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The efficacy and side effects of liposomal doxorubicin-based therapy and epirubicin-based

therapy for breast cancer patients: a meta-analysis

DENG Lang', XIONG Dayan', TIAN Jiashuo', DING Jinfeng', TANG Siyuan®, LIU Wei'. (1. Xiangya Nursing
School, Central South University, Changsha 410013, China; 2. Nursing School, Ningxia Medical University, Yin-
chuan 750004, China; 3. Nursing School, Xinjiang Medical University, Urumqi 830054, China)

Abstract Objective: To conduct a meta-analysis to explore the specific efficacy and side effects of liposomal
doxorubicin (LD) and epirubicin (E)-based therapies in breast cancer patients. Methods: We searched 6 databases
including PubMed, Embase, CNKI, Wanfang Data, Web of Science, and the Cochrane Library, and adopted retro-
spective studies and randomized clinical trials (RCTs) to compare the efficacy and side effects during LD and E-
based therapies. Cochrane criteria were followed, and the RevMan 5.3 software was used to analyze the patho-
logical complete response rate, as well as the side effects of the trials such as cardiotoxicity, immunotoxicity, he-
matotoxicity and neurotoxicity. The odds ratios (OR) and 95% confidence intervals (95% CI) were used to pres-
ent the results. Results: In total, we analyzed the results from 3,597 patients in 5 RCTs and 16 retrospective stud-
ies. The meta-analysis results showed that the LD-based therapy had better performance than the E-based therapy
in pathological complete response rate (OR=1.31), incidence of cardiotoxic events (OR=0.40) and incidence of he-
matotoxic events (OR=0.59) (P<<0.05). However, LD-based therapy showed significantly higher immunotoxicity
(OR=2.52) and neurotoxicity (OR=0.59) (P<<0.05). Conclusion: Compared with E-based therapy, LD-based
therapy is generally more suitable for breast cancer patients. However, for patients with a burden of immune sys-
tem and nervous system diseases or other related contraindications, careful selection should be made.
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sl LD ETE 95% CI P iﬁffj?
T 1519 1571 1.31¢1.10~1.57) <0.05 23.42.16.32%+0.10
DI REE 1366 1415 0.40(0.31~0.52) <0.05 19.79.15.24%-0.18
T 1 1148 1189 2.52(2.04~3.13) <0.05 56.64.9.84%-<<0.05
Yo g% B 1 440 1524 0.59(0.49~0.71) <0.05 42.90.15.65%-<<0.05
LSS 1372 1416 0.44(0.37~0.51) <0.05 68.83.13.81%.<<0.05

LD-based E-based Odds Ratio

idy o ubgroup ents ota ents -H xed
1.2.1 New Subgroup

Chan 2004 37 80 31 80 3.9% 1.36 [0.73, 2.55]
Hung 2020 33 183 36 183 7.0% 0.90 [0.53, 1.52]
Lotrionte 2012 29 29 23 23 Not estimable
Lv 2018 17 23 13 23  0.8% 2.18[0.63, 7.56]
Marty 2001 35 75 31 80 3.8% 1.38[0.73, 2.62]
Peng 2024 33 40 24 40 1.0% 3.14[1.12,8.82]
Schneeweiss 2019 419 475 421 470 11.8% 0.87 [0.58, 1.31]
Song 2022 30 35 25 39 08%  3.36[1.06, 10.62]
Vici 2011 26 50 23 54 25% 1.46 [0.67, 3.17]
Wang 2023 14 102 5 9% 1.1% 2.90[1.00, 8.38]
Xue 2022 46 73 74 106 53% 0.74 [0.39, 1.38]
Yang 2018 70 86 46 60 2.4% 1.33 [0.59, 2.99]
Yang 2024 47 57 39 50 1.7% 1.33[0.51, 3.45]
Ying 2018 7 7 38 39 0.2% 0.58[0.02, 15.76]
Zhang 2017 57 76 53 76 3.1% 1.30 [0.64, 2.66]
Zhao2015 13 18 28 42 1.1% 1.30 [0.39, 4.38]
Zhu 2022 41 58 27 58 1.9% 2.77[1.29, 5.95]
Zhu 2024 41 52 31 52 1.6% 2.52[1.06, 6.00]
Subtotal (95% C}) 1519 1571 50.0% 1.31[1.10, 1.57]
Total events 995 968

