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FiE X224 ZEHEFEEEBEREILE L B S BE ik 45 TN & DR 500 mg SECT i H R M1& Lo B, K ik 48
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[ Abstract] Objective

two different factories in healthy volunteers. Methods 24 healthy male volunteers were enrolled in the study. A single oral dose(500

To evaluate the pharmacokinetics and relative bioavailability of sulfasalazine enteric-coated tablets from

mg) of test and reference Sulfasalazine Enteric-coated tablet preparations were given respectively to the volunteers according to random-
ized two way cross over study design. The washout period was | week. The plasma concentrations of Sulfasalazine( SASP) and sulfapyri-
dine(SP) were determined by HPLC-UV method, the plasma concentrations of S-aminosalicylic acid (5-ASA) were determined by
HPLC-FLU method. Results
AUC,  ,the relative bicavailability of SASP .SP and 5-ASA was (108.8 £24.1)% , (105.0£25.0)% and (94.1 +22.0)% in the
the relative bioavailability of SASP SP and 5-ASA was (106.9 £23.4)% , (104.1 ¢

The pharmacokinetic parameters of SASP, SP and 5-ASA in plasma were as follows: according to

test preparations; while according to AUC,_,, ,
25.0)% and (93.6 £22.2)% in the test preparations. Mean plasma concentration-time curve of the test product was highly close to
that of the reference product. There was no significant difference in pharmacokinetic parameters between the test and reference prepara-
tions of sulfasalazine enteric-coated tablets (P > 0.05). Conclusion The resulis of statistical analysis showed that the wo sul-
fasalazine enteric-coated tablets from different factories in healthy volunteers were bioequivalent.

[Key words]  sulfasalazine ( SASP ) ; sulfapyridine ( SP) ; 5-aminosalicylic acid (5-ASA) ; pharmacokinetics and relative bio-

availability
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HPLC-FLU ik, WK R4 7= # SECT #17 Ak
ih¥ R A Y ER R,

1 #HEMFE

1.1 &g UEARRBUZEZRE, £
(36.08 +2.78) % , B & (169.67 £2.58) cm, K&
(62.87 £2.41) kg, LWL ERIESH M R,
. gohee, CEE MARESHEY, B OLER
S MRAE HELELE WRALE PRMERE.
RFRAEMARFREIHMBERR, EAYER
Yyid s, O e A B R L IR AT 1 A
BRI TRER 1 4 X I 45 R 259, A& AT
3AANERMAYEKRR S SEME. Faa
REBEETHARBYEMNSBEREEZNFR
B, EBMKERE R EANEH A EREHR
TREFNERREE-NEBEERE¥RHBZERS
HAEFLR"

1.2 #hfed M ZiR6HH MRS R
(T,0.25 g/, #1t 5 :20110505 , N R 17, A
W24 R, 1M ARE) S R 40 B i e i
A (R,0.25 g/, #1t 5 :20100925 , 88 0 % £ R 77,
FH¥BI24 48, L1 B AR ; 40 B e xF AR &
(#t5 :G3F035, & &1L 100% it , 5 B 24 5 4 9 i 5
K 5E BT ) 5 B8 R Wit o X BEAL (1L 5. 10B298, & B LU
100% it , o [ 25 & A5 90 ) & K 58 BT ) 5 3% 25 0 WA X
B & ( IR, 121 100120-200403 , & & L 100% it
2R A R E ) 5 SR K A B X BRLE
(#£2 . I0F121, & #& L) 100% it , B =25 & 4 950 &
KREM): 4-BEKBBAE&H (K, S LL-
COJOS, B #:99.0% BERBAHKAMRLA)., B
B kLB A R W%
Wi EGEA, K EETK,

1.3 #B&AFLBERE AHA24 HBEHERSE
BH %45 T.REH, 54 12 8. XA I
BCBFE FEHR RSB IR AR R
B.E-KA THRAZRAHMMN(T)ELE AL
AR EMERIE AL R HIRAS HHH
(R)R L8 B 2B A =AW BB BE B v 1. R
VJEG X, THRM SR A (R) R 4URH
SEARERCT) ., WMEEmIN L ZiIERZ12h
G W H B R A BV LG, DA 200 mi i IT K 3%
MRZRHMAMS LR, ZIKFA/LAO A
M= B ey 4 ml, 45#45)51.0,1.5.2.0.3.0,4.0,
5.06.0.8.0.12.0,15.0.24.0.36.0.48.0 1 72.0 h
B E AT B KR & 25 M 24 4 ml, iR IR B ALkt 15
ANEURE S, BB B 24 60 ml, Ifn A BT R LA BLO

