Cas No.:

1051375-16-6 Cat. No: PC15669

Product Name:

S/GSK1349572.

Product synonym:

JE &4 GMP; 18 5 45 (GSK-1349572, DTG); [ €45 35: (4R, 12AS)-N-[(2,4- — i A L) 1 3L1-3,4,6,8,12, 12A- /N & 7-F3 Jk-4-
J-6,8-AHAC-2H-MLIE H[1,2'4, 510 B - [2,1-B][1, 31%5-9- FH B ; Dolutegravirbi ik il 18 27 45 35, 78 2 15 45 GSK-1349572; /%44
AL B RE; (4R, 12aS)-N-[(2,4- A L) 1 3E)-3,4,6,8,12,12a- /N A -7-F2 He-4- 1 96, 8- A -2H-NEIE 3 (1", 2":4, 5] 82 I
[2,1-b1[1, 31%EME-9- FR kNI 22 5 47 43, AL 57 85 22 e bis 15 15 A e o5 U0 B I AL B 5, A B e 15, 1 B S 5
GSK1349572;DOLUTEGRAVIR & & 45, 2 & i 4544 i1

Chemical name: S/GSK1349572.
MF: C20H19N305F2 FW: 419.37876
Purity: >98% Batch No.: -
Storage:
OH 0O
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Structural formula: MH
F
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Amax: - Formulation: -
Solubility :

SMILES : FC1=CC(F)=C(C=C1)CNC(C2=CN(C3=C(C2=0)0)C[C@ @]([H])(N4C3=0)OCC[C@H]4C)=0
InChl Code: -

InChl Key:

WARNING This product is not for human or veterinary use.

Product Description

HIVEE S EEFNE ), Dolutegravirse: 55 ACHIVEE & B EEE AL JIHI 75 (INSTI), 1C50 A 2.7 nM.

A

Dolutegravir (S/GSK1349572) is a highly potent and orally bioavailable HIV integrase strand transfer inhibitor with an ICsg of
2.7 nM for HIV-1 integrase-catalyzed strand transfer. Dolutegravir (5/GSK1349572) inhibits HIV-1 viral replication with an ICsg
of 0.51 nM in peripheral blood mononuclear cells. Dolutegravir retains a high potency against the HIV-1 Y143R, N155H, and

G140S/Q148H mutants (EC50=3.6-5.8 nM).

IC50 & Target[1][2]

IC50: 2.7 nM (HIV-1 integrase-catalyzed strand transfer)
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The ECsg of Dolutegravir (S/GSK1349572) against HIV-1is 0.51 nM in PBMCs, 0.71 nM in MT-4 cells, and 2.2 nM in the PHIV
assay, which uses a pseudotyped self-inactivating virus. The 50% cytotoxic concentrations (CCsg) for Dolutegravir in proliferating
IM-9, U-937, MT-4, and Molt-4 cells are 4.8, 7.0, 14, and 15 pM, respectively. In unstimulated and stimulated PBMCs, the CCsg
PRSI FE(In Vitro) are 189 uM and 52 uM, respectively. Based on the ECsg of Dolutegravir against HIV-1 in PBMCs (i.e., 0.51 nM), this translates

to a cell-based therapeutic index of at least 9,400.

Medlife has not independently confirmed the accuracy of these methods. They are for reference only.

Following a single intravenous (IV) administration of Dolutegravir, the plasma clearance is low in rats (0.23 mL/min/kg) and
monkeys (2.12 mL/min/kg). The half-lives in the rat and monkey are similar, approximately 6 h, and the steady-state volume of
distribution (Vss) is low. Following oral administration, Dolutegravir is rapidly absorbed with a high oral bioavailability when

administered as a solution to fasted male rats and a single monkey (75.6 and 87.0%, respectively). Dolutegravir exposure (Cmax

A4 Y AFE 7% (In Vivo)
and AUC) increased with increasing dose following oral administration of a suspension to non-fasted rats up to 250 mg/kg and
non-fasted monkeys up to 50 mg/kg, although the increase is less than proportional.
Medlife has not independently confirmed the accuracy of these methods. They are for reference only.
Powder -20°C  3years
4°C 2 years
LA

Insolvent -80°C 6 months

-20°C 1 month

1S I

DMSO : 10 mg/mL (23.84 mM; Need ultrasonic and warming)

L
el N 1mg 5mg 10 mg
W
1mM 2.3845 mL 11.9224 mL 23.8447 mL
i 1 s 2 AR
5mM 0.4769 mL 2.3845 mL 4.7689 mL
10 mM 0.2384 mL 1.1922 mL 2.3845 mL

« PERNIE, HAMRREANIE o R UURAE RIS A TS VA RO A A VA TICROATIUR . B B R A, BERRE
VRIS A A i
1% & W AR A7 T AP . -80°C, 6 months; -20°C, 1 month. -80°C ff A7}, HLAE 6 A WA, -20°C 7R,
WAL LD H A

A BIIL:

S VORI 5 1) S 0 2 W A 25 24577 AR Pl 2 T AR TT 26 - DL VA AR SRR BB IZ IR AR St 52 7 228 75 1 ik %
W BRI B -

—— NPRAESRIEE R FTFENE, B3 Ml 5 00T RS 47 26 1F, B 0RA7: RSRIR ) TR, a2 iUE Il
Ao, R LRI 2R

7 P AR 2 9 0 E 5 T o] 28 5 00 R AR o B s e R A R b B COE . ML E, AT DU R A A0 /s 7 R
T A Bhi

1 BUURBBRTIR MAERIVAET]: 5% DMSO  95% (20% SBE-B-CD in saline)
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Solubility: > 2.62 mg/mL (6.25 mM); Clear solution

5. EEBURBEK I INAEFHAR:  10% DMSO  40% PEG300 5% Tween-80 45% saline

Solubility: > 2.5 mg/mL (5.96 mM); Clear solution

UL 77 T3R5 2 2.5 mg/mL (5.96 mM,  HEFHREE A N) (RIS AT .

PL 1 mL TAEWBCNH, L 100 pl 25.0 mg/mL {17875 DMSO fif 4 %] 400 ul PEG300 1, JB&I2E); AL
IRAE RTINS0 uL Tween-80, JRAIIST: SRIGAREEINIAN 450 pLAE B EL 7K E A 2 1 mL.

¥ 0.9 g FALAN, SEAVEMT 100 mLddH?0 H, 75372 A 10 A 20 AR K AT
3. EBURIEFIINAEFNAR]:  10% DMSO  90% (20% SBE-B-CD in saline)

Solubility: > 2.5 mg/mL (5.96 mM); Clear solution

W7 E 35 > 2.5 mg/mL (5.96 mM,  HIAIEE R &) (VIS VAR -

PL1mL TAERBCAH], L 100 pL 25.0 mg/mL (K175 DMSO fif % W1 E] 900 pl 20% 1) SBE-B-CD A= # £ /K /K
B, REB.
¥ 2 g BT HERE B-IOMIRE N 5 mUAEBEEK b, FERAE B KGE A ZE 10 mL, SEARVEME, AW

4. BUBURIBUUFA IR 10%DMSO  90% corn oil

Solubility: > 2.5 mg/mL (5.96 mM); Clear solution

BET7 S AT RAT 2 2.5 mg/mL (5.96 mM, HRIFEARKN) FIVETHA T, IL77 SEANEH] T30 e A A BLL
525 o

DL 1 mL TAER A, HL 100 pL 25.0 mg/mL (K17 DMSO fifi 2 N2 900 pLF K, TRAII5 .
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