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[ Treatment of Urolithiasis with Medicinal Plant Salvia miltiorrhiza: A
Nationwide Cohort Study H P+ 2097 R ARG f1: A EPER ST 5T ]

Bl aRMERRKTIEE (LHID 2000)
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FIMELNT R X EZH5.09 4, WEHAH 6.27 F

Chen Wen-Chi,Wu San-Yuan,Liao Po-Chi,Chou Tzu-Yang,Chen Huey-Yi,Chiang Jen-Huai,Su Yuan-Chih,Man Kee-Ming, Tsai Ming-Yen,Chen Yung-Hsiang. Treatment of Urolithiasis with Medicinal Plant Salvia miltiorrhiza : A Nationwide Cohort Study.[J]. Evidence-

based complementary and alternative medicine : eCAM,2018,2018:.



S BERATS 55, %, Y KA A6 EdlE

TasLE I: Characteristics of calculus patients according to use or no use of Danshen.

— GABEMNEEE -
Using Danshen in calculus patients
Variable No (n = 8536) Yes (n = 8536) P value®
n % n %
Sex ptpy 0.99
Female % 4723 55.33 4723 55.33
Male 5 3813 44.67 3813 44.67 ‘ Wjéﬂ‘rﬁ%[]&fﬁ
Age group, years rgssg, 0.99 NHYNJAN > =
18-39 3018 35.36 3018 35.36 e %ﬁ%%ﬂ
40-64 4508 52.81 4508 52.81 EMER
=65 1010 11.83 1010 11.83
Mean + SD (years) “Fyfii+ SD (%) 46.42 (14.30) 46.40 (14.29) 0.9157*
Baseline comorbidities ¢7z 75
Diabetes mellitus # /&% 2992 35.05 3339 39.12 <0.0001 H&}Eﬁ %‘ ;%\ ﬁ;ﬂ\:ﬁ
Urinary tract infection JRIEY: 4897 57.37 5241 6l.4 <0.0001
Hypertension 7% /& 4402 51.57 4561 53.43 0.0148 ‘ RIAE R A 7 b >
Chronic kidney disease 1844 & JJE5% 657 77 753 8.82 0.0076
Gout J R, 1608 158.84 1811 21.22 0.0001 ﬂiﬂ&}zﬁ %‘
Duration between diagnosis date of calculus and index, days (mean, median) 1120 (923) 1130 (921) 0.4553*

* Chi-square test; *t-test. The mean (median) of follow-up period was 6.27 (5.98) years and 5.09 (4.86) years for cohort group using Danshen and cohort group
not using Danshen, separately.
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Incidence rate (IR) &JH3H « KB HHPHT & AR — s i N BB, AT DA SR 5E &9 KUK o
Person- years NiF: fEREUTIIRES, A 2l B AR A 70 N BE A 2 g (1 I [a) s AT,
Hazard Ratio (HR) XU bb . W g2 55 % He 2H 2 [a] i XU 22 31

Adjusted Hazard ratio Fr#ELL XS LU 2 MRIENER], FES, HAFRE CHERWE, JRER, Sk,
TS, TR X U bE 2Rl L 1 1
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Using Danshen in calculus patients

) No Yes Crude HR 1:?{%]%&?5131&
Variables
(n = 8536) (n = 8536)
Event Person-years IR  Event Person-years IR (95% CI) (95% CI)

Outcome: any bleeding disorders H ¥ %
Total i 1138 44166 2577 917 53678 1708 | 0.66 (0.61-0.72)**" 0.61 (0.56-0.67)"""
Sex 51

Female % 572 25341 2257 463 30379 15.24] 0.68 (0.6-0.77)"*" |0.63 (0.56-0.71)"""

Male 3 566 18824 30.07) 454 23299 19.49] 0.64 (0.57-0.73)*** §0.59 (0.52-0.67)""
Age group, years EHYH, ¥

18-39 202 16862 11.98 | 162 19786 8.19 | 0.68 (0.56-0.84)""" 10.65(0.53-0.8)"""

40-64 629 23102 2723 516 28238 18.27] 0.67 (0.59-0.75)""" 10.63 (0.56-0.71)"""

