SUPPLEMENTARY TABLE. Characteristics of studies reporting on SEI in a variety of biological matrices

	Reference
	Analyte and matrix
	Mobile phase
	Analytical column and Instrumentation
	Internal standard
	Sample preparation
	Evaluation of SEI
	Extent of SEI
	Method adopted for control/ negation of SEI

	Annesley et al.50

	Iohexol in serum
	Solvent A (water w/ 0.1% formic acid) and Solvent B (acetonitrile w/ 0.1% formic acid)
	Waters Oasis HLB column (20 × 2.1 mm). Waters TQD tandem quadrupole MS. Positive ion ESI MS/MS in MRM mode
	Loversol 

Analog
	PPT
	1c
	None observed
	2g

	Antonelli et al.


51


	Cortisol and cortisone in urine
	Solvent A (methanol w/ 0.1% formic acid) and Solvent B (water w/ 0.1% formic acid)
	Zorbax Eclipse XDB-C18 column (50 × 4.6 mm). Agilent 6430 triple quadrupole MS. Positive ion ESI MS/MS in MRM mode
	Cortisol-9,11,12,12-d4 and Cortisone-2,2,4,6,6,12,12-d7
Stable isotopes
	SPE
	1c
	None observed
	2g

	Berg et al.


46


	Amphetamine and methamphetamine in urine
	Solvent A (ammonium formate buffer (5 mM, pH = 10.2) and Solvent B (methanol)
	Acquity UHPLC BEH C18 (50 × 2.1 mm) column. Waters Quattro Premiere Xe MS/MS, Positive ion ESI in MRM mode
	2H11-amphetamine, 2H11-methamphetamine, 13C6-amphetamine and 13C6-methamphetamine

Stable isotopes
	Dilution
	1b
	Enhancement 32-48% 
	2d

	B’Hymer et al.52

	S-benzyl mercapturic acid (S-BMA) and S-phenyl mercapturic acid (S-PMA) in urine
	Acetonitrile-water-acetic acid: Solvent A (5:95:0.1%) and Solvent B (75:25:0.1%)
	Agilent Zorbax Rx C18 (250 × 3.0 mm). 
Agilent Model 6410A, Negative ion ESI in MRM mode
	S-benzyl-d5 mercapturic acid and S-phenyl-d5 mercapturic acid

Stable isotopes
	SPE followed by acetone wash
	1a
	Suppression (urine) 30%, (uriSub) 40%
	2a, 2b

	Bista et al.


53


	Fentanyl and nor-fentanyl
	Solvent A (0.1% formic acid in water) and Solvent B (15% methanol in acetonitrile w/ 0.1% formic acid) 
	Alltima C18 (50 × 2.1 mm). Applied Biosystems API 3200 LC/MS/MS. Positive ion ESI in MRM mode
	d5 fentanyl and d5 nor-fentanyl

Stable isotopes
	PPT
	1c
	Suppression up to 50%
	2d

	Bjork et al.


54


	Multiple illicit and medicinal drugs in whole blood
	Solvent A (0.1% aqueous ammonia (25%) in water) and Solvent B (0.1% aqueous ammonia (25%) in methanol)
	Waters Acquity UHPLC CSH C18 (100 × 2.1 mm). Waters Quattro Premier XE triple quadrupole mass spectrometer. Positive ion ESI in MRM mode
	Various dependent on compound used

Stable isotopes
	SPE
	1b, 1c
	Suppression most analytes 20-30%, 6-acetyl morphine, morphine 75% 
	2d

	Bouchet et al.


55


	Various tyrosine kinase inhibitors in plasma
	Solvent A (ammonium formate (4 mM, pH = 3.2) and Solvent B (90% acetonitrile/10% Solvent A)
	Waters Acquity UHPLC BEH C18 (50 × 2.1 mm). Waters Acquity TQD mass spectrometer. Positive ion ESI in MRM mode
	Various DIS and SIL-IS
	SPE
	1b, 1c
	Suppression up to 4%, enhancement up to 17% at lower concentration 
	2f

	Bruins et al.24

	Clenbuterol in urine
	Solvent A (ammonium acetate (25 mM, pH = 8)) and Solvent B (methanol)
	No analytical column used. Nermag R 3010 triple quadrupole mass spectrometer. Positive ion mode ESI, APCI in SRM mode
	External standardization
	SPE
	1a
	Suppression in ESI 40%, APCI 10%
	2f

	Bunch et al.56

	25-hydroxyvitamin D3 and 25-hydroxyvitamin D2 in serum
	Solvent A (water) and Solvent B (methanol)
	Hypersil GOLD aQ C18 column (50 × 2.1 mm). Positive ion APCI in MRM mode
	25OHD3-d6 and 25OHD2-d6
Stable Isotopes
	PPT
	1c
	None observed
	2g

	Buhrman et al.27

	SR 27417(2-[ N-(2-dimethylaminoethyl)-N-(3-
pyridinylmethyl) amino]-4-(2,3,6 tri-isopropylphenylthiazole) in plasma
	Solvent A (ammonium acetate (2 mM): 0.2% formic acid) Solvent B (ammonium acetate (2 mM): 0.2% formic acid in acetonitrile)
	Keystone BDS Hypersyl C18 (100 × 2 mm) Sciex API III Plus, Positive ion ESI in MRM mode
	2H4-SR 27417

Stable Isotope
	Hexane LLE, 

LL back extraction, mixed mode SPE
	1a, 1b, 1c
	Suppression 26-41%
	2f

	Carducci et al.


