Table S1: Summary of studies utilizing MRM for protein quantification in human plasma, as retrieved following a systematic search.
	Disease
	Application of depletion
	Number of samples
	Stable isotopes (SIS) and Quantification
	Main proteins detected by SRM/MRM
	 Concentration 
	Reference

	Pancreatic cancer
	Depletion via immunoaffinity MARS column
	1) Verification cohort: n=134 [pancreatic ductal adenocarcinoma (PDAC) (n=50), pancreatic benign (PB)  (n=34), normal control (NL) (n=50)]

2) Validation cohort

n=1008, including those that were used in the verification step [PDAC (n=401), NL (n=349), other cancer (OC) (n=149), PB (n=109)]


	SIS peptides /relative quantification/ †Tier 2
	3-protein panel (LRG1, TRR, CA19-9)
	-
	*Park et al. [56]

	Pancreatic cancer
	Depletion via immunoaffinity MARS-6 column
	n=184 divided in 2 sets

1) training set (n=84)

a) IPMN patients (n=34)  [low- and intermediate-grade dysplasia (LGD and IGD) n =

17; high-grade dysplasia and invasive IPMN (HGD and invasive IPMN) (n = 17)] and

b) heterogeneous controls (n=50) (healthy control n = 25; chronic cholecystitis n = 25)

2) test set (n=100)

a) IPMN patients (n=50) (LGD and IGD, n = 25; HGD and invasive IPMN, n = 25)

and b) healthy controls (n=50)
	SIS peptides/relative quantification/ †Tier 2
	6-protein panel (C5, CPN2, IGFBP2, IGFBP3, LDHB, and PPBP)
	-
	*Kim et al. [57]

	Pancreatic cancer
	Plasma/no depletion
	n=594 samples in total/ 2 sets used for  MRM:

1) early stage cohort: stage I-II IDACP patients (n=38), controls (n= 65) 

2) all-stage cohort: stage I-IV IDACP patients (n=101) and diseases other than IDACP (n=352), controls (n=38) 


	SIS peptides/absolute quantification/†Tier 2
	IGFBP2, IGFBP3
	Mean concentration

(fmol/μL) derived by graphs

1) early stage set

IGFBP2

(IDACP:~23,

Control: :~19)

IGFBP3

(IDACP:~110,

Control: :~150)

2) all-stage set

IGFBP2

(IDACP:>18,

Control: :~18)

IGFBP3

(IDACP:<125,

Control: :~125)


	*Yoneyama et al. 

[58]

	Pancreatic cancer
	No depletion
	n=97 [PC patients (n=70) and healthy controls(n=27)]
	SIS peptides/absolute quantification/†Tier 2
	proline hydroxylation at residues 530 (Hyp-TFP) and 565 (Hyp-ESS) of α-fibrinogen
	Mean concentration

(pmol/μL) derived by graphs

Hyp-ESS

(PC:~3.7, control: ~2)

Hyp-TFP

(PC:~4.2, healthy:~3.8)


	Yoneyama  et al. 

[59]

	Colorectal cancer (CRC)
	Depletion via  a MARS-14 immunoaffinity

column
	n=1045 CRC-symptomatic patients
	SIS

peptides/absolute quantification/†Tier 2
	127 proteins
	Not mentioned
	*You et al. [60]

	Colorectal cancer (CRC)
	Depletion via  a MARS-14 immunoaffinity

column)
	n=274 divided in:

1) Discovery cohort (n=138) [CRC (n=69), control (n=69)]

2) Validation cohort (n=136) [CRC (n=68), control (n=68)]


	SIS peptides/  relative quantification/†Tier 2
	ORM1

, SERPINA1, AMY2B, CLUS, C9, ECH1, FTL, GELS, SPP1, SELENBP1, FAP, SPON2, TIMP1
	-
	*Jones et al. [61]

	Colorectal cancer (CRC)
	No depletion/immunoenrichment and excision of gel bands
	n=24 [Colon cancer patients (n=12) and controls (n=12)]
	SIS peptides/absolute quantification/†Tier 2
	TIMP1, ENG, MSLN, THBS2, MMP9, COMP
	Mean concentration (ng/mL) ±SD

