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Description (TONMT IC50=2 nM; hNMT IC50=4 nM). N-PJ G5B RmE (NMT) & A28 SR PH40E s (v 7695 1
P
IC50 & Target Trypanosoma
Cell Line  Type Value Description
Cytotoxicity against human HeLa cells assessed as reduction in
cell viability after 48 hrs by resazurin dye based fluorescence
HeLa ICso 2.8 uM assay
Antitrypanosomal activity against Trypanosoma brucei BSF427
expressing VSG118 infected in human MRCS cells assessed as
Cellular Effect reduction cell viability incubated for 69 hrs by rezasurin dye
MRC5 ECso 0.002 uM  based assay
Antiproliferative activity against human MRCS5 cells assessed as
reduction cell viability incubated for 69 hrs by rezasurin dye
MRC5 ECso 0.3 uM based assay
CYtotoxicity against human MRCS cells after 69 hrs by resazurin
MRC5 ECso 0.4 uM assay
DDD85646 (50 nM) fEMEVE NMRI /)N BB e LA 25 ()l i 1 3]
DDD85646 (0-100 nM; 6, 24h) 76 Aji & Pk s ip JAT ¥R/ A, 8T 00400 ) T 8 5 A7 45 PR AE HLU )
In Vitro N-PA S RS (TONMT), IR 1 -5 BE k4 s B B A 2R (3]
DDD85646 * L. donovani NMT (— i 7 £ i) ) 1C50 & 4.4 nM, Xf L. donovani
extracellular amastigotes ] EC50 fH4 8 pM[4].
DDD85646 (10, 50 mg/kg; Ffiz; 1 k) (EMEME NMRI /MR cp B sp 2SRRI I E (24 20%),
TEE LT T BC99 (EC99 #1246 nM), AEBSF 2 T. b. brucei MIHIMH[3].
DDD85646 (0-50 mg/kg; FAR; —HWK; 4 K) fEAG KL AT E S /NR (T, b. brucei acute
mouse model) HAT #5784 dili i/ 1] T Trypanosoma brucei N-myristoyltransferase (TONMT) 7% B4 4
FRAE R [3].
DDD85646 (50 mg/kg; IR — FHPR) MEME NMRI /N FUBEEL s B B35 T dug 15 [3].
In Vivo Animal Model: T. b. brucei acute mouse model of HAT[3]
Dosage: 0-50 mg/kg
Administration: Oral gavage (p.o.)
Result: Cured all animals in the 7. b. brucei acute mouse model of HAT at a minimal
oral dose of 12.5 mg/kg (b.i.d. for 4 days)
Prevented 99% of T. b. brucei proliferation
Parasite numbers dropped below detectable levels within 12 hours
o ST
Solvent&Solubility DMSO ¥ M#E : 100 mg/mL (201.84 mM; 75 BIA; WRIRHT DMSO X 7™ i (R4 il B2 A S 35 52

e, 5 AETTE ) DMSO)
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Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0184 mL 10.0922 mL 20.1845 mL
Stock Solutions 5mM 0.4037 mL 2.0184 mL 4.0369 mL
10 mM 0.2018 mL 1.0092 mL 2.0184 mL

AR = S TE AN [ A 77 o KV AR REE PR I I VAU S B 48 — B HOBTI,  W R,
S VR R R 7 it R

ik & T A7 75 SRR . -80°C, 6 months; -20°C, 1 month. -80°C f477RT, 1 7E 6 ANH P, -20°C
fETERE, SEAE AN A PR

YL

AR ) S B M 45 24 7 2R B A B R T R

AR VAR TT S S6 %88 In Vitro 77 sURCHIVEE (065 490, FEARVCH I BVE 7
ARUE S04 R AT R, VBT IO T DMRE R AR 45 1, S8 RAE s R SE i TR, &
WEBLHBE, 2R

DA VAU SR 1 4 LU 8 A 7R 7 A TC ) 28 P P PR s B PE TR A v e BT L T
TG, AT DU i HEn /s 1y A BhiE

FE

KT A INEEAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.05 mM); ¥& & A

PTT RIS > 2.5 mg/mL (R ARED BB IHEW .

PL1mL TAERCAE], B 100 pL 25.0 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 1, JBA
¥157; Fi EiRAE RSN 50 uL Tween-80, JREHI5]; SRIG ARSI 450 uL AFHK EEZE 1
mL.

A KRR ¥ 0.9 g SN, BT ddH.0 FEERZE 100 mL, A LAFS RIS % B 10 A4 B4R K
B

HE =

B FR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 2.5 mg/mL (5.05 mM); ¥&i& &

W7 RA3RAG > 2.5 mg/mL (AR ARED B E IR

PL1mL TAEBCAE, B 100 pL 25.0 mg/mL {77 DMSO fifi & nE] 900 uL 20% [ SBE-B-CD
AR, IREA.

2 g SBE-B-CD (Il TJ&:Mk B-MAMIKS) MiAEAT 10mL MK, sEABMEREEN.
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LA AR
AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W
1 mM 2.0184 mL 10.0922 mL 20.1845 mL 50.4612 mL
5mM 0.4037 mL 2.0184 mL 4.0369 mL 10.0922 mL
10 mM 0.2018 mL 1.0092 mL 2.0184 mL 5.0461 mL
15 mM 0.1346 mL 0.6728 mL 1.3456 mL 3.3641 mL
20 mM 0.1009 mL 0.5046 mL 1.0092 mL 2.5231 mL
25 mM 0.0807 mL 0.4037 mL 0.8074 mL 2.0184 mL

DMSO

30 mM 0.0673 mL 0.3364 mL 0.6728 mL 1.6820 mL
40 mM 0.0505 mL 0.2523 mL 0.5046 mL 1.2615 mL
50 mM 0.0404 mL 0.2018 mL 0.4037 mL 1.0092 mL
60 mM 0.0336 mL 0.1682 mL 0.3364 mL 0.8410 mL
80 mM 0.0252 mL 0.1262 mL 0.2523 mL 0.6308 mL
100 mM 0.0202 mL 0.1009 mL 0.2018 mL 0.5046 mL
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