57


	Guanidinoacetate and creatine in dried blood spot
	Methanol/water (80:20)
	Sciex API 2000 triple quadrupole mass spectrometer. Positive ion mode ESI in MRM mode
	N-methyl-d3-creatine (d3-Cr)

Stable Isotope
	Organic extraction and derivatization
	1b, 1c
	Suppression (creatinine) 8-18%, (guanidinoacetate) 2-14%
	2d

	Chen et al.58

	SCH211803 in plasma
	Solvent A (formic acid (0.2%) in water) Solvent B (formic acid (0.2%) in 50:50 methanol:acetonitrile)
	Betasil (100 × 2 mm) C18 column
API 3000 triple quadrupole mass spectrometer. Positive ion mode ESI in MRM mode
	d4-SCH 211803

Stable Isotope
	PPT (for LCMS)

PPT + SPE (for nanoelectrospray infusion)
	1b
	Suppression nanoelectrospray infusion 15%, FIA 60%
	2f

	Chin et al.59

	Olanzapine and desmethyl olanzapine in plasma and serum
	Solvent A (acetonitrile: ammonium acetate (20 mM) (52:48 v/v)) Solvent B (formic acid:acetonitrile (0.1:100 v/v)).
	Phenomenex LUNA phenyl hexyl (150 × 2mm). PE Sciex API 3000 mass spectrometer. Positive ion mode ESI in MRM mode
	Olanzapine-d3 and desmethyl olanzapine-d8
Stable isotopes
	SPE
	1c
	Suppression 20-95%
	2f

	Clark et al.60

	Metanephrine and normetanephrine in urine
	Formic acid 0.2% in methanol 5%
	Ultra II PFP propyl column (50 × 2.1 mm). API 3200 triple quadrupole mass spectrometer. Positive ion mode ESI in MRM mode
	Rac-metanephrine-d3·HCl, rac-normetanephrine-d3·HCl

Stable isotopes
	SPE
	1b, 1c
	None observed
	2g

	Clavijo et al.


61


	Biolimus A9 in blood
	Acetonitrile (90%) with 0.01% formic acid (10%)
	Zorbax XDB-C8 column (150 × 4.6 mm). Positive ion ESI MS/MS in MRM mode
	Zotarolimus

Analog
	PPT and online column extraction
	1c
	None observed
	2g

	Crum et al.


62


	Oxymorphone in blood and liver samples
	Solvent A (water/formic acid (0.1%)) and Solvent B (acetonitrile/formic acid (0.1%)
	Acquity UHPLC HSS T3 (100 × 2.1 mm) column. Waters Tetra Q MS/MS, Positive ion ESI in MRM mode
	Oxymorphone-d3
Stable isotope
	SPE
	1b, 1c
	Suppression (blood) up to 19.7%, (liver) up to 68%
	2d, 2f

	Deventer et al.


63


	Diuretics and multiple others in urine
	Solvent A (water) and Solvent B (methanol) with 1 mM ammonium acetate/0.001% acetic acid
	Sunfire C18 (50 × 2.1 mm). Quantum Discovery MS/MS in SRM mode
	Mefruside 

Analog
	LLE or dilution
	1a, 1b, 1c
	LLE: suppression 48%, enhancement 7%
Dilution: suppression 15%, enhancement 24%
	2f

	Dodds et al.


64



	Cortisol and metabolites in placental perfusate
	Ammonium formate buffer (10 mM pH = 4.0):methanol 47:53 (v/v)
	Novapak C18 column (2 × 150 mm).

PE-SCIEX API III triple quadrupole MS. Positive and negative ion ESI in MRM mode
	6α-methyl-prednisolone

Analog
	SPE
	1e
	N/A
	2g

	Esposito et al.65

	Desmopressin in urine
	90% acetonitrile with preferred concentrations of acetic acid (0.1%) and trifluoroacetic acid (0.01%)
	C18 column. Positive ion ESI MS/MS (unspecified) in MRM mode
	Deamino-Cys1,Val4 D-Arg8]-vasopressin

Analog
	Delipidation and SPE
	1b
	Suppression 42.7%
	2f

	Fauland et al.


66


	Various lipid species in lipid droplets
	Solvent A (ammonium acetate (10 mM)/formic acid (0.1%)) and Solvent B (acetonitrile:2-propanol 5:2 (v/v) in Solvent A)
	C18 column (100 × 1 mm). LTQ-FT ion cyclotron resonance mass spectrometer.
Positive and negative ion ESI Q-Trap MS/MS in MRM mode
	Various LM internal standards (see identification and quantification)


	LLE
	1c
	Unspecified
	2f

	Figurski et al.


67


	Mycophenolic acid and its metabolites, in plasma, urine and tissue extract
	Four solvent gradient system: Solvent A (0.5% aqueous formic acid), Solvent B (methanol), Solvent C (acetonitrile), Solvent D (purified water)
	Agilent 1100 HPLC w/ Zorbax Eclipse XDB-C18 (150 × 4.6 mm). API 2000 MS/MS positive ion ESI in MRM mode
	Carboxy-butoxy ether of MPAC

Analog
	PPT and dilution
	1a, 1c
	Total concentration: suppression negligible
Free concentration: suppression 9%, enhancement 14%
	2f

	Fong et al.