TIMP1

(cancer: 212±59

control: 141±41)

ENG

(cancer: 8.6±1.5,

control: 10.1±3.9)

MSLN (cancer: 14.1±8.5, control: 8.3±3.5)
THBS2 (cancer: 21±10,

control: 10.5±7.9)
MMP9 (cancer: 141±96,

control: 111±46)
COMP

(cancer: 221±117, control: 153±62)

	Lin et al. [62]

	Hepatocellular carcinoma
	No depletion-lectin coupled to MRM
	n=6 [HCC (n=3) and HBV (n=3) as controls]
	SIS peptides/ absolute quantification/†Tier 2
	SERPINA1, AHSG
	Mean protein abundance (fmol)

Total protein abundance

SERPINA1 (HCC: 497.2, HBV: 320.0)

AHSG
(HCC: 46.6, HBV: 77.4)

AAL-captured glycoform abundance

SERPINA1 (HCC: 544.1, HBV: 115.3)

AHSG 
(HCC: 159.1, HBV: 71.1)
	Ahn et al. [63]

	Hepatocellular carcinoma
	No depletion
	 n=81 (n=41 HCC and n=40 healthy donors)
	SIS peptides/ relative quantification/†Tier 2
	Vitronectin, 

alpha-1 acid glycoprotein 1

	-
	Lee et all. [64]

	Liver diseases (cirrhosis (CIR) and hepatocellular

carcinoma (HCC)]
	Enrichment via fractionation of IgGs (use of A and G columns)
	n=15 [HCC patients (n = 5), cirrhotic patients (C1R)

(n = 5), and healthy individuals (n = 5)]
	SIS peptides  - for each immunoglobulin subclass (IGHG1–4, IGHA1, IGHG3, and IGHM) /absolute quantification/†Tier 2
	IGHG1, IGHM, IGHG3 and IGHA1(absolute quantification)

FA2G0 ,FA2BG0, FA2G2 glycoforms of IgGs (relative quantification)
	Mean concentration (g/L) ±SEM

IGHG1 

(HCC: 14.03±1.84, C1R: 9.70±1.87, healthy: 4.81±0.62

IGHM 
(HCC: 1.69±0.49, C1R: 0.80±0.21, healthy: 0.42±0.10

IGHA1 

(HCC: 3.14±0.35, C1R: 2.71±0.54, healthy: 1.15±0.19

IGHG3 
(HCC: 2.21±0.48, C1R: 1.72±0.55, healthy: 1.18±0.11


	Yuan et al. [66]

	Lung cancer
	Depletion depletion via immunoaffinity for albumin and IgG
	n=102 [n=72 patients diagnosed with NSCLC including

adenocarcinoma (stages I-IV), squamous cell carcinoma (stages I-IV), and large cell carcinoma

(stages II-IV) and n=30 healthy volunteers]
	SIS peptides/relative quantification/†Tier 2
	Zyxin
	-
	*Kim et al. [67]

	Lung cancer
	Depletion via IgY14 immunoaffinity

column
	1) Verification cohort n=143 [cancer (n=72), benign (n=71)]

2) Validation cohort n=104 [cancer (n=52), benign (n=52)]


	No SIS peptides only standard synthetic peptide/relative quantification/†Tier 3
	A 13-protein classifier (LRP1, BGH3, COIA1, CLEC3B, THBS1, ALDOA, HSPA5, ISLR, FRIL, LGALS3BP, PRDX1, FGA, GLG1)
	-
	Li et al.

