:of; average ‘s:ze (e, 1
“-.reduce the. pooled—effect size to’ mmg:.tﬁcance at. the 0. 05 ;
- level with the raudom—&&"ects test and 4511 m.issmg tnals
‘ :-W'll'.h r_he ﬁxed—eﬁ'ects EBSL T .

'the hy'pothesm thal: rhe chmca.[ eﬁ”l
_completely “due; 0 placebo 'But thereixi

.‘7} SE‘-’t’-ral Wﬂys We used A’  extensis _
; ﬁndmg pubhshed and unpubhshed trials;; None

R '-Tests farreproducibﬂity, Do
" No seres of sdies cornplctely met our. predeﬁned,mtena . 5

- for reprodumblhty,‘ which ! requx.red “at ;- least three:
f.‘mdependent veplicarions’ (chfferem mvesngamrs) ‘onthe o

. 'same - clinical ; condidon,  'with - the ;- same model ofi

- ‘homoeopathy; :e.medy,= outcome mf:aSurr:ment, fand ‘&

_ gimilar populanon. Four- smdles o the effecrsof a: smgle
"remedy on- seasonal allergles de meet r_he above cnrena i

Fleat” a_uthnr_ Y Trealment/plncahu =1’:entmang B _ ad
- R ; L Intemakiabidlty).” .,

Aulagnier .. . 1nci]mn- e "'nprumca Amica og, Raph cg L appes’ = 04 (-Dr 94 0-35) -

" Chevrel™ 80/46 - L Opfum G286 - R 3 T —D-42-|—U~83.'C|-02]'
* ‘Dorfman® .. 40740 i7" Cnina €5, Arnica 09 Ruph GB SLLotapgas s U 68 (=104, 0-15)
GRECHO" ..~ .~ 300%/150 0 o ‘1) Qplum G187 L ol IBOBE iU +0:09(-010, 0-29)
Lo w002 3) Oplum C15, Haphanusﬂﬁ _' Ll ki
o Ve T ~argas e S Raphanusﬂ? R ‘_?au/‘sq' o —u.:iz(‘-o-as:u-bz}
Lo Pealed - oy -527/379 s ;224;3-35'.'0'&95;.

; ‘Effest slzas were estlmated hy Cohen's d (meai ¢ treatment gruup mlnus mean placehu grnup diyided hy puule:t 5tandard deulai!unj
. 8 3.armed trizl with, twa dtﬂ‘erent humnengalhlc Intarvention groups. n—lﬁn for this analysls, values fnr less favuumb!e gmup WeE
: Table 5 Rasults of randnmlsed tr[als uf varluus hamuenpathlc remedles fur pastoperat[ve Ileus aﬁ:ar ahdnmlnal surgery
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" THE LANCET

‘around 15~30. Our se'lection‘roo.del.iudicated evidence for’

‘pubhcauon bias mgainst small negative minls. Correcoon
and, adjustment of the. overall ‘results for these missing .
trinls reduced; but did: ‘not eliminate, the eﬁect in favour of -
. homoeopathy {odds radio 1+78). If the ‘odds rado of the
"~ missing trials were aréund the null result, the number of
trials required to rediice the resu[t to mmgmﬁcance wou]d
. need to be several hundred. -

‘Interpretation. of  the : fuonel plot "i
‘homoeopathy has an. effect ar all, one. wouId’ expect, that

the effecr is not homogeneous for all clinical coodmous. In -

"f thar * case the  funnel - ploz- wwould frepreseut multiple

overlappmg funrel ‘plots. Since tna]s .of ‘more’ effectve

“treatmienrs need smaller samples sizes, the” pattem of such
A plot would mimie pubhcauon bins ‘even wheo there was
© ‘nofié.
. searchmg ti'.us ﬁeld
. publication - biag aione can, explam ‘the  results.
preregistradon of mals, perhaps
., esrablished Camplementary Methcme Field Group in the
. "Cochmoe Col]abomnon, could solve this problem :

T seems highly : u.nltkely that .
Dnly

"

L --Quahty of evfdence

“ A second major problem is the quahty of the sr:udles we

' 'mclucled Cur quohty»assessment SCOres sugﬂest thar the =

homoeopathy trials: have ar least 51rrular quahry (52% of

the maximum on the Jadad scaleY to thase publistied in the '

leading medigal journals (51% of maxxmum), bt this-is

. clearly nor- the ‘case.”. Qur trial ser i cluded ooly plaeebo— 8

contrglled toals! Homoeopaehlc remed:es can be perfectly

- ‘marched ‘with : p!acebos, making - double-blmdmg end .

. allocation concealment easy. Such tials are more likely 10

-score  higher. on, scales emphas:smg these cnterm than .
- smudies from  general medical journals - where -perfect -
b[mdl.og may nat always’ ‘be possible, Qur n'npressnon from
) dettu]ed examination of these trials, however, is, that 'about -
owo-thirds were methodologlcally poor, & third: reasonable, i

and & tenth vety good, Much of this research reflects -the

- lack of infrasrrucrure needed to conduct goott smdxes ‘and o

. develop appropriate research straregies in this: -area; Many
_mials were "Iow—budget" and done by advacates with ]:ugh
.enchusiasm. This risks mcomplete and selectivé reporting, .

. In addition, major shortcommgs of ‘thése trials - were . o
. evident on the clinical level (definition of the condition,”
< clear and reliable’ outcome measures, &c) However, Al
_ ‘enalysis reatricted . to only- the very . hest subset of these .