BB LS min (4 000 o/min), S} B MK, BETF -
20°CRAEFFIN

ZiRXE TRAFTELYWE KL T % 5 W
12 b, E Pk B 0 45 70 0 5% i 1 A i A AIE FO 2
VA RN ZEER
1.4 ©#REMNEF ik
1.4.1 Y& LC-20A &R0t &% 00, K88,
SPD-20A( H Z< Shimadzu 4\ 7] ) ; Waters 474 3% Y616
M EE (Waters A8 ;B F RV (EEFELZHH A
8l) s B Wia% (18E Eppendorf 20 7] ) ; IR & X (&
H IKA "] ) ;TGL-16C X HEBE LI BN E
SRR ) ; TDL40B & A MERFEH O
(LT REHENEHET ) ; HGC-36A AWML ( LT
RERBAAGRAE) ;PCI-10 4K Pl ( BRES & A
HHEBAFE)",
1.4.2 %41 SASP.SP # i {X 2§ LC-20A
( HZ& Shimadzu 2\ &) ) ; 1 25 : SPD-20A; 5 ¥ £F .
Dikma Technologies Diamonsil Cy,, (250 mm x4.6 mm,
5 wm);HBNHE: AK(E0.3% M= .0.3% K2
BR),B. L. BE¥ER:0.01 ~5.50 min, B:20% ;
5.51 ~ 11. 50 min, B:30% ;11.51 ~ 15. 00 min, B;
20% , IR 25C ;W | ml/min; 8 % I 254 nm,

5-ASA ¥ il . {X 2% ;. LC-20A ( H & Shimadzu 2
A]) s K 8% : Waters 474 2 Y 46 U 2% ( Waters 4 5] ) 5
f5,i# ¥ . Dikma Technologies Diamonsil C,,, (250 mm
x4.6 mm, 5 pm); F B M. Z BE-BE R EL B o
(pH3) (18 : 82) ;¥ :25 C ;M .1.2 ml/min; {l
EikK N Ex:311 nm,Em:449 nm,
1.4.3 MmXMEMMBIAE KEBRTPESO ul
BE2ml EPHH, F37CFN, KT, MAZHETF
Rl AL B 2R E LR 200 i, IWTESR H IR A 30 s, fm
AWREEGH THEBR IS pl, RERZBRE
30 s J5, M A B ULRE R B BE 300 pl, WEEYR %R
45 min 5,12 000 r/min B .[» 5 min, B B & &
ABRERS KRBT B HEREREM D,
BE 20 wl, 7E B3R @ E KM T 4 BISE L iC % SASP,
SP W TR (A, ) TN E (AL

BEMRTFEXRERTHMAMNZRXEMEK 1 ml,
2 ml EP B A TR 50 pl, i € TR & 30 s, A
A S-ASA bR TR 11 50 wl, ISAE TR A 30 s, A
30% ¥ B AL 100 wi, EETHE T 5 min, 12 000 r/min 5§
L5 min, U FHEHE 10 ml EP B A S0 ul
W BREF, IR HEIR A 30 min HEATRTAEMLRNL, IA S ml
LB, RIEIRS 5 min,3 000 r/min &[> 10 min, I
B EWEW, T 37 CTRAIRT,REMA 150 pl H
BEE Y IRERS 1 min J§ 12 000 r/min B.(> Smin,
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WHR FERA R KRCE T H SRR
fh R LR 20 pl, 7E BIREGE R 2B, id
R 5-ASA WS FL(A,,.,.) SRRIEG (AL .

1.4.4 FRMEFSIRECH] KB FRELSS SP & 10 mg,
SERINGE B 1% K RIAR, IR R EAT 10 ml
BRI BRA), B A5 T BB A TR . PR % TR B SP
(I S ml, 8 25 ml AR, HEHEZEZ
I AR A48 200 wg/ml () SP BB GE & IRIA R |
o MUK MKEESR 1 005 wg/ml SS RS IR S GE R .