 [68]

	Lung cancer
	No depletion/lectin fractionation
	n=60 [ADLC from patients with a

confirmed diagnosis of early lung cancer at stages I and II with the adenocarcinoma carcinoma subtype (n=30), non cancerous controls

volunteers who exhibited no clinical

evidence of cancer-related diseases (n=30)]
	SIS peptides/absolute quantification/†Tier 2
	lectin-AAL-captured glycoforms of ORM2 and CP
	Mean protein abundance (fmol)

AAL-captured glycoforms:

ORM2 
(ADLC: 197.2, controls: 74.4)

CP

(ADLC: 62.3, controls: 13.7)

Total glycoforms:

ORM2 
(ADLC: 20.3, controls: 26.09)

CP

(ADLC: 103.4, controls: 72.09)


	Ahn et al. [69]

	Lung cancer
	Depletion via immunoaffinity for albumin and IgG
	n=60 [n=30 of lung cancer adenocarcinoma of different stages (n=10 in stage I (n=5 IA and N5 IB), n=10 in stage II (n=6 IIA and n=4 IIB), and n=10 in stage III (n=7 IIIA and n=3 IIIB)- and n=30 healthy controls]
	No SIS peptides only an internal standard

protein (β-galactosidase) for normalization /relative quantification/†Tier 3
	Gelsolin, complement factor H, galectin-1, actin cytoplasmic 1, multiple inositol polyphosphate phosphatase 1, apolipoprotein C-I, 7,8-dihydro-8-oxoguanine triphosphatase, phospholipase B-like 1, neuronal cell adhesion molecule
	-
	Wu et al. [70]

	Gynecological cancer (Breast cancer)
	No depletion
	1) Verification cohort n=160 [breast cancer patients (n=80), healthy women (n=80) ]

2) Validation cohort n=200 [breast cancer patients (n=100), healthy women (n=100)]

2)


	No SIS peptides only synthetic peptides/ beta galactosidase

(β-Gal) peptide as an internal standard/relative quantification/†Tier 3
	3 protein panel (neural cell adhesion molecule L1-like protein, apolipoprotein C-1, carbonic anhydrase-1)
	-
	Lee et al. [72]

	Gynecological cancer (Ovarian Cancer)
	Depletion via IgY14 immunoaffinity

column
	Totally  n=167  

1) Method development-Verification cohort n=94 [Pancreatic

Cancer (n=14), Colorectal

Cancer (n=20), Ovarian cancer (n=28), Normal healthy

Individuals (n=32)]

2) Validation cohort n=73 [Pancreatic

Cancer (n=24), Colorectal

Cancer (n=0), Ovarian cancer (n=35), Normal healthy

Individuals (n=14)]


	No SIS peptides only six SIS peptides for method development for the rest targets synthetic peptides/relative quantification/†Tier 3
	PPIA
	-
	Wang et al.

[73]

	Prostate cancer
	Depletion via MARS Hu-7 spin immunoaffinity

Column
	n=72 prostate cancer patients
	SIS peptide/absolute quantification/†Tier 2
	KLK3 (PSA)
	Mean concentration of PSA (ng/mL) by using 4 different SIS peptides in the plasma of N=37 patients:

1) LSEPAELTDAVK: ranges from 70-2743

2) LSEPAELTDAVK + LSEPAEITDAVK: ranges from 70-2743

3) IVGGWECEK ranges from 35-3319

4) IVGGWECEK s ranges from 46-2280


	Vegvari et al. 

[74]

	Cancer-associated venous thrombosis


	No depletion
	n=75 [patients with VT (n=25), and patients with VT who were also diagnosed with cancer (n=25), healthy controls (n=25)]
	SIS peptides/absolute quantification/†Tier 2
	Alpha-2-antiplasmin,

Antithrombin,

Coagulation factor IX,

Coagulation factor V,

Coagulation factor VII,

Coagulation factor X,

Coagulation factor XI,

Fibrinogen alpha chain,

Fibrinogen beta chain,

Fibrinogen gamma chain,

Plasminogen,

Prothrombin (FII),

Vitamin K-dependent protein C,

Vitamin K-dependent protein S
	Only concentration of SIS peptides is reported
	Mohammed et al.

 [75]

	Cardiovascular diseases (CVD) and Chronic Kidney Disease (CKD)]
	Depletion via affinity chromatography
	n=150 [CKD1-2 (n=30), CKD3-4 (n=30), CKD5 (n=30), CVD (n=30), HV (control group) n=30]
	No SIS peptides /relative quantification/†Tier 3
	α-1 m, APOA4, A2M, APOA1, CFB, ITIH4, TTR, FGG, HP, APOB,

C4A13
	-
	Luczak et al. 