Heterogeneity: Chiz = 23.42, df = 16 ( P= 0.10); = 32%
Test for overall effect: Z= 2.98 (P = 0.003)

1.2.2RCT

Chan 2004 37 80 31 80 3.9% 1.36 [0.73, 2.55]
Lotrionte 2012 29 29 23 23 Not estimable
Marty 2001 35 75 31 80 3.8% 1.38[0.73, 2.62]
Schneeweiss 2019 419 475 421 470 11.8% 0.87 [0.58, 1.31]
Vici 2011 26 50 23 54 25% 1.46 [0.67, 3.17]
Subtotal (95% CI) 709 707 221% 1.11 [0.84, 1.47]
Total events 546 529

Heterogeneity: Chi? = 2.71, df = 3 (P= 0.44); P= 0%
Test for overall effect: Z= 0.75 (P= 0.45)

1.2.3 Retrospective

Hung 2020 33 183 36 183 7.0% 0.90 [0.53, 1.52]
Lv 2018 17 23 13 23  0.8% 2.18 [0.63, 7.56]
Peng 2024 33 40 24 40 1.0% 3.14[1.12, 8.82]
Song 2022 30 35 25 39 08%  3.36[1.06, 10.62]
Wang 2023 14 102 5 9% 1.1% 2.90 [1.00, 8.38]
Xue 2022 46 73 74 106 53% 0.74 [0.39, 1.38]
Yang 2018 70 86 46 60 24% 1.33[0.59, 2.99]
Yang 2024 47 57 39 50 1.7% 1.33 [0.51, 3.45]
Ying 2018 7 7 38 39 02% 0.58[0.02, 15.76]
Zhang 2017 57 76 83 76  3.1% 1.30 [0.64, 2.66]
Zhao2015 13 18 28 42 1.1% 1.30 [0.39, 4.38]
Zhu 2022 41 58 27 58 1.9% 2.77 [1.29, 5.95]
Zhu 2024 41 52 31 52 1.6% 2.52[1.06, 6.00]
Subtotal (95%C/|) 810 864 27.9% 1.47 [1.16, 1.85]
Total events 449 439

Heterogeneity: Chi? = 18.69, df = 12 (P= 0.10); = 36%
Test for overall effect: Z= 3.24 (P= 0.001)

Total (95%C/) 3038 3142 100.0% 1.31 [1.16, 1.49]
Total events 1990 1936

Heterogeneity: Chi? = 46.83, df = 33 (P= 0.06); *= 30%

Test for overall effect: Z=4.22 (P<0.000 1)

Test for subaroun differences: Chiz = 224 df =2 (P=0133). 2=106%
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LD-based E-based

B 3E T LD (9697 2 1 O I B 14 1R R A AR T 5
T E #3697 41 (11.53% vs. 27.16%, OR=0.34, 95%
CI:0.25~0.45,P<<0.05) . 4R, 244U %F RCT #f 5¢
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W, Z R IG5 2 L (3.02% vs. 2.71%, OR
=1.11,95%CI:0.57~2.18,P>0.05) (& 4).,

Odds Ratio

_Study or Subgroup  Events Total Events Total Weight M-H, Fixed,95% CI

1.2.1 New Subgroup

Lotrionte 2012 5 29 2 23 0.5%
Marty 2001 9 75 8 80 1.7%
Peng 2024 3 40 13 40 3.1%
Schneeweiss 2019 5 475 5 470 1.3%
Song 2022 5 35 12 39 25%
Vici 2011 0 50 . 54 0.6%
Wu 2013 7 32 16 32 3.2%
Xue 2022 5 73 27 106 5.2%
Yang 2018 6 86 15 60 4.2%
Yang 2024 6 57 17 50 4.1%
Yuan 2024 5 35 12 40 24%
Zhang 2017 4 76 17 7%  4.1%
Zhao 2015 1 18 4 42 0.6%
Zhou 2021 33 175 60 193 11.8%
Zhu 2022 4 58 6 58 1.4%
Zhu 2024 6 52 15 52 34%
Subtotal (95% C/) 1 366 1415 50.0%
Total events 104 231

Heterogeneity: Chi? = 19.79, df = 15 (P=0.18); P=24%
Test for overall effect: Z=7.05 (P< 0.000 01)