- trials reduced, but agdin-did: not ehrtunate, the eﬂ‘ect

‘ _found (odds ratio of high-quality trials, 1-66). - IR
- Overall, inferior methodological quality, of - th.ls research
alone,- therefore, is not an adequarte: expla.uauou fot the -

. -~ results, Overall- quahty—assessments of wials;: however, can ..
- 'mix and therefore obscure confounding that,might occur - -

from SpECl.ﬁC methadological Taws, For: example, unequel

distribution’ of . prognostc - factors " berween | comparlson =

_ groups . rrught explam positive -résls “reported ‘in.one,
. group, knowledge - and - expectatloos “about recexvmg
. “acrive” rearment can bias ]udgments dunng reporting or
" measuremeént of ‘outcornes;-. d_topouts, wzthd.rawals, or

‘atherwise. inadequare . folIow—up can. result in_unequal
diszriburion  of - results - between groups uot eue. .t

treatment effects; and multipie outcome—measu.res or post-

'.hoc selecuon ‘of oureomes can lead:; to- repartng false-

: L
. pogitive results. ‘In add.u:lon, madequote .peer-review.”
. withour bias for' or agamst homoeopnthy tmght not allow
" for other “fatal ﬂawe” to g0 undetected Whllst no—one can.

guarantee that these |tems are stnctly fol]o

"teportmg of concea[rnent (odds :
‘blinding (" 17), follow-up (3 18), predeﬁned

thfﬁcult -If--,'-_;
- high-quality
"_publlshed m MEDLINE Ilsted

‘Thus_,,from bor.h Jour. “analysis ~ aod ‘éxperience’ "_
‘ -'_number of partlc1pant5 randon-usetl

with  the: recently '}‘
o 'techmque for conu'ollmg d.ropout b:as ies

o decreased the’ combmetl ‘odds’ radioj SL‘I.HilES
_reporo.ng am:[ rnmu:num dropouts .- <5%)

" for ‘homoeepathy over placeho (table 3); Althio,
" publicatian - bias a0t -poor-guality - wials alon

- condmon

we, mdependently checked the. adequacy of how each' of

Finally, we. tested Y worst—case scenano fwihit
studles, of high .:or med: i

reduce the u-npact of d.ropouts ‘o

studies. Whilst ‘correcton: for concealm

or completely elumnate the mr:teased eﬁ'ect

-e:{plam our ﬁndmgs, we can.uot be sure: r_ha_

Ou.r study does,, however,_
tmphcenoos for future reSearch on
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. Pdrients, physicians, ‘and) purchasers need valid and
reliable informarion (unencumbered by opinion) on' which
to make decisions, whether or not ope believes  the

. approach is sciendfically reasonable. This research must

- mot only be high quality bur alsg use a systemaric strategy

. thar -reflects clear and relevant goa[s. Whilst randomised

. homoeopathy will show leéss significant results than those
_we found. This would be expected, even'if humoeopar.hy

has a tmue clinical effect What then is ] reusonab[e strategy L

for approdching this area?

. One approach is 1o develop iaboramry mudels thal:
_ 'explqre possible mechamsms”"”? or artemptrmdgpeudent
.+ replication of the simpler clinical modelsthar slready exist,’
. such as thé smdies by Reilly er-al” or \Vcsenaucr ef allon-

. YWon seusonal allergies. If the resulss of these atremprs are Ty
~ posirve, " one might conclude that - homoeoparhy 45 mot

always placebo “and -thar:ir might “have  some -clinical

~relevatice. - However, ‘such models rarely - reflect serual
' ’ j} Etscnb:rg DM Kess]:r RC Fustch NnrluckFE Calkm DR

"clinical practice mnd could be' difficulc BLY rephcate
“consistenty, as t]lus:rated by the studies‘on ‘postoperative

.ilens (rable :5). vIn thar mial  §ET, a large, . ngorous-'

‘conﬁrmatory trial produced. negaﬂve results. rhat ‘were
.contrary the -other ‘trials- and r.he meta- analyms. In

addidon, the appruach tested . in. these rrials does ‘nor .
aceurately reflect how hnmoeupathy is- usu!ﬂly used; Even :

if posirve findings from similar, triaf sets were found in the’

',future, pharmacalogzs:s and - other scientists are likely 1o
mechamsms are -

. remain duubtful
d:scovered

_ un]ess plaumble '

. Another appmach would br: ta’ segara:e research .
- ‘addressmg wherher humueupar_hy is placebo (the acadcmxc_ -

‘queston r:urrr:nt]y dominating the, ‘debare) more - clearly

‘From research exploring whether or not it pmwdes g ugeful" *

100l 'in ‘healrh ‘care . (the question" of -more relevance to

'patents and health—care providers). Ta do .this,” /muach "

_ more derailed lnformanon is. needed - +: whn is rresred.
. with . homoeopathy (pnpulauon_ characnensmcs), the-
o reliability . -of . homoeopaﬂnc classifications
accuracy), hnw hompeopathy. is applied (standards and
- ! decision ‘models .of practice), 'and response 'rates  (effect.
" sizes) of these appruaches on specific conditons, This ype
of detailed clinical -information: s . nbtamahle from

prospective  observational studies and: would. allow. for
ratonal planmng of randurmsf:d trials . that truly reflect . .
" 'homoeopathic pracuce and have clm.icai and smenuﬁc_'

' implicdtions. =

"The resources needed fnr such a. systemanc research-.

strategy would  be cnnsnderab]e with the risk that:jn the -
end humoenpar.hy may” be found o have 'no- va]ue. We'_
. wonder, howevcr, if . sociery, can afford ‘a; 1gnore rhls;,_ i

" problem and continue to-allow it © be appruat:hed dn an

: unsystemanc and inefficient way. No mat:er whal: the end -
‘result is for homnenpathy, an ‘investment in such.a -

systematic research strategy could pruwdc us wuh a model -
. for the evaluauon of other emerging ﬁelds of mEd.lCIllE,
both cumplemeutary and cnnvr_nnona]

i
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