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Stereoselective process for preparing isoxazolo-quinoline-
substituted cyclohexyl derivatives
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Preparation of N-{isoxazoloquinolinylcyclohexyljcarbox
amides and analogs as MRP1 Inhibitors

~ Number of Steps Solvents: T
°C

1.2 70 °C; overnight, 70 °C — 85 °C

1(2,455)
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Reaction Overview
Yield: 85%

SAE
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Steps: 1

Absclute sterecchemistry shown, Rotation (+)

Development of a Scalable
Synthesis of an Azaindalyl-
Pyrimidine Inhibitor of Influenza
Virus Replication

Stage

1S) View Source Full Text «

Company/Organization 2
Vertex Pharmaceuticals
Incorporated

Boston, Massachusetts 02210
United States

Experimental Protocols
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Reagents Catalysts Solvents

Triethylamine Toluene
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Absolute stereochem stry shown, Rotation (-]

85%
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Conditions

2 h, reflux; reflux — 60 °C

overnight, 60 °C — 80 °C

[ EEERR—FYNEM RN ]—'P Alternative Steps (5)

Synthetic Methods _i EERAL R

Products

Reactants

1-Ethyl (1R,35)-1,3-cyclohexanedicarboxylate

Benzyl alcohol

Reagents

Triethylamine

Diphenylphosphoryl azide

Solvents

Procedure

Toluene

Characterization Data EERIHIE

Ethyl (1R,35)-3-[(benzyloxycarbonyl)amino]cyclohexanecarboxylate

Proton NMR
Spectrum

Optical Rotatory
Power

HRMS

State

Ethyl (1R,35)-3-[(benzyloxycarbonyl)amino]cyclohexanecarboxylate, Yield: 85%

1. Add diphenylphosphoryazide (DPPA) (166 mL, 769 mmol) and triethylamine (107 mL, 769 mmol) to (1S,

(300 MHz, CDCl3) 67.48-7.30 (m, 5H), 5.11 (s, 2H), 4.67 (s, 1H), 4.13 (qJ= 7.1 Hz, 2H), 3.55 (s, TH),
2.42 (t)=11.8 Hz, 1H), 2.28 (d, = 12.6 Hz, 1H), 2.10-1.79 (m, 3H), 1.50-1.19 (m, 6H), 1.19-1.00 (m,

TH).

=-33.3°(c=1in DCM).

(ESI) [M + H]" calculated for Cy7H24N0O4 306.1700, found 306.1700

sticky solid

CAS Method Number 3-451-CAS-15598720
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Reaction Notes —[
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scalable

Transformations —[
1. Schmidt Re

action
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Step
BA=>B+
Average Yield: 66%

Evidence
Alternative steps (70)

EB=D+E
Maximum Yielde22%
Evidence
Alternative steps (25)
LC3F+G
Average Yield: 63%
Evidence
Alternative steps (67)

AD=H

Maximum Yield:
100%

Evidence
Alternative steps (8)

AF=1
Maximum Yield: 96%

Exclude this step

Evidence

1.1

1.1

Reagents: Hydrochleric acid
Solvents: Dichloromethane,
1.4-Dioxane; 14 h, rt

View All ~

Reagents: Sodium bicarbonate,
Sodium carbonate

Solvents: Dichloromethane,

Ethyl acetate, Water; 1 h, pH8,0°C

Reagents: Acetic acid, Iron
Solvents: Ethanol; 2 h, reflux;
cooled

View All v

Reagents: Hydrogen
Catalysts: Palladium
Solvents: Ethanol; 2 h, rt
Experimental Protocols

Reagents:
Tetramethylammonium hydroxide
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View evidence

518 Results Group: By Scheme ¥ Sort: Relevance ¥ View: Collapsed ~

Scheme 1 (2 Reactions)
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m suppliers (76) W suppliers (44)

31-614-CAS-31432345 Nitrogen heterocyclic compounds and methods of use
Assignee: Black Diamond Therapeutics, Inc.
World Intellectual Property Organization, WO2021127397 A1

