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Discovery of the “seeding trial”
and misgivings about PROBE studies

Takeo Saio
Fuji Toranomon Health Promotion Center

Abstract

Background : In August 2008, an article and a corresponding editorial were published claiming to
demonstrate a former study article published in the journal was a so-called “seeding trial” in the Annals of
Internal Medicine. Apparently, it was the first time which showed the direct evidence of the existence of
“seeding trials”.

Method : Non-systematic review of the literature concerning “seeding trials”.

Results : The “seeding trials” are a kind of market masquerading as research though it is not widely
known yet. As those kinds of researches are performed as open-labeled clinical trials, the study design of
PROBE (Prospective Randomized Open Blinded Endpoint) can be used for its implementation in daily
clinical settings.

Conclusions : We should be cautious in appraising the PROBE study articles for their possibility of being
“seeding trials” because their true purposes are not finding new scientific evidence, but promoting and
marketing drugs.

Key words
seeding trials, PROBE (Prospective Randomized Open Blinded Endpoint), marketing, drug industry,
deception

Rinsho Hyoka (Clinical Evaluation) 2010 ; 37 : 517-22.

—517—



BR PR STl 37%&2% 2010

1. ZIDERRFER

Seeding trial (fi & % ilBR) —ZhiZE5< %
DIHEN R I N T E 226 DD, ZOHEEN &GE
WHRROP S K572, v=Fr T4 V7 ETEHN
&%, MEMIZEFIFEMICEMED LW KD
FRIKERER” Tdh 5. 200840 Z &, 20D “%4)”
DFAE % BT B EEN GGEL A RO 5 72 &
SEEMN Ly TV —F BT, KT
13 Z Dseeding trial # DB MHHEZ F L D TAL
Wy,

19940 Z &, YiFOKE & mIEIE RS (FDA)
£ ¥, David Aaron Kessler # EIHE & & § 5
“Therapeutic-class wars” (GHEIRORERLET) &
T 2R (special article) 8= —A4 2
7 v FIR2EMEGE  (New England Journal of Medicine:
NEJM) =8k & h7=?. Z 0@ Idaon
HEHIWLS 2 )8 U 7= U7 S8 T b TR 2 s & &
LEh~—r 74 v FEERE L RO ST
T#ELEAE SR, AtEROY 2 7 2MEL, &
ZVEHEGEBNIEFETOEINEZDIDOD
FHOR»OE L2 DTH S (Table 1).

Z D3 DD EITHGE T 5 MEIE, FleErRmL
IZZUL, HER  HAZONRICOENE LWE
FTAEHET2EDL W ZLETH D (Z0fl,
EATIE, BANEZOZ LY 99X 2887
% disease-mongering ° & v — 7 7 4 vV I/ FiEL
LTHEE B ->T03). &AA, MEEEID
ZThZNDITHBIZONT, ESHAERLLTSZ

LB TELD. ERSEWDS 1994 F Y1, §C
V2K [E O PR SE S 24 5 T db 5 FDA AN BLSE 2 4k
DLWV =7 F 4 VWL, fulks
FoTWZ 3t L T DERD 5.
BEBEFOREOREOHT, A5 4D2 b
Lt b RZEOMZEE S A, ‘BN RER
D=y -)—a—|Oh»rs, FirL~v—
74 Y OmTIZEET 5 &S aifE AR
T5E0) HMAHXIZETEINETHS. [
¥ X ikBR ] (seeding trials, A% - BV OMGE
D7D LN KDk, OB S IZ3D i %
H>T3 59 2012479 HiRKaRER) 13251k 4 &
THB” LML TOWEZeMBIEhTns?,

2. Seeding trial

ST, EROEEC TS TIEE & - 72 “seed-
ing trial” EIXEDEIBEDEAI 2. £ Ok
- BN ARICE LD (Table 2).

