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Abstract: Objective To systematically compare the multi-component pharmacokinetic characteristics of Yufeng Ningxin Tablets and
Dropping Pills in rat model of coronary heart disease, providing experimental evidence for the rational selection of dosage forms in
clinical practice. Methods A rat model of myocardial ischemia due to coronary artery ligation was established. The effects of Yufeng
Ningxin Tablets and Dropping Pills on the heart function of the model rats were verified by echocardiography. The rats were randomly
divided into tablet and dropping pill groups after successful modeling. The rats were ig administered with the clinically equivalent
doses of Yufeng Ningxin Tablets and Dropping Pills, respectively. A UPLC-QQQ-MS/MS method was established and validated to
simultaneously determine the contents of seven isoflavone components, including 3'-hydroxypuerarin, 3'-methoxypuerarin, daidzein,
daidzin, puerarin, puerarin-6"-O-xyloside, and puerarin apioside, in rat plasma. The pharmacokinetic parameters such as time to peak
(fmax), maximum plasma concentration (Cmax), and area under the curve (AUC) were calculated using DAS 2.0 software, and the
pharmacokinetic differences between the two dosage forms were compared and analyzed. Results Echocardiography results showed
that compared with the model group, the left ventricular end-diastolic diameter and end-systolic diameter of the rats in the Yufeng
Ningxin Tablet and Dropping Pill groups were significantly reduced, while the ejection fraction, fractional shortening, and ventricular
wall thickness were significantly increased (P < 0.05, 0.01). Both dosage forms could significantly improve the heart function injury
in the coronary heart disease model rats. The established UPLC-QQQ-MS/MS method had good linearity, and the precision, accuracy,
extraction recovery, matrix effect, and stability all met the requirements for biological sample analysis. Pharmacokinetic results showed
that, compared with the tablet group, the fmax of the five isoflavone components except daidzein and puerarin apioside in the drop pill
group were significantly shortened (P < 0.05, 0.01), among which the fmax of daidzein in the drop pill group was only 0.16 h, which
was shortened by more than 50% compared with the tablet group; the Cmax of 3'-hydroxy puerarin, 3'-methoxy puerarin and daidzein
in the drop pill group were significantly increased, among which the Cmax of 3'-hydroxy puerarin was increased by more than 20 times,
and that of 3'-methoxy puerarin was increased by 3 times, while the Cimax of daidzein, puerarin-6"-O-xyloside and puerarin apioside in
the drop pill group were significantly decreased (P < 0.01). Only the AUCo- of 3'-hydroxy puerarin and daidzein in the drop pill group
were significantly higher than those in the tablet group (P < 0.05), while the AUCo-«» of the other five components in the drop pill
group were significantly decreased (P < 0.05, 0.01), among which the AUCo-« of puerarin-6"-O-xyloside and puerarin apioside were
decreased by more than 90%. Most components in the drop pill group showed the characteristics of short retention and rapid
elimination, and the MRT and #12 of 3'-hydroxy puerarin, daidzein and puerarin-6"-O-xyloside were significantly shortened (P < 0.05,
0.01), while the retention and elimination related parameters of 3'-methoxy puerarin and daidzein slightly increased. Moreover, 3'-
methoxypuerarin, daidzein, and daidzin showed a double-peak phenomenon in plasma concentration in both dosage forms. Conclusion
Both Yufeng Ningxin Tablets and Dropping Pills can effectively improve the heart function injury in the rat model of coronary heart
disease caused by coronary artery ligation. The differences in dosage forms can differentially regulate the in vivo disposition process
of the seven isoflavone active components at the absorption and elimination levels. Based on these pharmacokinetic differences,
Dropping Pills are more suitable for rapid intervention during the acute attack of coronary heart disease, while Tablets are more suitable
for long-term maintenance treatment during the chronic stable period, providing experimental evidence for the rational selection of
dosage forms according to the disease stage and treatment needs in clinical practice.
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Fig.1 Echocardiogram of rat heart
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x1 FEKXROBRINESH (X s, n=6)
Table 1 Cardiac function among different groups in rats (X £s, n=6)

2 EF/% FSI% LVIDssmm  LVIDd/mm LVAWs/mm LVAWd/mm LVPWs/mm LVPWd/mm
BRFAR  84.60+335 55.06+4.07 2.69+0.54 594+0.76 2.74+0.34 1.75+0.21 3.31+0.18 227+042
LAY 4389+4.86" 2281+289" 6791094 9264062 144+062" 125+032° 2024032 1.2540.20"
7 6542+360% 37.35+275% 497+044* 7.924048% 253+0.31% 165+0.11% 2.88+0.37% 1.78+0.29%
AL 63.99+154% 3620+115% 504+047% 7.89+0.70° 253+0.33% 157+0.08" 2.99+056" 2.01+0.42°

S5RFARLLLE: "P<0.05

*P<0.01; SEEAIHELE: *P<0.05 #P<0.01.