68


	Tetrodotoxin in urine and plasma
	Ammonium formate (10 mM): formic acid (95:5, v/v) with 5 mM heptafluorobutyric acid and 2% acetonitrile
	Agilent 1200 HPLC with Atlantics dC18 column (150 × 2.1 mm). Applied Biosystems 3200QTRAP MS/MS positive ion ESI
	External Standardization
	Dual SPE
	1b, 1c
	Urine: suppression 3%, 
enhancement 3%
Plasma: suppression 5%, enhancement 4%
	2a

	Fong et al.


69


	Acylglycines in urine
	Solvent A (20 mM formic acid:ammonium formate [1:4; v/v])
Solvent B (acetonitrile)
	Atlantis dC18 (150 × 2.1 mm). Applied Biosystems 3200QTRAP MS/MS positive ion ESI in MRM mode
	Deuterated acylglycines

Stable isotopes
	SPE and derivatization
	1b, 1c
	Unspecified
	2a

	Fung et al.70

	Teicoplanin in serum
	Solvent A (ammonium acetate (1%); formic acid (0.1%) in water) Solvent B (ammonium acetate (1%); formic acid (0.1%) in methanol) 
	Waters Acquity UHPLC BEH C18 column (50 ×2.1 mm). Waters Premier MS/MS.

Positive ion ESI.
	Ristocetin

Analog
	PPT
	1a, 1b, 1c
	Suppression average 7.9%
	2f

	George et al.


71


	Methadone in plasma and saliva
	20 mM ammonium acetate buffer (pH = 7.4): isopropyl alcohol: acetonitrile (85:10:5% v/v)
	ChromTech chiral α-acid glycoprotein column (100 × 4.0 mm). Positive ion ESI in MRM mode
	Deuterated d- and l-methadone

Stable isotopes
	PPT
	1c
	Negligible
	2d

	Guo et al.72

	Steroid hormones in human follicular fluid
	Solvent A (formic acid 0.1% in water)

Solvent B (formic acid 0.1% in acetonitrile)
	Shimadzu LC-30AD HPLC system Shimpack ODS Column (75 × 2.0 mm). Shimadzu MS-8040. Positive ion ESI in MRM mode
	Girard reagent –d5 used to label steroid hormones

Stable isotope
	PPT
	1b
	Suppression 28%, 
enhancement 18%

	2d

	Gupta et al.


73


	Darunavir in plasma
	Solvent A (formic acid 0.5% in water)
 Solvent B (formic acid 0.5% in acetonitrile: methanol (70:30)
	Acquity UHPLC system BEH C18 column (50 × 2.1 mm). Waters Premier XE MS/MS. Positive ion ESI in MRM mode
	Darunavir-d9
Stable isotope
	LLE
	1b, 1c
	Suppression less than 4%
	2d

	Haage et al.


74


	Tramadol and metabolites in human whole blood
	Solvent A (99.2% 20 mM ammonium acetate buffer (pH = 7.2))

Solvent B (0.8% acetonitrile)
	Agilent AT 1290 Infinity system AGP column (100 × 3.0 mm). Agilent Technologies 6490 MS. Positive ion ESI in MRM mode
	Tramadol-13C-d3 and O-desmethyl-cis-tramadol-d6
Stable isotopes
	LLE
	1a, 1b, 1c
	Negligible
	2d

	Hasselstrom 


75


	Antidepressants and antipsychotics in serum
	Solvent A (water/formic acid (0.1%)), Solvent B (methanol/formic acid (0.1%))
	Zorbax SB-C8 column (50 × 2.0 mm). Agilent G6410B MS/MS. Positive ion ESI in MRM mode
	Various SIL-IS 
	PPT
	1b, 1c
	Suppression 
varied from 5-52% for different analytes
	2b

	 Hetu et al.


76


	Tacrolimus, sirolimus and cyclosporin in blood
	Solvent A (water/sodium acetate (100 µM), Solvent B (methanol/sodium acetate (100 µM)
	Security Guard C18 pre-column (4 × 3 mm). Agilent 6410 MS/MS. Positive ion ESI in MRM mode
	Ascomycin and Cyclosporine- D

Analogs
	PPT
	1b
	Suppression tacrolimus and cyclosporin <10%
sirolimus up to 20%
	2a

	Hinchcliffe et al.


77


	Aldosterone in plasma
	Solvent A (deionized water), Solvent B (methanol)
	Kinetex PFP column (100 × 2.1 mm). Waters Xevo TQS MS/MS. Negative ion ESI in MRM mode
	Aldosterone-d7
Stable Isotope
	SPE
	1c
	Negligible
	2g

	Hinchcliffe et al.


78


	Cyclosporin A and tacrolimus in dry blood spots
	Solvent A ((water/ammonium acetate (2 mM) and formic acid (0.1% v/v)) and Solvent B (methanol/ammonium acetate (2 mM) and formic acid (0.1% v/v))
	Waters Acquity BEH C18 column (50 × 2.1 mm). Waters Quattro 
Premier XE. Positive ion ESI MS/MS in MRM mode
	Cyclosporin A-d12 and Ascomycin

Stable isotope and analog
	Hot solvent extraction with ultrasonication
	1c
	Negligible
	2g

	Hooff et al.