2021-06-24

Steps: 1 Yield: 92%

1.1 Reagents: Sodium bicarbonate
Solvents: Tetrahydrofuran; 0°C; 0.5 h, 25 °C

PatentPak >  Full Text~
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Preparation of deuterated dihydrofuranones for the treatment of
irritation symptoms of join degeneration, as well as of acute pain,
and dysmenorrhea
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Key Substances in Patent - 12. The lithium secondary battery accogding to clajm 9,
cas mH T# PDF wherein the electgglyte comprises at lgst Whe orgafygt sol-
345829 L] B - - S .- R 7|,c|'||;'
E 33454-82-9 F 0 Z ene,
. 3 o CAS Wame ” fluo-
- Lithaim trfluoromethanes thlo-
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o ene,
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Analyst Mardaup Locations (1)

¥ Page 14 Get Redetions (2637

CAS RN Synthedize (102)
14263079

. 9 Sart Rerosmthec Anaiysis aher
r—E|=‘~— B Gerdnteranies (34404 tthy-
| e omapa Qe snaue - fltet-
F IS
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dlm:lh cthane oxolane, dl;,l 3 [clraglvmc. -
yln.m nah., pmp ¢ t.a.rb(mall., tyrolactone, sul-

- apd mevalolactone,

ERR /.\\T_.E%EE’JIELL*T'LEF}; Bl |} ac ing to ¢laim 1,
e BRI ELTFI P IZYBHIBIMUE 1 e onc compound
ium hexafluoro-

lll.ll'l‘l hedglluoroarsenate (LiAsF.), lithium perchlorate

ClO,), hthium  tricloromethanesulfonate  (CFS0O4LI),

hu bis(irilluoromethylsulfonimide  (LIN(SO,CF,).),
lithiuly bis{perfluoroethylsulfonyljimide (LiN(SO.C.T).),
and lithium bisoxalate borate).

14. The lithium secondary batlery according to ¢laim 1,
wherein the electrolyle comprises a supporting sall at a
concentration of 0.1 0 2.0M.

15. The lithium secondary battery according to claim 1,
wherein as a result of SEM-EDX measurement of the

CAS RN
21324-10-3

NO
TS

L of
gosphale #m) Tithium  tetraflu ate  (LiBE),

o Lt

TR RS89

[EAwtY))o

Ni, Co, and Mn, and the second positive active material
shows a peak of Co, or the first positive active material
shows peaks of Ni and Mn, and the second positive active
material shows

[ I

16. The lithium sceon OCASﬂii*Tglﬁ'JE 5,
wherein the charging & BEYRENFRIZ La
charge rate b 0. ate
between 001 and 2.0 C.

17. The lithium secondary battery according o claim 16,
wherein the charging and the discharging is performed at a
charge rate between 0.2 and 1.5 C and a discharge rate
between 0.2 and 1.5 C.

18. The lithium secondary bantery according 1o ¢laim 15,
wherein the charging and the discharging is perfonned at a
charge current density between 0.1 and 5.0 mA/em® and a
discharge current density between 001 and 5.0 mA/em®.

19, The lithium sceondary baitery according 1o ¢laim 18,
wherein the charging and the discharging is performed at 2
charge current density between 0.2 and 4.0 mA/em® and a
discharge current density between 0.2 and 4.0 mA/em,

20. The lithium secondary batlery according 1o claim 15,
wherein the charging and the discharging is performed for 1
to 300 times.

21. The lithium secondary battery according o claim 20,
wherein the charging and the discharging is performed for 1
10 99 times.

22, The lithium secondary battery according 1o claim 15,
wherein the battery is in a charged or discharged condition
afler the battery is charged and discharged.

23, The lithium secondary baltery according 1o claim 20,
wherein the battery is in a condition of being charged or
discharged after the battery is charged and discharged.

24, The lithium secondary batlery according 1o claim 20,
wherein the battery has an open circuit voltage (OCV) in the
range of 1.0 o 5.5V after the battery is charged and
discharged.

