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IGFBP-4F ERNIGRMBEEE T RPFR. HENETEDHTHRENT-IGFBP-4FCT-IGFBP-4/E A% MItnEYI T
HITHI X BIR RIS,

l. Postnikov et al., 2012: Prediction of short-term to medium-term cardiac events and death in patients with
suspected acute coronary syndrome

EXE(R, 180Z R IMIESTERIEEACSEEMNEDTANMBHEAFRNTIGFBP-4 5, ESTERES LAIESE
(non-STEMI) B9IZBTE T OB &R I AUATE SR

E6 N BBIEIFEEN, NT-IGFBP-4F1CT-IGFBP-439#IEFAEMACERETINIEF, BEMIFICGREMSET (ROCHZLT
EFIMESF50.86710.81, ME4; BEHEIEREFIEXFAR)
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Il. Hjortebjerg et al., 2015: Prediction of long-term cardiac death in patients with Type 1 Diabetes

Hjortebjerg Z(2015) 3R TIGFBP-4 5 BR1E I BUERF(TID) BERMTREME3). X178 FINERBEM S HNTIDE
EIM52BAEARIEENTIDEERHITT NEA12.6 ERFIHE 4RI,

EXERMEROMERKRRERRIFITARERE, NT-IGFBP-4FCT-IGFBP-4ME/KENMARABOMEFRTENTERR, X
FuEb 52 5/95.81 (P <.001DF12.58 (P = .030) (W& 1) ) . fEASE, NT- IGFBP-4HICT-IGFBP-4RERFHENSE
EHOXREE A1, MBEEZ T, SARLIS S2AHOMEL T UNBEEEHNPAPP-AKFETL X,

JHFROCHHT, FEAME330ZTIDEE, NT-IGFBP-4 ROCHIL TEN [Fi9E (95% Bf=Xial) 1 80.77 (95% B
{£Xi8 0.71-0.84) , CT-IGFBP-440.74 (95% &{=Xja 0.66-0.81) o

3 1. (FACoxE)INHANT-IGFBP-4FICT-IGFBP-4 510 EFE - FHI X R,

Cardiovascular Mortality
HR (95% CI)* P Value
Unadjusted 6.58 (3.75-11.57) <.001
NT-IGFBP-4 Adjusted for nephropathy 413 (2.16-7.88) <.001
Adju§ted for nephropathy and 5.81(2.62-12.86) <001
cardiovascular risk factors
Unadjusted 490 (2.70-8.82) <.001
CT-IGFBP-4 Adjusted for nephropathy 2.82 (1.43-5.55) .003
Adju_sted for nephropathy and 2.58 (110-6.10) 030
cardiovascular risk factors

*HR: hazard ratio; Cl: confidence interval
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Ill. Hjortebjerg et al., 2017: Prediction of short-term to long-term mortality in patients with acute myocardial

infarction
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E5. 2HOAETEEEENT-IGFBP4 (A) FICT-IGFBP-4 (B) H{ES BH6 1A OMEFT-E; Kaplan-Meiers3 1,

ZEHRikke HjortebjergiEt & IE121H,

IV. Postnikov et al., 2018: Prediction of short-term to medium-term all-cause mortality in patients with

acute heart failure
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BREE, HITENIGFBP-4FEBAIBELIRIB (HF) 4
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R2. MO HRIBEECT-IGFBP-4KEEIFMIT B AR LETFE - EIRARERMLEHR (95% CI).

One month mortality

One year mortality

Hazard ratio, Univariate

Hazard ratio, Multivariate

Hazard ratio, Univariate |Hazard ratio, Multivariate

CT-IGFBP-4
>92.5 ng/ml

6.15 (212-17.79;
p=0.0008)

5.39 (211-13.76;
p=0.0004)

4.20 (211-8.39;
p< 0.0001)

3.26 (1.63-6.51;
p=0.0008)
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Detection of IGFBP-4 Fragments as a Diagnostic
Method

EP 2448969, US 9012610, US 9964549, JP 5840605,
KR 101767611 and CN 102471379. This invention
describes a method for diagnosing of cardiovascular
diseases, which comprises detection of IGFBP-4
(insulin-like  growth factor binding protein-4)
fragments in patients’ blood. It provides antibodies as
well as epitopes for antibodies, specific to proteolytic
fragments (both N- and C-terminal) of IGFBP-4
originated from IGFBP-4 molecule after its cleavage
by specific protease PAPP-A. Antibodies could be
used for development of immunoassay methods
for quantitative or qualitative detection of IGFBP-4
fragments in human blood.

Method for Determining the Risk of cardiovascular
Events Using IGFBP Fragments

US 10191066. This invention describes the method
for determining the risk of future major adverse
cardiovascular events, which comprises detection
proteolytic fragments of IGFBP-4 or IGFBP-5
(insulin-like growth factor binding protein 4 or
insulin-like growth factor binding protein 5) in
patients’ blood. The present invention provides
antibodies and immunoas-says, suitable for specific
measurement of proteolytic fragments of IGFBPs.
In current invention the IGFBP fragments are
suggested to be utilized as blood biomarkers for
the risk prediction of major adverse cardiovascular
events (MACE).
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