79


	FFP and GGPP in brain tissue
	Solvent A (acetonitrile (40%) w/ (20 mM) ammonium acetate), Solvent B (acetonitrile (90%) w/ (40 mM) ammonium acetate)
	Ascentis Express C18 column (100 × 2.1 mm). API 4000 Qtrap MS/MS. Positive ion ESI in MRM mode
	5-(dimethylamino) naphthalene-1-(4-nonylphenol)-sulfonic acid ester

Analog
	SPE, protein precipitation, derivatization
	1c
	None observed at relevant retention times
	2g

	Ismaiel et al.


80


	Hydrocodone and pseudoephedrine in plasma
	Solvent A (ammonium formate (2 mM) in methanol)) Solvent B (acetonitrile)
	Betasil Diol-100 (50 × 2.1 mm). Micromass Quattro API Micro. Positive ion ESI in MRM mode
	Hydrocodone-d3, and pseudoephedrine-d3
Stable isotopes
	LLE
	1b, 1c
	Suppression
(hydrocodone) 45%, (pseudo-ephedrine) 41%
	2e

	Ismaiel et al.


20


	Chlorpheniramine in plasma
	Ammonium formate (2 mM) in methanol (20:80)-for ESI

Acetonitrile/water/formic acid (70:30:1)-for APCI
	Betasil Diol-100 (50 × 2.1 mm)-for ESI. Zorbax SB C18 (4.6 x 50 mm)-for APCI. Micromass Quattro API Micro. Positive ion ESI and APCI in MRM mode. 
	Chlorpheniramine-d6,

Diphenhydramine hydrochloride

Stable isotope and analog
	LLE
	1b, 1c
	Suppression 
ESI 65%, APCI 15%
	2d, 2e

	Josefsson et al.81

	Beta-agonists and beta-antagonists in whole blood
	Ammonium acetate (20 mM) pH = 3, in methanol
	Zorbax SB-Ph (150 × 2.0mm). Sciex API 2000 triple quadrupole MS. Positive ion ESI in MRM mode
	External standardization
	PPT, SPE
	1c
	Suppression 
	2a, 2e

	Kintz et al.82

	Benzodiazepines and hypnotics in oral fluid
	Acetonitrile 5%, 
(0.1%) formic acid 95%
	XTerra MS C18 (100 × 2.1 mm). Micromass Quattro Micro tandem. Positive ion ESI MS/MS in MRM mode
	Diazepam-d5
Stable isotope (of analog)
	LLE
	1a
	Suppression < 10%, except zopiclone 93%
	2f

	Klawitter et al.


83


	Imatinib in blood and leukemia cell culture (K562)
	Methanol/ammonium acetate (5 mM) pH = 3.2 and trifluoroacetic acid (0.01%)
	Luna C18 column (50 × 4.6 mm). Sciex API 4000 MS/MS. Positive ion ESI in MRM mode
	Trazodone

Analog
	PPT
	1c
	None observed at relevant retention times
	2g

	Klepacki et al.


84


	Mycophenolic acid and its metabolites in plasma and urine
	Solvent A (water/formic acid (0.1%)), Solvent B (methanol/formic acid (0.1%))
	Waters UHPLC-BEH C18 column (5 × 2.1 mm). Waters Acquity TQD MS/MS Positive ion ESI in MRM mode
	MPA-d3 and MPAG-d3
Stable isotopes
	PPT
	1b
	None observed
	2g

	Ko et al.


85


	[13C6]-galactose 1-phosphate, UDP-[13C2]-galactose and UDP-galactose in blood
	Solvent A (triethylamine buffer (20 mM) at pH = 5.6), Solvent B (distilled water)
	Waters Acquity HSS-T3 column (100 ×2.1 mm). Waters Quattro Premier XE MS/MS. Negative ion ESI in MRM mode
	[13C] galactose-1-phosphate and UDP-N-acetylglucosamine

Stable isotope and analogue
	Enzyme assay
	1a
	Suppression
0.1% -2.5%
	2f

	König et al.86

	Amiodarone in serum
	Methanol:water (containing 0.1% formic acid) 90:10
	Waters Xbridge C8 column (100 × 3.5 mm). Waters Quattro Micro MS/MS. Positive ion ESI
	Amiodarone-d4
Stable isotope
	SPE
	1b, 1c
	Suppression 9%
	2f

	König et al.87

	Vancomycin in serum
	Solvent A (water/Formic acid (0.1%)), Solvent B (methanol/formic acid (0.1%))
	Fortis C8 column (100 × 2.1 mm). Waters Quattro Micro MS/MS. Positive ion ESI in MRM mode
	Vancomycin-glycine

Analog
	PPT
	1b, 1c
	Suppression 9%
	2f

	Korecka et al.


88


	8-iso-PGF2α and 8,12-iso-iPF2α in cerebrospinal fluid and brain tissue
	Solvent A (water w/ formic acid (0.1%)) and Solvent B (acetonitrile and methanol (20:80) 
	Phenomenex Synergi Hydro RP C18 column (250 × 3.0 mm). API 5000 MS/MS. Negative ion APCI in MRM mode
	d4-8-iso-PGF2α and 8,12-iso-IPF2α-VI-d11
Stable isotopes
	PPT (cerebrospinal fluid), SPE (brain tissue)
	1b, 1c
	Negligible
	2g

	Kuhn et al.89

	Amiodarone and desethylamiodarone in plasma and serum
	Methanol/water
containing 0.1% formic acid and 2 mmol/L ammonium acetate
	Phenomenex Hydro-RP (20 × 2.0 mm). VB-Qmicro Quattro Micro Tandem MS/MS. Positive ion ESI in MRM mode
	Amiodarone-d4 and Desethylamiodarone-d4
Stable isotopes
	SPE
	1c
	Negligible
	2d

	Leung et al.


