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7 RESUTL
Scheme 1 (1 Reaction) Reactants
\T'
- Reagents
Absolute stereochemistry shown
Solvents
31-353-CAS-23620715 Steps: 1 Yield: 86% eee

1.1 Reagents: L-Lysine
Solvents: Isopropanol, Water; 25 °C; 2 h, 90 °C; 30 min,
90°C—55°C

1.2 Reagents: Sodium hydroxide
Solvents: Water; 55 °C; 2 h, 55 °C — 20 °C; 20 °C — 55
°C;2h,55°C—20°C

Experimental Protocols
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N-[2-[(4aR,65,8aR)-2-Amino-4,4a,5,6-tetrahydro-6-methylpyrano[3,4-d1[1,3]thiazin-8a(8H)-yl]-4-thiazolyl]-5-

(difluoromethoxy)-2-pyridinecarboxamide, Yield: 86%

thiazolyl]-5-(difluoromethoxy)-2-pyridinecarboxamide

I _lveina

Procedure

. Charge a nitrogen-purged reactor with jacket temperature at 25°C with N-(2-((4aR,6S,8aR)-2-

benzamido-6-methyl-4,4a,5,6-tetrahydropyrano[3,4-d][1,3]thiazin-8a(8H)-ylithiazol-4-yl)-5-
(difluoromethoxy)picolinamide (32.5 kg), 1-propanol (154 kg) and water (65 kg).

. Add L-lysine (46.7 kg, 319 mol, 5.5 equivalents) to the mixture.

. Heat the resulting mixture at 90°C for 24 hours.

. When the reaction is confirmed complete, cool the resulting mixture to 55°C over 30 minutes.
. Add 3.2 N agueous NaOH solution (100 kg) slowly to the mixture.

. After the addition is complete, cool the reaction mixture to 25°Cin 2 hours.

. Heat the resulting slurry to 55°C.

. Cool the resulting slurry to 20°C in a 2 hours cycle to increase the particle size.

. Concentrate the resulting slurry at ~40°C under vacuum (110 mbar) to ~230 L.

. Add water (130 kg) slowly over 1 hour at ~40°C and the agitation is continued at 40°C for 1 hour.
. Cool the mixture to 20°C.

. Filter the resulting slurry.

. Rinse the filter cake with a 7:1 volumetric ratio of water/1-propanol (2 x 63 kg).

. Dry the filter cake at 50°C under vacuum (P < -0.08 Mpa).
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(1.373)

-Supported Reagent (2,280)
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CAS Method Number 3-513-CAS-7303816

1. Reduction of Aldehydes and Ketones to Alcohols

Reaction Notes

Source

European Chemical Agt
most common notific
ciassification and label

ency (ECHA) Classification&Labelling Inventory - Notified classification and fabelling -
European Chemical Agency (ECHA) Classification&Labelling Inventory - Notified
ccording to CLP criteria

European Chemical Agency (ECHA) Classification&Labelling Inventory - Notified classification and labelling -
most common notifications, European Chemical Agency (ECHA) Classification&Labelling Inventory - Notified
classification and labelling - most serious notifications, European Chemical Agency (ECHA)
Classification&Labelling Inventory - Notified classification and labelling according to CLP criteria

Fisher Scientific
Anaerobic (795)
Solid State (664)

Low Pressure (650)

Green Chemistry-Waste Reduction (260)

Radiochemical (178)

Gas Phase (60)

Green Chemistry-Renewable Feedstock (45)

Failed Reaction (31)
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; S Process (96)
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Search For Operator Enter one term Comparative Example (12) soluble/water-
Example (71) swellable polymer
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®) Predicted value

Purpose

Target

Delivery Route
Physical Form

Experimental Activity

Components

Formulation 1

Nano-Emulsion Composite: Mouthwashes or

Toothpastes, Etc.
Antiulcer agents, Oral hygiene products, To

Aphthous ulcer, Dental pain, Homo sapiens

Oral drug delivery systems
Dental creams

Not Available

Ocimum gratissimum oil
Function: Anti-inflammatory agents, Antil

X Formulation 2

silk fibroin modified-chrysin

Function: Antibacterial agents, Anti-inflammatory agents,

Solubilizers, Allergy inhibitors
Amount Reported: 3 pbw
Optionality: Mandatory

Oils, grapefruit

Function: -

Amount Reported: 1 pbw
Optionality: Mandatory

Essential oils, wintergreen

Function: Antipruritic agents, Analgesics, Anti-inflammatory agents

Amount Reported: 1 pbw
Optionality: Mandatory Source

Mentha

Function: Antibacterial a
Amount Reported: 3 pbw
Optionality: Mandatory

42 © 2025 American Chemical Society. All rights reserved.

Oral Antivavity Sodium Fluoride Mouthwash:

Water

Function: Solvents®
Amount Reported: -
Optionality: Mandatory

Glycerol

Function: Humectants®
Amount Reported: -
Optionality: Mandatory

Cetylpyridinium chloride
Function: Antibacterial agents
Amount Reported: -

PATENT

Nano-emulsion composite and preparation method and
application thereof

Assignee : Ningbo Liwah Pharmaceutical Co., Ltd.
CN108938558

Language: Chinese

Location: Example 1, Table 1

Patent PDF View in CAS SciFinder

HITIIEL

®, Cationic surfactants®

PRODUCT INSERT

oral ANTIVAVITY sodium fluoride mouthwash

Manufacturer : Vi-Jon, LLC
NDC: 11822-5768-6
Location: Product insert
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