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(from Jadad — Controlled Clin Trials 1996; 17:1-12)
1. Was the study described as randomized (this includes the use of words such as
randomly, random and randomization)?
Yes=1 No=0
2. Was the study described as double-blind?
Yes=1 No=0
3. Was there a description of withdrawals and drop-outs?
Yes=1 No=0
Additional points: Add 1 point if:
Method to generate the sequence of randomization was described and was
appropriate (e.g. table of random numbers, computer generated, coin tossing, etc.)
Method of double-blinding described and appropriate (identical placebo, active
placebo, dummy)
Point deduction: Subtract 1 point if:
Method of randomization described and it was inappropriate (allocated alternately,
according to date of birth, hospital number, etc.)
Method of double-blinding described but it was inappropriate (comparison of tablet
vs injection with no double dummy)
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Table 1. Characteristics of 13 randomized controlled trials selected for meta-analysis

Study Design and Subjects’ Extracted Jadad Baseline
duration® soy isoflavones® scale lipids*
Cheng 2007 (3) P; R+; DB+; WD (15%); 3mo 60 PoW 37 mg/d (25D, 31 G, 4 Gl) 5 BC,NTG

128 mg/d (40 Ge, 50 De and Gle, 60

Dewell 2002 (4) P; R; DB; WD (0%); 2 mo 36 PoW 3 HC,NTG
mg as glycosides)

Garrido 2006 (5) P; R; DB+; 12 wk 29 PoW 100 mg/d (47 De, 48 Ge) 3 BC,NTG
R+ . %)

Gonzalez 2007 (6) ‘EE R+ DB+ WD (19%); 12 35 oy 132 mg/d (49 De, 70 Ge, 13 Gle) 5 BC BTG

Hall 2006 (7) CO; R; DB+; WD (12%); 8 wk 117 PoW 50 mg/d (17 De, 33 Ge) 4 BC,NTG

Lichtenstein 2002 (8) CO; R; DB+; WD (36%); 6 wk 42 (24 Pow, 18 M) 121 mg/d (54 De, 70 Ge, 11 Gle) 4 HC,NTG

Nestel 1997 (9) CO; R; WD (9%); 5 wk 23 MPW 80 mg/d (34 De, 45 Ge, 1 Gle) 2 BC,NTG
R+ . 06):

Nikander 2004 (10) ﬁs’ R+; DB+ WD (10%); 3 62 PoW 114 mg/d (42 De, 6 Ge, 66 Gle) 5 BC,NTG

Simons 2000 (11) CO; R; DB+; WD (13%); 8 wk 23 PoW 80 mg/d (De, Ge) 4 BC,NTG

Uesugi 2002 (12) P; R; DB; WD (0%); 4 wk 23 PW 38mg/d (31D, 7 G, 21 Gl) 3 BC,NTG

Uesugi 2003 (13) P; R; WD (4%); 3 mo 22 PowW 38mg/d (31D, 7 G, 21 Gl) 2 BC,NTG

Uesugi 2004 (14) CO; R; DB+; 4 wk 58 CW 25mg/d (13D,1De,3G,9GI,3Gle) 3 BC,NTG

Yildiz 2005 (15) P; R; WD (0%); 3 mo 80 PoW 40 mg/d (40 Ge) 2 BC,BTG

Ip, Parallel; CO, crossover; R, randomized; R+, randomized by appropriate method; DB, double-blinded; DB+, double-
blinded by appropriate method; WD, withdrawals and dropouts after randomization described.

2Number randomized; PoW, postmenopausal women; M, men; MPW, menopausal and perimenopausal women; PW,
perimenopausal women; CW, climacteric women.

3Soy isoflavone as aglycone form; D, daidzin; De, daidzein; G, genistin; Ge, genistein; Gl, glycitin; Gle, glycitein; individual
isoflavone doses may not add up to total due to rounding errors and presence of other isoflavones.

“BC, borderline high cholesterol; HC, High cholesterol; NTG, normal triacylglycerol; BTG, borderline high triacylglycerol.
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Fig. 2. Effect of extracted soy isoflavones (SlI) alone on blood total cholesterol

Weight assigned by REVMAN software based on n and SD. WMD, Weighted mean difference
in endpoint values between the Sl alone (not ingested concurrently with soy protein) and
control groups; random, random effects model. Horizontal lines denote the 95% CI. m, point
estimate (size of the square corresponds to its weight); ¢, combined overall effect of S|
treatment.
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Fig. 2. Effect of extracted soy isoflavones (Sl) alone on blood LDL cholesterol