90


	Myo-inositol in urine, blood and nutritional supplements
	Solvent A (water 95%), Solvent B (acetonitrile 5%)
	Supelcogel Pb column (300 × 7.8 mm). Waters MicroMass Quattro MS/MS. Negative ion in MRM mode
	[2H6]-myo-inositol (MI-d6)

Stable isotope
	Filtration + dilution (supplements), centrifugation +PPT (urine/blood)
	1d
	Unspecified
	2f

	Li et al.91

	Pantoprazole enantiomers in human plasma
	Solvent A (ammonium acetate (10 mM) in methanol: acetonitrile (1:1, v/v))

Solvent B (ammonium acetate (20 mM) in water)
	CHIRALCEL OJ-RH column (150 × 4.6 mm)
Applied Biosystems
API 4000 triple quadrupole mass spectrometer. Negative ion ESI in MRM mode
	Pantoprazole-d7
Stable isotope
	LLE
	1b
	Negligible
	2d

	Lindner et al.


92



	Erufosine in human plasma
	Water:methanol (30:70 (v/v))
	ReproSil-Pur CN (20 mm × 4 mm)
Waters Quattro Ultima Pt tandem mass spectrometer. Positive ion ESI in MRM mode
	Deuterated ErPC3- d9
Stable isotope
	PPT
	1a
	Negligible
	2g

	Majumdar et al.93

	CGS 26214 in plasma
	Methanol in water (5 M) ammonium hydroxide (60:55:5)
	Asahipak ODP microbore column (50 × 1 mm). TSQ-700 triple quadrupole MS. Negative ion ESI in MRM mode
	[13C,d4 ]CGS 26214

Stable isotope
	SPE
	1d
	Unspecified
	2f

	Mak et al.


94


	Voriconazole in human serum
	Solvent A (2 mM ammonium acetate, 0.1% formic acid in water) Solvent B (2 mM ammonium acetate, 0.1% formic acid in acetonitrile)
	Shimadzu Prominence UFLC system, Kinetex®C18, (100 × 3.0 mm). AB Sciex QTrap 5500 MS/MS. Positive ion ESI in MRM mode
	Voriconazole-d3
Stable isotope
	PPT
	1a, 1b
	Suppression <14%
	2b,2d

	Marney et al.95

	Metanephrine and normetanephrine in plasma 
	Solvent A (acetonitrile, methanol, ammonium formate (2 mM) (95%:3%:to pH = 3)), Solvent B (acetonitrile, ammonium formate (20 mM) (80%: pH to 3)
	Atlantis HILIC silica column (30 × 2.1 mm). Waters Quattro Micro MS/MS. MRM mode
	Metanephrine-d3 and normetanephrine-d3
Stable isotopes
	PPT
	1c
	None observed
	2g

	Maurer et al.


96


	Oxcarbazepine and

10 hydroxycarbazepine in

plasma
	Solvent A (aqueous ammonium formate (5 mM, pH = 3.0) with formic acid)

Solvent B (acetonitrile)
	Merck LiChroCART

column (125 × 2 mm)

Agilent AT 1100 Mass spectrometer.

Positive ion APCI in SRM mode
	Trimipramine-d3
Stable isotope
	LLE
	1d
	Unspecified
	2f

	Miliotis et al.97

	Desmosines in plasma and urine
	Solvent A (water/formic acid (0.1%), Solvent B (acetonitrile/formic acid (1%)
	HyperCarb column (100 × 2.0 mm). 
Sciex Triple Quad 5500 MS/MS. Positive ion ESI in SRM mode
	Isodesmosine-d9
Stable isotope
	SPE and centrifugation 
	1d
	Unspecified
	2f

	Miller et al.


98


	5-Hydroxyindole acetic acid in plasma
	Solvent A (ammonium acetate (10 mM) and formic acid (0.1%) in water), Solvent B (ammonium acetate (2 mM) and formic acid (0.1%) in methanol)
	Waters Acquity UHPLC C18 Primesep B column (50 × 3.2 mm). Waters Quattro Premier XE MS/MS. Positive ion ESI in MRM mode
	5-Hydroxyindole-3-acetic-2,2,-d2
Stable isotope
	PPT and centrifugation
	1c
	Negligible
	2g

	Mortier et al.8

	Paclitaxel in plasma
	Method A: methanol:water (70:30, v/v) with acetic acid (0.5 mM) 

Method B (85:15, v/v)
	Phenomenex Synergi Max RP (75 × 2.0 mm). API 2000 triple quadrupole MS. Positive ion APCI in MRM mode
	Docetaxel

Analog
	LLE
	1a
	Suppression
	 2b

	Moser et al.