25, The lithium secondary battery according 1o ¢laim 24,
wherein the bantery has an open circuit voltage (OCV) in the
range of 1.5 to 4.5V after the battery is charged and
discharged.
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Formulation Designer Advanced Search

Design custom formulation Search Formulations using
templates based on selections criteria like ingredients,
and ingredients targets, and more.

& Advanced Formulations Search @

itent fields: Ingredient, Function, Purpose, Physical Form, Delivery Route, and Target
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Enter one term

JUH#&%@? VL0 — Ingredient - Required = Celecoxib |
|
All Fields Search For Operator Enter one term
Form Purpose - Required~  Analgesics
Function
Ingredient Search For Enter
Purpose Farm - Required [ablets
. |
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& Formulations search for "celecoxib"

Get Additional References —[ IR1GLE REXT R BTk ] ‘i‘ M Save
Fiter by ﬁ%ﬁﬁm,%&ﬁ%MEﬁﬂﬂﬁi] sorc Relevancer~ Group: ByFami -
~ Industry 1 RIFERH

RERE

Pharmaceutical

Undassified Pharmaceutical Tablets Containing Celecoxib: Antiinflammatory Agents or M3 Compare
Analgesics |
~ Purpose Location: Comparative Example 2B, Table 2, 5

Drug delivery systems (109)
Analgesics (81)

Purpose: Analgesics, Anti-inflammatcry agents

X Lb R BB /5 ]

Target: Homo sapiens, Lower back pain, Osteoarthritis, Rheumatoid arthritis, cervical shoulder arm

Anti-inflammatory agents (80) syndrome, shoulder periarthritis

Antiarthritics (57) Delivery Route: Oral drug de[ SIFRES RS, HEREE ]
Pharmaceutical formulations Physical Form: Tablets
(31) |
View All Amount PATENT
Component Function Reported . .
) Pharmaceutical tablet containing
~ Physical Form celecoxib as anti-inflammatory and
Group: granulated - 1008 g analgesic agent
Capsules (98) celecoxib . )
Assignee : Ohara Pharmaceutical Co., Ltd.
Tablets (81)
it 54 Celecoxib Nonsteroidal anti-inflammatory 1200g JP2019089758 Feadback
olutions :
agents® Language: Japanese
Suspensions (31)
Liquids (17) p-Glucose, 4-0-B-p- Formulation excipients 264g Patent PDF  View in CAS SciFinder
galactopyranosyl-,
View All

hydrate (1:7)

[EEﬁTﬁ%ﬂ%K

+ State of Matter Hydroxypropyl Disintegrants 564F
cellulose —
TECAS SciFinder

~ Delivery Route Cellulose, Disintegrants 102g hE B XEkEE
Oral drug delivery systems carboxymethyl ether

81) -

Additional It rted

Controlled-release drug itional group components reporte:

delivery systems (11) Group: Additional - -

Topical drug delivery systems ingredients

(5)

Parenteral drug delivery Magnesium stearate  Lubricants 12g

systems (4)

Inhalation drug delivery

Predicted val
systems (2) ® Predicted value

View Formulation Detail _[ ERBINNETSFE ]
11 Similar Formulations - View All —[ EERREIFIRES ]

View All

~ Information Included

Component Amount (80)

Process (60)
Experimental Activity (49)

Effective Dose (5 . : z -
ESLTRIERE Oral Pulsatile Drug Delivery System of Celecoxib: Antiinflammatory Agents or

Analgesics--Controlled Release Drug Delivery Systems for Pharmaceutical
Formulation

M] Compare
~ Document Type
v Organization Location: Article Page 1, 3, 4, Table 1

Purpose: Analgesics, Anti-inflammatory agents
v Language Delivery Route: Oral drug delivery systems
Physical Form: Tablets

~ Publication Year

1999 2020

Amount
Reported

JOURNAL

Component Function . . X
Formulation and evaluation of pulsatile

Group: Celecoxib R ) drug delivery system of celecoxib
granules World Journal of Pharmaceutical Research
Language: English

