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CHAT UC CHE PHOSPHODIESTERASE TYPE-5 (PDE-5i)
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5a R = 5-hydroxymethyl, [Csy = 9.3 uM 6 PDE 5 ICsp = 86 nM Ta X = S, PDE 5 ICgq = 0.60 nM, PDEG/5 =8-fold  8an = 1, PDE 5 ICsy = 160 nM
5b R = 3-hydroxymethyl, ICsy = 4.9 uM 7b X = O, PDE 5 ICsg = 0.53 nM, PDE6/S =4-fold  8b n = 4, PDE 5 IG5 = 170 nM
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11 PDES IG5 =17 nM

9a X =0, PDES 1G5 = 3 nM
b X =5, PDES IC5;= 11 nM

10 PDES ICyp = 3 M
Zheng et. al. (2018). Discovery of furyl/thienyl B-carboline derivatives a

12 PDES 1Cx, =240 nM 13 PDES 1G5 =180 niv
s potent and selective PDES5 inhibitors with excellent vasorelaxant effect

Homosildenafil Hydroxylhomosildenafil
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. NGUYEN TAC VA PHAM VI AP DUNG

»Chat phan tich dwoc chiét khdi nén mau bang dung méi acetonitrile: nwoc (1:1),

loc qua mang loc 0,22 um va phan tich bang LC-HRMS.

»>Nén mau ap dung: thwec pham bao vé strc khde (TPBVSK) dang vién nang cirng,

vién nang mém va dang 1éng.

»>Gidi han phat hién (LOD), gi¢i han dinh lwong (LOQ) cla phwong phap trén nén
mau thwec pham bado vé strc khoe 1a 0,1 (mg/kg) va 0,3 (mg/kg).
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NGUYEN TAC VA PHAM VI AP DUNG

»Phwong phap dwoc ap dung dé phan tich cac chi tiéu sau (19 chat trong danh
muc thong tuw s 10/2021/TT-BYT): Aildenafil, Aminotadalafil, Benzamidenafil,
Desmethyl carbodenafil, Desmethylsildenafil, Dimethylacetildenafil,
Dithiodesmethylcarbodenafil, Hydroxyhomosildenafil, Hydroxyacetildenafil, N-
Desmethyl tadalafil, N-Desmethyl-N-benzylsildenafil, N-Desmethylvardenafil,
Piperadino vardenafil, Sildenafi, Sulfoaildenafil (Thioaildenafil),

Sulfohydroxyhomosildenafil, Tadalafil, Thiosildenafil, Vardenafil va cac dang
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CAC BUOC TIEN HANH
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II. QUY TRINH XU’ LY MAU
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Mau dong nhat (0,5-5,09)

Lic vortex

Ly tam 6000 vong/phut, 5 phut

Lic vortex, rung siéu am 30 phut

Ly tam 6000 vong/phut, 5 phut

Dich trong

Loc

khoang 5mL n-hexane

20 ml Acetonitrile:
nwée (1:1)

LC-HR/MS




lIl. PHAN TIiCH MAU TREN THIET BI

Diéu kién sac ky
« Cot phan tich: C18 (100 mm x 1,7 pm x 2,1 mm) va tién c6t C18
 Pha déng: (A) 10 mM HCOONH: va 0,1 % acid formic trong nwéc,
(B) 10 mM HCOONH: va 0,1 % acid formic trong ACN: MeOH (1:1, v/v)

* Gradient pha dong:

M Kénh B (%)
B Kénh A (%)
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Pieu kién HRMS

¢ Khél phé Q'Obltrap precursor
selection
° Nguén: HESI (+) va (-) |mmIe ‘an CID/HCD mst | o
(repeat) L 1| I
e Ché do full MS—dd-MS/MS [ L]
s Full MS: 200 — 2000 m/z; d6 phan giai 70.000 FWHM
2 dd-MS/MS: d6 phan giai 17.500 FWHM g Gt s Quadranole
<+ Thé phan manh: NCE 40%, 70%, 100% \ \I // ﬁ] \
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IV. XU’ LY VA PHAN TiCH SO LIEU
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1 = =4 Cinnarizine C26 H28 N2 EEEN 368.22597 6.455 | 409105167456 6 7T g9.7 (DN m (]
> 4= [ Codeine €18 H21 N O3 OOmd 290.15266 3.049 1054553893 31 2 67.8 |[C]H W (]
3 = [ [V Cyproheptadine C21 H21 N ONENE 287.16785 5.244 2026873577 6 6 o987 ([l Hm ] |
4 = =] Drotaverine C24 H31 N O4 [ ] | 397.22589 | 12.817 2827793153 5 (o] (] i m (] |
5 4= [&] Ethylmorphine C19 H23 N O3 EEEn 312.16828 3.244 5209310899 22 2 738 (OH H (]
6 = [&] Fludrocortisone C21 H29 F O5 HOOHE 380.19927 | 12.969 6245666471 2 (o] ] | B (]
Fi =] Flunarizine C26 H26 F2 N2 EEEE 40420714 7.824 092564607416 1 5 go.s ([EH B (]
8 = [+] Fluocinolone Acetonide C24 H30 F2 O6 HOEN 45220131 0.515 1667930163 T 0 ] | H (]
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10 = [ Furaltadone C12 H16 N4 06 OO0 m 324.10620 0.547 11236276084 10 0 ] | Hm (]
11 = =] Malorphine C19 H21 N O3 ] 11 311.15265 3.091 3882667064 15 3 &z (OMW Hm (]
12 = (=] M-Desmethyl sildenafil C21 H28 N6 C4 S COMEC 460.18961 4.433 63329668895 7 20 o7.5 (@& Hm (]
13 = ] Oxycodone C18 H21 N O4 ENEN 315.14758 3.095 4847625023 13 0 ] | o (]
14 = [&] Phenolphthalein C20 H14 04 EHECC 318.08952 5.286 | 102647360344 10 15 oo | OO H ([
15 = ] prenoxdiazine C23 H27 N2 O D= 361.21569 3.722 361522825 = 0 EE [
16 = [=F] Propylnorapomorphine C19 H21 N O2 | |R|E] | Z295.15784 2076 1123121706 17 Q ] | ] 1
17 = =4 Sibutramine C17 H26 CI N [ 1 1 Im 279.17575 4670 167948585372 3 & gg.6 |[@DE m (]
18 = [ Sildenafil C22 H3IO N6 Q4 S ] | | | 474.20519 4056 | 4037013073847 6 10 gg9.6 ([N W (]
10 = =4 Sildenafil Citrate C22 HIO N6 C4 S5 [ Im[m] | 474.20549 6.071 1047286848 & (v} ] | m (]
20 = =] Sildenafil N-oxide C22 H3O N6 O5 S [ Iy | 490.20032 ATAT 62646186287 2 3 o6.5 | m (]
21 4= <] Tadalafil C22 H19 N3 O4 [ 1 1 = 380.13797 6.203 45064754307 5 3 os5.8 (@@ H (]
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