[79]

	Cardiovascular diseases  (CVD) [atherosclerosis]
	No depletion 
	n=120

[computer tomography-determined coronary calcification (CT-plusCa) (n=30),

stable atherosclerosis disease (SAD) (n=30),

acute coronary syndrome (ACS) (n=30), computer tomography-determined no coronary calcification (CT-noCa)-controls (n=30)]
	SIS peptides/relative quantification/† Tier 2
	LPA, SAA1 ,CRP, VcL , TSP-4
	-
	*Kristensen et al.

[80]

	Heart diseases (atherosclerosis)
	No depletion
	n=49 acute myocardial infarction (MI)  (n=15), stable angina (non-MI) (n=20), control (n=14)]
	No SIS peptides /relative quantification/†Tier 3
	8  proteins as putative biomarkers (F10,MST1, SERPINA3, CPN2, LUM,ORM2, ACTG1, NAGLU)
	-
	Cheow et al. [81]

	Cardiovascular diseases  

(CVD)
	Depleted and non-depleted samples) /

Depletion by Plasma HSA/IgG Multiple Affinity Removal

Spin Cartridge
	n=50

[ST-segment elevation

myocardial infarction(STEMI) patiens (n=25) and patients with chest pain (CHP) of non-cardiac causes (n=25)]
	SIS peptides /absolute quantification/†Tier 2
	APOC1, APOC2 and APOE
	Mean concentration (μmol/L) derived by graphs

APOC1 (STEMI: ~1.2, CHP: ~0.8)

APOC2 (STEMI: ~0.7, CHP: ~0.5)

APOE 

(STEMI: ~0.45,

CHP: ~0.35)


	Rezeli et al. [82]

	Cardiovascular diseases  

(CVD)
	No depletion
	n=110

 ST-segment elevation

myocardial infarction (STEMI) patients (n=55) and patients with chest pain (CHP) of non-cardiac causes (n=45), type 2 type-2 myocardial infarction AMI (n=6), other (n=4)
	SIS peptides /relative quantification/†Tier 2
	87 proteins
	-
	*Rezeli et al. 

[83]

	Cardiovascular diseases  

(CVD)
	Depletion of

Albumin via Proteo Extract Albumin Removal

Kit and extra step in patients was affinity enrichment of TnI
	1) Analytical validation in normal human plasma

2) Verification inn=3 [Troponin (Tn) patient samples]
	No SIS peptide only synthetic internal standard/absolute quantification/†Tier 3
	Cardiac biomarker,

troponin I (TnI)
	N=3 patients, N=3 technical replicates for each

Mean concentration (ng/mL) 

1) 52.10

2) 52.26
3) 58.39

	Zhao et al. [84]

	Cardiovascular diseases  (CVD) [calcific aortic stenosis (AS) and aortic regurgitation (AR)]
	Depletion via immunoaffinity MARS-14 column
	n=32 [AS (n= 24) and AR (n=8)]
	Proteomics: No SIS peptides /relative quantification/†Tier 3

Metabolomics: methyl pentadecanoate as internal standard/relative quantification
	Fibrinogen beta chain, fibrinogen gamma chain, complement C4B, vitronectin and apolipoprotein C-II) and metabolites (succinic acid, pyroglutamic acid, alanine)
	-
	Mourino-Alvarez et al. 