Celecoxib

Mannitol_[

Nonsteroidal anti-inflammatory -
agents

AEBEENET, TEE ] ,

No Min  to No Max
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& Pharmaceutical Tablets Containing Celecoxib: Antiinflammatory Agents or Analgesics

o MSave
Purpose Target Delivery Route Physical Form gﬁ%ﬁﬁ
Analgesics, Anti-inflammatory Homo sapiens, Lower Oral drug delivery systems Tablets View
agents back pain,
Osteoarthritis,
Rheumatoid arthritis,

cervical shoulder arm
syndrome, shoulder
periarthritis

(B Predicted valus

Formulation Ingredients Expand All Groups | Collapse All Groups

Component Function Amount Reported Optionality Feedbark
A Group: granulated celecoxib Formulation active agents 1008 g Mandatory
Celecoxib Monsteroidal anti-inflammatory agenl_s@ 1200g Mandatory
oGlucose, 4-0-F-o-galaciopyranosyl-, hydrate Formulation excipients 264 g Mandatory
2
Hydroxypropyl cellulose Disintegrants 384g Mandatory
Cellulose, carboxymethyl ether Disintegrants 102g Mandatory
Palyivinyl alcohel) Binders 42g Mandartory
Sodium dodecy! sulfate Surfactants 24g Mandatory
Magnesium stearate Lubricants 12g Mandatory

More Formulations like this... —[ AEABYHIF KBS A ]

Celecoxib Tablet Composition Celecoxib Tablet: Antiarthritics Pharmaceutical Composition; Antiarthritic Pharmaceutical
Antiarthrities Purpose: Antlarthritics Antiarthritics-Immediate Release Composition
Purpose: Antiarthritics Target: Hama saplens. Dsteoarthritis, .., Purpose: Antiarthritics Purpose: Antharthritics
Target: Arthritis, Homo saplens Delivry Route: - Target: Homo saplens Target: Arthritis, Homo saplens

| Delivery Route: Oral drug delivery syst... Physical Form: Tablets Detivery Route: Oral drug dalivery syst... Dulivery Route: Oral drug delivery syst..
Physical Farm: Tablets Phiysical Form: Sachets, Tablets, disinte... Physical Form; Tablets

~ Process

celecoxib, lactose hydrate, low-substituted hydroxypropyl cellulose and carmellose were added into a high-speed stirring granulater to obtain a mixture, polyvinyl alcahol
and sodium launy sulfate were dissolved in purified water to obtain a solution. the obrained solution was added dropwise or sprayed over the mixture obtained above and
wet granulated to a particle diameter of 4 mm in a crusher. the granulated product was put into a fluid bed dryer supplied with air at a temperature of 85 °C and dried at 40
*C. the dried product was further crushed to obtain g lated celecoxib of di 1 mm. the abtained cefecoxib g lated product was mixed with magnesium stearate
and tableted at 600 kgf pressure to obtain a circular tablet of 340 mg and 9.5 mm diameter,

~ Experimental Actiity ——|  BINIRASRIIE |

Descriptor Notes Details
dissolution rate of celecoxib after 15 minutes 276%
dissalution rate of celecoxib after 30 minutes 751 %
dissolution rate of celecoxib after 45 minutes 887 %
dissolution rate of celecoxib after 60 minutes 93 %

~ Source Patent

Pharmaceutical tablet containing celecoxib as anti-inflammatory and analgesic agent

Assignee ;: Ohara Pharmaceutical Co., Ltd,
JPZ019089758

Language: Japanese

Lecation: Comparative Example 2B, Table 2,5

Patent PDF Wiew in CAS SciFinder
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Bel aint (Experimental)
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w Formulation Designer @

brigEsy/ bR Clear All elections
Physical Form Add up to 5 Ingredients B2 RIMsFER

Drug delivery systems N oo

Industry Purpose

Cosmetics & Personal Care Pharmaceutical formulations Capsules
Agrochemical Antitumor agents Solutions. Palyethylene glycol
Cleaning & Surfactant Products Anti-inflammatory agents Gels
Inks, Paints, & Coatings Liquids +  Add Anather Ingredient MBS R
Food & Related Antibacterial agents Pharmaceutical cintments
Ophthalmic agents Cream preparations
Antidiabetic agents Suspensions
IR R A AT Antiviral agents Sprays
Antihypertensives Powders
- View More Purposes - - View More Physical Forms -

