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WE:HW AR EBR BT PEEF HEF TAREFF LRFEARAFHABF S-0- PRAENTREF EFEHF L
R FEEW T AR K E RS ST — iRk TR RRIEATE 50% FERIR, €354 A Agilent Eclipse XDB - C g4 (250 mm X
4.6 mm,5 um) KA A THE - 0. 2% Frdg R vk (M BAAL) , Ak A 1.0 mL/ min, # Rk K 4 260 nm, A28 4 30 °C,#HHFTH 5 ul.
VIR TR WA, AT AL 6 AR A0 A E B T, 5 A0 A — M B3R kA MR RN B A%, 18T 2 Ao sk 9 AR AR £ RS R Y
THEMER EiEF LSRG IAREF LEFARNEIREF S -0- FTEALMTREF 2FEF AR THIORTRESH
A 14.21~454.71 wg/ mL.6.65~212.89 wg/ mL.1.36~43.54 wg/ mL.1.18~37.64 wg/ mL. 1.64~52.42 pg/ mL,3.38~
108. 11 pg/ mL.0.57~18.17 pg/ mL FE B W 5 @AM oMM EME X 2 B4F(r>0.999 5,0 = 6) s % B AR M T LR LR
RSD 3/ F 3.0%(n = 6) ; F 3 AAf @ & A 95. 68% ~99. 50% ,RSD 4 0. 55% ~2. 41%(n = 6) . A% 35 F h MAT, 53 BAAF .
hEH LEFHWRH A S5 -0 - TRENTREF Bk T BT ER T 55 4 2.9955,3.947 6,2. 225 1,0. 584 3,
2.1549,1.2557,— M %3k 5o Rk BB M L L RA B EIE - 1.3%~1.9% CE A IR EFEMETE LEREH, T

T /IEIZ0F P 7 AR ERR SO AS TN T,
L H BT, — M Sk MR ER T RS KK AR
Simultaneous Determination of Seven Anti — Inflammatory Active Components in Huangge

Peiyuan Ointment by QAMS
XU Wei'?? ,WANG Jingwen’,HE Qinghua',YANG Yunzhi'?,ZHANG Ming'?,DU Yaonan®,XU Shihong'

(1. Nanchong Hospital of Traditional Chinese Medicine .Nanchong.Sichuan.China 637000; 2. Key Laboratory of Traditional Chinese Medicine for
Prevention and Treatment of Skeletal Muscle Disease in Nanchong,Nanchong ,Sichuan,China 637000; 3. School of Pharmacy,Dali University,Dali,
Yunnan,China  671000; 4. Nanchong Institute for Food and Drug Control,Nanchong.Sichuan.China 637000)

Abstract: Objective To establish a quantitative analysis of multi — components by single — marker (QAMS) method for the
simultaneous determination of seven anti — inflammatory active components (morroniside, loganin, prim — O - glucosylcimifugin,
galycosin 7 - O - B - D - glucopyranoside, 5 — O — methylvisammioside, icariin, schisandrin) in Huangge Peiyuan Ointment.
Methods Huangge Peiyuan Ointment was extracted with 50% methanol. The chromatographic column was Agilent Eclipse XDB -
C, column (250 mm X 4.6 mm,5 um),the mobile phase was acetonitrile — 0.2% phosphoric acid aqueous solution (gradient
elution) , the flow rate was 1.0 mL / min, the detection wavelength was 260 nm, the column temperature was 30 “C, and the
injection volume was 5 pL. With icariin as the internal standard, the relative correction factors of the other six components were
calculated, and their contents were determined by the QAMS method and the external standard method. The reliability of the results
was verified through the relative errors of the two methods. Results The linear ranges of morroniside, loganin, prim - O -
glucosylcimifugin, galycosin 7 — O — B — D - glucopyranoside,5 — O — methylvisammioside,icariin, and schisandrin were 14.21 -
454.71 pg / mL,6.65 - 212.89 pg / mL,1.36 - 43.54 pg / mL,1.18 - 37.64 pg / mL,1.64 - 52.42 pg / mL,3.38 -
108. 11 wg / mL,and 0.57 = 18.17 wg / mL (r > 0.999 5,n = 6),respectively. The RSDs of precision,stability,and repeatability
test results were all lower than 3.0% (n = 6). The average recoveries of the above seven components were in the ranges of
95.68% — 99.50% ,with RSDs of 0.55% - 2.41% (n = 6). With icariin as the internal standard,the relative correction factors of
morroniside,loganin,prim — O - glucosylcimifugin, galycosin 7 — O = B = D - glucopyranoside,5 — O — methylvisammioside, icariin,
and schisandrin were 2.995 5,3.947 6,2.225 1,0.584 3,2.154 9,and 1.255 7, respectively. The relative deviation between the
content determination result of the QAMS method and that of the external standard method was ranged from - 1.3% to 1.9%.
Conclusion The method is simple, reliable, and accurate, which can be used for the content determination of seven anti —