[85]

	Cardiovascular diseases  (CVD) [Cardiac Transplantation]
	Depletion of 14 most abundant proteins via immunoaffinity chromatography
	For validation of the discovery phase:

n = 40

[AR-acute rejection patients (AR) (n=7), mild non-treatable rejection patients (1R) (n=6), non-rejection patients (NR) (n=11),

Healthy (n=16)]

For a classifier development:

n=17

[AR (n=6),  NR (n=11)]
	SIS peptides/absolute quantification/†Tier 2


	4 protein-panel (B2M, ADIPOQ, CP, PLTP)
	Mean concentration derived (μΜ) by graphs

B2M

(AR: ~0.3, ΝR:~0.1)

ADIPOQ

(AR: ~0.2, ΝR:~0.3)

CP

(AR: ~5, ΝR:~3.5)

PLTP

(AR: ~0.5, ΝR:~0.7)


	Cohen Freue et al. [86]

	Diabetes (Prediabetes)
	Depletion via ProteoMiner beads
	n=439 [prediabetes (n=95) and Type 2 diabetes (n=63), [normal glucose metabolism (NGM-N)  n=281]
	SIS peptides/relative quantification/†Tier 2
	MASP1, THBS1, GPLD1 and ApoA-IV
	-
	*Von Toerne et al. 

[88]

	Diabetes (Diabetic Kidney Disease)
	Depletion via 14 Multiple Affinity Removal (MARS14) column
	1) Verification cohort: (Pool 1-normoalbuminouria-n=20), (Pool 2-microalbuminouria-n=20) and Pool 3-macroalbuminouria-n=20)] with also individual samples [(normoalbuminouria-n=10), microalbuminouria-n=10) and macroalbuminouria-n=10)]

2) Validation cohort: n=572 patients [(normoalbuminouria-n=310), microalbuminouria-n=191) macroalbuminouria-n=71)]
	SIS peptides/relative quantification/†Tier 2


	APOA4, CFHR2, IGFBP3
	-
	*Bringans et al.  ADDIN EN.CITE <EndNote><Cite><Author>Bringans</Author><Year>2017</Year><RecNum>21</RecNum><DisplayText>[11]</DisplayText><record><rec-number>21</rec-number><foreign-keys><key app="EN" db-id="tv5rae59ieeepwesspy50zx7e02p9svzpf5s">21</key></foreign-keys><ref-type name="Journal Article">17</ref-type><contributors><authors><author>Bringans, S. D.</author><author>Ito, J.</author><author>Stoll, T.</author><author>Winfield, K.</author><author>Phillips, M.</author><author>Peters, K.</author><author>Davis, W. A.</author><author>Davis, T. M. E.</author><author>Lipscombe, R. J.</author></authors></contributors><auth-address>Proteomics International, PO Box 3008, Broadway, Nedlands, Perth, Western Australia, WA 6009, Australia.&#xD;Harry Perkins Institute of Medial Research, QQ Block, QEII Medical Centre 6 Verdun Street, Nedlands, Perth, Western Australia, WA 6009, Australia.&#xD;University of Western Australia, 35 Stirling Highway, Crawley, Perth, Western Australia, WA 6009, Australia.</auth-address><titles><title>Comprehensive mass spectrometry based biomarker discovery and validation platform as applied to diabetic kidney disease</title><secondary-title>EuPA open proteomics</secondary-title><alt-title>EuPA Open Proteom</alt-title></titles><periodical><full-title>EuPA open proteomics</full-title><abbr-1>EuPA Open Proteom</abbr-1></periodical><alt-periodical><full-title>EuPA open proteomics</full-title><abbr-1>EuPA Open Proteom</abbr-1></alt-periodical><pages>1-10</pages><volume>14</volume><edition>2017/01/05</edition><dates><year>2017</year><pub-dates><date>Mar</date></pub-dates></dates><isbn>2212-9685 (Electronic)&#xD;2212-9685 (Linking)</isbn><accession-num>29900119</accession-num><urls><related-urls><url>http://www.ncbi.nlm.nih.gov/pubmed/29900119</url></related-urls></urls><custom2>5988498</custom2><electronic-resource-num>10.1016/j.euprot.2016.12.001</electronic-resource-num><language>eng</language></record></Cite></EndNote>
[89]

	Diabetes

(Diabetic retinopathy)
	No depletion
	n=60 [(Mi (n=15) , Mo (n=15), and severe NPDR (n=15), NoDR (n=15)])
	No SIS peptides /Only β-Galactosidase peptide

as a relative internal standard peptide for normalization/relative quantification/†Tier 3
	4 protein panels 1) NoDR vs MiNPDR (complement factor H, prothrombin apolipoprotein A-I, 