“P<0.05 ""P<0.01 vs sham operation group; *P < 0.05 *P <0.01vs model group.
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Table 2 MRM parameters for analyte and internal standard

D% BT (miz) T B F(mlz) filb % g /v SRS BT HL R IV
I-FREEME 433.11 313.05 25.19 84
I-HEEERE 447.13 327.05 25.05 98
KEHT 255.06 198.09 24.41 86
K H 417.12 254.97 19.61 49
HRE 417.12 297.05 25.48 73
ERE-6"-O-KpEtE 549.16 297.05 33.00 86
IR F T 549.16 417.13 21.11 78
A B2 (PI#F) 581.19 272.88 14.38 103
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FHEME A). MRIBRAER (EPIRE B). ig AFIEHMRHERER (AR O). ig M MRERER

(BM4F, D) B MRM

Fig.2 MRM chromatograms of blank plasma (A), plasma reference solution (with internal standard, B), plasma sample

solution after ig tablets (with internal standard, C), and plasma sample solution after ig drop pills (with internal standard, D)

227 ZMKRREL SpHIEL6 7 A% 90 uL,
TN 6 ANASTF] J5 534 P P VR 6 o) 8 R0 P A
W CARFEIRE 100 ng-mL™), 18 “2.2.5” TiJy
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FLFIERAETTRE, IR PP St 0 R JoE & R IRES
WK 3. GREIR, 7RIS EERRR
U, FRAH (R HKTF 0.995.

2.2.8 MEFIESHEEE BT EME, ook R s
FA% L 3 AN FEIREKT R (QCO) FE i,
FAPURIREPATHI % 6 4y, BEfS1Z “2.2.57 BIF
JIIERCERRE SRR MY o SELRIE 3 d, R
JERTH P IRIAERS BERURS 2 B2 . K% 45 S A
FAXARAHERZE (RSD) 7R, 1H:f 8 25 5L AR 1%
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x®3 THRANEMXRAREE TR

Table 3 Linear relationships and quantitative lower limits of seven kinds of isoflavones

D% R R R2 E& FFR/(ng mL™Y) 2R/ (ng mLY)

I-BREERE Y=0.165 457 X+0.213 266 0.997 9 1.0 1~533
AR E Y=0.370 719 X—0.808 846 0.997 5 2.0 2~1173
KAt Y=0.011 929 X+0.117 123 0.998 8 3.0 3~1707
NGRS Y=0.708 388 X-+0.629 265 0.996 7 15 1.5~907.0
BiRE Y=0.228 678 X+1.064890  0.997 1 15.0 15~9 333
IR &R-6"-O- AR Y=0.138 851 X+0.212 024 0.998 5 15 1.5~934
BRI Y=0.206 614 X—0.166 195 0.998 0 15 1.5~734
F4 MEHTNERRINBEESERE
Table 4 Precision and accuracy for determination of seven target compounds in plasma
H
%x PRI SRR S - SR R S -
(ng ML) RSD/% RE/% ) RSD/% RE/%
(ng-mL™) (ngmL™)
I RHERE 2.50 2.28+0.24 1053 91.13 2.33+0.17 7.11 93.19
20.00 20464059 2.89 102.29 19.56+1.60 8.20 97.80
400.00 386.38+15.60 4,04 96.59 413.38+36.31 8.78 93.95
B-FEAIEE R 5.50 5.8240.24 419 105.88 5.85+0.24 416 106.44
44.00 42.71+1.35 317 97.07 41.22+1.77 4.30 93.68
880.00 915.09+27.25 298 103.99 882.20+43.17 4.89 100.25
KEFI 8.00 8.69+0.95 10.94 108.57 8.30+1.06 12.80 103.79
64.00 68.21+3.41 5.00 106.57 72.58+5.24 7.22 11341
1280.00 1268.43+18.52 1.46 99.10 130559+ 41.67 319 102.00
KEFH 425 4334+0.32 7.31 101.85 4114026 6.21 96.76
34.00 36.00+2.86 7.95 105.87 36.04+1.91 5.30 106.01
680.00 644.19+9.14 142 94.73 638.97+15.50 243 9397
S 4375 43.78+2.73 6.24 100.07 46.30+5.12 11.06 105.83
350.00 313.36+26.93 8.59 89.53 331.72+23.67 7.14 94.78
7000.00 6952.91+126.58 1.82 99.33 701155+167.31  2.39 100.17
B E-6"-O-APETE 4375 4.0840.33 7.98 93.30 4244029 6.82 97.01
35.00 32.66+2.36 7.23 93.32 32.73+1.73 5.29 93.52
700.00 660.10+10.49 1.59 94.30 667.30+15.32 2.30 95.33
IR E TR 344 3.27+0.10 312 95.12 3.16+0.32 10.06 01.88
2752 28.06+1.75 6.22 101.98 26.3041.65 6.28 95.56
550.40 501.76+10.27 2.05 91.09 501.76+11.73 2.34 91.16
FEm 2K M, D H R AR, i8N By FRHUR Aot &k