99

 
	Levonorgestrel in serum
	Solvent A (90% aqueous medium with ammonium acetate (1 M) in methanol and acetic acid) 

Solvent B (95% Methanol with ammonium acetate and acetic acid)
	Zorbax Eclipse XDB-C18, (3 × 100 mm) column. AB Sciex API 4000 mass spectrometer. Positive ion ESI in SRM mode
	Norgestrel-d6
Stable isotope
	SPE
	1b, 1c
	Enhancement 13-24%
	2g

	Moser et al.100

	Gestodene, dienogest, drospirenone, etonogestrel,

cyproterone acetate, and levonorgestrel in human

plasma
	Solvent A (90% aqueous medium with ammonium acetate (1M) in methanol and acetic acid) 

Solvent B (95% Methanol with ammonium acetate and acetic acid)

	Zorbax Eclipse XDB-C18, (3 × 100 mm) column. AB Sciex API 4000, mass spectrometer.

Positive ion ESI in SRM mode

	Drospirenone-13C3 Norgestrel-d6 Gestodene-d6 Dienogest-d5 Etonogestrel-d7
Stable isotopes
	SPE
	1b, 1c
	Enhancement
	2g

	Muller et al.101

	Codeine and glafenin in serum
	Solvent A (ammonium formate (1 mM)/formic acid 0.1% (pH = 3.1), Solvent B (acetonitrile)
	Synergy polar-RP phenyl-propyl column (150 × 2.0 mm). API 365 triple-quadrupole MS. Positive and negative ion ESI in MRM mode
	N/A
	LLE, SPE, and PPT with SPE
	1c
	Suppression with LLE, SPE, and PPT with SPE
	2f

	Ngougni Pokem et al.


102


	Temocillin in serum
	Solvent A (0.1% formic acid in water), Solvent B (0.1% formic acid in acetonitrile)
	Alliance HPLC system XBridge®phenyl, (50 × 2.1 mm). Quattro micro tandem MS. Positive ion ESI in MRM mode
	Ticarcillin

Analog
	PPT and ultrafiltration
	1a, 1b
	Suppression 17-36%
	2f

	O'Halloran et al.103

	Sirolimus in whole blood and extraction-matrix samples
	Solvent A (formic acid (0.1%) and ammonium acetate (2 mM) in water), Solvent B (formic acid (0.1%) and ammonium acetate (2 mM) in methanol)
	Waters 2795/Quattro Premier XE MS. Positive ion ESI in MRM mode
	Desmethoxyrapamycin and sirolimus-d3
Stable isotope and analog
	PPT
	1b
	Suppression
	2f

	Pian et al.


104


	Zileuton in plasma
	Solvent A (formic acid (0.1%) in water), Solvent B (formic acid (0.1%) in acetonitrile)
	Phenomenex Kinetex PFP column (100 × 4.6 mm). AB Sciex API 5000 MS/MS. Positive ion ESI in MRM mode
	Zileuton-d4
Stable isotope
	PPT 
	1b
	Suppression 3-6%
	2f

	Remane et al.105

	14 analytes from different drug classes in human blood plasma-effect on SIL-ISs
	Solvent A (aqueous ammonium formate (10 mM), pH = 3.4 with 0.1% formic acid

Solvent B (acetonitrile with 0.1% formic acid)
	TF Hypersil GOLD

Phenyl column (100 × 2.1mm)
TSQ Quantum Access ThermoFisher Scientific

Mass spectrometer. Positive ion APCI and ESI in MRM mode.
	Deuterated internal standards

Stable isotopes
	LLE
	1a,1b
	ESI-suppression 

APCI-predominantly enhancement
	2f

	Remane et al.


106


	140 analytes from different

drug classes in human blood plasma-effect of co-eluting drugs from the same and different classes
	Solvent A (aqueous ammonium formate (10 mM), pH = 3.4 with 0.1% formic acid

Solvent B (acetonitrile with 0.1% formic acid)
	TF Hypersil GOLD

Phenyl column (100 × 2.1 mm)
TSQ Quantum Access ThermoFisher Scientific

Mass spectrometer. Positive ion APCI and ESI in MRM mode.
	Limited number of deuterated internal standards

Stable isotopes
	LLE
	1a,1b
	ESI-suppression up to 73%

APCI-enhancement up to 190%, suppression up to 71%
	2f

	Rodda et al.107

	Iso-α-acids in blood
	Solvent A (ammonium formate (50 mM), pH = 2.8 and acetonitrile 90:10)), Solvent B (formic acid (0.1%) in acetonitrile)
	Phenomenex Kinetex C18 column (150 × 3.0 mm). Shimadzu 8030 MS/MS. Negative ion ESI in MRM mode
	Nimodipine-d7
Stable isotope and analogs
	PPT
	1b
	Suppression and enhancement
	2f

	Rosano et al.


108


	Multiple illicit and medicinal drugs in whole blood
	Solvent A (ammonium formate (5 mM) pH = 3), Solvent B (0.1% formic acid in acetonitrile)
	Waters HSS C18 column (150 × 2.1 mm). Waters Xevo G2QTOF MS/MS. Positive ion ESI in MRM mode
	Methapyrilene

Analog
	SPE
	1b
	Suppression up to 80%, enhancement up to 20%
	2f

	Salm et al.39

	Cyclosporin in whole blood
	Methanol and ammonium acetate (40 mM) buffer pH = 5.1 (80:20)
	Zorbax Bonus C18 column (50 × 2.1 mm). Agilent 1100 API III triple

Quadruple MS. Positive ion ES in MRM mode
	Cyclosporin-d12
Stable isotope
	PPT and SPE
	1b
	Suppression 6.3%
	2f

	Salm et al.