>65 307 4202 73.07| 239 5653 42.28] 0.58 (0.49-0.69)""" 10.55 (0.46-0.65)"""

IR, incidence rates per 1,000 person-years; HR, hazard ratio; CI, confide}
Danshen drug used, sex, age, diabetes mellitus, urinary tract infection, hy

“**P < 0.001.

hce interval. Adjusted HR'

repffesented adjusted hazard ratio: mutually adjusted for
ertension, chronic kidney disfase, and gout in Cox proportional hazard regression.
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FIGURE 2: The estimated cumulative incidence of any bleeding
disorder in the Danshen-users was lower than that in the non-
Danshen-users by Kaplan-Meier analysis.

AR Y 25 5 A I R
FATRIRRE < KRR




TasLE 3: Hazard ratios and 95% confidence intervals of calculus surgical treatment and any bleeding disorder associated with cumulative
dose per year of Danshen among calculus patients using Danshen.

Used Danshen dose (g) per year f} 2 Hl & n Number of events Hazard ratio (95% CI) ) .
Crude Adjusted’ gty 2 L1 2

Event: calculus surgical treatment

Less than 417 g per year 2813 203 1 (reference) 1 (reference)

417-1096 g per year 3025 179 0.75 (0.62-0.92)*" 0.76 (0.62-0.93)""

More than 1096 g per year 2698 192 0.92 (0.75-1.12) 0.94 (0.77-1.14)
Event: any bleeding disorders 1 ifi. 31 %

Less than 417 g per year 2813 306 1 (reference) 1 (reference)

417-1096 g per year 3025 308 0.84 (0.71-0.98)" 0.83(0.71-0.97)°

More than 1096 g per year 2698 303 0.94 (0.80-1.10) 0.95 (0.81-1.11)

Adjusted HR' represented adjusted hazard ratio: mutually adjusted for sex, age, diabetes mellitus, urinary tract infection, hypertension, chronic kidney disease,
and gout in Cox proportional hazard regression; * P < 0.05; ** P < 0.01; tertiles are two cut points that will divide a dataset into three equal-sized groups. 417 g
was 33rd percentage point and 1096 g was 66th percentage.
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Apo-Warfarin
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PSSR K R A N RSB A3 E 2R
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FHALIE ST K B A P A R e F R

WY | /TSI Solkg BN 4525, bidiEL: od; Hiditk
0.2mg/kg¥#E B 4%y, R LkiELE9d.

Wistar KEFEHL N AXTIBA () « FHOIESHREZ5H ) « E
TR IR ZH (D) FOFF LIRS S SRR S A 2 (V) » DUZH KRR
HEAL 14d MRS A T A B KSR EE 8 R, 1. I
HeETAEBEKES 1k, . IVHS T ELITMHRIER

gERYeby | ANESZINE 1, R L0RMZSN MR E 2
TR FSE A6 A1 i SRS 1] (PT)

7399 T 45 24 e BT RE I TA] R AL, 0 E S AL SRS TRD (PT) SR AL
oy B ML B (B ( APTT)EL, i E B AruELLEL(E(INR) 5 SR
UPLC-MS /MS i£5E S-FEEMA R -SRIk MR A I 259K B I 1H SR 2K
A ESHL

PRI SR EFF R R B PT A INR (P < 0.01), 5% 4H
BEfE KR PT A1 INR HEZEHIN(P<0.01) , APTT EF& (P<
0.05) . BEAAZHM SN IRALELEE, S-Hidihh K R-HEIEMR 1)
Cmax. AUCO-t. AUCO-w . t1/2#55 8, ZR7 G825 .

ek FEPTHEA M (P>0.05) , S4PFSHIEEKRE FIN
» PSSR MZGRE (P<0.05) , BUERHIEME
#4ghFESH (P<0.05) MZABEEESE INR (P<0.05)
ZH iR

WLLIA AREE R R BbE Charles D.Sands. FFZHEF0 K UK A RS HIEAR 28l S M2 00 2 M), P22 5:4),2009,01:36-39.

