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ADMET
(RUR, 976, KE#, HE, Hi)

TYPE | MEASURE

| vaLue | unir | source
Excretion Urinary glucose 12676 mg DOG
excretion
Excretion PLASMA CLEARANCE 6 (ml/min)/K DOG
g
Toxicity MORTALITY RATE 48.1 % MYTHIMNA SEPARATE
Toxicity LD50 105.4 mg/Kg RAT
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¥ Language Treatment with obinutuzumab leads to worse outcomes in haematological patients diagnosed
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J e: CAplus and MEDLINE
. 4=
BEE - %1T$ Patients with haematol. malignancies (HM) who fall prey to COVID-19, especially those receiving anti-CD20 monocional antibodies
L] (mAB), are at a higher risk for complications, mortality, protracted disease, and relapse. Anti-CD-20 mAB became widely used for
202 HM, especially for B-cell non-Hodgkin lymphoma (NHL). Current use of obinutuzumab includes combination with chemotherapy for
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ance resulted in more prolonged progression-free survival for patients with advanced-stage
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ance, it may be prudent to defer treatment with obinutuzumab or replace it with 3 less potent anti-
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I The substitutions L50F, E166A, and L167F in SARS-CoV-2 3CLpro are selected by a protease inhibitor in
vitro and confer resistance to nirmatrelvir

® 3 %70 A @ Citation Map b m A
In this Reference By: Jochmans, Dirk @; Liu, Cheng; Donckers, Kim; Stoycheva, Antitsa; Boland, Sandro; Stevens, Sarah K; De Vita, Chloe;
Vanmechelen, Bert @; Maes, Piet @; Trueb, Bettina; et al
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The SARS-CoV-2 main protease (3CLpro) has an indispensable role in the viral life cycle and is a therapeutic t4 %ﬁ*ﬁll\i ﬁmlﬁt t“ %

COVID-19. The potential of 3CLpro-inhibitors to select for drug-resistant variants needs to be established. Th| Fﬁ‘g ‘ i t &b f *, ﬁ ;&
: ; " n - -

passaged in vitro in the presence of increasing concentrations of ALG-097161, a probe compound des .

drug discovery program. We identified a combination of amino acid substitutions in 3CLpro (LS0F E166A L16 - B A

%IE E ~ 0) >20x increase in 50% effective concentration (EC50) values for ALG-097161, nirmatrelvir (PF-07321332), PF-0088 *ﬁ .t'. “_ 1’FEE'§- 6 ib"_ = % 6
While two of the single substitutions (E166A and L167F) provide low-level resistance to the inhibitors in a biochem. assay, the triple

mutant results in the highest levels of resistance (6x to 72x). All substitutions are associated with a significant loss of enzymic 3CLpro

a reduction in viral fitness. Structural biol. anal. indicates that the different substitutions reduce the number of

binding of the substrate is maintained. These observations will be important for the interpretation

ibitors in the clin. setting.
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ensitrelvir

© 2024 American Chemical Society. All rights reserved.

CAS 1ER®

Homo sapiens

Human

it EEa]

MEDLINE @

Humans

Protease Inhibitors
Qualifier: chemistry; pharmacology

nirmatrelvir and ritonavir drug combination

#5515

(MeSH % — L)

MEDLINE
supplementary terms

Adivision of f the
American Chemical Society

N\
(1))

CAS SciFinder O #EkIER - 3

ABENBELPT VWL I ICAFTEBIN T —X

10

~ Substances

2803933-60-8

aad

2755777-68-3

"
i

Absolute stereochemistry shown
Absolute stereochemistry shown

C27H34N406
Cyclopenta[c]pyrrole-1-carboxa

= octahydro-N-[(15)-3-hydroxy-2-o
o ) [[(35)-2...
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» X Role: Biological Use, Unclassified, Biologid
Absolute stereochemistry shown v Study, Uses

C37H4gN60552.Co3H35F3NsO,
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Xk D

Role: Biological Use, Unclassified, Biological
Study, Uses
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Absolute stereochemistry shown

C23H32F3N504
3-Azabicyclo[3.1.0]hexane-2-carbox
amide, N-[(15)-1-cyano-2-[(35)-2-oxo-3-

pyrroli...
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