109



	Everolimus in whole blood
	Ammonium acetate (40 mM, pH = 5.1) buffer: Methanol 80:20 (v/v)
	Novapak C18 column (150 × 2.1 mm)

PE SCIEX API III quadrupole MS.

Positive ion ESI in MRM mode


	SDZ 223-756 (40-O-(3’Hydroxy) propyl rapamycin)

Analog
	PPT and SPE
	1e
	n/a
	2f

	Salm et al.110


	Tacrolimus

and cyclosporin in whole blood
	Solvent A (100% deionized water)

(B)

100% methanol
	Phenomenex C18 SecurityGuard cartridge column (4.0 × 3.0mm)
Applied Biosystems/MDS Sciex 
4000 QTrap Tandem MS.
Negative ion APCI in SRM mode
	Ascomycin and 

cyclosporin D

Analogs
	PPT
	1c
	ESI +ve mode- suppression up to 60% both analytes

APCI –ive mode: no suppression for either analyte
	2e 

	Salm et al.


111



	FTY720 in whole blood
	Ammonium acetate (40 mM, pH = 5.1) in water:methanol 30:70 (v/v)
	Allure TM Pentafluorophenylpropyl

RP column (50 × 2.1 mm)
Applied Biosystems 4000 QTrap Tandem MS.
Positive ion APCI in SRM mode
	Y-32919

Analog
	LLE
	1c
	Negligible
	2g

	Sardela et al.


112


	Formoterol in urine
	Solvent A (ammonium acetate (1 mM) with acetic acid (0.1%) in water), Solvent B (ammonium acetate (1 mM) with acetic acid (0.1%) in methanol)
	Zorbax SB-C8 column (50 × 2.1 mm). Quantum Vantage MS/MS. Positive ion ESI in SRM mode
	Formoterol-d6
Stable isotope
	Centrifugation
	1a
	Suppression 1.7- 7%
	2d 

	Saudan et al.113

	Testosterone and epitestosterone conjugates in urine 
	Solvent A (methanol),

Solvent B (acetic acid in water (0.5%))
	Uptisphere 120 A ODB (150 × 3.0 mm).
Linear ion trap mass spectrometer. Negative ion ESI
	16,16,17-2H3-testosterone glucuronide (d3-TG) and 16,16,17-2H3-testosterone sulfate (d3-TS)

Stable isotopes
	SPE
	1b
	Suppression 32% and
enhancement <25%
	2d

	Shu et al.


114


	Nicotine, cotinine and trans-3'-hydroxycotinine in serum
	Solvent A (ammonium formate (50 mM) pH = 4.5), Solvent B (acetonitrile)
	Agilent Eclipse XDB-C8 column (50 × 2.1 mm). Waters Quattro Micro MS/MS. Positive ion ESI in MRM mode
	Nicotine-d4 and cotinine-d3
Stable isotopes
	SPE and centrifugation 
	1b
	Suppression (hydroxycotinine)16%, cotinine (22%), enhancement (nicotine) 10%
	2f

	Stocker et al.


115


	Oxypurinol in urine
	Acetonitrile/methanol/50 mM ammonium acetate with 0.2% formic acid (95/2/3, v/v)
	Atlantis HILIC Silica column (100 × 2.1 mm)

Waters Quattro Premier triple quadrupole MS.

Negative ion ESI in SRM mode

	8-methylxanthine

Analog
	Dilution and centrifugation
	1a
	Suppression

Oxypurinol-8%,

 IS-20%
	2g

	Tarcomnicu et al.


116


	Ibandronate in plasma
	Solvent A (formic acid (0.1%) in water), Solvent B (formic acid (0.1%) in acetonitrile)
	Supelco Discovery HSC18 column (100 × 2.1 mm). API 4000 Qtrap MS/MS. Positive ion ESI in MRM mode
	Ibandronate Sodium-d3
Stable isotope
	LLE and centrifugation
	1a
	Suppression 46% 
	2d

	Taylor et al.


117



	Tacrolimus in whole blood
	 Ammonium acetate

(2 mM) with formic acid (0.1%) in water for Solvent A and in methanol for Solvent B 
	Waters TDM C18 cartridge column (10 mm × 2.1 mm). Waters

Quattro Micro tandem mass spectrometer.

Positive ion ESI in SRM mode
	Ascomycin

Analog
	PPT
	1c
	Suppression
	2d

	Taylor et al.


118



	Everolimus in whole blood
	Solvent A (2 mM ammonium acetate with 0.1% formic acid in water

Solvent B (2 mM ammonium acetate with 0.1% formic acid in methanol)
	Waters TDM C18 column (10 mm × 2.1 mm)

Waters Quattro micro tandem MS. Positive ion ESI in SRM mode

	40-O-(3’hydroxy) propyl-rapamycin

Analog
	PPT
	1c
	Suppression
	2g

	Taylor et al.119

	Nicotine in human plasma
	Ammonium formate (10 mM, pH = 3.3) and acetonitrile (50:50, v/v) 
	Phenyl Novapak®

 (150 × 2.1 mm) column. PE-SCIEX API III triple quadrupole MS. Positive ion ESI in SRM mode

	d3-nicotine

Stable isotope
	LLE
	1e


	n/a
	2g

	Tudela et al.