inflammatory active components in Huangge Peiyuan Ointment.

Key words: Huangge Peiyuan Ointment; QAMS;relative correction factors;active components;anti — inflammatory ; quality control
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REL L 595 114 32 Jo o rv BRIy 8t BHL 2 1 it o g < il
U™ M TE < fii VSR A, N R FH A S B B
B 78 B4 FH 2 308 12 - 30 b 55 0y R I 18 B ZE A i
o R S ST A4 i i il B SO 2 5, R ER B R Y
B R TE SRS IR B R T I DR S R 2R AL,
A 25 A3 ANE R AR IR E IR % LA
TE A E ARG PRIV 1545, 97 0000 8, {E A7 78 Bl B Bt
AMEHE R S AEAF B E RN 22 55 (] R, PR L, FE A B
AR T AT V750 0 0 A P TR TR L R A B I 7
WA R TCH A 5T S T R iz R o B
W AT TR R 5 - 0 - B IEZEIT B R BT
FREFEAT BT DT R T EEE 7 R A I R
A3 I — I 22395, I LAAIMR 3 50 3IE 00 5 45 2R 1Y)
CIET S EENG N el E 7 e e ST R/ (1
1 XE5RE
1.1 {4z§

Ultimate 3000 % /&5 %40 & AH {4 3% {2 ( 3€ & Thermo
Fisher BHE A 1] ) ; Agilent 1260 Infinity % 25 280 AH (4,3
([ Agilent A 7)) s ES1035B BRIy Hr R O R+ 07
93 Z—),FA2004 BT K- RS BE R T 70 2 —) Y B
1 R BHE AL A FRA F] 5 G — 1008 8 75 e v Vs
(TR R BRIV Ve 45 A BRAF L T3 600 W, 408y
40 kHz) ; RE — 1102 BUJERE 28 AL (s S RHE A BR A
] ) ; LCK2000 BYFT 25 ML (R = SERG B LA BRA F]D o
1.2 X%

UG 15 O E (B BE il 7, it 5 251 2 20220801,
20220802, 20220901, 20221001, 20221002, 20221201) ;
BG4 A RO (HE 5 111998 - 202205, 4l FE K
98. 4%) , ThER T X HE i (FE45h 111640 — 201808, 41
$4199. 0%) , FhR 2 A0 B (L5 4 111522 - 202214,
SR 95.7%) , B 8 S B A A A0 X IR (LS
110708 — 201908 , 4L J& 4 96. 8%) ,5 — O — F F 4k 17 iy
K A BRI 5 o 111523 - 202212, 4f K
97. 8%) , ¥ A AT X B (L4524 110737 - 202017, 46
BE R 98. 1%) , K st HE X B (K52 110857 -
201815, A4 524 99. 7%) , ¥ A v [ £ &b 24 5 K e i
FEBE s LG NSl KON IR I aligoK , HA 3
Vo
2 HEEHER
2.1 g

{0, 332 4% . Agilent Eclipse XDB - C5 (250 mm X
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4.6 mm,5 wm) ; FEhAH : ZHE (A) — 0. 2% Wi i 7K I T
(B) , 6 B ¥k it (0~ 10 min B} 10%A, 10 ~ 35 min i}
10%A — 25%A , 35 ~ 60 min I 25%A — 58%A , 60 ~
63 min B 58%A — 10%A) ; Jit i : 1. 0 mL / min ; 5 I %
£ :260 nm; H: i 30 C;EFEE .5 L.
2.2 BREHE

