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Crpaterus noucka

1. 1151 BBISIBIEHUS peJIeBaHTHBIX UCCIIEIOBAHUIMI MTPOBe-
JleH nmouck B 6aze PubMed ¢ ucnojib30BaHUEM CIENY-
IOIIUX KJIIOYEBBIX TEPMUHOB U MEMUIIMHCKUX MpPe.-
MeTHbIX pyopuk (Medical Subject Headings, MeSH):
a) (Colorectal cancer) OR (Colorectal Neoplasms) OR

(Colorectal adenocarcinoma) OR (Colorectal carcinoma)
OR (Colorectal malignancy) OR (Colorectal tumor) OR
(Colon cancer) OR (Rectal cancer) OR (Colon carcinoma)
OR (Colon adenocarcinoma) OR (Rectal carcinoma) OR
(Rectal adenocarcinoma) OR (Adenocarcinoma rectum);

b) (MicroRNA) OR (miRNA) OR (pri-miRNA) OR
(RNA Micro) OR (Primary MicroRNA) OR (Primary
miRNA) OR (pre-miRNA) OR (pri miRNA) OR miRNAs
OR (Small Temporal RNA) OR stRNA OR (pre miRNA)
OR MicroRNAs OR (mature miRNA) OR (precursor
miRNA) OR (Small non-coding RNA) OR (sncRNA);

¢) Sensitivity OR Specificity OR AUC OR (area under
curve) OR accuracy;

d) (early detection) OR (early diagnosis) OR diagnosis
OR diagnostic OR ((disease OR tumor OR cancer OR
neoplasm) AND detection) OR screening OR (differential
diagnosis) OR (diagnostic confirmation).

a) AND b) AND c) AND d)

2. 1141 BBISIBIIEHUS PEIEBAHTHBIX UCCIEAOBAHUI TPOBE-
JIeH nouck B 6aze Embase ¢ ucnonb3oBaHUEM CIIeNy-
IOLIMX KJTIOYEBBIX TEpMUMHOB 1 MeSH:

a) colorectal AND (“cancer”/exp OR cancer) OR
(colorectal AND (“neoplasms”/exp OR neoplasms)) OR
(colorectal AND (“adenocarcinoma”/exp OR

adenocarcinoma)) OR (colorectal AND (“carcinoma” /exp
OR carcinoma)) OR (colorectal AND (“malignancy”/exp
OR malignancy)) OR (colorectal AND (“tumor”/exp OR
tumor)) OR ((“colon” /exp OR colon) AND (“cancer”/exp
OR cancer)) OR (rectal AND (“cancer”/exp OR cancer))
OR ((“colon”/exp OR colon) AND (“carcinoma” /exp OR
carcinoma)) OR ((“colon”/exp OR colon) AND
(“adenocarcinoma”/exp OR adenocarcinoma)) OR (rectal
AND (“carcinoma” /exp OR carcinoma)) OR (rectal AND
(“adenocarcinoma”/exp OR adenocarcinoma)) OR
((“adenocarcinoma” /exp OR adenocarcinoma) AND
(“rectum”/exp OR rectum));

b) microrna OR mirna OR “pri mirna” OR (rna AND
micro) OR (primary AND microrna) OR (primary AND
mirna) OR “pre mirna” OR (pri AND mirna) OR mirnas
OR (small AND temporal AND rna) OR strna OR (pre
AND mirna) OR micrornas OR (mature AND mirna) OR
(precursor AND mirna) OR (small AND “non coding”
AND rna) OR sncrna;

c) “sensitivity” /exp OR sensitivity OR “specificity”/
exp OR specificity OR “auc”/exp OR auc OR ((“area” /exp
OR area) AND under AND (“curve”/exp OR curve)) OR
“accuracy” /exp OR accuracy;

d) early AND detection OR (early AND diagnosis) OR
diagnosis OR diagnostic OR ((disease OR tumor OR cancer
OR neoplasm) AND detection) OR screening OR
(differential AND diagnosis) OR (diagnostic AND
confirmation).

a) AND b) AND c) AND d)
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Qimarpamma ot6opa ny6nmkauui
= My6nukaumu, ngeHTMdnLMpoBaHHbIe Yepes NONCK B 6azax faHHbIX (n = 4732) /
% § Publication identified through database search (n = 4732)
s S
6=
SIE ( VcknioueHHble ny6nvkaumm (n = 3960):
3 § My6nukaunmn nocne yaaneHus pybnvkatos (n =4018) / — He KOHTponupyemoe nccnegoBaHue (n = 2229);
§ Publications after duplicate removal (n =4018) - Apyroe 3aboneBaHue (n = 610);

- Apyron ucxog (n = 137);

- ppyrasa nonynauusa (n = 632);

- Apyrad Tepanua (n = 323);

nybnukatbl uccnefosanuii (n = 29) /
Excluded publications (n = 3960):

- single-arm study (n = 2229);

— other disease (n =610);

— other outcome (n=137);

- other population (n = 632);

other therapy (n = 323);

Y
|

E ) Y - duplicate studies (n =29)
= S My6nukaumm, npolueflwne CKpUHUHF (n = 58) /
a2 Publications that passed screening (n = 58)
Ea

[JononHuTenbHble Nybnmkauum, fobaBneHHble

< 13 UCTOYHUKOB NIuTepaTtypsbl (n = 5) / Additional

publications added from literature sources (n = 5)
~
. y
g ES) W cKnioueHHble NoNHOTeKCToBble cTaTbh (N = 15):
35 MNMonHoTeKCTOBbIE CTaTbU, OLEHEHHbIE HA NPUEMIEMOCTb B roif !N MaTepuana (n = 5);
SS (n=63) / Full-text articles assessed for eligibility (n = 63) Apy P B
g [, - ppyrasa nonynauua (n = 2);
|:°' - ppyrue ncxodpl (n = 3);

- BybnuKaTbl yxKe BKIIOUYEHHbIX NCCnefoBaHNi
7l (h=5)/
Excluded full-text articles (n = 15):
v - other type of material (n = 5);
- other population (n = 2);
My6nuKaumu, BKNoYeHHbIe B CMHTe3 (n = 48) / — other outcomes (n = 3);

Publications included in the synthesis (n = 48) - duplicates of already included studies (n = 5)

BkntoueHHble /
Included

Puc. B1. JJuaepamma ombopa nybaukayuii

Fig. B1. Flow chart of publication selection

0630p numepamypbi |



0630p numepamyphbl

20

XUPYPIHA v oHkonorus

—

10.

12.

13.

14.

15.

16.

| TOM16/VOL.16

Ilpuaoxcenue B
Supplement B

BKknioyeHHble nccnepoBaHuA

. Bader El Din N.G., Ibrahim M.K., El-Shenawy R. et al.

MicroRNAs expression profiling in Egyptian colorectal cancer
patients. [UBMB Life 2020;72(2):275—84.
DOI: 10.1002/iub.2164

. Basati G., Emami Razavi A., Abdi S., Mirzaei A. Elevated level

of microRNA-21 in the serum of patients with colorectal cancer.
Med Oncol 2014;31(10):205. DOI: 10.1007/s12032-014-0205-3

. Basati G., Razavi A.E., Pakzad I., Malayeri FA. Circulating levels

of the miRNAs, miR-194, and miR-29b, as clinically useful
biomarkers for colorectal cancer. Tumour Biol 2016;37(2):1781-8.
DOI: 10.1007/s13277-015-3967-0

. Bastaminejad S., Taherikalani M., Ghanbari R. et al. Investigation

of microRNA-21 expression levels in serum and stool as a potential
non-invasive biomarker for diagnosis of colorectal cancer. Iran
Biomed J 2017;21(2):106—13. DOI: 10.18869/acadpub.ibj.21.2.106

. Wang B., Zhang Q. The expression and clinical significance

of circulating microRNA-21 in serum of five solid tumors. J Cancer
Res Clin Oncol 2012;138(10):1659—66.
DOI: 10.1007/s00432-012-1244-9