120


	Glucocorticoids and diuretics in urine
	Solvent A (ammonium acetate (1 mM)), Solvent B (acetonitrile)
	Poroshell 120 EC-C18 column (50 × 2.1 mm). API 4000 MS/MS. Negative ion Turboion ESI in MRM mode
	1-dehydro-cortexolone and budesonide-d8
Stable isotope and analog
	Centrifugation, hydrolysis and SPE, LLE
	1a
	Suppression and enhancement
	2a, 2d

	Virus et al.


121


	Doping substances in urine
	Solvent A (ammonium Hydroxide (3 mM)), Solvent B (methanol/water 90:10 with 3 mM ammonium hydroxide (3 mM))
	Waters Acquity BEH C18 column (50 × 2.1 mm) HESI-II LTQ Orbitrap MS/MS. Positive ion mode
	Methyltestosterone

Analog
	Centrifugation

LLE
	1b
	Suppression 4%-85.0%
	2f

	Vogeser et al.122
 
	Sirolimus in whole blood
	Methanol/2 mM

ammonium acetate (90:10 v/v)
	ReproSil-Pur C18-

AQ (125 × 2 mm) column. Waters Micromass Quattro LC-tandem MS. Positive ion ESI in MRM mode
	32-desmethoxy-rapamycin

Analog
	PPT followed by SPE
	1a
	None observed
	2g

	Vogeser et al.123

	Voriconazole in plasma
	Water:methanol (95:5 (v/v))
	LiCrospher® 100 RP-18 column (125 × 4 mm). Waters Micromass Quattro LC Ultima tandem MS.

Positive ion ESI in MRM mode
	Fenbuconazole

Analog
	PPT followed by SPE
	1a
	None observed
	2g

	Wang et al.


124


	Illicit drugs in oral fluid
	Solvent A (acetonitrile) 

Solvent B (ammonium acetate (10 mM) pH = 6.25 in water)
	Acquity Waters HSS-T3 column (100 × 2.1 mm). Waters Quattro Premier XE Triple Quadrupole MS/MS. Positive ion APCI/APPI/ESI in SRM mode
	SIL-IS were obtained for all sample drugs except for norcocaine

Stable isotopes
	Centrifugation
	1a
	ESI (suppression 28-78%, enhancement 5.1- 28%)

APCI (suppression 45-89%)

APPI (suppression 74-96%)
	2e

	Wang et al.


42


	Carvedilol enantiomers in plasma
	Solvent A (ammonium formate (2 mM), pH = 3 and Solvent B (acetonitrile) 
	Ace 3 C18 column (50 × 2.1 mm). API-4000 Triple Quadrupole MS/MS. Positive ion ESI in SRM mode
	[2H5]-carvedilol

Stable isotope
	PPT and derivatization
	1c
	Suppression
	2b, 2d

	Willis et al.125
 
	Free mycophenolic acid in plasma
	Ammonium formate (2 mM, pH = 3.8): methanol 45:55 (v/v)
	Novapak C18

column (150 × 2.1 mm)

PE-Sciex API III triple quadrupole MS.

Negative ion APCI in SRM mode


	Indomethacin

Analog
	Ultrafiltration and SPE
	1e
	n/a
	2g

	Wood et al.126

	Multiple illicit drugs in preserved oral fluid
	Solvent A (ammonium bicarbonate (10 mM, pH = 10), Solvent B (methanol)
	XTerra MS C18 column (150 × 2.1 mm).
Quattro Ultima tandem mass spectrometer. Positive ion ESI in MRM mode
	Deuterated analogs for all of the analytes

Stable isotopes
	SPE
	1b, 1c
	Suppression- 2-13%, ion enhancement 3-12%
	2f

	Xia et al.


127


	Ursolic acid in plasma
	Solvent A (acetonitrile) and Solvent B (ammonium formate (10 mM), 90:10, v/v))
	Acquity UHPLC BEH C8 column (100 × 2.1 mm). Waters Acquity TQDTM triple quadrupole MS. Negative ion ESI MS/MS in MRM mode
	Glycyrrhetinic acid

Analog
	LLE
	1b
	Suppression 6-10%
	2f

	Zhang et al.128

	Vancomycin in serum
	Solvent A (formic acid (0.1%) in water, Solvent B (acetonitrile), 90:10 v/v
	ACE-3-C8 column (50 × 3.0 mm). LTQ-Orbitrap hybrid mass spectrometer. Positive ion ESI
	Atenolol

Analog
	SPE
	1a, 1b
	Negligible
	2d


Atmospheric pressure chemical ionization (APCI), deuterated internal standards (DIS), electrospray ionization (ESI), flow injection analysis (FIA), liquid-liquid extraction (LLE), LIPID MAPS (LM), multiple reaction monitoring (MRM), tandem mass spectrometry (MS/MS), protein precipitation (PPT), stable-isotope-labeled internal standard (SIL-IS), solvent phase extraction (SPE), selected reaction monitoring (SRM)

Legend for methods of assessing SEI

1a
Comparison of response in pure solution to that in matrix
1b
Post extraction addition

1c
Post column infusion

1d
No details provided

1e
None performed

Legend for methods of minimizing impact of SEI

2a
Modified sample extraction

2b
Mobile phase modification or dilution of the sample

2c
Calibration using a similar matrix 

2d
Use of a stable isotope or other internal standard

2e
Other instrument modification

2f
None performed

2g
Not applicable, since the study considered that SEI was negligible or not observed at the retention time of analytes/entire run.
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