2.2.9 REREMCRAE SN N T B REIEEA
R BT A SRR SR AL B RN, B 100 pL
FEMIE, MANES w3 AR R G X
BRI, 4% “2.2.57 WURJTRACBERE i, RERESY
Hris 25 Hr i Gk iR As 538100 L 55 H
M3, FdREERIGER, £ EFRF A
(7] o B L IR A 0 IR VAR (& R, aERE )

FE RGN B AR (R A, BLERHERE AT, 15
BT C, THESREEE (A/B) FIEE RN
(B/C). ZERER (F5), K. . &3 NMAERK
J5£ 2 A B B RN I TE 85% ~ 115%» 2551 8
TRAT 85%~115%, H RSD<\15%. fF& EWIFE
SN IR AT B A e, RIZ TR R AT
PSRRI RN 520, 8 2 2R A5 B AR
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&5 M3 7 NBEIRES BB R FIE BN

Table S Extraction recovery and matrix effect for seven target compounds in plasma

D% JREWRE(ng mL™Y) BRI/ REUECE RSD/%  EEFUSR%  FETUSY RSD/%

I-FREEWE 250 98.51+5.52 5.61 108.76+3.48 3.20
20.00 97.94+13.57 13.86 107.0347.34 6.86

400.00 98.60+6.01 6.09 96.39+1.66 1.72

AR E 5.50 97.26+3.94 4.05 114.39+2.91 2.54
44,00 106.82+8.47 7.93 88.97+4.80 5.40

880.00 99.09+9.89 9.98 114.44+1.73 1.51

KEGHIT 8.00 99.37£7.13 7.18 102.26+5.82 5.69
64.00 88.95+3.69 4.15 102.90+3.72 3.61

1.280.00 106.74+4.20 4.48 107.87+3.75 3.48

PNTAE 4.25 99.29+3.41 3.43 110.45+2.87 2.60
34.00 97.54+3.52 3.61 86.79+2.51 2.90

680.00 103.35+1.55 1.50 89.88+1.76 1.96

BRE 43.75 92.97+6.23 6.70 113.08+4.16 3.68
350.00 104.26 +5.94 5.69 112.98+6.70 5.93

7 000.00 105.19+4.78 454 96.55+6.69 6.52

IR E-6"-O- AR 4.375 90.41+8.68 9.60 113.55+4.02 3.54
35.00 108.12+6.64 6.14 103.63+7.70 7.43

700.00 91.76 +2.60 2.83 100.81+1.46 1.45

B RTINS 3.44 95.56+2.48 2.59 112.27+2.14 1.90
27.52 105.61+5.34 5.06 102.14+6.09 5.96

550.40 110.53+12.27 11.10 95.90+8.36 8.02

1B I HER 2 AT EER

2.2.10 FREAZCN  BUE R ERR R GO0 IR
WE BT, Bl SR 6 £H I (W
o DL AR % 2 A I T A S 5 B N FRFE
o I T 0 TR AR 1 EUABL N VPN B b, 25 %2 77 1M 5%
BERUN o 85 IR, 25 b PRIE A6 IR T v A
Jei s FR I R ARG I 3 BE B A AT e i e, LS R
3% B VA THI ARS8 /N T T BRRE i X I U T AR 1
20%, FRBAATT V5% B AN AT AT, Toi Bk
BT

