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New Crystal form of Valsartan Dipotassium Salt

Sung-Ki Seo', Dae-Duk Kim® and Eui-Chaul Oh'f

'R&D Center, Kuhnil Pharm. Co., Ltd., Seoul 153-787, Korea
2Department of Pharmaceutics, College of Pharmacy, Seoul National University, Seoul 151-742, Korea
(Received March 25, 2009 + Revised April 3, 2009 + Accepted April 10, 2009)

ABSTARCT - A new crystal form of valsartan dipotassium was isolated by recrystallization using the one-pot method. The
new crystal form was identified as a monohydrate form (CyH,;N5O;K; - H,O) and characterized by diffential scanning cal-
orimetry (DSC), thermogravimetric analysis (I'GA) and X-ray powder diffractometry (PXRD). The new crystal data dem-
onstrated to be clearly different from those known for the tetrahydrate form (C,;H,7NsO;K;-4H,0). It was observed that
the monohydrate of vasartan dipotassium salt was completely dissolved in water within 1 hour and its dissolution rate was

much faster than anhydrous free form of valsartan.

Key word — Valsartan, Dipotassium Salt, Crystal Form, Hydrate, DSC, TGA, PXRD
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Table I-'H NMR, IR and mass data of valsartan dipotassium
salt

§:7.53-7.38 (m, 4H), 7.17-7.01 (m, 4H), 4.82 (dd,
1H), 4.55 (dd, 1H), 3.91 (d, 1H), 2.71-2.47 (m, 1H),
2.31-2.00 (m, 2H), 1.63 (m, 1H), 1.54-1.33 (m, 2H),
1.21 (m. 1H), 1.00-0.92 (m, 3H), 0.82 (d, 3H), 0.69
(d, 3H)

em™ ;3341 (br w), 2959 (w), 2932(w), 2872 (w), 1740
(W), 1634 (m), 1583 (st), 1507 (w), 1458 (m), 1395
(m), 1363 (m), 1317 (w), 1302 (w), 1228 (w), 1208

IR (w), 1176 (w), 1136 (w), 1106 (w), 1011 (w), 976 (w),
942 (w), 840 (w), 788 (W), 762 (m), 742 (m), 669 (w)
*(br w) = broad and weak, (w) = weak, (m) = medium,
(st) = strong

MS(m/e) 512 (M™1)

'HNMR
(CD;0D)

K* XHzo

Figure 1—Chemical structure of valsartan dipotassium salt.

g3t B S S Aa= 3.7%°1UT). (Figure 4)
HALZE o|Zd-FH ol %_]Z,:i]_%%_] Q- o]|&Z el /\\:'81—31:0]
34%0| B2 B AjA] Az ARLS dr[=2E o|d-F
AeslER B2 CoyHypNsOsK, « (1.120.1)H,09 S & Zy\—
Ak,

14000

12000

10000

8000

Intensity

6000
4000

2000

. A f\/\j\,}"\\ MO AL

a5 95 145 195 245 295 345 395 445 495
26

Figure 2—X-ray diffractogram of valsartan dipotassium monohy-
drate.
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Figure 3—DSC pattern of valsartan dipotassium monohydrate.
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Figure 4—-TGA pattern of valsartan dipotassium monohydrate.
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Table II1-Tablet composition of valsartan dipotassium mono -
hydrate

Component Amount
Valsartan 2K - H,O 97¢g
Avicel PH101 50g
Crospovidone 15g
SiO, 1.5¢
Mg stearate 4.5¢g
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Figure 5—Dissolution pattern of valsartan dipotassium monohydrate
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hydrate
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