1.2.2RCT

Lotrionte 2012 5 29 2 23 0.5%
Marty 2001 9 75 8 80 1.7%
Schneeweiss 2019 5 475 5 470 1.3%
Viei 2011 0 50 2 54 0.6%
Subtotal (95% CI) 629 627 41%
Total events 19 17

Heterogeneity: Chi? = 1.80, df = 3 (P=0.61); P=0%
Test for overall effect: Z=0.31 (P=0.76)

1.2.3 Retrospective

Peng 2024 3 40 13 40 3.1%
Song 2022 5 35 12 39 2.5%
Wu 2013 7 32 16 32 3.2%
Xue 2022 5 73 27 106 5.2%
Yang 2018 6 86 15 60 4.2%
Yang 2024 6 57 17 50 4.1%
Yuan 2024 5 35 12 40 24%
Zhang 2017 4 76 17 76 4.1%
Zhao 2015 ] 18 4 42  0.6%
Zhou 2021 33 175 60 193 11.8%
Zhu 2022 4 58 6 58 1.4%
Zhu 2024 6 52 15 52 3.4%
Subtotal (95% Cf) 737 788 45.9%
Total events 85 214

Heterogeneity: Chi? = 8.10, df = 11 (P= 0.70); P=0%
Test for overall effect: Z=7.62 (P< 0.000 01)
Total (95% C) 2732 2830 100.0%
Total events 208 462

Heterogeneity: Chi? = 39.58, df = 31 (P=0.14); P=22%

Test for overall effect: Z=9.98 (P< 0.000 01)

Test for subaroun differences: Chi? = 10.28. df = 2 (P= 0.006). 2= 80.6%

Odds Ratio
M-H, Fixed, 95% CI

2.19[0.38, 12.48]
1.23[0.45, 3.37]
0.17 [0.04, 0.65]
0.99 [0.28, 3.44]
0.38[0.12, 1.20]

0.21[0.01, 4.44] *
0.28 [0.09, 0.83]
0.22 [0.08, 0.59)
0.23 [0.08, 0.62]
0.23 [0.08, 0.64]
0.39[0.12, 1.24]
0.19 [0.06, 0.60]
0.56 [0.06, 5.38]
0.52 [0.32, 0.84]
0.64 [0.17, 2.41]
0.32[0.11,0.91]
0.40 [0.31, 0.52]

2.19[0.38, 12.48)
1.23[0.45, 3.37]
0.99 [0.28, 3.44]

*

]
|

0.21[0.01,4.44] *
1.11[0.57, 2.18]

0.17 [0.04, 0.65)
0.38 [0.12, 1.20]
0.28 [0.09, 0.83]
0.22 [0.08, 0.59)
0.23 [0.08, 0.62]
0.23 [0.08, 0.64]
0.39[0.12, 1.24]
0.19 [0.06, 0.60]
0.56 [0.06, 5.38]
0.52[0.32, 0.84]
0.64 [0.17, 2.41]
0.32[0.11, 0.91]
0.34 [0.25, 0.45]

0.40 [0.33, 0.48]

L
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233 e EM Lo 10 BRI G WK
2 337 45 FE AR WL S S IA] LA B 4% L I g AN i 8 i
RLNFRAE , 0 o B EA R R BT VAL . 2R 6%
RN, T LD AT Ak Bt F R AR
T3 T E #3697 41 (39.98% vs. 25.15%, OR=2.52,
95% CI:2.04~3.13, P<<0.05) (& 5) . 43 ¥ [m] i P
WF 70 P B 1128 91 .3 ) A RCT WF 78 (I K 1 209 4]
SRR WIS o TR AL TR) ) e g BEE A R
AW, Z R BRI EE L (P<0.05). {E[F
Jot P A A e, AR S B R AT R AR R
24.68% F14.27%(OR=10.83,95% CI:6.57~17.84) ,
M AE RCT B 58, 9 25 1) 4 9% B 1 0 i AR 22 00 0l
N 53.39% Al 45.36% (OR=1.50, 95% CI: 1.16~

LD-based E-based

Odds Ratio
_Study or Subgroup _ Events Total Events Total Weight M-H. Fixed, 95% CI

1.93)(E5).