200.4 wg/ml SP AR B A B BBEW 1 5, P %
AR 4 BI18 3 M i 2 78. 55 /15. 69 .70.49/14. 08 ,
60.42/12. 07 ,40. 28/8. 048 . 20. 14/4. 024 7. 855/
1.569 .4.028/0.805 2. 014/0. 402 pg/ml Xf B8 54 74
W SS 5 SPIRA LRI W ; ¥ % AR L 5-ASA 10 mg,
LIREEERT 10 ml P 485, B9 Xt R A 6 %
WLCHUH R R 1 011 pug/ml By S-ASA Xt B8 5 6 4%
WL LATH MR B, 4 B E 4 5k 16,18 12,13
8.088 .4.044 2.022.1.011,0.202.0. 101 pg/ml f
5-ASA I {EW M.

1.4.5 frfh KB ERKENTHE 255
5 hEHL SS (SP.S-ASA f BE 5 bR M il 2% T 4E 7
50 Wl B2 ml EP, F37 CFRAKRT.MA
‘i TR RY AT A MK 200 wl, B4 1. 4. 37T F
PREIR SR A 30 s, IMANIRR KB THER®E I
50 wh, #ERE 20 pb 1 bR 08 R AT o 8 0 o #
fE il sk SS.SP W fij BL (A, ) 4 N FR 0% i B
(Aw) 2 AILL SS SP s ifif BLCA, ... ) 1 N BRI i R
(A ) Z W R XSS SP S-ASA WIS i bn kil 28 .
PR 28 J7 B 0 M M R(SS) = 0. 462 904C -
0.021 81,r(S8S) =0.999 05 (n =7), 284 I
0.50~20.10ug/ml, Ik € W EO. S0 pg/ ml;
R(SP) =0.693 881C +0. 036 895,r(SP) =0.996 83
(n=7),&MFEEO0. 10 ~4.01 pg/ml, BIKEHH
J#0.10 g/ml;R(5-ASA) =0.008 485C - 0.007 770,
r=0.99850 (n=7) 22 PEFEE 5. 06 ~808. 8 ng/ml,
B AG 3 WMl 5. 06 ng/ml .

1.4.6 [l YiCH RIRT 9% 20 WKE 3 Wb IBUIE
B 3 P TH] M I 1Y) SS (SP 5-ASA Xf M, 10 i
50 wl & 2 ml EP fp .rﬁmim:: HES RT3 X (G
10 35% SS.SP 5-ASA W ifif BA( A, ) '3 1N B 08 4fif BY
(Ag) NS W Y5 Mmm fUltf H B T A
R K BE I 5% B 5 SS (SP 5-ASA [ [nl W 5 43 5l N
(102.24 +3.00)% .(87.58 £3.59)% .(96.85
8.48) % ; vk B 1t 3K A & o SS . SP5-ASA ) [B] 4K
AR K (97.40 £1.78)% . (101. 63 +3.46)% .
(96.93 +3.22)% ; & ¥k B ML 3% ¥ &+ SS.SP.5-

ASA f[EIU R 4> B0 (102.96 +3.96)% .(98.98 +
3.12)% .(105.33 +6.84)% , 7£ 1.2.3 d 4514l
BREMIFNE EHEZMT T ENHASHEEE
B, MK . . &3 AR WK E R SS.SP.5-ASA
H N RSD 43 %% 3.44% .6.14% 8.15% ,4.37%
3.50% .3.40% ,2.17% .3.07% .6.57% (n =5); A
(5] RSD 4} 8 % 3. 63% .9. 06% .7. 76% ,5. 05% .
4.66% 3.93% ,2.72% 4.16% 8.92% (n=5),
1.5 #aFLAkbmTrHhARETEF &
C, Fl ¢, F FISE A ; AUC,,, R IR TE M AR 1 3t
B,AUC, .. = AUC,,, +C /N, ERH 1, HEfG—
YRT v BE A BURE B (A, €, O B — R L £ 9
FBE N, b R 0 AR T B R B, TR oA 4 A9 Ine-
t [/ AR 8, ¢, =0.693/\,; MRT = AUM C, ../

UC, .. (AUMC . B [a] 55 i 24 ¥k B % 3fe Bt fa] gthy 2%
T# ) ;CL/F = Fifks AUC, ., ',

