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2 from the Expert Committee that posted in conjunction with this accelerated revision, please click
pnf.com/rb-guanfacine-ert-20221028.

ded-Release Tablets contain an amount of guanfacine hydrochloride equivalent to NLT 90.0% and NMT 110.0% of the labeled
ifacine (C,H,CI,N,0).

I time of the major peak of the Sample solution corresponds to that of the Standard solution, as obtained in the Assay.
:rum of the major peak of the Sample solution corresponds to that of the Standard solution, as obtained in the Assay.

;odium bicarbonate and 10 mM tetrabutylammonium phosphate prepared as follows. For each liter, dissolve 1.68 g of sodium

nd 3.39 g of tetrabutylammonium phosphate in 970 mL of water. Adjust with 5 N sodium hydroxide to a pH of 10.0. Dilute

/olume.

«cetonitrile and Buffer (17:83)

n: 0.023 mg/mL of USP Guanfacine Hydrochloride RS in Mobile phase

12 Nominally 0.02 mg/mL of guanfacine prepared as follows. Transfer a portion of coarsely powdered Tablets (NLT 20) to an
lumetric flask as directed in Table 1. Add 50% of the flask volume of Mobile phase, sonicate for 10 min, and shake

for 1 h. [Note—The sonicator should be kept cold with ice to maintain a temperature below 25°.] Repeat the steps of the
aking sequence two additional times with an additional sonication of 10 min at the end. [Note—An additional 1 h of shaking
sonication may be needed if the sample is not fully dissolved.] Dilute with Mobile phase to volume. Centrifuge a portion of
or 10 min and use the supernatant. [Note—The use of a centrifuge speed of NLT 2500 rpm may be suitable.]

Table 1
Quantity Equivalent to Nominal
Tablet Guanfacine Volumetric Concentration of
itrength To Be Transferred Flask Size Guanfacine
(mg) (mg) (mL) (mg/mL)
1 1 50 0.02
2 2 100 0.02
3 4 200 0.02
4 4 200 0.02

ic system
raphy (621), System Suitability.)
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me: 100 pL

"1.8 times the retention time of guanfacine
ity

lard solution

uirements

r: NMT 2.0

1dard deviation: NMT 2.0%

1dard solution and Sample solution

e percentage of the labeled amount of guanfacine (CQHQCIZNso) in the portion of Tablets taken:

Result = (r /r)) x (C/C ) x (M_/M_,) x 100
peak response of guanfacine from the Sample solution
peak response of guanfacine from the Standard solution
concentration of USP Guanfacine Hydrochloride RS in the Standard solution (mg/mL)
nominal concentration of guanfacine in the Sample solution (mg/mL)
molecular weight of guanfacine, 246.09
molecular weight of guanfacine hydrochloride, 282.55
eria: 90.0%-110.0%

'ESTS

‘ochloric acid buffer, pH 2.2; 900 mL prepared as follows. For each liter, mix 250 mL of 0.2 M potassium chloride with 39 mL
rochloric acid. Dilute with water to volume.

75 rpm with suitable sinkers

and 20 h

1 sodium bicarbonate, prepared as follows. For each liter, dissolve 1.68 g of sodium bicarbonate in 970 mL of water, and

5 N sodium hydroxide to a pH of 10.0. Dilute with water to volume.
Acetonitrile and Buffer (25:75)
k solution: 0.23 mg/mL of USP Guanfacine Hydrochloride RS in Mobile phase
tion: 0.0023 mg/mL of USP Guanfacine Hydrochloride RS in Medium from Standard stock solution
on: Pass a portion of the solution under test through a suitable filter at the time points specified.

»hic system
atography (621), System Suitability.)

1220 nm

-mm x 15-cm; 5-um packing L1

2 mL/min

ume: 20 pL

_T 1.4 times the retention time of guanfacine
ility

ndard solution

\mnrisAns AR~
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Result = (r /r)) x Cyx (M_/M )
= peak response of guanfacine from the Sample solution
= peak response of guanfacine from the Standard solution
= concentration of USP Guanfacine Hydrochloride RS in the Standard solution (mg/mL)
= molecular weight of guanfacine, 246.09

= molecular weight of guanfacine hydrochloride, 282.55

the percentage of the labeled amount of guanfacine (C,H,CI,N,0) dissolved at each time point (i):
Result, = C, x Vx (1/L) x 100
Result, ={[C, x (V- VI + (C, x V)} x (1/L) x 100
Result, = ({C, x [V - (2x VI + [(C, + C,) x V]) x (1/L) x 100
Result, = ({C, x [V - 3x VYI} +[(C,+ C,+ C,) x V]) x (1/L) x 100
concentration of guanfacine in the portion of the sample withdrawn at the specified time point (i) (mg/mL)

volume of Medium, 900 mL
label claim (mg/Tablet)

volume of the Sample solution withdrawn at each time point (i) (mL)

2e Table 2.
Table 2
Time Point Time Amount Dissolved
0] (h) (%)
1 1 13-33
2 4 37-57
3 8 57-77
4 20 NLT 80

ages of the labeled amount of guanfacine (CgHgCIZNSO) dissolved at the times specified conform to Dissolution (711),

e Table 2.
yduct complies with this test, the labeling indicates that it meets USP Dissolution Test 2.
'ochloric acid buffer, pH 2.2 (3.73 g/L of potassium chloride in water. Adjust with hydrochloric acid to a pH of 2.2.); 900 mL,

75 rpm with wire helix sinker
and 15 h
3/L of sodium dodecyl sulfate and 0.1% of phosphoric acid in water prepared as follows. Dissolve 1 g of sodium dodecyl

)00 mL of water. Add 1 mL of phosphoric acid to the resulting solution.
Acetonitrile and Solution A (50:50)
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