. Elshafei A., Shaker O., Abd El-Motaal O., Salman T. The

expression profiling of serum miR-92a, miR-375, and miR-760
in colorectal cancer: an Egyptian study. Tumour Biol
2017;39(6):1010428317705765. DOI: 10.1177/1010428317705765

. Vychytilova-Faltejskova P., Radova L., Sachlova M. et al. Serum-

based microRNA signatures in early diagnosis and prognosis
prediction of colon cancer. Carcinogenesis 2016;37(10):941—50.
DOI: 10.1093/carcin/bgw078

. Farouk S., Khairy A., Salem A.M. et al. Differential expression

of miR-21, miR-23a, and miR-27a, and their diagnostic
significance in Egyptian colorectal cancer patients. Genet Test Mol
Biomarkers 2020;24(12):825—34. DOI: 10.1089/gtmb.2020.0184

. LiG., Wang Q., Li Z., Shen Y. Serum miR-21 and miR-210 as

promising non-invasive biomarkers for the diagnosis and prognosis
of colorectal cancer. Rev Esp Enferm Dig 2020;112(11):832—7.
DOI: 10.17235/reed.2020.6801/2019

Ghareib A.F., Mohamed R.H., Abd El-Fatah A.R., Saadawy S.E
Assessment of serum microRNA-21 gene expression for diagnosis
and prognosis of colorectal cancer. J Gastrointest Cancer
2020;51(3):818—23. DOI: 10.1007/s12029-019-00306-w

. Giraldez M.D., Lozano J.J., Ramirez G. et al. Circulating

microRNAs as biomarkers of colorectal cancer: results from a
genome-wide profiling and validation study. Clin Gastroenterol
Hepatol 2013;11(6):681—8.e3. DOI: 10.1016/j.cgh.2012.12.009
Liu G.H., Zhou Z.G., Chen R. et al. Serum miR-21 and miR-92a
as biomarkers in the diagnosis and prognosis of colorectal cancer.
Tumour Biol 2013;34(4):2175-81.

DOI: 10.1007/s13277-013-0753-8

Hassan R., Omar M., Shehata M., Raafat M. Role of serum miR-
21 and miR-92a in colorectal cancer diagnosis as novel molecular
biomarkers. Int J Cancer Biomed Res 2021;5(1):95—104.

DOI: 10.21608/JCBR.2020.34838.1049

LiJ., Feng Y., Heng D. et al. Circulating non-coding RNA cluster
predicted the tumorigenesis and development of colorectal
carcinoma. Aging (Albany NY) 2020;12(22):23047—66.

DOI: 10.18632/aging.104055

Kanaan Z., Rai S.N., Eichenberger M.R. et al. Plasma miR-21:

a potential diagnostic marker of colorectal cancer. Ann Surg
2012;256(3):544—51. DOI: 10.1097/SLA.0b013e318265bd6f
Karimi N., Ali Hosseinpour Feizi M., Safaralizadeh R. et al. Serum
overexpression of miR-301a and miR-23a in patients with
colorectal cancer. J Chin Med Assoc 2019;82(3):215-20.

DOI: 10.1097/JCMA.000000000000003 1

17.

18.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Ogata-Kawata H., Izumiya M., Kurioka D. et al.

Circulating exosomal microRNAs as biomarkers of colon

cancer. PLoS One 2014;9(4):¢92921.

DOI: 10.1371/journal.pone.0092921

LiL., GuoY., Chen. et al. The diagnostic efficacy and biological
effects of microRNA-29b for colon cancer. Technol Cancer Res
Treat 2016;15(6):772—9. DOI: 10.1177/1533034615604797

. Pastor-Navarro B., Garcia-Flores M., Fernandez-Serra A. et al. A

tetra-panel of serum circulating miRNAs for the diagnosis of the
four most prevalent tumor types. Int J Mol Sci 2020;21(8):2783.
DOI: 10.3390/ijms21082783

Ng E.K., Chong W.W,, Jin H. et al. Differential expression

of microRNAs in plasma of patients with colorectal cancer:

a potential marker for colorectal cancer screening. Gut
2009;58(10):1375—81. DOI: 10.1136/gut.2008.167817

Nonaka R., Miyake Y., Hata T. et al. Circulating miR-103

and miR-720 as novel serum biomarkers for patients with colorectal
cancer. Int J Oncol 2015;47(3):1097—102.

DOI: 10.3892/ij0.2015.3064

Chang PY., Chen C.C., Chang Y.S. et al. MicroRNA-223

and microRNA-92a in stool and plasma samples act as
complementary biomarkers to increase colorectal cancer detection.
Oncotarget 2016;7(9):10663—75. DOI: 10.18632/oncotarget.7119
Yang Q., Wang S., Huang J. et al. Serum miR-20a and miR-486 are
potential biomarkers for discriminating colorectal neoplasia: a pilot
study. J Cancer Res Ther 2018;14(7):1572—7.

DOI: 10.4103/jcrt. JCRT_1198_16

Sabry D., El-Deek S.E.M., Maher M. et al. Role of miRNA-210,
miRNA-21 and miRNA-126 as diagnostic biomarkers in colorectal
carcinoma: impact of HIF-1a-VEGF signaling pathway. Mol Cell
Biochem 2019;454(1-2):177—89.

DOI: 10.1007/s11010-018-3462-1

Sarlinova M., Halasa M., Mistuna D. et al. MiR-21, miR-221

and miR-150 are deregulated in peripheral blood of patients

with colorectal cancer. Anticancer Res 2016;36(10):5449—54.
DOI: 10.21873/anticanres.11124

Sazanov A.A., Kiselyova E.V., Zakharenko A.A. et al. Plasma

and saliva miR-21 expression in colorectal cancer patients. J Appl
Genet 2017;58(2):231-7. DOI: 10.1007/s13353-016-0379-9

Guo S., Zhang J., Wang B. et al. A 5-serum miRNA panel for the
early detection of colorectal cancer. Onco Targets Ther
2018;11:2603—14. DOI: 10.2147/OTT.S153535

Toiyama Y., Takahashi M., Hur K. et al. Serum miR-21 as a
diagnostic and prognostic biomarker in colorectal cancer. J Natl
Cancer Inst 2013;105(12):849—59. DOI: 10.1093/jnci/djt101
Chen W.Y., Zhao X.J., Yu Z.F. et al. The potential of plasma
miRNAs for diagnosis and risk estimation of colorectal cancer.
Int J Clin Exp Pathol 2015;8(6):7092—101. PMID: 26261602.
Wikberg M.L., Myte R., Palmqvist R. et al. Plasma miRNA can
detect colorectal cancer, but how early? Cancer Med
2018;7(5):1697—705. DOI: 10.1002/cam4.1398

Liu X., Xu T., Hu X. et al. Elevated circulating miR-182 acts as a
diagnostic biomarker for early colorectal cancer. Cancer Manag Res
2018;10:857—65. DOI: 10.2147/CMAR.S158016

Luo X., Stock C., Burwinkel B., Brenner H. Identification

and evaluation of plasma microRNAs for early detection

of colorectal cancer. PLoS One 2013;8(5):¢62880.

DOI: 10.1371/journal.pone.0062880

Jin X.H., Lu S., Wang A.E Expression and clinical significance

of miR-4516 and miR-21-5p in serum of patients with colorectal
cancer. BMC Cancer 2020;20(1):241.

DOI: 10.1186/s12885-020-06715-6



XHPYPIUA v oHkonorus

34.

35.

36.

37.

38.

39.

40.

41.

—

| TOM16/VOL.16

Zhao Y.J., Song X., Niu L. et al. Circulating exosomal miR-150-5p
and miR-99b-5p as diagnostic biomarkers for colorectal cancer.
Front Oncol 2019;9:1129. DOI: 10.3389/fonc.2019.01129

Yamada A., Horimatsu T., Okugawa Y. et al. Serum miR-21, miR-
29a, and miR-125b are promising biomarkers for the early detection
of colorectal neoplasia. Clin Cancer Res 2015;21(18):4234—42.
DOI: 10.1158/1078-0432.CCR-14-2793

ShiY., Liu Z. Serum miR-92a-1 is a novel diagnostic biomarker for
colorectal cancer. J Cell Mol Med 2020;24(15):8363—7.