S BCEETE T T THRRER AT L B R B A
EIWETT .5 - 0 — W EELEIT PR B R F 3 Ok
Pt R G R 405 B A PR L I 50% FR BV i B
7 FhORR 43 BT AR B 43 O 1 049.34, 1 065. 45,
326.53,564.53,1 048.42,1 081. 06, 1 089. 92 pg/ mL
PR A5 XoF it T8 TR o K %88 VA BB X R it T YR 1
i1 50% FF s 0 1) BT 2 TR B2 49 31l 454.. 71,212, 89,
43.54,37.64,52.42,108. 11, 18. 17 pg/ mL FJIR & XF
PR SRR R 5. 0 g KEBFRAE , IN50% WA 25 mL,
PR AE it #E A AR P 30 min, Y2 31 2 %, FARE R,
T 50% HH BEEVS VR RD 2 06K 7 B i, TR ST, 0. 45 wm fLAL
DEREE AL, BDAS G A TR AR IR B T E A TR T
0ot i B2 N i DL I o e I BN 7 Nl S A R
R it e A ot VS TR T 8 s il 8 I X A
2.3 FEEER

LRI B2, 2 0T (A VR TR B X IR
VR I T BRI VA TR A 2 o, 4% 2. 1 I i SR F
FEIIE , 10 57 (0 P o 235 5 7 R o A (0 3 i 4g 30 1) 3k
2RO FRYSHUBGE (615 061K T 3 000, HLRAYEXTRE TG
Tk E LA 1,

2R O 2R 2 5K 5 RGN B R S e IR A A - R 4 U B
2. 2T R A BRI, N 50% B R H 2 A5
TR B G T L 6 1> 22 9] Jo £ VA B85 TV A5 0T TRt s o
VW, F 2. 1 50T (o A5 R AR 2 | DA 1l 53 o it vk
JE (X, wg / mL) R R AR AR T FRRR (B (Y) S D\ A A
ATEME A, I 5 LAE R (S 7 N) S 1T 3 B g o
B A R0 R T i PR 2 SR LR 1

2% B < B 2. 2 T YR A 0T Ll VS W o,
2. VIR 5 A SR DN A2 6 UK, T SR TR 45
DR, RGBT R AT

MR BORE & (FiE45 4 20220801 ) 3 £, 4 %%
FRAE , # 2. 2000 F J7 6 FAT il 45 sl s s i 6 1y, # 2. 1
T (0335 S5 A R T SR A T AR, O AR a4
RIWFR, RKYEREIER A

Foe M - B A2 M I g VS VR
S TEE I T T0,2,4,6,12,24 hisf4% 2. 170 F (4% 5
PRI |, TSR0 AR L 25 R L3R 1, SR S VA VR
FRICE 24 h NERE TR RAT .

TR [RGB - BEL 1 7 S B0 1 & R (LS



2024 4F 12 71 5 H 5 33 %55 23 ) 'r La % v& RoroplB
Vol. 33,No. 23, December 5,2024 China Pharmaceuticals Inspection and Test

.

40 50 60

t/ min

A/ mAU A/ mAU A/ mAU
50 50

40 40

t/min  _ 91

0 10 20 30 40 50 60
F
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A RASTRSRAR B AR RER C - G MESBRER(SANELEE FE B EFE . A%T)
E1 SXEEeER

1. Morroniside 2. Loganin 3. Prim — O — glucosylcimifugin 4. Galycosin 7 — O — B = D — glucopyranoside 5.5 — O — methylvisammioside

6. Icariin 7. Schisandrin
A. Mixed reference solution B. Test solution C - G.Negative reference solution (lacking Corni Fructus,Astragali Radix,Saposhnikoviae Radix,
Epimedii Folium,and Schisandrae Chinensis Fructus,respectively)

Fig.1 HPLC chromatograms

é& 1 ﬁlf%%g—n%(n = 6)

Tab.1 Results of the methodological investigation (n = 6)

