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Design, Synthesis and Antidepressive Activity of Fluorine-containing Morpholinol Derivatives

TANG Xiaomin, XIAO Xinrong*, GUO Qian, TIAN Fangjie, LUO Tian(University of South China, Hengyang
421001, China)

ABSTRACT: OBJECTIVE To synthesize 6 kinds of fluorine-containing morpholinol derivatives and to explore their
antidepressant activityy. METHODS The target compounds were synthesized from trifluoromethyl substituted propiophenone
via bromination, amination, cyclization, reduction, acidification. The antidepressant activity of all synthesized compounds were
evaluated by the forced swimming test in mice. RESULTS  The structure of target compounds were identified by '"H-NMR, IR
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and MS. The immobility time of compound Vb and Ve were significantly shorter than the blank control group(P<0.05).
CONCLUSION This synthetic process is simple and easy to control. Compound Vb and Ve have shown some antidepressant

activities.

KEY WORDS: fluorine-containing morpholinols derivatives; synthesis; antidepressant activity; forced swimming test
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Fig. 2 Synthetic route of target compounds
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Ji, VKIBAEEIMAN 12 mL HER, HPEmiE
165 °C, [FI¥i)e i 12 h, &, JNZ&E4E/K 30 mL,
M 40% M S EALBRE R YT pH & 11~12, e
15 min #E 7. AHZEH K LEQR0 mLX3)
UL, REHUOHR A KRR Tt % . H, o
U, BT BN EME TR, ks
A, YRR, B TRA O AR K.
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4.88~4.96(m, 1H, BIIL 2-H), 7.24~7.39(m, 4H,
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234, AL 10 L MRR I 2549 — % 50 mg-kg!
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Tab. 1 Effects of target compounds on immobility time in
the forced swimming mice(x £ s, n=10)

45 A Bt a) /s
75 N A 150.4+38.5
B 2 % FE 2 84.4422.5"

Va 41 141.5+26.3"

Vb 4 110.1£27.5Y

Ve 4 130.4429.6"

vd 4 140.5+27.3"

Ve 41 107.1£29.4Y

V4 132.4+28.7"

. BEABALE, "P<0.05.
Note: Compared with control group, "P<0.05.
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Study on in Vitro Release and Corneal Permeation of a Thermoresponsive Ophthalmic in Situ Gel
Containing Bendazac Lysine

LI Ying, TANG Zhan, YIN Lina, WANG Shenghao, WANG Qiao*([nstitue of Medica Materia, Zhejiang Academy of
Medical Sciences, Hangzhou 310013, China)

ABSTRACT: OBJECTIVE To study the in vitro release and corneal permeation of a thermoresponsive ophthalmic in situ gel
containing bendazac lysine. METHODS The effect of the concentration of Poloxamer407 and 188 on the gelation temperature
was evaluated, then the results were fitted with second-order quadratic models to optimize the formulation. Using aqueous
solution or eye drops as control, the in vitro release of the formulation was evaluated by membrane-less method, dialysis bag
method and dialysis membrane method. Then, the corneal permeation experiment of the optimum formulation was carried out
with Franz diffusion cells. RESULTS The optimium formulation had low corneal irritation, gelling temperature of 31.5 C, pH
of 6.95, and osmotic pressure of 397 mOsmol-kg™'. Compared to the control group, the optimum formulation had significant
sustained release effect without burst release. The result of the corneal permeation showed that the corneal permeation rate of the
in situ gel was lower than the eye drops. CONCLUSION With significant sustained release effect, the thermoresponsive
ophthalmic in situ gel will become a promising alternative formulation for bendazac lysine which was used for treating cataract.
KEY WORDS: in situ gel; ocular; bendazac lysine; release; permeation
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