NI s i IS R (R), 2

UM BB BE RIS B (T) AT A R B
KK F, = (AUC,.,),/(AUC, ), x 100% ,
1.6 A4n¥anitaFE C,.. M AUC,, BIH
G ,E_lﬂiﬁﬁﬁiF}fB‘JiﬁﬂiJ:,}ﬁﬂ%{ﬂlﬂtﬁ
AT E 90% B 15 X 18] J7 i 17 4 4 5 B AR WA
(a=0.05), B RZLHK M C,,. 0 90% B 15 X B &
ESHHIF 70% ~ 143% A, 5% # Fl AUC,,, 1
90% B E X EEES LLHF 80% ~125% N,

2 #R

2.1 S#hdR-ef B 24 BB INE SO
T 500 mg B BURS L e i o S R0 (T) A B 1
0 R0 CR) A ALK | 24 8 S8 - 0k ]ty £ LI L

2.2 #HaF AR 24 GEEZKEANNE IR
500 myg 490 5 ik i B 1 S R (T) 1S L i )
(RVFHFBEHNESHIE L,

2.3 AMEFREFEN FESTERERY.C,H
AUC,, ZE il 7 (8] A B 18] C B F #E 3 B (P >0.05),
ZREMNERGFERESEEF(P<0.05), LI LB
2\ | (0 ERR L BE B v A S LI, S A R
58 W NEE L R ke L (e Bar W i D=
A SS ¥ C,,. H 90% &5 X [A] 4 96.2% ~109.8% ,SP
f C . 14 90% B {Z X [8] Jy 94.2% ~ 116. 5% ,5-ASA
f) C,.. [ 90% B 5 X [0] Jy 84.9% ~99.8% , XYL
¥ £ SFDA HLE S8R HE, ) B & FDA 45 350
dify C SR ARAE, B 80% ~125% , SS B9 AUC,,
90% E {5 X Al 97.8% ~ 115.1% ,SP #§ AUC,, 1§
90% B {5 X [8] }y 94.5% ~ 111.0% ,5-ASA # AUC,,
I 90% B15 X 6] K 85.5% ~99.2% ,WEEMET



A 2003 810 ) 25 U 31 B e W)
Journal of Pharmaceutical Practice, Vol, 31, No. 6, November 25,2013 427

A RV REB LI B 2 A 5 2 R R

BHEYERE.

1 g/ml
|

0 0

) 80 0 20 40 2] 80

B1 BRHEORATBZXHNSS 5 H G T M 25K E-01 8 i £ 8
A-53;B-SP;C-5-ASA

®1 OMREFESOmg MAXMEEBHZRHAF(T) 5SUEAFNR)EHEERDESH

5 SS SP 5-ASA
S i A 2 LLHA M 2 Ll Fik A ZHHA

Coue (pg/ml) 8.08 £3.67 7.78 £3.43 2.54 £0.63 2.46 +0.74 213.50 £51.38 232.83 £57.94
Lo () 6.42 £1.21 6.42+1.32 13.5 +3.43 13.67 £4.06 17.50 +4.82 17.58 £5.33
K(h') 0.10£0.04 0.10£0.03 0.06 £0.02 0.06 £0.02 0.07 £0.02 0.07 £0.02
t1,2(h) 7.86+3.27 7.98 £3.14 12.62 +5.86 13.07 £5.76 11.12£3.33 11.19 £2.48
AUCG,, (pg - h/ml) 90.47 +48.04 83.63 £42.23 56.19 £21.36 56.2]1 £24.39 5130.83 +1648.32 5590.66 1 784.75
AUC, _, (g h/ml) 98,86 +50.04 92.45 +44.27 62.22 +26.11 62.89 £30.48 5383.72+1763.21 5849.26 +1 742.68
AUC,, 7 AUC, . (%) 90.67 x5.79 89.37 £7.13 91.14 £5.18 90.52 £6.05 95.45 +2.54 94.95 +3.92
MRT,, (h) 11.50 x2.32 10.89 £2.34 21,11 £5.36 21.37 £5.21 23.50 £4.02 23.90 £3.87
MRT,_, (h) 14.40 £4. 11 13.90 £3.12 25.85+9.24 26.34 £8.27 25.91 £4.99 26.37 £3.84
Clz/F(L/h) 6.43 +3.43 6.45£2.56 8.74 £2.12 8.99+2.52 102.90 £35.07 94.23 £33.47
Ve/F(L) 66.36 +32.76 71.72 £38.67 148.95 £51.29  156.17 £52.84 1 538.91 £394.83 1 516.02 +647.74