. . LM E waR ZER RSD(%) Ao AR e R (%)
B =375 A -

(pg/mL)  (pg/mL) (pg/ml) HEEXE TLHRR BRERE FHekE RSD

EiEd Y=10.0502X+0.0052 1.0000 14.21~454.71 0.2843  0.8528 0.10 0.36 0.28 96.92  0.97
o3 Y=10.0376X+0.0171 0.9998 6.65~212.89 0.3992 1.3306 0.44 0. 54 0.27 97. 80 1.50
FiEH Y=10.0660X+0.0143 0.9998 1.36~43.54  0.1088  0.4080 0.30 2.32 2.04 98.27 1.26
LERRIAN DB Y=0.2476X+0.0671 0.9996 1.18~37.64  0.0470  0.2352 0.27 2.15 0.96 97.38 0. 80
5-0- PAEHFTAREEF  Y=0.0687X+0.0107 0.999 1.64~52.42 0.0983 0.3276 0.15 1.34 2.42 98.49  0.56
REEH Y=0.1486X+0.0336 1.0000 3.38~108.11 0.0676  0.2027 0.10 0.22 0.19 99.50  0.55
EATET ¥Y=0.1207X-0.0035 1.0000 0.57~18.17  0.0227  0.1136 2.07 1.45 2.01 95.68  2.41

A 20220801 ) & &, K B R E L AT 647,172 100% N A FEIER T, G5 R RSD 435 R 1. 28%, 1. 81%,0. 99%,
2. 2350 B A, MRV ) A (R R A TR, #2210 1.65%, 1. 13%,2. 28% TR ILF 2,

TR A EIERE I ORI 45 5L 1, %] 2 THESWAEERT (n=2)
ﬁ{f {ﬁffﬁ E Eﬂ Tab.2 Relative correction factors of seven components (n = 2)
2.4 *EXTf*s*zIE?E_ﬁ BE s Jus Jus Joss Jurs Jos
MAHER T IR ST | e e
E=) [ HE R NP I\ : . . . . .
Eim\géﬁ(wmﬁ”‘””{ﬁﬁ :HTM]J %?2 liﬁ—F@ 330160 39116 2.2143  0.5832  2.1566  1.2761
PR FREREDIGE 0 e B AR 21T (S) TS 42,9928  3.8725 21920 0.5802 21449  1.2515
N A W AR ALIE N () . f;, = (G X Ag) / S 29698  4.0246 22182 0.5799 21424  1.2485
(Cs x A) o2, €, (g / mL) A £ 0 5% 43 14 Jo B e BE 6 29650 3.9372  2.2426  0.6007 2.1603  1.2241
A R NFRIETE Y, Cs (g / mL) A N AR A iR B, A, X 29955  3.9476 22251  0.5843 21549  1.2557
0 B o e W TR AR T B R AR (S) BT (A) 5 AR TE R () i P 4 25 %58 < B 2. 2 300 T A X
Bt (B) JHRRET (C) EBR R WE A AR (D). FESERE R, %2, 1 TR @ik &R E |, 2 5 %

5 - 0 - WILLAES PR (B) R T2 (F)RIAEXT SRR (0. 9,1.0,1. 1 mL/ min) , AR (25,30,
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35°C) AR BEHE (2.5,5.0,7.5 wL) , A (Ulti-
mate 3000 B E 2R AR (4351, Agilent 1260 Infinity %5
BB L) , AN [F] 6 1% 4 [ Agilent Eclipse XDB — C g
4 (250 mm X 4. 6 mm, 5 um) , Agilent Zorbax SB — Clgi‘f
(250 mm X 4.6 mm, 5 }Lm) , Agilent Zorbax SB — Phenyl
FE(250 mm x 4. 6 mm, 5 wm) JXF 7 Fofo 43 A X A 1 PR
() 5200 25 R RSD /T 3. 0% (n = 3) , R WA R 3%
ZRA X T Tl B 43 0 A X R E B (F) T R S e L T
230
R3 AEBEFGETTHRSOERNRERT () TRER
(n=3)
Tab.3 Results of relative correction factors (f) of seven compo-

nents under different chromatographic conditions (n = 3)

R4 AEBIEFHETTHESHEXREBNEZERER (n=3)
Tab.4 Results of relative retention time of seven components

under different chromatographic conditions (n = 3)

RE &bk Ry s Rys Res Ry Ry Ryjs

Uliimate 3000%  XDB-C, & 0.1946 0.4018 0.5327 0.5955 0.7087 1.3095
SB-CE 0.2078 0.4121 0.5265 0.6071 0.7246 1.3056
SB-Phenyl £ 0.1962 0.4121 0.5231 0.6108 0.7269 1.3199
XDB-Cy#t  0.2038 0.4070 0.5364 0.6038 0.7286 1.3142
SB-C & 0.2024 0.4062 0.5348 0.6071 0.7260 1.3156

SB-Phenyl £ 0.2046 0.4170 0.5362 0.6089 0.7191 1.2914
X 0.2016 0.4094 0.5316 0.6055 0.7223 1.3094

Agilent 1260 %!