22.11 FOEME  EZFIEAEFIAL BSR4, dEid
SRS . R 3 ANREIRE R 6 NEE QC HE M,
PG B TE R ISR Hp i gs e M. RRe B a5k
LS. fESIR NE 6h. 20 CIHAFE 1 DA
FE-20 °C 3 IRGRRMERR, 4553 6 Fis, IMRAE
an e FIR A R RRENE RITS

2212  ZENEEMEIT IR 2 WIK - 1A E R
it DAS 2.0 AT AR EE . ] s AR A O Bk g
I TE) Ctmax )~ VEIRIE (Comax)~ 245 #H 28T 1 A7
(AUC). Py B (MRT) LA 2 32 1

(1) 28 FrAHURSC A Origin B4Rt
TG 2 M, AN LA ELECR T ¢ K3, P<<0.05
Fon B Guit 22 . #5/) UPLC-QQQ-MS/MS
T3 35 By e a0 KRR AR P A KT o AR R
Fu 7 MRS ER 2B T . S R (I SR
FE-ir a2 LI 3, 25302 5nR 7. 8 Fis.

WAAKGE . BRET R tna 5
FIHAHIE, FR S PP tmax ¥R E SR, H
KEF T AL tmax 1L 0.16 h, 57 72 46 58
50%ec Cmax /7 1H, AL 3-FREERE. 3-HHA
BEEWERMIRTIPCR IR E, Ar#EiTHE 20 £5.
JEERTE 3 A5, KREHIOM Crax BRET R (P<
0.05), KE#H. BRER-6"-O-K¥H. BWRETH
FEEFI Crnax 5 35 B, AAREIL HH 77 28 06} 5 2 W AR FBE
(IR RS, T AT [B) PN ) SR B I 24 R i,
R R A OO LB I B K TR Rk Fr 24 A FH 24
SE T WA

M AUC BRI N SR TR ERE, L 3-Fak
BHIRE. KO 2 P i L AUCo 2 & &
TRAH, Hp 5 MR RERIK (P<0.05.
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F6 XBIMMEH 7RISR EMN (X L5, n=6)
Table 6 Stability of seven components in plasma of rats (X £s, n=6)
) ElAFE6h -20 CHRfE 1A 3 KRR
L% PRI S A S S
(ngmL™) ) RSD/% o RSD/% ‘ RSD/%
(ng-mL™) (ng-mL™) (ng mL™?)
S-FRAEFIRR 2.50 2.4440.26 10.71 2.6710.15 5.60 2.1640.05 2.27
20.00 19.74+2.87 14.55 22.31+£2.75 12.31 13.39+1.15 8.60
400.00  504.72447.07 9.33 431.43+4951 1148 472134577 1.22
AR R 5.50 4,76+0.21 4.46 4.69+0.04 0.82 5.26+0.07 1.40
44.00 44.19+1.46 3.32 43.67+3.88 8.89 46.07+3.42 7.42
880.00  867.81+47.59 5.48 871.77+43.23 4.96 809.43+27.08  3.35
KEHIT 8.00 9.73+0.53 5.49 9.46+1.35 14.25 7.62+0.29 3.83
64.00 71.30+3.06 4.30 67.33+9.71 14.42 73.234+3.54 4.83
1280.00 1 264.60+56.49 447  1284.23+42.66 332 12388147832  6.32
PNTAE 4.25 4.28+0.21 4.86 4.34+0.12 2.68 3.91+0.05 1.18
34.00 28.52+2.91 10.22 30.58+0.94 3.09 36.10+3.16 8.75
680.00  708.05+58.58 8.27 760.81+27.36 3.60 727.83+7.51 1.03
BRE 43.75 40.46+5.35 13.23 42.37+0.46 1.09 42.34+2.37 5.60
350.00  333.60+17.45 5.23 32353+36.32  11.23 347.18+18.36  5.29
700000 8346.97+364.85 437 782446+60844 7.78  7473.00%-99.41  1.33
IR E-6"-O- AR 4.375 4.02+0.35 8.64 3.71+0.09 2.37 4.22+0.14 3.36
35.00 32.02+4.39 13.71 35.28+4.43 6.27 35.03+1.82 5.20
700.00  813.62+43.74 5.38 766.10+-48.66 6.35 780.26+14.21  1.82
B RTINS 3.44 3.01+0.20 6.62 3.18+0.09 2.77 3.25+0.17 5.30
2752 27.59+1.81 6.57 29.45+2.36 8.01 28.01+1.79 6.38
550.40  580.41+29.62 5.10 565.06 +23.90 4.23 553.82+76.00 13.72