L5 GRIEFY 2 e, VA R X i e, PR SR G B 9 A RpuieA R ] s mafd). b [E24)1,2016,01:1-4.
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RIS RAEERASENGRER | FASNEERA B AN EAR M EIBT 5
M FRI R 5T

MRZiiE | WEAORE H S (50 mglkg K& | WE2H O AREVEM (0.2 mglkg), 2/0hEt 5 EAR P
250 mg/kg, BEH2K), 1M DARTEVE | (240 or 480 mg/kg). PIZH K RIELEARZ5K
MVEW (0.2 mg/mL, 1.0mg/kg) . M4
KEGEGIRATR

zh B W2 E H4H S AR L, SBR[ FFS R R PASORE. A RKIRE
2B BRI 2T AR, H | i SR B 75 M R R IE 7K B3 8 B B 52
AUCO~»f PT ZRB TG 242 Lo

22 iR
CHUY, ZHANG L, WANG XY, et al. The effect of compound Danshen dripping pills, a Chinese herbmedicine, on the pharmacokinetics and pharmacodynamics of warfarin in rats[J]. J Ethnopharmacol, 2011, 137 (3) : 1457-1461. GE
B, ZHANG Z, ZUO Z. Radix Puerariae lobatae (Gegen) suppresses the anticoagulation effect of warfarin: a pharmacokinetic and pharmacodynamics study[J]. Chin Med, 2016, 11: 7.
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WELLH (200) = P + 5 AT LAt e # L % 24 & 3
RFZ A3 tidId AR PT /s 22 770+5. 321 22 730+5 729 23 280+6. 308
INR {ii l. 89940 440 1 889+0. 446 1. 92940, 473

TP [A): 45

i n =20, % i SH— A g p—~0. 05,

gEtebr: PT. INRAE TG H MAEMN

x3 #3245 S RABEEE PT. NRINZER
% 1) 4 2)8 o9 3 EdL)
PT /s 20. 600+2 770 25. 306 +4. 149 27. 81945, 449° 27. 013 +4. 127" "
NR {ii L 7534£0. 226 2 09940, 341° 2 26140, 44177 2 24440, 341777
H.n=16" p<<. 0L "7 p<20. 05, """ p==0. 05,

SR B0 I SHS 8 XA A Uk E R[], )%#5,2008,01:19-21.
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The INR value, four indicators of blood coagulation, and seattle angina questionnaire (SAQ) for patients in the first and second period.

WEFIR: 72 N2 B BB BOSIR Y

INRVHHE ALy F = B fa ;EFZH BoaS i ‘Mean:SD | INRvalue |PT (s) APTT(s)  TT(s) FIB (g/L) | SAQ (Score)

N B, BRERHE T4, Firstperiod [242+0.29|2592+2.43 47.74+1048 1695+ 1.64 3.47+055| 19.7145.05

T|d_ Second period| 2.40 + 0.61 | 25.64 +5.01 49.24+9.03 17.49+1.60 3.49+080| 21.02+5.07
P 0.893 0.803 0.514 0.120 0.874 0.002

PRy 2. =46 KR

FHI I 48 (24 TR & 7 P+5: 30 e X DU 0048 Fr K INRAE H: TG 521
, [HSAQE* (Seattle Angina Questlonnalre) PIPE5y
G RfebR: BEMPUTHER. INR. SAQ. iﬂﬂ%iam, ZHRA G FEX

BE VT A R A R AR

2% Hk: Lv C, Liu C, Yao Z, Gao X, SunL, Liu J, Song H, Li Z, Du X, Sun J, Li Y, Ye K, Wang R, Huang Y. The Clinical Pharmacokinetics and Pharmacodynamics of Warfarin When Combined with Compound
Danshen: A Case Study for Combined Treatment of Coronary Heart Diseases with Atrial Fibrillation. Front Pharmacol. 2017 Nov 21;8:826.
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2% Hk: Lv C, Liu C, Yao Z, Gao X, SunL, Liu J, Song H, Li Z, Du X, Sun J, Li Y, Ye K, Wang R, Huang Y. The Clinical Pharmacokinetics and Pharmacodynamics of Warfarin When Combined with Compound
Danshen: A Case Study for Combined Treatment of Coronary Heart Diseases with Atrial Fibrillation. Front Pharmacol. 2017 Nov 21;8:826.
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