Weight assigned by REVMAN software based on n and SD. WMD, Weighted mean difference
in endpoint values between the Sl alone (not ingested concurrently with soy protein) and
control groups; fixed, fixed effect model. Horizontal lines denote the 95% CI. m, point estimate
(size of the square corresponds to its weight); ¢, combined overall effect of Sl treatment.
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Effect of extracted soy isoflavones (SI) alone on blood triacylglycerol

Weight assigned by REVMAN software based on n and SD. WMD, Weighted mean difference
in endpoint values between the S| alone (not ingested concurrently with soy protein) and
control groups; fixed, fixed effect model. Horizontal lines denote the 95% CI. m, point estimate
(size of the square corresponds to its weight); ¢, combined overall effect of Sl treatment.
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Fig. 2. Effect of extracted soy isoflavones (SI) alone on blood HDL cholesterol

Weight assigned by REVMAN software based on n and SD. WMD, Weighted mean difference
in endpoint values between the Sl alone (not ingested concurrently with soy protein) and
control groups; random, random effects model. Horizontal lines denote the 95% CI. m, point
estimate (size of the square corresponds to its weight); ¢, combined overall effect of SI
treatment.
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Kyoko TAKU, Keizo UMEGAKI, Yoshiko ISHIMI and Shaw WATANABE.
Effects of extracted soy isoflavones alone on blood lipid profiles: meta-
analysis of 13 randomized controlled trials.
Therapeutics and Clinical Risk Management. 4: 1097-1103, 2008
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Akelel 1:soy protein/4.4mg Iso, 6M
Akelel 11:soy protein/80.4mg Iso, 6M
Anderson:soy protein/90mg 1so0,12M
Arjmandi: soy protein/60mg Iso, 12M

Harkness I :soy protein/110mg Iso, 6M

Kreijkamp:soy protein/99 mg 150, 12M  wppamg-kaspn
Olsen I:soy milk/70mg Iso, 24M Oisen t

Potter |:soy protein/90mg Iso, 6M Patter | 4
Potter 11:soy protein/55.6mg Iso, 6M Fostor Il t
Uesugi:1so 61.8 mg, 3M Useug '
Y-B Ye I:1s0 87 mg, 6M YBYel 1
Y-B Ye Il:1s0 126 mg, 6M Y8 Ye H
Y-P Gao I:1s0 60 mg, 6M Y-P Gao | 1
Y-P Gao 11:1s0 90 mg, 6M ¥-P Gaa Il -
Y-P Gao I11:1s0 150 mg, 6M ¥-P Ga Il 1 Combined
Total Total <e=== o\erall effects
200 -!I‘Zﬂ o 100 JI;ﬂ 300
90 mg/d DY FZR It B EEELMEE S Ma et al. Clin Nutr 27:57-64, 2008




Ma et al, Clinical Nutrition (2008) 27, 57-64

Table 1 Characteristics of the 10
selected randomized controlled trials
of isoflavone intake in women.
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Results:

» Ten studies with a total of 608

, Subjects were selected for meta-

" analysis.

' The spine bone mineral density

‘in subjects who consumed

‘isoflavones increased

* significantly by 20.6 mg/cm?
(95% confidence interval: 4.5—

' 36.6 mg/cm?) in comparison to
that in subjects who did not

' consume isoflavones.
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Figure 2 Weighted mean difference
of spine bone mineral density after
treatment with isoflavone. Lines
correspond to 95% CI.
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E1: HHBMERTERE(BREIYAMODB0%RH, HEVEHFRIVIRRBTERRELHDHBE) 1
RET, BMEN AISE>TRELIFIMEERIT. BHRBLEHR, KERBHRS, BRI TO
o

E2: BEERRAELTERBEELT 5. 1L, BREBISBLT, FHERGEOLHICERBEED
AEAEL THNEHRSNSHE I KB ERBEEELT 5. ChoDAELSEHTHE L, 8
& B-hFE BREORFEEZALD.

H3 BEIvORARETOREELONMEE, HROBERENTEEESELTHI,
HHIvIZRRTORARL fEROREREHEESE
L BERGL
BLHY CE-Ed:
HY BEREIELL

BEHRVORBEEMBOBRZEE~NDHRE
MHEILDEILEFT-FELRERETHL
[CEYBALMZTBHTE,
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200849 A E£T. PubMed, CENTRAL, ICHUSHI, CNKI,
Wanfang Data, CQVIP, and NSTL®D Xk T—42R—RX %%t
&I, ZEE, BKE, F-XPEETRRSN, AR%RK
HIZBWNTIYISRUOYTYAV D EH ., KEBEDOE
BEAONREBREL-EEETSRANBLERERIC

By AMXERRL =,

BEENRXZLE2A—L, BADAIEERE.