Seeding trial IZARIN T 2 BED 5V, B
W) - BRRM 2RI Z L ORI 2, SBRIC &
DIFoN B LRI AR Z®INT 5 Z LI K
DFEMOIELMEEFRL THEETIEDTH 5.
L Lahs, BIER - BRI AERIZZ LS
JiELTiEW 20kt ch 5 Z LAt T 52 &
WBHEETH D, £/, HEOWGEIEME & v S il
DEEDFEENBHE AR IND Z L hNe
O, TOFE[EIZE 572 HIRE 256 LNIKEL
KoTW5,

flil % @ seeding trial O FEhE D 114 P12 DWW T

Table 1 Marketing techniques to change prescribers’ behaviors

HTHbZLEH>&D.

Wz 5L,

1. seeding trials (&% EHE) : X h 7z HB IR O EHKN O EED
DI b B HIKRER TS > T, £ X IRPEN L IRG A RGET 5 H

2. false and misleading claims Rz B #5H LWVWER) : BaMUXH
s &C, AEBIHEOVOLEROAEEIRL TEIET S 2 L.

3. switch campaigns (J1 W B Z ¥ v o X—2) 1 FFHUT XD R WtikkdEnr 5,
L0 CHMEO BN 2 A3 0 2 B &5, IAEEIE
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Clin Eval 37 (2) 2010

KOENS, FEEITA &S il 23 Hr 3R 0 &
ZHME T AR TH EH L D I1TD 7wl
b, GBI IR Al R IR BRER 1 B 3 B SR A HY AR
ERBEELEVDE, LWIHiREdAS. &6
X, 2O &S AR TR 5 N A REERATRIC D A
EEDIMER B % D2 g bl e s £, §
B, seeding trial & B < BIFER ZME— D T-B

Table 2 Characteristics and issues of seeding trials

WRESHIP AR Y —EB > TITHh 3R ZNEMEECEVERHARTHY, EOHWIZEHRS
DY EFEMIETETHS.
BHEBNE L, BOEDOO U KL SR (Bl WS, gues, H5 %
BE) TIbhd~—r 74 VI THETH 5.
o ENEDHMNBFEMAFAZTE R, WRANRE - 28, WEBRFMEA, BEIPAKINS
REFMEEDWEEZ ST EnE XNB Z I3 E 572 .
cBZH R END T, WESHONTFER» BEOHNRBRBEI N - 2L LT,
ADVANTAGE iREZ® 23 bz k5729,
o Seeding trial BTN BDIE, Fhh~v—r T 4 VI FhEE LTEDIE26THB 7.

WIETF > ZXELTOMEBDEVHRT A L ERAVTVE I EFSL.

® Seceding trial TITHN B MERKRER IS IR 5720, Sy 2SR TWTET T4 v
Pt T -720935Z ERnRE0.

- S HTIE9E 74 ~ & L CPROBE (Prospective Randomized Open Blinded Endpoint) ¥
ERRHT 260 MEE 5 5.

& Z AW, seeding trial TH B Z ERR EWD TXFBICTCHAMFTFEAZEEINS
ADVANTAGERERIZ X TN T 54 ¥ F 5 v & 240G TH D, PROBE iR Tl Zeu.

o (EMEERRICH LT, ARRiZE - EEHRBITS O TR TSR 2 ZH/N D50l Th 512
DL, TLHEHETITbhEZLhd 5.

CARKIZE S LI VT VAL RNLDOFONET VA v EFEBTEXZI28MbHY, T¥Fv AL
N DIENIFFE T A ¥ CTikBr A2 FEhi 5 Z &1, FERREDORED EH» 5, mEIZ B E
Nd5b.

OMRELE L TOERMEDPTRRALESHOEMD, TOEOFERAINIPFORLBERINSTI2HE
BEOEMTHI AW ZIC, “HRE &L THRERRICEDY, FhH EHTEY, FREROLH,S
BUVREEEECEE) KZECHHEVEWVME (Db S hHEe  ERMZEZTR-2Y, HER
EBROMRBILICHEERETEERE) 2185,

DTV VRY I L AT S720, ERGERA VA -2 FTEIELZD, KANZAA L2 b X —
NEHEST-DT 2L LT, iRBRINEERATZ K2 MIZEET 5.

o B BIEAM - BE (A=A VY =& —) NFHERN ST, YEEREDOUHIED v b7 —
2D (BETHEZ—F—D “THARY) 2L TWEERBEZLETES.