pUEEESvan

w Formulation Designer @ Clear All Selections

Industry Purpose Physical Form Active or Featured Ingredient
Pharmaceutical Analgesics Tablets Celecoxib ZERSHNEXcelX
Polyethylene
= L
Your Template Unit Size mg - Clear
Function Ingredient Regulatory Lists Top Alternatives Amounts
Active or Featured Ingredient:  Celecoxib Drug Master File List; - Amaunt not available x
EMA EPARS;
FDA Orange Book;
EERRIEE Japanese Approved Drugs List;
NMPA
Active or Featured Ingredient:  Polyethylene glycol ANMAT; - Amount nat available %

Cosing: Cosmetic Ingredient Inventory;
Drug Master File List;
EPA Pesticide Inactive Ingredients; N

g ==
EPA Safer Chemical Ingredients; TERHERIER
FDA GRAS (Part 181, Subpart BY;
FDA Inactive Ingredients Database

Lubricants Tale (MgsHa{5i04)a) Cosing: Cosmaetic Ingredient Inventory; Sedium dodecyl sulfate; Approximate Range: 3-4%
Drug Master File List; Glyceryl tribehenate;
EPA Pesticide Inactive Ingredients; Sodium stearyl fumarate;
View : Alternatives :

few More Alternative FDA Color Additives; Magnesium stearate;
K
¢ Alternative Ingredients (Showing all 10) X

L T ) o I ——

Binders Butyl methacrylate- (v Sodium dodecyl sulfate Stearic acid Polyethylene glycol
dimethylaminaethyl F Glyceryl tribehenate Silica Glycerol behenate
methacrylate-methyl Sodium stearyl fumarate Polyoxyethylene sarbitan monooleate
methacrylate copolymer 9 z

Magnesium stearate Calcium stearate
View More Alternatives
Disintegrants Croscarmellose sodium  Cosing: Cosmetic Ingredient Inventory; Silica; Starch; Sodium Approximate Range: 4-5% 4
Drug Master File List; carboxymethyl cellulose;
View More Alternatives EPA Pesticide Inactive Ingredients; Palylvinylpyrralidone);
FDA Inactive Ingredients Database Hydroxypropyl cellulose
Diluents Magnesium oxide Cosing: Cosmetic Ingredient Inventory; Tale (MgaHz(5i0s)a); Butyl Approximate Range: 8- 16%
Drug Master File List methacryl
View More Albernatives ::i :e{suclc‘.:.h.\ Insct:-‘;e Ing::duen.ts: drm:{hyl I‘;‘ﬁhuﬂgﬁﬁ’ BEHKREH
arer Chemical Ingredients; methac Eg%u%uﬁgaﬁlﬁﬁ.g‘:
+ Add Function RERIARINA Function |
Anti-inflammatory agents d Function Cancel
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Clear all selections
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Category

Agricultural Applications /

Biomaolecule Isolation
Environmental Analysis
Food Analysis

Fuels / Geology / Biofuels
Historical Analysis / Dating
Miscellaneous

Organic Compound Analysis
Organometallics / Inorganics
Pharmacology / Toxicology
Polymer Analysis

Water Analysis

DB EERE

B Results for Biomolecule Isolation Assay +1 Keyword

Category Name Include Keywaords (Optional)

BIRFIE R

Bioassay Palmitic acid

Bioassay Synthetic Probes

Biomarker Biological Process 4+  Add Another Keyword
Biomarker Cell Assay

Biomarker Medicine Assay

Biomedicine Material Analysis

Bioorganism Isolation Assay
Genetic Analysis
Manomaterial Analysis

REBOWY. BR. HENE & o (e
ARFR. RFFEHEFMTHILES -
Filter By | & 15elected 3 RESUkS_‘ B, %Hﬁﬁﬁﬁ] Sort: Relevance~  Group: By Method ~
~ Analyte @
~ Matrix Analysis of Palmitic acid in Blood plasma by Solvent extraction BELAERFR JOURNAL
Blood plasma (3) By: Forest, Anik; Ruiz, Matthieu; Bouchard, Bertrand; Boucher, Gabrielle; Gingras, Olivier; Daneault, Caraline;
Robillard Frayne, Isabelle; Rhainds, David; Tardif, Jean-Claude; Rioux, John D.; Des Rosiers, Christine H] Compare