α-2-macroglobulin)

2) NoDR vs MoNPDR (afamin, apolipoprotein CIII, complement factor B, kallistatin)
	-


	Kim et al. [90]

	Diabetes

(Diabetic retinopathy)
	Depletion via MARS column
	n=60 [diabetics with mild nonproliferative diabetic retinopathy (Mi NPDR) (n=20), diabetics with moderate non proliferative diabetic retinopathy (Mo NPDR) n=20), diabetic patients without DR (NoDR) (n=20)]
	SIS peptides/absolute quantification/†Tier 2
	4 protein-panel (APO4, C7, CLU, and ITIH2)
	Mean concentration (ng/μL)

APO4

(Mo NPDR: 166.04, Mi NPDR: 149.92, No DR: 125.28)

C7

(Mo NPDR: 13.76, Mi NPDR: 22.49,

No DR: 24.27)

CLU

(Mo NPDR: 143.37, Mi NPDR: 165.18, No DR:

115.98)

ITIH2 (Mo NPDR: 17.41, Mi NPDR: 45.44, No DR:

39.32)


	Jin et al. [91]

	Diabetes (T2DM)
	No depletion
	n=81 [VCDL treated (n=14), VCDL treated + exercise (n=13), obese controls (n=27), and lean controls (n=27)]
	No SIS peptides /relative quantification/†Tier 3
	fibrinogen, transthyretin,complement C3, apolipoproteins, especially apolipoprotein A-IV
	-
	Sleddering et al. 

[92]

	Diabetes (T2DM treated with drugs)
	No depletion
	1) Analytical validation in plasma

2) Drug evaluation in n=32 (type-2 diabetic patients who were treated either with sitagliptin (n=14) or α-GI miglitol (n=18)
	SIS peptides/absolute quantification/†Tier 2
	Ratio of active GIP1-42 to total GIP
	Mean concentration (pM) derived by graphs

Sitagliptin administration at 1 h:

1) GIP1-42: ~:  150

2) GIP1-42+GIP3-42 : ~: ~ 250

α-GI miglitol administration at 1 h:

1) GIP1-42: ~:  50

2) GIP1-42+GIP3-42 : ~: ~ 190


	Miyachi et al. 

[93]

	Diabetes (T2DM)
	No depletion and fractionation via

pore size spin filter to remove particulates
	n=12 [(type 2 diabetic patients (n=4), controls (n=8)]


	No SIS peptide only a synthetic tryptic peptide for R257 /no quantification only detection/†Tier 3
	Presence of R257 in human serum albumin after MG action
	-
	Kimzey et al.

 [94]

	Diabetes (T2DM)
	No depletion
	n=96 [type 2 diabetes patients (n=48) and control plasma samples (n=48)]
	SIS peptides/absolute quantification/†Tier 2
	glycated lysine-141 of haptoglobin (HP K141) and HbA1c
	Mean concentration derived (fmol/mg protein) by graphs

HPK141 (type 2 diabetes patients: ~30, controls: ~10)

Additionally, samples were splitted in another 2 categories

1) HbA1C level > 6.5 % (48 mmol/mol): ~27

2) HbA1C level < 6.5 % (48 mmol/mol): ~30
	Spiller et al. 

[95]

	Neurological disorders (Parkinson’s)
	No depletion/ hydrazide resin columns for glycopeptides enrichment
	n=162 [PD (n=98), AD (n=15), and controls (n=49)]
	AQUA SIS peptides/absolute quantification/†Tier 2
	4-peptide panel  of N-glycopeptides (PRNP, HSPG2, MEGF8, and NCAM1)
	Quantity of SIS and Endogenous to SIS Ratios are reported 
	*Pan et al. [97]

	Neurological disorders (Alzheimer’s)
	1) [Fractionation in VLDL (Very-low density lipoprotein), IDL (Intermediate density lipoprotein), LDL (Low density lipoprotein), HDL (High-density lipoprotein) and 2) Depletion of Albumin and IgG via immunoaffinity
	n= 10 [AD patients (n=5) and controls (n=5)]
	No SIS peptides for every analyte only 4 SIS peptides for normalization of variations/relative quantification/†Tier 3
	C3
	-
	Li et al. 