DOI: 10.1111/jcmm.15282

Shi Y., Zhuang Y., Zhang J. et al. Four circulating exosomal
miRNAs as novel potential biomarkers for the early diagnosis

of human colorectal cancer. Tissue Cell 2021;70:101499.

DOI: 10.1016/j.tice.2021.101499

Zaki A., Fawzy A., Akel S.Y. et al. Evaluation of microRNA 92a
expression and its target protein bim in colorectal cancer. Asian Pac
J Cancer Prev 2022;23(2):723—30.

DOI: 10.31557/APJCP.2022.23.2.723

Zekri A.R., Youssef A.S., Lotfy M.M. et al. Circulating serum
miRNAs as diagnostic markers for colorectal cancer. PLoS One
2016;11(5):e0154130. DOI: 10.1371/journal.pone.0154130

Huang Z., Huang D., Ni S. et al. Plasma microRNAs are promising
novel biomarkers for early detection of colorectal cancer.

IntJ Cancer 2010;127(1):118—26. DOI: 10.1002/ijc.25007
Eslamizadeh S., Heidari M., Agah S. et al. The role of MicroRNA
signature as diagnostic biomarkers in different clinical stages

42.

43.

44,

45.

46.

47.

48.

of colorectal cancer. Cell J 2018;20(2):220—30.

DOI: 10.22074/cellj.2018.5366

Eldaly M.N., Metwally EM., Shousha W.G. et al. Clinical
potentials of miR-576-3p, miR-613, NDRG?2 and YKL40

in colorectal cancer patients. Asian Pac J Cancer Prev
2020;21(6):1689—95. DOI: 10.31557/APJCP.2020.21.6.1689

He H.W.,, Wang N.N., Yi X.M. et al. Low-level serum miR-24-2

is associated with the progression of colorectal cancer. Cancer
Biomark 2018;21(2):261—7. DOI: 10.3233/CBM-170321

Nonaka R., Nishimura J., Kagawa Y. et al. Circulating miR-199a-3p
as a novel serum biomarker for colorectal cancer. Oncol Rep
2014;32(6):2354—8. DOI: 10.3892/0r.2014.3515

Salah M., Shaheen I., El-Shanawany P. et al. Detection

of miR-1246, miR-23a and miR-451 in sera of colorectal carcinoma
patients: a case-control study in Cairo University hospital. Afr Health
Sci 2020;20(3):1283—-91. DOI: 10.4314/ahs.v20i3.33

Tayel S.1., Fouda E.A.M., Gohar S.E et al. Potential role of MicroRNA
200c gene expression in assessment of colorectal cancer. Arch Biochem
Biophys 2018;647:41—6. DOI: 10.1016/j.abb.2018.04.009

Yong EL., Law C.W., Wang C.W. Potentiality of a triple microRNA
classifier: miR-193a-3p, miR-23a and miR-338-5p for early
detection of colorectal cancer. BMC Cancer 2013;13:280.

DOI: 10.1186/1471-2407-13-280

Zhou X., Yang D., Ding X., Xu P. Clinical value of microRNA-135a
and MMP-13 in colon cancer. Oncol Lett 2021;22(2):583.

DOI: 10.3892/01.2021.12844

Ilpuaoscenue I
Supplement I’

UccnepoBaHusA, He BKAKOYEHHbIE B aHaNU3, U NMPUYUHBbI HEBKJIIOYEHUA

. Choi H.H., Cho Y.S., Choi J.H. et al. Stool-based miR-92a

and miR-144* as noninvasive biomarkers for colorectal cancer
screening. Oncology 2019;97(3):173-9.
DOI: 10.1159/000500639 — npyroii ucxox.

. Hansen T.F, Kjeer-Frifeldt S., Christensen R.D. et al. Redefining

high-risk patients with stage II colon cancer by risk index and
microRNA-21: results from a population-based cohort. BrJ Cancer
2014;111(7):1285-92. DOI: 10.1038/bjc.2014.409 — npyras norry-
qsiumst (11 stage).

. Imaoka H., Toiyama Y., Fujikawa H. et al. Circulating

microRNA-1290 as a novel diagnostic and prognostic biomarker
in human colorectal cancer. Ann Oncol 2016;27(10):1879—86.
DOI: 10.1093/annonc/mdw279 — npyroii ucxox.

. Kjeer-Frifeldt S., Hansen T.F,, Nielsen B.S. et al; Danish Colorectal

Cancer Group. The prognostic importance of miR-21 in stage I1
colon cancer: a population-based study. Br J Cancer 2012;107(7):
1169—74. DOLI: 10.1038/bjc.2012.365 — npyras momysnsiius (11 stage).

. Koopaie M., Manifar S., Talebi M.M. et al. Assessment of salivary

miRNA, clinical, and demographic characterization in colorectal
cancer diagnosis. Transl Oncol 2024;41:101880.
DOI: 10.1016/j.tranon.2024.101880 — mpyroii TUIT MaTepuaa.

6.

~

e

O

10.

Rapado-Gonzalez O., Majem B., Alvarez-Castro A. et al. A Novel
saliva-based miRNA signature for colorectal cancer diagnosis.

J Clin Med 2019;8(12):2029. DOI: 10.3390/jcm8122029 — npyroit
THUII MaTepuaa.

. Roman-Canal B., Tarragona J., Moiola C.P. et al.

EV-associated miRNAs from peritoneal lavage as potential
diagnostic biomarkers in colorectal cancer. J Transl Med
2019;17(1):208. DOLI: 10.1186/s12967-019-1954-8 — npyroii Tur
Matepuana.

. Staiteieh S.A., Akil L., Al Khansa R. et al. Study of microRNA

expression profiling as biomarkers for colorectal cancer patients
in Lebanon. Mol Clin Oncol 2022;16(2):39.
DOI: 10.3892/mco0.2021.2473 — apyroii TN MaTepuana.

. Wang J.Y., Wang C.L., Wang X.M., Liu EJ. Comprehensive analysis

of microRNA/mRNA signature in colon adenocarcinoma. Eur Rev
Med Pharmacol Sci 2017;21(9):2114—29. PMID: 28537673 — npy-
TOi TUIT MaTepUaIa.

Zhang J., Raju G.S., Chang D.W. et al. Global and targeted
circulating microRNA profiling of colorectal adenoma and
colorectal cancer. Cancer 2018;124(4):785—96.

DOI: 10.1002/cncr.31062 — mpyroii ucxos.