24 AMFHMEN FESNMEREVW.C A
AUC,, TEf R[] J8 W0 B E £ F (P >0.05),
ZRAENEEFAERENER(P<0.05), LA LB
25 W) (¥ 400 LB L M2 B U A DS IR L 2 K IR
L A 2N E] A0 BRI BE B T PR 2 IR I RS L A
N SS I C,, 11 90% B 151X 8] 9 96.2% ~ 109.8% ,SP
M C,. 0 90% B 51X ] Ky 94.2% ~116.5% ,5-ASA
() C,. 89 90% B A5 X 6] % 84.9% ~99.8% , NMLFE
SFDA #isE K55 8hn i, It HAF & FDA 45 % s 0 b i
C,. 58450, Bl 80% ~125% , SS f) AUC,, () 90%
B X 6] % 97.8% ~115.1% ,SP {1y AUC,, 1) 90% &
{51X [ J9 94.5% ~111.0% ,5-ASA 5 AUC,, ff5 90%
BATIXH K 85.5% ~99.2% HEAMEBEN, &
Wi R EE M Z KB S B HRINEEEY
G

2.5 BALE NMENKKBLRhRREEAS
B

3 it

B RS 0t g 1 H AR IT Mg PE S I K BB FH 24
Yy, BT L)1 0w F K08 6 R MEyT . &
BracESr TR HPLC-UV il SR # A G N

e SS i SP ¥k ¥, il HPLC-FLU & 77 ¥: 9l &
FRELHFTME P S-ASA BIWIE . LI ER G
WK ERMER RBER . EETEMHAYN
I 25 v B I R, 3 7 B P W kG 0 IR A LT it g
BRI KN 3 R EZE™Y) SS.SP M 5-ASA i If
HVRIEE AT T R,

LA AUC, T8, Z i $175) SECT  SS M3t 4 9
FIF % (108.8 +24.1)% ;SP Xt &= F FHE R
(105.0 £25.0)% ;5-ASA FAXH 4= Yy F) B R (94.1 ¢
22.0)% , LA AUC, . 5, R #5) SECT # SS #
Xt 4 )R] B R (106.9 +23.4) % ;SP #EXT WA A
B (104.1 £25.0)% ;5-ASA A0 XJ 4 ¥y K| FH B R
(93.6 £22.2)% . BAMAL T FRIGF , i 56 39 18] K W
AR &4, L A 2@ 47032 R 6l 7| SECT
5L B v al B2 el R SECT 7 bR 4 [E A
BN EE LR,

( &% 3cak)

[1]  CDER/FDA. Guidance for Industry, Bioavailability and Bio-
equivalence Studies for Orally Administered Drug Products-Gen-
eral Considerations, March 2003. hutp://www. fda. gov/down-

loads/Drugs/ Guidance  Compliance Regulatory Information/

(T4 % 466 W)

Guidances/UCMO70124. pdl.
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Mo BMIEEESHM/NR, TEARALRNRR 3.1
W, BB FER2. 1", KRS TGN H0E /D
. 30,60.90.120 min Bt /D BLEO B B, R B

7R o 3B 8 FIURLRE 5 19 /) BRSO T 24, B
FE A /)y B AR TR 3BT B R N R R B (P <
0.05),WE4,

R4 BEREAXNDRAVEEREORM( 2 £5,n=10)

o 7ol FE 69 R 0 o 24 75 AS 18] I il 5 RARL C o)
(g/kg) (t/s) 30 min 60 min 90 min 120 min
%514 B4 — 15.3£2.15 15.7 £2.45 15.8+2.18 15.4 £3.11 15.5 £3.21
Wt &4 B 41 0.005 14.8 £2.33 27.4 £2.15% 32,3 £2.58Y 31.6 £2.69% 28.7 £2.30°
IC ) W41 2.57 15.5+2.17 18.3£2.20" 20.7 £2.57" 20.2 £2.29" 18.5 £2.43"
ULELD. & 5.14 14.8 £2.31 19.5£1.78" 22,8 £2.37" 23.4£2.07" 20.3 £2.39"
5 17l & 41 10.28 14.1 1,87 23.8 £2.34Y 27.1£1.74" 28,3 £2.21" 25.7 £2.28"

it:""P<0.05,7 P <0.01, 5% H¥ MALE.