%%“{]ﬂ% f\/ﬁ f;i/h f;:r’h fJ)J‘ fFfS f}/h

jik:3 0.9mL/min  3.0949 4.0693 2.3020 0.6028 2.2157 1.2667
LOmL/min  2.9908 3.8736 2.2187 0.5817 2.1557 1.2266
I.ImL/min  3.1033 4.0135 2.2906 0.5999 2.2188 1.2052

X 3.0630 3.9854 2.2704 0.5948 2.1967 1.2328
Hig 5T 3.0455 3.9795 2.2544 0.5903 2.2007 1.2274
30°C 29915 3.8832 2.2177 0.5826 2.1577 12103
35T 3.0423 39413 22586 0.5947 21986 1.2490
X 3.0264 39346 2.2436 0.5892 21857 1.2289
#HE 2.5pl 31135 4.0825 23077 0.6013 22432 1.2276
S.0pL 3.0456 3.9833 2.2544 0.5889 21998 1.2112
7.5pL 3.0048 3.9195 2.2149 0.5791 2.1589 1.2075
X 3.0546 3.9951 2.2590 0.5898 2.2006 1.2154

CEELY 74

Ultimate 3000%  SB - Phenyl#: 2.9924 3.8952 2.2145 0.5830 21561 1.2044
SB-Cu i 2.9983 3.9068 2.2606 0.5840 21532 1.2246
XDB-Cy i 2.9678 3.8564 2.2004 0.5804 21541 1.2739

Agilent 12604 SB-Phenyl# 3.0080 3.9067 22230 0.5857 2.1650 1.2242
SB-C 2.9874 3.8968 2.2082 0.5825 21721 1.2211
XDB-Ce 3.0129 3.9257 2.2483 0.5879 21893 1.2718
X 29945 3.8979 22291 0.5839 2.1650 1.2367

O TE SR UERENN 2 | 0 5% 7 R A o A 068 1T L 4 i e —
W Z VL FAMR LT 345 o B i, DAA X 525 (RE)
IoE— M Z Pk AT RE = (C, - C,) 1 C,,
C,(ug/g) WAMRIEIIE &, C,(ng/ g) N—IllZPFk
FrAS & A REALE - 1.3% ~ 1. 9% {5 Bl N, 260 2
TN E LS W A R RS,
5 HER—NESITESIMTESENELER

Tab.5 Comparison of content determiantion results of six batches

of samples by the QAMS method and the external standard

2.5 fFNRK S B E AL

B2, 2 350 VA 6] BRI RS o 4% 2. 1 IR gk
S5 BRI E 3 UK, LUARXT O B B[] (R ) X 4% 1l 43
ORI E O, LR R (S) A NR, %A XA
B BT AR 28 B AR PR BB R (R, ) o R,y = 1,/ 8,
S, e, R ARG OR B BT, o, Ry AR I e R B B[] . 445
RSD ¥I/NT3. 0% (n = 3) , R WIRIE Z50F T 45 14 A
XA BA B ) TG S 25 22 5 TR WL 4.
2.6 —ilZiERIGIUE

B 6 b #f i (AL 5 43 51 R 20220801, 20220802,
20220901, 20221001, 20221002, 20221201 ) 4% & & , K
WRRAE , 1% 2. 20T kil & Bl s W, #5210

4

method

i3 s 3 s2t B ik %:j'fﬂﬂ 5—0—?%2& ILiH
¥ O OREBE gmAEE B9

20800 SMek(ugle) 66,12 28295 13150 3133 2791 46.56 9.95
= 5% (gl BL9T 13122 3148 28.00 46.36 9.82
RHRA(%) -0.3% =020 051 0.3 S04 -LM
200802 SMrk(pglg) U797 45.03 23818 5348 497 6.6 1309
=153 (gl o) 650 7.8 4 48l 6.6 1307

R E(%) 0.3 -015 =015 L7 0.03 013
2000001 SMik(pglg) 1747 45296 4559 53.09 2380 5.1 1B
—l 5k (gl g) (544 W14 B0 M 5.8 121