0630p numepamypbl |

21



XHPYPIUA v onkonorus | TOM16/VOL.16
I

0030p numepamypbl |

22

Ilpuaoscenue /[
Supplement /|
XapaKTepuCTUKa fU3aiiHa BKJIIOYEHHbIX UCCNeA0BaHUM
Taomua JI1. Xapaxmepucmuka duzaiitna 6KA104eHHBIX UCCAEO08AHULL
Table JI1. Design characteristics of the included studies
Pannomu-
M 3MpPOBAHHOE Cuyuaii—
HcTounnk neen ezll)on amus  KOHTPOJMpYeMoe  KOHTPOJIb KoropTHoe KonTtpoabHas rpynna Marepuan
HCCICI0BAHUE
N.G. Bader El Din _ 45 3m10poBBIX TOOPOBOJIbIIEB  CHIBOPOTKA KPOBU
etal., 2020 [10] 45 healthy volunteers Serum
G. Basati et al., 2014 20122013 40 3010poBbIX 100pOBOJBLEB  CBHIBOPOTKA KPOBU
[11] 40 healthy volunteers Serum
G. Basati et al., 2016 55 310poBBIX 10OpoBOIbLEB  CHIBOPOTKA KPOBU
2011-2012 -
[12] 55 healthy volunteers Serum
S. Bastaminejad et al., 20142015 40 310pOBBIX JOOPOBOJIBLIEB CHBOpZiK?I KpoEH,
2017 [13] 40 healthy volunteers ¥ )
Serum, stool
B. Wang, Q. Zhang, 2011 39 3m0poBBIX 100poBOJIbLIEB  CHIBOPOTKA KPOBU
2012 [14] 39 healthy volunteers Serum
A. Elshafei et al., 2017 _ 27 310pOBBIX 10OPOBOJIBLIEB ChIBOPOTKA KPOBU
[15] 27 healthy volunteers Serum
P. Vychytilova-
Faltejskova et al., 2016 2010—2014 276 3;[0p03351x JIOOPOBOJIBLIEB CHBOpO”l?Ka KpPOBU
[16] 276 healthy volunteers Serum
S. Farouk et al., 2020 35 310pOBBIX 1OOPOBOJIBIEB  CHIBOPOTKA KPOBU
2017-2019 .
[17] 35 healthy volunteers Serum
G. Lietal., 2020 [18] 2017-2018 20 310pOBBIX T0OPOBOJILIIEB CBIBOpO”lea KpOBU
20 healthy volunteers Serum
A.E Ghareib et al., _ 48 3n10poBbIX 10OPOBOJbLEB  CBHIBOPOTKA KPOBU
2020 [19] 48 healthy volunteers Serum
M.D. Giraldez et al., 20092010 73 310pOBBIX JOOPOBOJIbLIA Ina3ma kpoBu
2013 [20] 73 healthy volunteers Plasma
G.H. Liuetal., 2013 80 310poBBIX 10OpOBOIbLEB  CHIBOPOTKA KPOBU
2006—2008
[21] 80 healthy volunteers Serum
R. Hassan et al., 2021 2018 20 310pOBBIX 10OPOBOJIBLIEB Ina3ma kpoBu
[22] 20 healthy volunteers Plasma
585 3mOpOBBIX JOOPOBOJIBLIEB
. 1 19 manuyeHToB ¢ afeHOMOM [Tnaszma kpoBu
U L7 i L 2000 22 A2l 585 healthy volunteers and 19 Plasma
patients with adenoma
50 mareHToB 6e3 KOJIOpeK-
Z. Kanaan et al., 2012 . TaJbHOTO paKa Ina3ma kpoBu
[24] 50 patients without colorectal Plasma
cancer
N. Karimi et al., 2019 . 13 310pOBBIX 1OOPOBOJIBLIEB ChIBOPOTKA KPOBU
[25] 13 healthy volunteers Serum
H. Ogata-Kawata et al., 2003—2004, 310poBbIE JOOPOBOJIBIIBI 9K30c001\:;114c1)130-
2014 [26] 2009, 2011 Healthy volunteers P

Serum exosomes
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IIpodonxcenue maon. /1
Continuation of table /[ 1

Ilepnox

Hcrommk HCCJIeI0BAHUS
L. Lietal., 2016 [27] 2013—-2014
B. Pastor-Navarro
etal., 2020 [28] AL
E.K. Nget al., 2009 _
[29]
R. Nonaka et al., 2015
(30] 2011-2013
PY. Changet al., 2016 2012-2013
[31]
Q. Yang et al., 2018 [32] =
D. Sabry et al., 2019 2013-2016

[33]
M. Sarlinova et al.,
2016 [34]

A.A. Sazanov et al.,
2016 [35]

S. Guo et al., 2018 [36] 2013-2014

Y. Toiyama et al., 2013

(7] 2005—-2010
W.-Y. Chen et al., 2015 2007—2008
[38]

M.L. Wikberg et al., 2010—2012

2018 [39]

X. Liu et al., 2018 [40] -

X. Luoetal., 2013 [41] —

KOHTpoJIpyeMoe KOHTposib KoroptHoe KomnTpobHas rpymma
HCClieI0BaHIe

400 310pOBBIX 1OOPOBOJIBLIEB
400 healthy volunteers

45 3710pOBbIX JOOPOBOJIBLIEB
45 healthy volunteers

310poBbIe JOOPOBOJIbIIBI,
MALMEHTHI C BOCMAJIUTEIbHBIMU
3200J1€BAaHMSIMU KUIIIEUHUKA
M PaKoOM XeJlyaKa
Healthy volunteers, patients
with inflammatory diseases
of the intestinal tract
and stomach cancer

32 mauueHTa 0e3 paka
32 patients without cancer

310pOBBIE TOOPOBOJIBIIBI C OT-
pULATeTbHOM KOJTOHOCKOMUEH
Healthy volunteers with
negative colonoscopy

33 310pOBBIX 10OPOBOJIBLIA
33 healthy volunteers

101 noHOp
- 6e3 HOBOOOpa30BaHU
101 donors without neoplasms

80 3m0pOBBIX JOOPOBOJIBLIEB
80 healthy volunteers

310poBbIE TOOPOBOJIBIIBI
Healthy volunteers

310pOBBIE TOOPOBOJIBIIBI
U NAIIMEeHTHI C alEHOMaMU
Healthy volunteers and patients
with adenomas

53 3MOpOBBIX JOOPOBOJIbLIA
53 healthy volunteers

79 no6poBoJIbLIEB 6€3 paka
79 volunteers without cancer

134 310pOBBIX JOHOpPA (COOTHO-

aF meHue 2:1)

134 healthy donors (ratio 2:1)

310poBbIE JOOPOBOJIBLIBI
¥ TIAIIMEeHTHI C aleHOMOM
Healthy volunteers and patients
with adenoma

J106poBOJIBLIBI
— 06e3 HOBOOOpa30BaHUI
Volunteers without neoplasms

Marepuan

Ina3ma KpoBu,
TKaHb
Plasma, tissue

ChIBOpPOTKa KPOBU
Serum

[Tnazma kpoBu
Plasma

ChIBOPOTKA KPOBU
Serum

[Tnazma kpoBu,
CTYJ1, TKaHb
Plasma, stool,
tissue

ChIBOPOTKa KPOBU
Serum

LlenbHas KpoBb,
CBIBOPOTKA KPOBU
Whole blood,
serum

LlenbHast KpOBb
Whole blood

Ina3ma kpoBu

Plasma

ChIBOPOTKA KPOBU
Serum

ChIBOPOTKA KPOBU
Serum

Ina3ma kpoBu
Plasma

Ina3ma kpoBu
Plasma

[Tnazma kpoBu
Plasma

TInazma KpoBu
Plasma
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Ilepuonx
Herommk HMCCJIeAOBAHUSA
X.H. Jin et al., 2020
[42] 2016
Y.J. Zhao et al., 2019
43] 2017—-2018
A. Yamada et al., 2015 20122014

[44]

Y. Shi et al., 2020 [45] =

Y. Shi et al., 2021 [46] -

A. Zakietal., 2022 [47] 20162018

A.R. Zekri et al., 2016
(48] 2011-2014
Z. Huang et al., 2010

[49]

S. Eslamizadeh et al.,
2018 [50]

M.N. Eldaly et al., 2020 20162017
[51]
H.W. Heetal., 2018

152] 20142015

R. Nonaka et al., 2014

53] 2011-2013

M. Salah et al., 2020
[54]

S.1. Tayel et al., 2018
[55]