0.01), HAFEHEK-6"-O- KK BRE T
A AUC)[EMKIHE 90%, B EFE 63%, $2
TN FLE BRI TR . ST 25 0EAE, {H 2 5085
TEAAR PN (1 4R 2 i BT (R0 s T 79 BRI R 5 R
RGNS, nIEACK [H 4ERE A RO 259 B, AR S
ey S U

A ¥ B S R b, T LA S B R
PR B 55 350 3 B 1 B R AR A e P 5O A7 R
M 3REEMRER. KEHIU. BIRE-6"-0- AR
) MRT 5 110 8 F 4B #4656 (P<0.05. 0.01),
AT HE TR R EREE R H A P Ak B A s T 3 H
ARBERE . KEENHMNA MRTo—5 t, & T
AL, KEHE ALY MRTo—o A2 M 30.18 h F+&
119.88 h, X 5 AN s IR AR A2 K 16
INZE SR, A LA P i Bk ack RE G 751 25 e o R A7 7
BER R, AL, 3-HEEERE. KEHT.
KGAFAE 2 PR AR 3 LM 259 B NI 5, 12
IR EDIRAS IR . AL 2 RN &,

S RO R R N T BRI AR
3 g

AT T LA S IR B ik 4 LA 2 1) el 0o K R
B, deilid A Al R IE S, B T0
553 ALY e 2 GBI O Th e R AT FE AR
B 2 AR B et O S B AT R AFIRITAE . 3
T U B, ARBEFUE— 2 RGN EE T 2 Bl Y
7 S R A S T R A PR A P R AR 24 B A
SERURIL, MAEG R BB LRI AL, I
AR A R 2GRS e, T 0] SR B 2 A 1)
RN IRISAL B ARSI T RGP, AR AL I
HRURR ) PROE RS- PRV B 7 2335, BN
[F] 8 3 oF 12771 B 58 ) i 82 A7 . 35 7 e 125-261,

A, 3-HAERERE. KEHTAKRE
FAE 2 Pl g5 245 5 , I 2434 P - [ i 2 3 HE XL
WIS, FERIEREOIREDIRE TN, B EIRET,
J¥7 T W AT A 2 S5 (2 i 43 () PR A PR A L 2 A4 120
SERER, AT RESL R R T Ol ) A O 1)
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Fig.3 Plasma concentration-time profiles of seven analytes following administration of Yufeng Ningxin Tablets and

=17

Dropping Pills (X X5, n=6)

BRTLRS#ELS 7 MERERINREEREAHNFSE (X 5, n=6)

Table 7 Absorption and exposure pharmacokinetic parameters of seven isoflavones in Yufeng Ningxin Tablets and Dropping
Pills (X £s, n=6)

D% PilE) tmax/h Cmax/(ng mL™) AUCo-/(h-pg L) AUCo-/(h-pg 171
I-FRHEENE J7) 1.0040.32 6.28+3.91 75.55+2.59 79.89+49.22
WA 0.50+0.00" 131.05+36.84™ 174.87+117.36" 175.674+117.90"
I-FFEAEERE J7 0.9240.20 333.99+57.32 3726.07+1044.78 4116.67+1085.11
WA 058+0.20°  1033.85+362.10™ 2 595,454 995 99" 30705741 262.98"
KEHIT A7l 0.3940.18 124558 +127.99 26 710.08 +3 413.20 53 815.40+6 713.28
WA 0.16%£0.00°  1739.10+433.50" 30819.11+9 744.25 44 036.93+3 879.78"
KEH Fril 0444014 187.05+24.19 2989.62+1 146.26 4026.35+1 854.23
A 0.50+0.00 146.91+14,55™ 3161.764891.35 13 534.88+9 157.44"
BHIRR A7 0.83+0.26 5 409.88 4-758.54 57 128.05+13537.88 62 47549416 257.22
WA 0.50+0.00°  6175.02+1651.74 20 804.36+2 409.47™  23186.2942 415,95
HIR#E-6"-O-RBEE  F7  1.00£0.00 170.98 +25.64 2 230.43+756.66 2 690.45+948.72
#WH  050+0.00" 41.80+20.73" 78.02+59.16™ 78.95+59.99™
IR FE T A# 0.4410.14 345.29+27.89 4051.01+421.89 4736.66+837.10
WA 0.50+0.00 53.94429.19™ 163.294108.42" 265.76+124.72"
HR gyt "P<0.05 "P<0.01.