234 MEEEME 16 WU 7T LABT I | /N AR 62D i
AR 2 2 RE DR VR AR A, DAL 2 964 91 i
H M PR o A IR I O T, R AL ) 22 5
A G52 L (64.86% vs. 70.47% , OR=0.59,95%
CI:0.49~0.71,P<<0.05) . [a] Jiji 1 WF 72 45 S ] K AIE
SET RARHE TR 4518 (55.21% vs. 63.91%, OR=0.50,
95% CI:0.39~0.63,P<<0.05), 3 T LD ) VA 7 41 1L
RV R A SRR TR T EMGIT 4, /£ RCT
BIF T, W 4 RR A 1 I B R 1 R AR 2 03 il 0 78.18%
H180.46%, 2 ¢ T4t it 2 = X (OR=0.81,95% CI:
0.60~1.11,P>0.05) (K 6).

Odds Ratio
M-H, Fixed, 95% CI

1.3.1 New Subgroup

Chan 2004 7 80 0 80 0.2% 16.43[0.92, 292.70) >
Schneeweiss 2019 312 475 270 470 42.7% 1.42[1.09, 1.84] -

Vici 2011 6 50 4 54 16%  1.70[0.45,6.43] —

Xue 2022 50 73 12 106 1.4% 17.03 [7.82, 37.06] -

Yang 2018 26 86 0 60 0.2% 53.00([3.16, 889.56] -_—
Yang 2024 10 57 1 50 0.4% 10.43[1.28, 84.65)

Zhang 2017 ki 76 0 76 0.2% 16.51 [0.93, 294.44] »
Zhao 2015 2 18 3 42 0.7% 1.63 [0.25, 10.66) -

Zhou 2021 16 175 1 193 0.4% 18.00 [2.35, 137.75] —_ T *
Zhu 2022 24 58 8 58 2.2% 4.41[1.77,10.97]

Subtotal (95%C/) 1148 1189 50.0%  2.52[2.04,3.13] L 2

Total events 459 299

Heterogeneity: Chi? = 56.64, df = 9 (P< 0.000 01); 2= 84%

Test for overall effect: Z=8.48 (P< 0.000 01)

1.3.2RCT

Chan 2004 7 80 0 80 0.2% 16.43 [0.92, 292.70] >
Schneeweiss 2019 312 475 270 470 42.7% 1.42[1.09, 1.84] -

Vici 2011 6 50 4 54 1.6% 1.70 [0.45, 6.43) ]

Subtotal (95% C/) 605 604 44.5% 1.50 [1.16, 1.93] ‘

Total events 325 274

Heterogeneity: Chiz = 2.86, df = 2 (P=0.24); *=30%

Test for overall effect: Z= 3.11 (P= 0.002)

1.3.3 Retrospective

Xue 2022 50 73 12 106 1.4% 17.03[7.82, 37.06) o

Yang 2018 26 86 0 60 0.2% 53.00 [3.16, 889.56] T
Yang 2024 10 57 1 50 04% 10.43[1.28,84.65)

Zhang 2017 b 76 0 76 0.2% 16.51 [0.93, 294.44) >
Zhao 2015 2 18 3 42 0.7% 1.63 [0.25, 10.66] -

Zhou 2021 16 175 1 193 0.4% 18.00 [2.35, 137.75) — %
Zhu 2022 24 58 8 58 2.2% 4.41[1.77,10.97]

Subtotal (95% CJ) 543 585  5.5% 10.83[6.57,17.84] >

Total events 134 25

Heterogeneity: Chi* = 10.48, df = 6 (P=0.11); P=43%

Test for overall effect: Z=9.35 (P< 0.000 01)

Total (95% CJ) 2 296 2 378 100.0% 2.52[2.17, 2.94) ¢

Total events 918 598

Heterogeneity: Chi? = 113.29, df = 19 (P< 0.000 01); = 83% ’0 rr 1 1=0 r 00=

Test for overall effect: Z=11.99 (P< 0.000 01)

Test for subaroun differences: Chi? = 48.34_ df = 2 (P< 0.000 01). 2= 95.9%
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LD-based E-based

_Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI

1.4.1 New Subgroup

Chan 2004 70 80 54 80 1.1%
Peng 2024 15 40 18 40 19%
Schneeweiss 2019 392 475 422 470 12.5%
Song 2022 13 35 25 39 25%
Vici 2011 1 50 10 54 13%
Wang 2023 62 102 61 96 4.2%
Xue 2022 15 73 53 106 58%
Yang 2018 70 86 60 60 2.3%
Yang 2024 21 57 24 50 27%
Ying 2018 3 28 5 68 04%
Yuan 2024 8 35 20 40 24%
Zhang 2017 63 76 70 76 2.0%
Zhao 2015 10 18 35 42  16%
Zhou 2021 132 175 164 193 6.5%
Zhu 2022 9 58 6 58 0.9%
Zhu 2024 40 52 47 52 1.8%
Subtotal (95% C/) 1 440 1524 50.0%
Total events 934 1074

Heterogeneity: Chi* = 42.90, df = 15 (P= 0.000 2); P=65%
Test for overall effect: Z= 5.57 (P< 0.000 01}

1.4.2RCT

Chan 2004 70 80 54 80 1.1%
Schneeweiss 2019 392 475 422 470 12.5%
Vici 2011 1 50 10 54 13%
Subtotal (95%Cl) 605 604 14.9%
Total events 473 486

Heterogeneity: Chi? = 17.10, df = 2 (P=0.000 2); P= 88%
Test for overall effect: Z=1.30 (P=0.19)

1.4.3 Retrospective

Peng 2024 15 40 18 40 1.9%
Song 2022 13 35 25 39 25%
Wang 2023 62 102 61 96 42%
Xue 2022 15 73 53 106 58%
Yang 2018 70 86 60 60 2.3%
Yang 2024 21 57 24 50 27%
Ying 2018 3 28 5 68 04%
Yuan 2024 8 35 20 40 24%
Zhang 2017 63 76 70 76 2.0%
Zhao 2015 10 18 35 42 16%
Zhou 2021 132 175 164 193 6.5%
Zhu 2022 9 58 6 58 0.9%
Zhu 2024 40 52 47 52  1.8%
Subtotal (95%C/) 835 920 351%
Total events 461 588

Heterogeneity: Chi? = 21.75, df = 12 (P= 0.04); = 45%
Test for overall effect: Z= 5.93 (P< 0.000 01)

Total (95%C{) 2 880 3048 100.0%
Total events 1868 2 148

Heterogeneity: Chi? = 86.81, df = 31 (P< 0.000 01); P=64%
Test for overall effect: Z= 7.87 (< 0.000 01)

Odds Ratio

Odds Ratio

3.37 [1.50, 7.58]
0.73[0.30, 1.79)
0.54 [0.37, 0.79)
0.33[0.13, 0.85)
1.24 [0.48, 3.24]
0.89 [0.50, 1.58]
0.26 [0.13, 0.51]
0.04 [0.00, 0.60]
0.63[0.29, 1.37]
1.51[0.34, 6.81]
0.30 [0.11, 0.81]
0.42[0.15, 1.16)
0.25 [0.07, 0.86]
0.54 [0.32, 0.92]
1.59 [0.53, 4.80]
0.35[0.12, 1.09)
0.59 [0.49, 0.71]

3.37 [1.50, 7.58]
0.54 [0.37, 0.79)
1.24 [0.48, 3.24]
0.81[0.60, 1.11]

0.73[0.30, 1.79)
0.33[0.13, 0.85]
0.89 [0.50, 1.58]
0.26 [0.13, 0.51]
0.04 [0.00, 0.60]
0.63[0.29, 1.37]
1.51[0.34, 6.81]
0.30 [0.11, 0.81]
0.42[0.15, 1.186)
0.25 [0.07, 0.86]
0.54 [0.32, 0.92]
1.59 [0.53, 4.80]
0.35[0.12, 1.09]
0.50 [0.39, 0.63]

0.59 [0.52, 0.67]