FL. Yonget al., 2013
156] 20112013
X. Zhou et al., 2021

157] 20152017

Panpomn-
3MpPOBAHHOE
KOHTPOJIMpyeMoe
HCCIeI0BAHNE

Oxonuanue maon. 11
End of table JT1

Cuyuaii—
KOHTpoJib KoroptHoe KonTtpoabHas rpynna Marepuan

50 310pOBBIX JOOPOBOJIBLIEB
1 65 MalUEeHTOB C aIeHOMOI

F — 50 healthy volunteers Lo I e

L. Serum
and 65 patients
with adenoma
153 3n0poBbIx AoHOpa u 20
MAIMEHTOB C JOOPOKAYECTBEH-
+ HBIMU 3200JI€BAHUSIMU CBIBOPOTKA KPOBU
153 healthy volunteers Serum
and 20 patients with benign
diseases
+ _ 310poBBIE JOOPOBOJIBLIBI CbIBOPOTKA KPOBU
Healthy volunteers Serum
o _ 68 310pOBBIX TOOPOBOIBLEB  CHIBOPOTKA KPOBU
68 healthy volunteers Serum
o _ 310poBbIE TOOPOBOJIBIIBI ChIBOPOTKA KPOBU
Healthy volunteers Serum
15 310pOBBIX TOOPOBOJIBIIEB
o+ _ ¥ 15 maureHToB ¢ aieHOMOI Ina3ma kpoBU
15 healthy volunteers and 15 Plasma
patients with adenoma
+ _ 310poBBIE JOOPOBOJIBLIBL CbIBOPOTKA KPOBU
Healthy volunteers Serum
+ _ 59 310pOBBIX 1OOPOBOJIBLIEB ITnazma KpoBu
59 healthy volunteers Plasma, tissue

Iia3ma kposu,
310poBbIE JOOPOBOJIBLIBI
+ — TKaHb
Healthy volunteers i .
Plasma, tissue

12 3m0poBbIX 106pOBOIBIEEB  CHIBOPOTKA KPOBU

4= _
12 healthy volunteers Serum
o _ 68 3M0pOBBIX TOOPOBONIBLEB  CHIBOPOTKA KPOBU
68 healthy volunteers Serum
[TauueHTs! ¢ MaXoBOii rpbLKEi
WJTA KeTYHOKAMEHHOM
ChIBOPOTKA KPOBU
+ — 60J1E3HbIO
. D . Serum
Patients with inguinal hernia
or gallstones
o _ 30 3m0poBbIX 100poBOJIbLIEB  CHIBOPOTKA KPOBU
30 healthy volunteers Serum
4 _ 30 310pOBBIX 10OPOBOJIBLIEB LlenbHast KpOBb
30 healthy volunteers Whole blood
4 _ _ LlenbHas KpoBb
Whole blood
o . 120 3m0poBBIX 0OPOBOIBIIEB  CHIBOPOTKA KPOBH

120 healthy volunteers Serum
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Ilpuaosxcenue 2K

Supplement 2K

OueHKa pUCKa CUCTEMATUYECKON OWMGKM

Taoauna XK1. Pezyrsmamel oyenku uccaedoganuti ¢ nomoupto Onpocruxa oas oyeHku Kavecmea uccaedosanuii duaznocmuveckoti moynocmu 2 (Quality

Assessment of Diagnostic Accuracy Studies 2, QUADAS-2)

Table 2K1. Results of study evaluation using the Quality Assessment of Diagnostic Accuracy Studies 2 (QUADAS-2)

Source Patient selection Index test(s)

N.G. Bader El Din et al., 2020 [10]

G. Basati et al., 2014 [11]

=
~

G. Basati et al., 2016 [12]
S. Bastaminejad et al., 2017 [13]

B. Wang, Q. Zhang, 2012 [14]

=
=

A. Elshafei et al., 2017 [15]
P. Vychytilova-Faltejskova et al., 2016 [16]
S. Farouk et al., 2020 [17]

G. Lietal., 2020 [18]
A.F. Ghareib et al., 2020 [19]

=
=

M.D. Giraldez et al., 2013 [20]
G.H. Liuetal., 2013 [21]

R. Hassan et al., 2021 [22]

J. Lietal., 2020 [23]

Z. Kanaan et al., 2012 [24]

N. Karimi et al., 2019 [25]

=
=

H. Ogata-Kawata et al., 2014 [26]
L. Lietal., 2016 [27]

B. Pastor-Navarro et al., 2020 [28]

()

E.K. Ng et al., 2009 [29]
R. Nonaka et al., 2015 [30]
PY. Chang et al., 2016 [31]
Q. Yang et al., 2018 [32]

Reference standart

=
=

= | =
= =

Flow and timing

=
=

=
=

D. Sabry et al., 2019 [33]

M. Sarlinova et al., 2016 [34] )
A.A. Sazanov et al., 2016 [35] ")
S. Guo et al., 2018 [36] )

Y. Toiyama et al., 2013 [37]
W.-Y. Chen et al., 2015 [38]
M.L. Wikberg et al., 2018 [39]
X. Liu et al., 2018 [40]

(U]
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Source

X. Luo et al., 2013 [41]
X.H. Jin et al., 2020 [42]

Y.J. Zhao et al., 2019 [43]

A. Yamada et al., 2015 [44]

Y. Shi et al., 2020 [45]

Y. Shi et al., 2021 [46]

A. Zaki et al., 2022 [47]

A.R. Zekri et al., 2016 [48]

Z. Huang et al., 2010 [49]

S. Eslamizadeh et al., 2018 [50]
M.N. Eldaly et al., 2020 [51]
H.W. He et al., 2018 [52]

R. Nonaka et al., 2014 [53]

M. Salah et al., 2020 [54]

S.1. Tayel et al., 2018 [55]

EL. Yongetal., 2013 [56]

X. Zhou et al., 2021 [57]

)
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Reference standart

Patient selection Index test(s) Flow and timing

=
=

=
=
=
=

=
=

S

<)

3
oy 8
>
.
S 3
g_a
=8
- x

Huszkuii puck
Low risk

Bricokmii prck
High rick

HeonpeneneHHbII prcK
Unclear risk
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OueHKa AnarHocTM4yecKoro kayectea MUKpoPHK B 0To6paHHbIX UCCef0BaHUAX

Taomuua U1. Jannsie duaenocmuueckoii yennocmu mukpoPHK

Table U1. Data on the diagnostic value of microRNA

Hctounnk MukpoPHK

miRNA-Let 7¢c
miRNA-21
miRNA-26a
N.G. Bader El Din et al., 2020 [10] miRNA-146a
miRNA-Let 7c + miRNA-146a
miRNA-214+ miRNA-26a
miRNA-Let 7¢ + miRNA-21 + miRNA-26a + miRNA-146a

G. Basatiet al., 2014 [11] miRNA-21
miRNA-194
G. Basati et al., 2016 [12]
miRNA-29b
S. Bastaminejad et al., 2017 [13] miRNA-21
B. Wang, Q. Zhang, 2012 [14] miRNA-21
miRNA-92a
A. Elshafei et al., 2017 [15] miRNA-375
miRNA-760

miRNA-23a 3p + miRNA-27a 3p + miRNA-142 5p +
miRNA-376¢ 3p

P. Vychytilova-Faltejskova et al., 2016 [16]
miRNA-21

S. Farouk et al., 2020 [17] miRNA-23a
miRNA-27a
miRNA-21

G. Lietal., 2020 [18]
miRNA-210

A.E Ghareib et al., 2020 [19] miRNA-21
miRNA-18a
miRNA-19a
miRNA-19b
miRNA-15b

M.D. Giraldez et al., 2013 [20]
miRNA-29a
miRNA-335

miRNA-19a + miRNA-19b

miRNA-19a + miRNA-19b + miRNA-15b

Ilpuaoncenue H
Supplement U

Jlorutr AUC  CO (iorut AUC)

1,774
2,683
2,415
1,418
2,041
3,009
2,944
1,901
1,735
1,901
1,283
1,735
1,688
1,272
2,470

2,470

2,122
2,060
0,686
1,840
1,503
2,752
0,847
1,099
1,046
0,895
0,944
0,847
1,516
1,516

0,286
0,396
0,357
0,259
0,312
0,454
0,441
0,361
0,292
0,307
0,304
0,366
0,347
0,311
0,454

0,240

0,417
0,408
0,291
0,435
0,394
0,451
0,257
0,269
0,266
0,259
0,261
0,257
0,297
0,297

0630p numepamypbl

33



0630p numepamyphbl

34

XUPYPIUA v oHkonorua

Hcrounnk

G.H. Liuetal., 2013 [21]
G.H. Liuetal., 2013 [21]
R. Hassan et al., 2021 [22]