4 itig

BERBESN ARG AR T LR, R
RIAKHFET RSP RE S RERRE, R
BRI S T R O i R A R E R B PR R
BBy, T A8 HREHERE K ERER, R
FEWIL AR SR RV EE RS SRR
KMEFL ENESASEMAROMAERERZ
AR AU BER K K B 0 IR | R
T i, 3L B e AT R AR 25 R, B L e 2
45 R MR LB LA TR 2 A8, 8 256 R A
A T KA TR BR AL TR L AU B TE B 22 3D
Y. MACE M R T P E B R AT PR
AR HURE HOUW R R AN A D RS AR

A 538 o 07T 420 LA B A 9 0 400 M B X AR g
BB 8 GO TR IT R AR, 5 R R YR B
FAEGE B F M R A SRRSO T EM
MU 7 i B Ak IO 08 R IR a1 b i T 5
RAE SN, 7 It A 6t 06 20 DK IR 0 K o 8 614
PRUC 50, B 8 44 S A A R BF T R W
BEFRAFRENREMER, THRATRES
T2 R 8 Sk PR O R L4 B R B AR
AR % JURL X 7 b A R 1) 47T 98 AR 5 PR PR X B 25 90 L
B2 5, T BRI R A WA PR RY O B A,

R R RSN R , 1 XY B Bk 2T
ERTARE S-HT SR HER PG A0, EH
LRV AP RN BFE—ENER. KB
PEBRLPLRE A REABC AR A Rt — 2
WABII .

[ &%)

(1) B R i fEeE, Jemefd 9. ¥ uff AR VT WORLIGIT B AR Y
HBCFEFIEI]. 2 ,2012,10(1) :39.

(2] GRWERE, R T, X0 60 5. BURRIH JO BRI T DA BB 0T 0 1K
W], WAL B¢, 2006 ,28(4) 251,

(3] B& M. EEBK, EM 1807 B s B 3 & FBOm f
FCI]. b [ B B 24 4% 4% 38 ,2012,32 (1) :26.

(4] A8 BCOIREIA,BRIEE, W, BN ORCT S HOM T IER
[J]. A2 P 500K ,2012,28(3) :89.

(5] BK A chAABMEA LA IM]N 2 M JEat: AR T4
tH B4t , 2006 ; 353,

(6] JMSeL, WUACRE, M 34, T, o i B BRIl A T R B 1
FRRFIE (3], B2 (W R #4,2012,23 (1) :19.

(7] % KoikB B P RISl AR AR R
}.,2005 ;44,59 ,67 ,69,77,110,348.

(8] BE&SE. AW ML, ARG IR T 100 B 4)
BRII). P E 9B 45,2008 ,3(7) .71,

(9] XT&E. BEREIFAMBEGERMKEII]. D EALHY
REf1,2010,4(14) .8,

[ E X ]2012-11-12
[ 8 B H X8 ]12013-04-08

(L 427 ®)

[2] FDA. Drafi Guidance on Sulfasalazine, Feb 2010. hitp://www.
fda. gov/downloads/Drugs/Guidance Compliance Regulatory In-
formation/ Guidances/UCM199673. pdf.

(3] Hafd X7ER1L B A%, HPLC B A SRR 1 0 52 ofit 3% ofe 49
HAE e R A (J]. B E BRI AR R 4R, 2008, 7(21):
682.

(4] A/her,# 2. F8M, % MG BENE AR Do
M nE R OB (1], b E B4 40 . 2004, 24
(4):208.

[5] Mal},Liu CG,Li JH,et al. Effects of NAT2 polymorphism on
SASP pharmacokineties in Chinese population [ J 1. Clin Chem
Acta,2009,407 ; 30.

[6] Gu GZ,Xia HM,Pang ZQ,et al. Determination of suiphasaluzine
and its main metabolite sulphapyridine and 5-aminosalicylic acid
in human plasma by liquid chromategraphy/tandem mass spec-
trometry and its application to a pharmacokinetic study [ J].J
Chromtog B,2011,879 :449.

[ W #% 5 3 12013-03-25
[ ¥ @ B #§ ]2013-05-15