BRTHIY  HRE, A, FEHRIZETET—42
ZHIHL. AROHZFML 1=,

41

FAINECEEAZS5bRItRAROME

duration

subjects

isoflavones,
mg/d

Jadad  Quality

Study Design scale  category  Effecton BMD outcomes®
Brinketal. P ,R, DB+,  27,53wk 300(237) Western 110 [AE: 25-35% De, 60- 4 c,.c L1-4: |,
(2008) WD (21%) 75% Ge, 1-5% Gle;
biscuitand bar]

Chenetal. PR+, 1y 203(175) Chinese?* 40, 80 [AE: 46% De, 15% 5 AA L1401 NG L L THE T,
(2003) DB+, WD Ge, 39% Gle; capsule] BTt

(14%)
Harknesset ~ CO, R+, 6mo 20(19) Western® 110 [AE: 40% De, 52% 4 B L1-4: 1% TH: 1
al.(2004) DB, WD Ge, 9% Gle; capsule]

(6%)
Marinietal. P,R+ DB+, 12,24mo 389(389) Western® 54 [Ag: 100% Ge; tablet] 5 AA L 1%, % FN: %, 1%
(2007) WD (10%,

22%)
Morabitoet  P,R,DB+ 1y 90(90) Western® 54 [Ag: 100% Ge; tablet] 3 A L% FN:
al. (2002)
Uesugiet  P,R,WD  3mo 22(21) Japanese 62 [38 AE: 52% De, 11% 2 c L2-4: |
al.(2003)  (4%) Ge, 37% Gle; capsule]
Wuetal.  P,R,DB+, 612mo 136(128, 108) Japanese? 75 [47 AE: 54% De, 13% 4 AC L2-4: |, ;PN FN: 1, 1
(20064, b) WD (6, Ge, 34% Gle; capsule] TH: 1, 1Tt 1

21%)
Yeetal. P, R+, SB, 6mo 90 (84) Chinese* 84,126 [AE: 52% D(e), 3 B.C L1-4: 1, % FNSf, 1 THE L
(2006) WD (7%) 15% G(e), 33% Gl(e); LTt

capsule]

Abbreviations: AE, aglycone equivalents; Ag, aglycone; BMD, bon
method; D(e), daidz(e)in; De, daidzein; FN, i
ized; R+, ized b

femoral neck; Ge,

Y

2Low bone mass (T-score between -1 and -2.5).
b}, negative net change indicating beneficial effect of placebo on BMD; 1, positive net change indicating beneficial improvement of BMD resulting from isolated
soy isoflavones; *, Significantly different from placebo (P < 0.05).

1), glycit(e)in;

crossover; DB, double-blinded; DB+, double-blinded by appropriate

Gle, glycitein; L, lumbar spine; P, Parallel; R,

method; SB, single-blinded; TH, total hip; Tr, trochanter; WD, withdrawals and dropouts described.

HENRERUEIR

RCTs exclude
relevant to topic (r

RCTs retrieved for more
detailed evaluation (n = 557)

RCTS excluded because not
tested in postmenopausal
women and change

|-+ outcomes for ingestion of
IS1 i lumbar spine or hip
BMD measured by DXA
were unavailable (n = 542)

Potentially appropriate RCTS
to be included in the meta-
analysis (n = 16)

RCTs excluded from meta-
analysis because of

> duplicated data and not
being placebo-controlled
=7

RCTs included in the meta-
analysis (n =9)

RCTs with usable

information, by outcome
Lumbar spine (n = 8)
Femoral neck (n = 6)
Total hip (n = 5)
Trochanter (n = 4)

Abbreviations:

RCTs, randomized controlled
trials; BMD, bone mineral
density; ISI, isolated soy
isoflavones; DXA, dual X-ray
absorptiometry.

FAERTHORER ICHdd

RB/ 75 RAHhLMROSE
— 13RCTHRBRAX 2 RHT—

Sty 15 Comtred WAID [randorm) Weght VD {radcrr)
or sub-category N Mean {50 N Mean (50) % G - wno
Erink2008-M +
Chenz00nF 4+
Deng2o08
Gaoli0s# -
Harkness2004 _—
Haang088 ——
Mare 00T M —
Merabit 2002 -
Uesugi20s3 J—
WAZO0SRTM g -
WAZD082-M .
A ang008 -
TeX00F f—
- &=
00 50 % L)
Favors 1S Finvors controd

76 mg/d of isoflavone increased BMD

Weight assigned by REVMAN software based on N and SD. WMD, Weighted mean difference in
change from baseline values between the ISI alone and control groups; random, random effects
model. Horizontal lines denote the 95% CI. M, point estimate (size of the square corresponds to its
weight); ¢, combined overall effect of 1SI treatment.