J. Lietal., 2020 [23]:

train

test

Z. Kanaan et al., 2012 [24]

N. Karimi et al., 2019 [25]

H. Ogata-Kawata et al., 2014 [26]

L. Lietal., 2016 [27]

B. Pastor-Navarro et al., 2020 [28]

E.K. Ngetal., 2009 [29]

R. Nonaka et al., 2015 [30]

P.Y. Chang et al., 2016 [31]:
train

test

| TOM16/VOL.16

MuxkpoPHK

miRNA-21

miRNA-92a

miRNA-21 + miRNA-92a

miRNA-21
miRNA-92a

miRNA-20b 5p + miRNA-329 3p + miRNA-374b 5p +
miRNA-503 5p + XLOC-001120 + ENSG00000243766.2

miRNA-20b 5p + miRNA-329 3p + miRNA-374b 5p +
miRNA-503 5p + XLOC-001120 + ENSG00000243766.2

miRNA-21
miRNA-23a
miRNA-301a
miRNA-1246
miRNA-23a
miRNA-21
miRNA-150
miRNA-Let 7a
miRNA-223
miRNA-1229
miRNA-29b
miRNA-21
miRNA-92a
miRNA-29a
miRNA-210
miRNA-221
miRNA-200c

otcyrcTBre miRNA-155
absence of miRNA-155

miRNA-21 + miRNA-92a + miRNA-221

miRNA-92
miRNA-17 3p
miRNA-103
miRNA-720
miRNA-21

miRNA-92a

miRNA-92a

IIpodoaxncenue mabn. U1

Continuation of table U1

Jlorur AUC  CO (1orut AUC)

1,399
1,301
1,711
3,749
4,701

5,517

3,032

2,314
2,091
1,658
1,386
NA
NA
NA
NA
NA
NA
1,062
2,351
1,444
0,319
0,545
2,012
0,189

1,374

2,101
2,041
0,930
0,672
0,532
0,731

1,607

1,104

0,184
0,179
0,200
0,904

1,421

1,079

0,143

0,596
0,808
0,702
0,445
NA
NA
NA
NA
NA
NA
0,111
0,461
0,344
0,286
0,291
0,408
0,284

0,338

0,421
0,297
0,222
0,252
0,248
0,254

0,265

0,158
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IIpodosxncenue mabn. U1

Continuation of table U1

HcTounnk MukpoPHK Jlorur AUC  CO (1orut AUC)
Q. Yang et al., 2018 [32] miRNA-20a 0,735 0,279
miRNA-486 0,528 0,272
Q. Yang et al., 2018 [32]

miRNA-20a + miRNA-486 0,838 0,284
miRNA-210 2,650 0,310
D. Sabry et al., 2019 [33] miRNA-21 3,585 0,464
miRNA-126 0,686 0,178
miRNA-21 1,046 0,210
miRNA-221 1,117 0,213

M. Sarlinova et al., 2016 [34]
miRNA-150 0,539 0,194
miRNA-21 + miRNA-221 + miRNA-150 1,503 0,233
A.A. Sazanov et al., 2016 [35] miRNA-21 NA NA

miRNA-1246 + miRNA-202 3p + miRNA-21 3p +

S. Guo et al., 2018 [36] miRNA-1229 3p + miRNA-532 3p 3,178 0,350
Y. Toiyama et al., 2013 [37] miRNA-21 2,429 0,301
miRNA-106a 0,426 0,177
W.-Y. Chen et al., 2015 [38]
miRNA-20a 0,364 0,177
miRNA-21 1,658 0,223
miRNA-25 0,532 0,178
M.L. Wikberg et al., 2018 [39] miRNA-18a 0,241 0,174
miRNA-22 0,201 0,174
miRNA-21 + miRNA-25 + miRNA-18a + miRNA-22 2,587 0,308
miRNA-182 2,101 0,345
X. Liu et al., 2018 [40] miRNA-20a 1,025 0,257
miRNA-182 + miRNA-20a 1,593 0,294
miRNA-18a + miRNA-20a + miRNA-21 + miRNA-29a +
miRNA-92a + miRNA-106b + miRNA-133a + miRNA-143
X. Luoetal., 2013 [41] + miRNA-145 + miRNA-181b + miRNA-342 3p + ot 0,18
miRNA-532 3p
miRNA-4516 3,137 0,468
X.H. Jin et al., 2020 [42] miRNA-21 5p 2,553 0,367
miRNA-4516 + miRNA-21 5p 2,797 0,405
miRNA-99b 5p 0,524 0,133
Y.J. Zhao et al., 2019 [43]
miRNA-150 5p 0,881 0,14
miRNA-21 0,876 0,203
miRNA-29a 1,051 0,21
A. Yamada et al., 2015 [44]
miRNA-125b 1,424 0,228
miRNA-21 + miRNA-29a + miRNA-125b 1,565 0,237

Y. Shi et al., 2020 [45] miRNA-92a 1 2,363 0,277
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XUPYPIHA v oHkonorus

Hcrounnk

Y. Shi et al., 2021 [46]

A. Zakietal., 2022 [47]

A.R. Zekri et al., 2016 [48]

Z. Huang et al., 2010 [49]

S. Eslamizadeh et al., 2018 [50]

M.N. Eldaly et al., 2020 [51]

H.W. He et al., 2018 [52]

R. Nonaka et al., 2014 [53]

M. Salah et al., 2020 [54]

S.1. Tayel et al., 2018 [55]

EL. Yong et al., 2013 [56]

X. Zhou et al., 2021 [57]

| TOM16/VOL.16

MukpoPHK

miRNA-126
miRNA-1290
miRNA-23a
miRNA-940
miRNA-92a
miRNA-223
miRNA-17
miRNA-19a
miRNA-20a
miRNA-29a

miRNA-92a

miRNA-29a + miRNA-92a

miRNA-21
miRNA-20a
miRNA-31
miRNA-135b
miRNA-576 3p
miRNA-613
miRNA-24 2
miRNA-199a 3p
miRNA-21
miRNA-1246
miRNA-23a
miRNA-451
miRNA-200c
miRNA-193a 3p
miRNA-23a

miRNA-338 5p

miRNA-193a 3p + miRNA-23a + miRNA-338 5p

miRNA-135a

OkoHnuanue maba. U1
End of table U 1

Jlorur AUC  CO (orur AUC)

2,752
2,442
2,091
1,992
511
1,643
1,47
1,551
1,313
1,688
1,643
2,021
NA
NA
NA
NA
NA
NA

0,925

0,433
0,383
0,337
0,326
1,925
0,411
0,391
0,4
0,376
0,247
0,244
0,275
NA
NA
NA
NA
NA
NA
NA
0,249
0,254
0,492
0,3
0,323
0,334
0,328
0,291
0,345
0,363
0,225

Ilpumenanue. AUC (area under curve) — naowads nod ROC-kpueoii; CO — cmandapmuas owuodka; NA (not available) — nem dannbix.
Note. AUC — area under curve; SE — standard error; NA — not available.
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Ilpuaoncenue K
Supplement K
OLI.eHKa ﬂyﬁnMKauMOHHOFO cMeleHusa
0 A Tect drrepa: t=6,2;p <0,001_ _/IE_g_ger’s test: t=6,2; p <0,001
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@ N.G.Bader El Din et al., 2020 [10]
@ PY.Changetal, 2016 [31]/train
@ M.D.Giraldez et al., 2013 [24]

@ Z.Kanaanetal, 2012 [24]

@ G.Lietal,2020[18]

@ R.Nonakaetal, 2015 [30]

@ M. Salah etal, 2020 [54]

@ Y.Toiyama etal, 2013 [37]

@ QVYangetal,2018[32]

@ X.Zhouetal, 2021 [57]

WcTounukn: / Sources:

i G.Basatietal., 2014 [11]

@ W.-Y.Chenetal, 2015 [38]

i S.Guoetal, 2018 [36]