"P<0.05 "P<0.01 vs Yufeng Ningxin Tablet.
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* 8 ARTLREHEAS 7T HREIRNFENRERADFESHE (X £s, n=6)

Table 8 Retention and elimination pharmacokinetic parameters of seven isoflavones in Yufeng Ningxin Tablets and

Dropping Pills (X x5, n=6)

D% A MRTo-¢h MRTo-x/h tua/h
I-FEEWE il 7.414+1.30 8.14+2.15 11.04+2.50
T AL 4.06+1.00™ 4.98+1.49" 1.85+0.75™
I-FEAENE il 9.88+0.41 15.524+2.22 39.24+32.95
Al 13.28+3.21 16.37+6.82 41.46+33.28
KEHIT il 17.37+0.89 49.39+10.88 69.32+0.00
T AL 14.194+0.52™ 22.61+5.85" 39.43+14.91™
KEiF bazill 12.85+1.37 30.18+8.44 59.33+24.46
AL 15.93+1.88™ 119.88+71.45" 60.62421.30
WIRE amill 10.51+0.32 16.79+1.03 10.27+1.71
T AL 10.16+0.92 11.224+1.32™ 30.33+11.72"
HIREK-6"-O- A ML Fl 11.23+1.20 20.56+6.57 40.07+32.12
T AL 6.58+1.21" 10.99+4.16™ 2.1640.60"
WIRFE T Jr 7 11.704+0.61 22.09+4.57 59.41+24.26
T AL 11.3240.83 41.25+23.06 62.06+17.78

ST 0 IE: 'P<0.05 "P<0.01.
"P<0.05 "P<0.01 vs Yufeng Ningxin Tablet.

RATRCE R SAEYR I EE . 5 AL, #au
YR ZHURII I twax WEHEHE, XS5 R ESLENE
1 AR 7 B B AR 250 b 245 R85 7R A IR
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HEERTEAR, AR B B b AT PRV L ORI
BRI, T K 2 5 B R T 2
T ta TR 22, R L R REBE AL 0t
2 B SR 1 3 AR A AR R A 3 B 2 PR VR
HARICRF P, XA S H AN RGLRE T
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RS K02, gt — SRS b 24 52 05 TR AN R a3 6
[ — 713 T2 SO PR i A AE i RE AR Ak o AR
RIS, 3-BREEMRER. 3-HARERRAR LS
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ACREINPRIB A, 34 AT 5 25 4 e FLIROSORE FEE 5 3« BR
RIR M- v TR E B R I GBS RFAE . N DU 2 i
sk Lo EEREIR SR AL 1 SCHR I 245 30 AR ),

T AAEAR A 2B “PREEBR I~ 253022y
fiE, ZHAETER Y AUC)w R Z T il #E—25 )
PRIl 3L ERER . BIREK-6"-0-KIH . BIR
BT RMEL ) Crnax 5 AUCoBH A —F, T
RIIT ) 2 B EARTT A B XS5 R K
B, BRI L2, T HAN R A3 R AR

Pk B R T PR R TER R S 2 AL
VBEORE, FSAMIE G 25 7 P R AT 2
A LA 5 1 R, BRI 285
IR 25 B2 AL I, R (L6 B WA 25
B AT AT R BB P 09, BEAh, R 3-
A B BRI AR, AL EA 5 R AR 1
MRT 3558 46 T H ), FOHE B F 76 25 B
VTR, ZAVRCE A MR N, PR A K
I 4 22 B0 47 B 0

b, BT LI RO, TR
5 P B L 250K P 2 S A, S A T
R S AR RO MG I PR T 5390, T R
W BATZREHCT S5 . RN R A RRE, B8
BB R 1 K A R T, LURRS:
Bt VLB ERETS), R SRRl TR 5
BRI BT HAR, MAGERRE . ARF
GO L R GRS H R0 5 ALE G Lo B
KRN U2 AT N2 5 R A O i
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