Taku et al. Asia Pacific J Clin Nutr in press.
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RiERER (A RUKRRRER B) Crdd
RBEC/ 75K bR E

WA {1 v r—
Masn (5D [T P L

H,H‘

Farvors Placebo  Favors lsofirvons

WMD, Weighted mean difference in percent change between isoflavone and
placebo groups; random, random effects model. Horizontal lines denote the
95% CI. m, point estimate (size of the square corresponds to its weight); ¢,
combined overall effect (%6).

REAVITHR M YIERARER LD
BEROENFIT LMD,
FRHDEEEEDFHEITAED
KREBELLTHERATHAMREMENTERINSD,

B R

s TRAEBEBFELUERNRELI-BOEDE UV ERKRERE A
SHL-HER, 1Y -YEResmoH KEA V75K %64
ADBIERERLIEE. To5eRIChHA EELE#ER
EZELOEMTEETFHENBOHLNT=(22.05 mg/cm? ;95%
Cl: 1.62 to 42.48, F1=1£2.49% ;95% CI: 0.23 to 4.76),

c BB EEELXNESUSHOENT LV BRKABREAII L
&3, 1R UFYEYSemg KTV IR DOERIE. TS5
BRICHR, BEGABERESOHBEETHENBOHON
1=(13.67 mg/cm? ;95% CI: =2.69 to 30.03, FE/=IX 2.01% ;
95% Cl: =0.39 to 4.40),

« KBRE2AHFIEFRIOBEEAOEEEBHEMN 0T,

s MHXEAVIFRUOERIZLY, BIROFESHDLHS
LOD. EDMRELEEALGEM O, 4

HEDFN

WA EE R
E:

LFREEAS
ﬂlﬁ(%ﬁ

FREEICLERIUT4T7 DHEE
L5 rr7izn s so0% - mH
A2 T74—LF avevt

Y I5RY +ERE
BEPEf&75mg/d @ A —%24 3E/wk, 45min/[E]

i F%0

Baseline After 6 month After 12 month
EEE. SEMER. BERE. SAHERK.
.
B B, For—k  TER SEREREE Bl BR. 7o —t
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HRERRS X UNA120 AROSNE DS HFEE

1V75KRy
NEE  AVITHRY 9A—FVT o e,
(n=33) (n=31) (n=33) (n=31)
5 () 54.9 (2.9) 55.2 (2.8) 53.8 (2.9) 54.4 (2.9)
B SREN 3.7(2.1) 3.6 (1.8) 2.7 (1.4) 3.2 (1.4)
BE 04A  156.7(6.3) 155.3 (6.3) 155.8 (4.3) 154.8 (5.5)
(cm) 12478  156.3(6.3) 154.8 (6.0) 155.3 (4.4) 154.7 (5.3)
*hE 048 514(7.1) 54.1(7.3) 51.5 (5.4) 52.9 (5.3)
(k) 1248 51.7(6.9) 52.6 (7.3) 51.2 (5.7) 51.8 (5.0)
BMI 0yA  209(22) 22.4(2.9) 21.3(2.5) 22.1(2.0)
(kg/m?) 1248  21.2(25) 21.9(2.8) 21.3(2.6) 21.7 (2.0)
Tomsp 07H  36.9(18.0) 30.0 (15.5) 37.8(18.0) 26.9 (11.0)
(8) 12478 33.6(18.2) 295 (18.9) 315 (16.3) 23.3(12.4)
EAER 04A  12.2(120) 11.4 (11.2) 12.5 (11.9) 11.1(10.2)
GB 1258 88(115) 6.9 (11.4) 8.7 (11.9) 7.4(9.2)

BEIERBAVITRUODGEANBEEICRITTZE

o X =
RBR R AL AD (B EE OB )

ZRREBSRSTE ER. (VISRUBEFIIERTHS

BEERXKEAVIFTRODEGEAN
15 — EEKIENEICRITFTEE

10 * Z i BoMoNE BBERFIIEETHD
° -
B o5
B - g
= * ' "
Do *
ﬂIﬁN °7] P=o0001 ||* * * P =00002
H o P =0.001 otRE
15 L

0 34 R 64 B 124 A

3 - Walking effect: 207
& 27 P =004 £

1 <
iﬂ: . * E’{- 10 *
= [ % & s P =0.0001
S -1+ 4 e po. XA —R T8
IR B o /’l *7 ATISH B
§r -3 Hr -5 J e h P =004

‘s 10 -

0 64 A 125 R 0 67 A 1248
Vi
AT
AVITHRUERB-AIXKE .
\ =4
DA EiE 175K DERA%
RELABRDIYIZRUODIEEREDR BHEDKIER
AVIFRUFMR R

1VI5RVEROIEEREHR 1V ISRUEBBER
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RELABKERVREANVIIRUIE,
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