@ N.Karimi etal., 2019 [25]

@ X.Liuetal, 2018 [40]

W R. Nonaka et al., 2014 [53]

@ M. Sarlinova et al., 2016 [34]

@ P.Vychytilova-Faltejskova et al., 2016 [16]
@ F.L.Yong etal, 2013 [56]

@ G.Basatietal, 2016 [12]

@ A.Elshafeietal, 2017 [15]

@ R. Hassan etal,, 2021 [22]

@ L. Lietal,2016[27]

@ G.H.Liuetal,2013[21]

@ H.Ogata-Kawata et al., 2014 [26]
@ Y.Shietal, 2021 [46]

@ B.Wang, Q. Zhang, 2012 [14]

@ A Zakietal, 2022 [47]

Puc. K1. Ily6auxayuonnoe cmewenue. AUC (area under curve) — naowads nod ROC-kpueoii
Fig. K1. Publication drift. AUC — area under the ROC curve

@ S.Bastaminejad et al., 2017 [13]
@ S.Farouk etal.,, 2020 [17]

@ Z Huang etal, 2010 [49]

@ J. Lietal, 2020 [23]/test

@ X.Luoetal, 2013 [41]

i B. Pastor-Navarro et al., 2020 [28]
@ Y. Shi etal., 2020 [45]

® M.L. Wikberg et al., 2018 [39]

@ AR Zekrietal, 2016 [48]

i PY.Chang et al, 2016 [31]/test
@ AF Ghareib etal.,, 2020 [19]
i X.H.Jin etal, 2020 [42]

@ J.Lietal, 2020 [23]/train

@ EK. Ngetal, 2009 [29]

® D.Sabry etal, 2019 [33]

@ S..Tayel et al, 2018 [55]

@ A Yamada et al, 2015 [44]

® Y.J. Zhao et al, 2019 [43]
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Taomana JI1. Ouenka eemepoeennocmu cunmesa no mukpoPHK

| TOM16/VOL.16

OueHKa reTeporeHHoCTU cMHTe3a no MuKpoPHK

Table JI1. Evaluation of heterogeneity of synthesis by microRNA

MuxpoPHK

miRNA-20a
miRNA-200c
miRNA-221
miRNA-1246
miRNA-20b 5p+
miRNA-329 3p+
miRNA-374b 5p+
miRNA-503 5p+

XLOC-001120 +
ENSG00000243766.2

miRNA-29a
miRNA-19a
miRNA-18a
miRNA-210
miRNA-23a
miRNA-92a
miRNA-29b
miRNA-21

ITpumeuanue. JIU — dosepumenvHhbiii unmepean.

Q

7,9
11
3,8
2,8

5,2

13,4
0,9
3,8

24,5
12,8
15,2
6,6

96,1

Note. CI — confidence interval.

df

1
17

P

0,048
<0,001
0,052
0,094

0,022

0,004
0,348
0,051

<0,001
0,012
0,034

0,01
<0,001

tau? (JIN)

0,1 (0-2,2)
0,9 (0,1—100)
0,2 (0—100)
0,4 (0—100)

0,2 (0—100)

0,2 (0—4,3)
0 (0—100)
0,1 (0—100)
1,2 (0,2-43,8)
0,3 (0-3,1)
0,1 (0-8,5)
0,1 (0—100)
0,4 (0,3—1,5)

tau (1)

0,3(0-1,5)
1(0,3-10)
0,4 (0—10)
0,6 (0—10)

0,4 (0,2—10)

0,5(0,2-2,1)
0 (0-10)
0,3 (0—10)
1,1(0,5-6,6)
0,5(0,1-1,7)
0,3 (0-2,9)
0,4 (0,1—10)
0,6 (0,5-1,2)

12, % (A1)

59,4 (0-97,1)
90,7 (54,4-99.9)
65 (0-99,9)
64,1 (0-99,8)

22,3(3,7-99,4)

77,2 (32,8-98,6)
0(0-99,9)
70,8 (0—100)
91,6 (66,1—99,8)
67,6 (11-95,8)
50,9 (0—99,1)
69,6 (23,8—99,9)
81,8 (73,2-94,3)

Ilpuaoxcenue JI
Supplement JI

H* (IW)

2,5 (1-34,3)
10,8 (2,2—1042,9)
2,9 (1-944)
2,8 (1-455,2)

1,3 (1-169,9)

4,4 (1,5-70,6)
1 (1-861,7)
3,4 (1-2075,8)
11,9 (2,9—406,9)
3,1(1,1-23,7)
2 (1-114,5)
3,3(1,3—1871,5)
5,5(3,7-17,5)
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I

Ilpuaoscenue M
Supplement M

¢OPECT-I'IJ'IOTI:I CeTeBoro MmetaaHajunsa

P(95% OW); p /P (95 % Cl);p SUCRA

0630p numepamypbl |

miRNA-21 + miRNA-25 + miRNA-18a + miRNA-22 77,4 (30,1-96,5); 0,244 0,888
mMiRNA-21 + miRNA-221 + miRNA-150 - 67,3(22,2-93,7); 0,474 0,797
miRNA-21 + miRNA-92a + miRNA-221 > 67,4 (25,6-92,6); 0,427 0,797

miRNA-760 - 67,7 E1 6,3—95,7;; 0,543 0,773
miRNA-221 61,4 (24,1-88,8); 0,573 0,753
miRNA-21 + miRNA-29a + miRNA-125b 60,3(17,7-91,5); 0,675 0,728
miRNA-21 + miRNA-92a 60,1(17,8-91,3);0,68 0,726
miRNA-21 + miRNA-26a 6214'11% 32,1 ;2%1)6 %;2 00,77129
miRNA-1246 , ,2-96,4); 0, ,
miRNA-Let 7c + miRNA-21 + miRNA-26a + miRNA-146a 59,9 (12,4-94); 0,739 0,704
miRNA-125b 56,9 (15,8-90,3);0,78 0,691
miRNA-21 53,4(21,4-829);0,851 0,677
miRNA-182 ' 57,7 (5,1-97,2); 0,851 0,659
miRNA-29a + miRNA-92a ; 52(12,8-88,9);0937 0,634
miRNA-103 : 52(11,1-90,4); 0,943 0,63
miRNA-92a + 48,9 (17,4-81,3);0,955 0,613
otcyTcreue miRNA-155 / absence of miRNA-155 NA (NA-NA); NA 0,61
miRNA-199a 3p f 48550((91 g,zg-gs%eg; ; o 0(,)65096
miRNA-720 * ,5(9,8-89,1); 0, 3
miRNA-19a + miRNA-19b + miRNA-15b - 47,2 (9,9-87,9);0,917 0,583
miRNA-19a + miRNA-19b -— 47,2 (9,9-87,9);0917 0,582
miRNA-26a - 46,8 (8,1-89,7); 0,912 0,568
miRNA-182 + miRNA-20a - 45 (3,2-95,3); 0,903 0,546
miRNA-150 - 43,9 (10-84,7);0,808 0,537
miRNA-223 - 339,37(%,959611%);0 0,79538 %44888
miRNA-375 = ,7 (6-86,1); 0, E
miRNA-193a 3p + miRNA-23a + miRNA-338 5p : 38,1(4,2-89,6);0,718 0,476
miRNA-Let 7c + miRNA-146a o 37,7 (5,9-85,4); 0,663 0,468
miRNA-210 - - 37,4(11,4-73,5);051 0457
miRNA-29a = g 37,6(11,9-72,8); 0,505 0,457
miRNA-19a = - 37,1(6,8-82,5);0,618 0,457
miRNA-19b - 35,8 (6,5-81,7); 0,583 0,442
miRNA-20a + miRNA-486 ™ - 34 (2-92,7); 0,685 0,44
miRNA-17 - - 35,2 (3,3-89,6); 0,665 0,439
miRNA-338 5p 2 . 34,6 (3,7-88); 0,636 0,432
miRNA-106a - 33,1(2,1-92); 0,661 0,421
miRNA-20a . ' 31,7 (2,9-88);0,585 0,396
miRNA-193a 3p = - 31,1(3,2-86,2); 0,552 0,396
mMiRNA-451 LS . 30,8 (3,1-86); 0,545 0,395
miRNA-15p +* : 32,5(5,7-79,3); 0,489 0,393
miRNA-Let 7¢ - : 31,6 (4,6-81,5);0,503 0,391
miRNA-335 * : 31,4 (5,4-78,5); 0,461 0,378
miRNA-25 - : 30,5 (5,5-76,8); 0,425 0,372
miRNA-486 + - 27,4 (1,5-90,3); 0,551 0,372
miRNA-18a - T 27,8 (6-69,7); 0,295 0,318
miRNA-146a & 24,5 (3,3-75,3); 0,325 0,299
miRNA-22 - - 24 (4-70,3); 0,262 0,284
miRNA-200c + - 23,4(5,3-62,3); 0,169 0,276
miRNA-23a = . 22,5(3,7-68,4);0,227 0,256
miRNA-301a -+ -- 15,8 (0,7-82,8); 0,313 0,245
miRNA-1290 - ! 18,8 (2,1-71,6); 0,23 0,233
miRNA-940 o+ -~ 12,9 (1,4-60,9); 0,112 0,146
miRNA-27a & - 12,3 (1,6-55,5); 0,078 0,133
miRNA-126 | 1 -+ I } T T 13,7 (2,4-50,9); 0,054 0,131
0 0,25 0,5 0,75 1