£ (%) 0.3 =018 -0.14 19 0.0 -0.18
020000 Sikluglg 8474 SILOS 18120 46.82  23.9 250 4L
=53 (ug ) 5178 18079 4671 4.2 23 W8
£ (%) -0.06 -0.22 -0.4 14 -0.24 0.25
020000 Sikugle) T4 607.27 2335 5L 2.7 0.9 2.8
—M ik (gl g) 605.80 2211 5Le6 .71 0.0 823
HREE(T) -0.24 <058 -0.63 145 0.6 -0.20
W2001 Mek(ugle) 10591 405.36 2390 4190 243 5.5 1.8
= 5% (gl 406,30 2345 4189 476 5.8 1178
RRE(%) 0.3 -0.20 -0.02 167 0.07 0.7

3 iTig
3.1 IStRMERSIERE

Ik A 5 IR 55, 08 M BEL 28 e i 5 5 i 0 AR 1 2 B
R S BB RAE , ST 5 12 P BH ZE M i 1Y K R
B2 M 2 DI ARG -7 E R B T D R A
TERFE N 2y, R R TE M 4 B A S o TR A A AT
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ALYk DA 5 TR R R AE R 7 — o (TNF — o) | 41 i
MNZFE6(IL-6) Ak EA - 115w EE
FERIE PR A> P 2R AR BT R M 5 KL, T ad i 5y
Th1 / Th2 i & A1 4% K F - «B(NF — «B) i % o 3%
I W 375 5 0 ST AR E |, 28 Mk 1 i A A R R g B el
ARL10=12] - B XU AY TE M R 43 T PR 2 T3 A 0 Janus
PR 2 /(5555 5 SO S G I 3(JAK2 / STAT3) 1
FRAL AN 15 T — AL R A AR ABF2(COX - 2)
B FRIN, BRIEBIRAER3,5 — 0 — B L4 1y By >k s 4
fE B 540 AR 48 PR 7 TNF — o 51 6 % 51 1 UL 40 i 33
B 5 1L 2R B ) T I R A B Y T e R IR R T
IL - 1B,IL - 6, TNF — a 7K, F I8 RPEA i COX - 2,
B4 8 AR 1 3(MMP3) \MMP13 A A% 2 M 2
Ja 15 =16l i B AR ] R T M AME S VR T BB AT NF - «B
T %, A A B A B RN TS A T IR S A S E B e
R T A R S 2 R 3, R TR
YEFI W] FHF 22 i S PE I D Re 51 493117 5 A 7 118 0 1 e
A3 R - 5 AT s S NF — B 3 % A TS A Tt
JLEEE — 3 — G / 22 500R — J 2 R BE UK (PI3K / Akt)
T R SEERPT A T LS BRI Ik, 1R 45 T A S e ] 4
T GREFET FHREEAT 5 - 0 - BB (5L
VT DR R R O s BT I AR AR A
DA 4T J5z i) 551) 1) o o
3.2 ASYERE

R A PR R LENWE NS, PR
YER 3, BN FARBR 215, (s 18 E B4 M i T+
Pe o F5 G NS YR B BRSO S ik PR
EFEH, DA I HoAh 6 b M B 4310 R 26 5 A
3.3 AIGEMEE

T BAT (240 nm) B ERTE (240 nm) THKE
1 (254 nm) B3 5 #4205 (260 nm) .5 - 0 - H
FEAEHT IR BT (254 nm) PR EFEF (270 nm) LR T
Mz F (250 nm) 78 Hodm KM 0t T Hofth B A0 i) 06 T
L MG 3 KR 260 nm B, 2% 06 T30/, 4% H AR i
F14) g T 0 FERARL ARG U 0% 4 1B 46 260 nm; %58 T TR
TSR R (B — 0. 2% BERR/KIAWL . CHG — 7K (O -
0. 2% B TR /K 1 W) X 7 B 36 4 i 45 2% Jo e 3 5 20 S
(B, 45 5 B - 0. 29 Bl R 7K V8 0 43 8 2 SR i
FE BRSSO - 0. 2% BERR KA
3.4 FAEEM

AT G ST B — I 2T Rl 2 T AT | fATE DR
FasE vl AR CH A PR A5 R VERR , AT T R IR A T G
TOUE T T R A, ELIRE 4 R AR R R 4
RIERELES.
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