Test for subaroun differences: Chiz = 6.23. df = 2 (P = 0.04). 2 =67 9%

Ko Ifypas i B B (R 2R b T A meta 73 H7
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E )36 J7 2 (64.86% vs. 70.47%, OR=0.59,95% CI:
0.49~0.71,P<<0.05). #RT, 43 H1 1 755 {51 [B] Jsi 4 Aff
FLAN 1 209 51 RCT HBF 5 (1) 71 5 E50 40 IF 5 % 30 P 44 1]
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LD-based E-based Odds Ratio 0Odds Ratio
—Study or Subaroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 New Subgroup
Chan 2004 70 80 54 80 1.1% 3.37[1.50, 7.58] o
Peng 2024 15 40 18 40 1.9% 0.73 [0.30, 1.79] I
Schneeweiss 2019 392 475 422 470 12.5% 0.54 [0.37, 0.79] =
Song 2022 13 35 25 39 25% 0.33[0.13, 0.85) =
Vici 2011 11 50 10 54 1.3% 1.24 [0.48, 3.24] N
Wang 2023 62 102 61 96 4.2% 0.89 [0.50, 1.58] i
Xue 2022 15 73 53 106 5.8% 0.26 [0.13, 0.51] ==
Yang 2018 70 86 60 60 2.3% 0.04 [0.00, 0.60] *
Yang 2024 21 57 24 50 2.7% 0.63 [0.29, 1.37] -1
Ying 2018 3 28 5 68  0.4% 1.51[0.34, 6.81] R
Yuan 2024 8 35 20 40 24% 0.30[0.11, 0.81] -
Zhang 2017 63 76 70 76  2.0% 0.42[0.15, 1.16) S
Zhao 2015 10 18 35 42 1.6% 0.25 [0.07, 0.86] e
Zhou 2021 132 175 164 193 6.5% 0.54 [0.32, 0.92] |
Zhu 2022 9 58 6 58 0.9% 1.59 [0.53, 4.80] -1
Zhu 2024 40 52 47 52 1.8% 0.35[0.12, 1.09)
Subtotal (95%Cf) 1440 1524 50.0% 0.59 [0.49, 0.71] L ]
Total events 934 1074
Heterogeneity: Chi* = 42.90, df = 15 (P= 0.000 2); = 65%
Test for overall effect: Z=5.57 (P < 0.000 01)
1.4.2RCT
Chan 2004 70 80 54 80 1.1% 3.37 [1.50, 7.58) -
Schneeweiss 2019 392 475 422 470 12.5% 0.54 [0.37, 0.79) =
Vici 2011 11 50 10 54 1.3% 1.24 [0.48, 3.24] -1
Subtotal (95%CF) 605 604 14.9% 0.81[0.60, 1.11] &
Total events 473 486
Heterogeneity: Chi* = 17.10, df = 2 (P =0.000 2); 2= 88%
Test for overall effect: Z=1.30 (P=0.19)
1.4.3 Retrospective
Peng 2024 15 40 18 40 1.9% 0.73 [0.30, 1.79] i
Song 2022 13 35 25 39  25% 0.33[0.13, 0.85] e
Wang 2023 62 102 61 96 4.2% 0.89 [0.50, 1.58] B
Xue 2022 15 73 53 106 5.8% 0.26 [0.13, 0.51)] —
Yang 2018 70 86 60 60 23%  0.04[0.00,0.60] *
Yang 2024 21 57 24 50 27% 0.63 [0.29, 1.37] N
Ying 2018 3 28 5 68 0.4% 1.51[0.34, 6.81] -
Yuan 2024 8 35 20 40 24% 0.30 [0.11, 0.81] —
Zhang 2017 63 76 70 76 2.0% 0.42 [0.15, 1.16] B
Zhao 2015 10 18 35 42 1.6% 0.25 [0.07, 0.86] =
Zhou 2021 132 175 164 193  6.5% 0.54 [0.32, 0.92] -
Zhu 2022 9 58 6 58 0.9% 1.59 [0.53, 4.80]
Zhu 2024 40 52 47 52 1.8% 0.35[0.12, 1.09] I
Subtotal (95%Cf) 835 920 35.1% 0.50 [0.39, 0.63] 2
Total events 461 588
Heterogeneity: Chi* = 21.75, df = 12 (P=0.04); |2 = 45%
Test for overall effect: Z= 5.93 (P < 0.000 01)
Total (95%CI) 2 880 3048 100.0% 0.59 [0.52, 0.67] ¢
Total events 1 868 2 148
Heterogeneity: Chi? = 85.81, df = 31 (P< 0.000 01); [ = 64% =0.0 : o? : : 1=0 : 00=

Test for overall effect: Z=7.87 (P< 0.000 01)

Test for subaroun differences: Chi? = 6.23. df = 2 (P = 0.04). 2= 67.9%
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