OHBROERA P RESH ORI, S Tlik<, EGREHALPLSHETVDZELH S.

o SAERE FHO IS AR 2565 7 u v MW S, RERDO B HO HEO R E 2RI &
F—2Z2 Mk B,

R4

o N MFIZ X RIFRE O Z <.

® Seeding trial DRERFLHEIEAT (FEREIIMIEE LD K DI OB OEIRIE) 2507
DT, YEIEEBOMEILAUTIZONTHER S, ZTOMTEZ O ERERIERAIZS S
ZHDERMICEM TSI L0 b 5.

o SEHIBTMIL 12 DWW Cseeding trial #1795 2 & d 5 (AR IMOFHAEED T ¥ F ¥ 2 A5 X0
JOAMUTT D I K 5D oA HBE $5).
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&, % ORI TICMoOEKRABE TR o 1
TSR RNR LA O 7= 20 HOg i 0 R & 3B 0
TREDTHAINEI NI >TWD, F iz,
seeding trial DFEARMIME A, OREKRO k%
DEHEREHEAT2ED0THY, @754V FiL
EhThwanr—7 Vil TthdZ L (L2
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RIRBAEE DD~ -7 7 4 V7 HINIC
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PR SEREIRAT A ERE L LTI E LS LD
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LHTIZE EAZ &, &) 3idseeding trial
DEENEFDDOFHrD BB, 72721,
seeding trial & L T @ & 7 - 72 ADVANTAGE
MBI A — T VR TIE AL, T4V FERD
72 ¥ 12 naproxen % refecoxib (Vioxx®) O 7 F +
ARHEHENTED, %8O PROBEMRE Tid A
V. Z OB WO 58 B R CRABR S A
BIRRIERIZZ W L 2L, WX EFHATY

seeding trial TH B Z L IFRBEDIZK W THAD.
3. PROBE&HRBRDRES &

T, WTNOEKIEE A seeding trial TH %
M EBARRICHERT 5 2 &%, FREIC& - THRE
ONGENEAWTAMEETH D, ThPRFN - F
IR 22 B2 LS FERL TIWIT AW TdH
5ZLEFUMTAZEEINETH DL, A EL
i E AL 0T, ZZTEF A RNV, D
DHEMWRETH % », PROBE (Prospective Ran-
domized Open Blinded Endpoint) &9 ikl 7 4
4V DUFAD, seeding trial \IZFFFHIEFEPE D%
WA 5 2 20T % D < o TORGERER S O iin i3
%#%12% %% *. PROBE itBfi#' seeding trial 1=
HENBIZHEDbLVERHAEHLTWEZ L
%, Table 312 % L ¥ 7-. Seeding trial TH % Z
ERE D TXHICTGIHN T o hi-k dh b
ADVANTAGEiE#IZ #7754 FRCTTdh
», PROBEBEX Tid D724, PROBE kB

Table 3 Properties of PROBE studies potential for diversion to seeding trials

DEEN).

PALNIDOEWVWEBRTH B EERTES.

BWHBLIENTED.

EHNEETH .

@A —TUHBRTHY, HBRE  WBRELHICHRPOEEREEAIE, RRZET TREISL
PEBETHY, £, FHLMEICHS RENHEEZEBETSEHFTE S,
o [ERIRWIZEIZBI 2 fmBiiagr] T3, 7 v 4 28N T2 RIENTAZMESIMATHL L INhT
B0, [ERFRESEAERE & O DR PRI RR R G I | (BRI D#kiE A 513, PRz e L CHE
FTANE T ANVA, BIFIZIZPROBEGMER  RIAZE P THEE T d (Wb 2 RABHE

o (RIS T TI75 Z 212k, PROBEMEIZFNET 5 Z &40 % < & & HakRSE RO A5
hoFED B AR T 5 Z &2k 5. B % e LT oM - BN Btk t& %.
BICRRALMDBEE “TEK §32&IC&U Y (Tabb, BERN—RI>RELY FEAL
BOWIZ EICKY), BRICHENSIT7REDT, BEEBRETHENTRETH S.