[99]

	Neurological disorders [(SZ) Schizophrenia, (BD) bipolar disorder]
	No depletion
	n=147 [SZ (n=29) patients, BD (n=25) and non-clinical controls (n=93)]
	SIS peptides/relative quantification/†Tier 2
	apolipoprotein C
	-
	*Knochel et al.

 [101]

	Osteoarthritis (OA) (knee osteoarthritis)
	No depletion
	n=173 (progression OA cohort)
	AQUA SIS peptides/not mentioned if relative or absolute quantification was performed/†Tier 2
	Clusterin, lubricin
	Levels of proteins are not mentioned
	*Ritter et al. [102]

	Rheumatoid Arthritis (RA)
	Organic solvent precipitation for efficient removal of the plasma proteins
	1) Analytical validation in n=6 healthy volunteers

2) Drug evaluation:n=20 RA patients (6, 5 and 9 patients for the doses of 1, 2.5 and 5 mg respectively)
	SIS peptide/absolute quantification/†Tier 1
	CIGB-814
	Mean concentration (ng/mL)±SD at 0.5 h

1 mg dose: 12.38 ± 6.29 

2.5 mg dose: 19.59 ± 10.48 

5 mg dose: 29.93 ± 14.23 
	**Cabrales –Rico et al. 

[104]

	Preeclampsia
	Depletion by MARS Hu-14 immunodepletion column
	n=108 [EO (early onset)-PE (n=16), LO (late onset )-PE (n=42), controls (n=42), full technical

replicates of a pooled sample (n=8)]
	No SIS peptides only synthetic internal peptides/relative quantification/†Tier 3
	Platelet basic protein , pregnancy-specific glycoprotein 
	-
	Blankley et al.

 [106]

	Preeclampsia
	Depletion six highly abundant proteins via

MARS Hu-6 column
	n=26 [PE (n=13), controls (n=13)]
	No SIS peptides only β-Galactosidase peptide

as a relative internal standard peptide for normalization/relative quantification/†Tier 3
	CIS, HP, HBA1, HBB, CRP and AMBP
	-
	Kim et al. [107]

	Cystic Fibrosis (pulmonary exacerbations)
	No depletion
	n=104 patients [imminent pulmonary exacerbations (n=43) compared to no imminent pulmonary exacerbations (n=61)]

n=104 were splitted in 2 groups

1) discovery (n=70)

2) replication (n=34)
	SIS peptides/relative quantification/†Tier 2
	6 protein panel (CRP, peroxiredoxin-2, haemoglobin subunit alpha, carbonic anhydrase, CD5, apolipoprotein C-II)
	-
	*Quon et al. [109]

	Eye disease [Age-related macular degeneration (AMD)]
	No depletion
	1) Analytical validation blocks of n=30 containing 27 study samples with 3 internal standards

2) Verification in n=344 adults
	SIS peptides/absolute quantification/†Tier 2
	CFH variants related to AMD (Y402, H402, I62, V62 and CFHR1–5)
	Mean concentration (μg/mL) ±SE

by

inferred genotype

YY402, II62: 170.1±31.4

YY402, VV62: 188.8±38.5

HH402, VV62:144.0±37.0

HY402, VV62: 164.2±42.3

YY402, IV62 194.8±36.8

HY402, IV62 181.3±44.7

CFHR1: 1.63±0.04

CFHR2: 3.64±1.20

CFHR3: 0.020±0.001

CFHR4: 2.42±0.18

CFHR5: 5.49±1.55


	*Zhang et al. 

[110]


†Tier refers to three levels of targeted proteomics analysis according to whether they include SIS peptides (Tier 1: SIS peptides, high analytical validation, Tier 2:SIS peptides: moderate to high analytical validation, Tier 3: no SIS peptides: low to moderate analytical validation) [22].
*refers to studies of Tier 2 with sample size > 100 and ** to a study of Tier 1.
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