<— Jlyywe otcyTctBMe miRNA-155/ Absence of miRNA-155 is better  Jlyuwe komnapatop / Comparator is better ~=———3
BepoaTHOCTb, UTO NpU pasnnumm pesynbratos MeTof byeT BepHbIM B OTIMYKe OoT pedepeHca /
Probability that the method will be accurate when the result differs from the reference
P (95 % poseputenbHblii uHTepBan) / P (95 % confidential interval)
12=74,8 % (53-86,5); Q= 35,7; p <0,001

Puc. M1. Cemesoii memaananu3 c peghepercom miRNA- 155 (cpagnenue mounocmu mukpoPHK). IU — dosepumenshuiii unmepsan; NA (not available) —
daHHble HedoCMmYnHbL

Fig. M1. Network meta-analysis with miRNA- 155 reference (comparison of miRNA accuracy). CI — confidence interval; NA — not available
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P (95% AN); p /P (95 % Cl);p SUCRA
miRNA-21 + miRNA-25 + miRNA-18a + miRNA-22 L 71,6 (9,3-98,4); 0,572 0,888
miRNA-21 + miRNA-221 + miRNA-150 i - 60,2 (53-97,6); 0,806 0,797
miRNA-21 + miRNA-92a + miRNA-221 - 60,3 (5,5-97,5); 0,802 0,797
m!gmgg? ' - 60,6 (4,3-98,1);0,812 0,773
miRNA- - 53,8 (4,9-96,3);0,923 0,753
miRNA-21 + miRNA-29a + miRNA-125b : - 52,7 E4,3—96,5;; 0,947 0,728
miRNA-21 + miRNA-92a - 52,5(4,1-96,6); 0,952 0,726
miRNA-21 + mﬁﬁ?'\’\'ﬁié . 53,9(3,4-97,5);0,931 0,72
miRNA- 56 (2,8-98,2); 0,9 0,719
miRNA-Let 7c + miRNA-21 + miRNA-26a + Ly 52,3 ((3,2-97,3)); 0,959 0,704
miRNA-146a . 49,2 (3,8-96);0,985 0,691
miRNA-125b — 45,7 (4,2-94,2);091 0,677
mmém/\]—g; ; NA (NA-NA);NA 0,659
) iRNA- -— 44,3 (3-95,3);0,89 0,634
miRNA-29a + m]RNA—92a -— 44,3 (2,6-95,9); 0,894 0,63
m;gm—; gz — 413(33-93,6);0,82 0,613
otcyTcTeue miRNA-155 / absence of miRNA-155 ; L :gg 83_3‘5‘3 82;23 0(?'66016
mlRl;lnAi; 1\1923738 * | 40,9 (2,3-95,3);0,83 0,59
_ - 5 99 5y
MiRNA-19a + miRNA-19b + miRNA-15b - s 23’2 82_3533 8’?2} 8’?33
miRNA-19a + miRNA-19b — 39,2 (2-95,4):0,804 0568
) miRNA-26a - ' 37,6 (9,9-76,7);0,558 0,546
mMiRNA-182 + miRNA-20a . . 36,5(2,1-93,9);0,742 0,537
miRNA-150 . . 32,2(3,9-84,9);0,555 0,488
m:gmggg * | 31,7 (1,4-93,8);0,665 0,48
miRNA-193a 3p + miRNA-23a + miRNA-338 5p - I 32,} 8'1_3‘3"231 8’212 8’222
miRNA-Let 7c + miRNA-146a o | N\ E(9-00 L) () & '
3 - 30,5(2-90,5);0,599 0,457
miRNA-210 - L 30,7 (2,4-89);0,582 0,457
m!gmi% - - 30,2 (3,5-83,6); 0,505 0,457
m,'RNA-; gg - - 29,1(2,1-88,7); 0,555 0,442
miRNA-20a -+ miRNA-486 * ' 274(35-7591:0417 044
A 1o - : 28,5 (3,3-82,4); 0,464 0,439
RNA 338 & . : 28(0,9-94,1);0,617 0,432
mi IRNA-10 69 * 26,6 (3,6-77,9); 0,382 0,421
mi RNAD oa > ! 25,4 (6-64,6);0,209 0,396
,R,\fﬂ\' 1932 33 o ! 24,9 (0,8-93,1); 0,559 0,396
mi N Aji45113 - L 24,6 (0,8-93); 0,553 0,395
mi'RN B . L 26,1(1,8-87,1);0,489 0,393
i RNALot 7Fc> * : 25,4(1,1-91,4); 0,538 0,391
e NA 335 - i 25,2 (1,7-86,6); 0,469 0,378
N ONASE . , 24,4 (1,3-88,5); 0,484 0,372
RNAA8E * : 21,7 (2,6-74,3);0,284 0,372
M ANA-1 50 * : 22(1,5-83,7);0393 0,318
I BNA 460 . 19,2 (0,8-88); 0,412 0,299
RNA. 29 & ! 18,8 (1-84,6); 0,365 0,284
miRNA-200¢ ! 18,3 (0,9-84,7);0,361 0,276
P RNA235 s i 17,5(0,8-85,2);0,357 0,256
RNA-3012 . i 12,1(0,2-89,9);0,352 0,245
mMiRNA-1290 ‘ 14,5 (0,5-85,5);0,327 0,233
THiRNA-940 - . 9,8(0,3-78,6);0,217 0,146
MIRNA-27a . . 9,4(0,3-75,5);0,19 0,133
MIRNA-126 - : 10,5 (0,5-74,6);0,192 0,131
1 1 1 1 1
0 0,25 05 0,75 1

<—— Jlyyuwe otcytcTBrie miRNA-182 / Absence of miRNA-182 is better

Jyuwe komnapatop / Comparator is better —>

BepoATHOCTb, UTO NpY pa3nnuMK pe3ynbTaToB MeToA OyaeT BepHbIM B OTIMUMe OT pedepeHca /
Probability that the method will be accurate when the result differs from the reference

P (95 % posepuTenbHblii UHTepBan) / P (95 % confidential interval)
12=74,8 % (53-86,5); Q =35,7; p <0,001

Puc. M2. Cemesoii memaananus c pepepercom miRNA-182 (cpasnenue mournocmu muxpoPHK). JIH — dosepumenvruiii unmepsan; NA (not available) —
OarHble HedocmynHbl
Fig. M2. Network meta-analysis with miRNA- 182 reference (comparison of miRNA accuracy). CI — confidence interval; NA — not available