@5 > 4 L{bHEEEE (randomized controlled trial: RCT) TH 32 E&BAT B &ICELY, TEF

e 754 Y FBMMREENTNENTD, WRISNA TABSLHBEDT, TEFVALRLABENE
WBWZH0A, TV XL TH 52 L E2UT, TETFT VAL NAREVREBRTSH 5 &

ORRANBEESBEN D, FCOMRNREEZHAANDIZENTES.
o RIS T (T hbbHERE) THEIET I2HM4E, A MBHRICHEFT 2 EMAE “WRHE"
ELTHEEL, WBOFINEIIHGEE5Z LN TE S,
o fERMIZ, PROBERERDIHSEIL, EAIRLCEEZINT I =TT 4 VIIRB DD &l 5.
LA T, ARV =R DR E" ORISR (conflict of interest: COI) AP435 Z
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DIE S BT H A & LTI, seeding trial IZ
FIH X MR T WEREL > T30 TH 3.
Kk, bAETITFbNI 22D PROBE RERD
MRE, WBHTITDLDAEERO X T LT F4 v F
RCT DFGHRAMET % &0 5 56§45, 2009 £
HABIESRR DY VR Y o & [ KBRS
AT 5 —HARBOBEDO @SN E T ¥ 2RI
T TRBMREIDBREIAZZ LY 3,
PROBE i O F5 R D a1l & 20 2 D {HEIZfT b4
WBhELRNWZEERTHHITH 5.

4. #&HVIZ

NEJM @ & & i % &, Marcia Angell O # ff:
The truth about the drug companies (HiER [& v 2" -
Ty =<l cEom [MEHHE LY —
FI 4 vIOBE] LW ERHD, TOHD
[55 IVAHER IR ABR D MG & F2 18] LS HiT, K
[ T IR B B R B 75 78 2002 - D BF T2 T O
FEIRGRER DO DD 72 < & 3 25% % D TnWb T &
R, KRB E U TOFEVHERRAS (FriioH
HOHEED 728 OB R K AVERERL D 72 9 DK
B OBEMEIZEOWAFERE IS L, e RFE
X T 72 OEEHIE & U CHiE S h 2k (G
BIR) Er08fTbhTnwdl e, 25L7%
¥ =774 V7 HITHENR S 25V KRR
PR E TR FE 5 2 5EH BY (contract research
organization: CRO) M SUKE L =T ERKTH 5 Z
LR EN, WRABREN TS,

L2LAaENS, 25 L-MEZdTsF:—7—
F & U T, seeding trial & W29 S ENFIE L,
FDAR b v 7Y v —F L OfERE 75 ARSI
WL TWAZ L, soltilk > THl» 7= 72,
seeding trial I & D4 % FHFE TR JLjiRE T X
MM BE2TTE@mCE1IMHE ey P ET,
google THARFEITHK > THBR L TE, “Filiam i
HADRFEEREDY VRV Y LOWEN 11
by b¥323Y ThHY, EXTHEPubMed T
4Ly b L,

ARG TIZ Z Dseeding trial &9, [RFDA v
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TNV T4 —FHEIEKRLHHTH D L5,
WEZEY - FEREFEOM TR E A THgn
MEZET T2 &L 812, DARFTETILT 74
Y FRCTOEEDOWEHETH 5 Z & H 6 HEIZLT
HN T35 PROBE illi& A, seeding trial (ZHxH
ENRTWHEEZROWBRT YA v Thod T L%
L7z MROZ LS, bRETITbNT
Y% PROBE #ti% % seeding trial TiZ &y &0
IEENE o THkD 5 &, seeding trial D A HEM:
BHE2EDOPMHUEHS. LrLAEMND, seed-
ing trialix [MfZE2HWE L2~y —T T4 V27D
BXe] Tdh DT LA L2720 I 7 R AR
KDOTH5.

A, TEFURA - 2—-%—E LTI, seed-
ing trial & W RO~ — 7 7 4 ¥ ZIRHBEAE
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ZEFIT U, o A BERIR IS IR R A3 T HE 2 0D
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