~ Method Category

~ Technique

HPLC (3)
Electrospray ionization mass
spectrometry (2)

Electrospray ionization
tandem mass spectrometry (1)

Quadrupole tandem mass
spectrometry (1)

Saponification (1)
View All

~ Validation
Concentration (4)
Linearity Range (3)

Retention Time (3)
Limit of Detection (2)
Limit of Quantitation (1)

Comprehensive and Reproducible Untargeted Lipidomic Workflow Using LC-QTOF Validated for Human
Plasma Analysis
Journal of Proteome Research (2018), 17 (11), 3657-3670. American Chemical Society

[ﬁ%@%mmﬁﬁﬁﬁwm]

Analyte Palmitic acid; Linoleic acid; Palmitoleic acid; Arachidonic acid; Docosahexaeno
acid
Matrix Blood plasma
Other Materials Reagent: Hydrochloric acid; Ethyl acetate; Chloroform; Formic acid; Methanol; Sodium chleride; tert-Butyl

methyl ether

Material: Glass vial; Zorbax Eclipse plus Cy5 column (2.1 x 100 mm, 1.8 pm)
Method Category Biomolecule Isolation Assay
Tecp-+ T . ectrometry; HPLC; Electrospray ionization mass spectrometry; Solvent extraction
RIFEHEE - .
Eq PLC systemn; Time of flight mass spectrometer

BRTHE

View Abstract - Full Text + View in CAS SciFinder 1ECAS SciFinderf&E X I¥1E ]
2
Analysis of Butyric acid in Blood plasma by Electrospray ionization tandem mass JOURNAL
spectrometry

11 Comnare
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B Analysis of Myristic acid in Blood plasma by Solvent extraction

CAS Method Number
1-122-CAS-534418

ok A save

Method Category Technique

[ 2. BE. MEL AREFEDLRET ]

Mass spectrometry; HPLC; Solvent extraction

Analyte Matrix Material Reagent Biological Reagent
cis-Octadecenoic acid Blood plasma Atlantic T3 C18 column (2.1 Chloroform :
(Z)-Hexadecenoic acid *x 150 mm, 3 pm) Methanol

cis-Octadecadienoic acid

Palmitic acid
Myristic acid

FRENERER

Equipment Used

HPLC system, Prominence, Shimadzu Corp,
Kyoto, Japan

Mass spectrometer, LTQ Orbitrap, Thermo-
Fisher Scientific Inc, San Jose, CA, USA

Source

JOURNAL

Postpartum cows showed high oocyte
triacylglycerols concurrently with high
plasma free fatty acids

Furukawa, Eri; Chen, Zhen; Ueshiba,
Hiroki; Wu, Yue; Chiba, Hitoshi;
Yanagawa, Yojiro; Katagiri, Seiji; Nagano,
Masashi; Hui, Shu-Ping

Theriogenology (2021), 176, 174 - 182.
Elsevier Inc.

CODEN : THGNBO | ISSN : 0093691X |
DOl :
10.1016/j.theriogenology.2021.09.034

View Abstract - Full Text ~

[ [
[ RAHE ] [ﬁf&éysﬁg]

Comparing your 3 selected Methods
ey BIFs 75

Ethylenediaminetetraaceti
c acid-loaded vacuum
tubes

BIEPR

Instructions
Preparation of blood plasma sample

1. Collect blood by caudal venipuncture using ethylenediaminetetraacetic acid-loaded vacuum tubes (Terumo Co., Tokyo,
Japan) at oocyte sampling and store on ice.

2. Separate plasma by centrifugation within 4 h of collection and transfer 100 mL of plasma to a 1.5-mL microcentrifuge tube
and store at -80 °C until the lipidomic analysis.

Solvent extraction

1. Extract 100-pL plasma sample with 800 pL of ice-cold chloroform/methanal 1:1 (v/v, with internal standard (IS)) twice.

2. Dry extracted lipids under a vacuum, dissolve in methanol and filter to remove any insoluble material prior to the LC/MS
injection.

3. Perform the extraction procedure within 1 h to avoid lipid degradation and auto-oxidation.

High performance liquid chromatography-mass spectrometry in negative mode

. Perform analysis using Shimadzu Prominence HPLC system (Shimadzu Corp., Kyoto, Japan) coupled to an LTQ Orbitrap
mass spectrometer (Thermo-Fisher Scientific Inc., San Jose, CA, USA) with an electrospray ionization (ESI) source.

Perform separation using an Atlantic T3 C18 column (2.1 x 150 mm, 3 pm, Waters, Milford, MA, USA).

Maintain column at 40 °C.

. Perform LC elution using the mobile phase consisting of 5 mM aqueous ammonium acetate (as mobile phase A),
isopropanal (as mobile phase B) and methanol (as mobile phase C).

Program the elution gradient as follows: at 0 min: 25% A; 40% B, 35% C; at 1 min: 5% A; 60% B, 35% C; at 15 min: 5% A; 60%
B, 35% C; at 27 min: 0% A; 65% B, 35% C; at 28 min: 25% A; 40% B, 35% C; at 30 min: 25% A; 40% B, 35% C.

Set the flow rate at 200 pL/min.

Maintain sample tray at 4 °C.

Perform MS data acquisition under electrospray ionization negative mode.

Set MS parameters as follows: MS capillary voltage: 3.0 kV; sheath gas (nitrogen) flow: 50 psi; auxiliary gas (nitrogen): 5 psi;
resolving power for high-resolution MS: 60,000; scan speed: 2 Hz; scan ranges: 220-1650 m/z for the negative mode;
MS/MS collision energy: 35.0; activation Q value: 0.25; activation time: 30 ms.

Bwn

i

000 NO

Validation

7.53 min, Tetradecanoic acid
9.91 min, Hexadecanoic acid
8.35 min, n-Hexadecenoic acid
11.85 min, Octadecanoic acid
10.5 min, Octadecenoic acid (Z)-
9.25 min, Octadecadienoic acid

Retention Time

Concentration 0.26 + 0.11 nmaol/100 pL (sample data), Tetradecanoic acid
3.68 + 1.04 nmol/100 pL (sample data), Hexadecanoic acid
0.66 + 0.28 nmol/100 pL (sample data), n-Hexadecenoic acid
5.34 + 0.79 nmol/100 pL (sample data), Octadecanoic acid
7.57 + 2.25 nmol/100 pL (sample data), Octadecenoic acid (Z)-

1.14 £ 0.24 nmol/100 pL (sample data), Octadecadienoic acid

Method 1 x

Analysis of Palmitic acid in Blood
plasma by Solvent extraction

CAS Method Number 2-114-CAS-Z25380

Method Category  Blomolecule Isolation Assay

Technique Time-of-flight mass spectrometry; HPLC:
Electrospray lonization mass spectrometry;
Solvent axtraction
Anatyte Paimitoleic acd; Palmitic acld; Elaldic acid;

Linolel acid; Stearic acld; Arachidonic acid;
Docosahexaenaic acid

Method 2 =

Analysis of Fatty acids in Blood
plasma by HPLC

1-132-CAS-96286

Fatty Adid Analysts

Method 3 x

Analysis of Lauric acid in Blood
plasma by
Electrochemiluminescence

1-122-CA5-3193044

Fatty Acid Analysis

Elec al analysis: P
precipitation; HPLC

Stearic aod; Linoleic acid; Palmitic acid:
Arachidanic acid; Olelc acid; Fatty acids

nce; HPLE

Electroc

[Palmitic acid; Stearic acid; Myristoleic acid;
Palmitcleic acid; Lauric acid; Arachidensc
acid; Dleic acick Linoleic acid; Linolenic acid;
Nhyristic acid; Fatly ackds
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