39 mL/minf1.73 m?
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Confidence in renal safety with Ultravist®

> Ultravist® has a well proven general and renal safety profile including data
from Asian populations.*?

> The different concentrations available do not differ in their safety profile.2

> Forrenal safety, comparative studies with Ultravist® and meta-analysis of
LOCM including Ultravist® showed no significant differences for patients with

normal renal function as well as high-risk patients.% 3%

Comprehensive scientific and clinical
evidence shows ...

Iso-osmolar Low-osmolar
contrast media contrast media
lodixanol Ultravist®

320 300 & 370

VS.

... ho significant difference in renal safety

Ultravist’ B

lopromide

Scientific Evidence Ultravist® vs. lodixanol

INDIVIDUAL COMPARISION Ultravist® VS IODIXANOL*

Chen et al.
(2012)

lodixanol 320 (N=284)
Ultravist® 370 (N=278)

NON-INFERIOR
(p<0.001)

Bolognese et al.
(2012)

lodixanol 320 (N=236)
Ultravist® 370 (N=239)

NON-INFERIOR
(p<0.0002)

Shin et al.
(2011)

lodixanol 320 (N=215)
Ultravist® 300 (N=205)

NO SIGNIFICANT DIFFERENCE
(p=0.394)

Juergens et al.
(2009)

lodixanol 320 (N=91)
Ultravist® 370 (N=100)

META-ANALYSES LOCM VS IODIXANOL

NO SIGNIFICANT DIFFERENCE
(p=0.56)

Han et al. Diabetic patients, 12 trials NO SIGNIFICANT DIFFERENCE
(2018) lodixanol 320 (N=575) Subgroup analysis: Significant difference

LOCM (N=525) between lohexol vs lodixanol

Frometal. 36 trials NO SIGNIFICANT DIFFERENCE
(2010) lodixanol 320 (N=3,672) Subgroup analysis: Significant difference

LOCM (N=3,494) between lohexol vs lodixanol

Heinrich etal. 25 trials NO SIGNIFICANT DIFFERENCE
(2009) lodixanol (N=1,701) Subgroup analysis: Significant difference

LOCM (N=1,569)

between lohexol vs lodixanol

Fig 1: Overview of scientific evidence lodixanol vs. Ultravist®

Recent scientific research with Ultravist® has led to a better understan-
ding of renal safety and should be highly relevant for radiologists.’



AMACING investigations provide new
insights into renal safety %10:12.13

The recent AMACING trial, conducted with Ultravist®, was the first randomized trial
prospectively comparing prophylactic i.v. hydration against non-hydration in renal

impaired patients.’ The data showed that: >101213

> Assuming optimal contrast administration, withholding i.v. hydration for
patients with an eGFR 30-59ml/min/1.73m? (CKD 3) is safe.

> The incidence of post contrast acute kidney injury (PC-AKI)** showed no
difference in both the prophylaxis and no-prophylaxis study arm (2.6% - 2.7 %).

> Lv. hydration was not without risk by itself as 5.5% patients had complications

associated with the prophylactic treatment.

AMACING trial demonstrated low post contrast acute kidney injury (PC-AKI)
rate in both study arms®°

Prospective trial Follow-up
Lancet 2017 EClinMed 2018
[Yo
@ W 27% PC-AKI :
~ I 5.5 % complications conclusions
CKD n=328 related to. « confirmed &
3 iv. hydration : strengthend by
: outcome data*
M 26% PC-AKI :
n=332
eGFR o p—
mL/min/1.73 m? 2-6 and 26-35 days 1 year
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Prevalence of CKD stages

On a global scale, CKD 3 represents by far the largest group of patients with

renal impairment.**

CKD stages and prevalences!

130 -

| V| Y| b) Y] Y| o,
ceecee 23%
. ccecee
eeeeece
geeece ,.o
eeeecee
. Mececeee
eceeecceeecceee
CeCeCecececee cxps
eececceccece 499%
. eccecceccece
2,6%
15 ... —
eGFR 0,65 %

mL/min/1.73 m?

Fig 3: Global prevalences and their percentage
distribution of the chronic kidney disease stages

*dialysis mortality and changes in renal function

Fig 2: Renal results of the AMACING trial and one year follow-up

The authors concluded that CKD 3 patients do not benefit from prophylactic i.v.
hydration and should no longer be considered high-risk.>*° These conclusions were

confirmed in a one year follow-up.®

** Formerly termed contrast induced nephropathy (CIN)

The AMACING trial, conducted with Ultravist® and published in The Lancet,
provided better understanding of renal safety and high-risk patients.’



AMACING - comprehensive data set on
renal safety

For CKD 3 patients, a one year follow-up showed still no difference regarding renal
safety between hydrated and non-hydrated patients.%?

AMACING conclusions lead to a better understanding of renal safety®1%13

Prospective trial Follow up
Lancet 2017 EClinMed 2018
CKD low risk low risk
3 Follow up ©
G@ Invest Radiol 2018 Q
low risk low risk
low risk
high risk
eGFR g ;
mL/min/1.73 m? 2-6 and 26-35 days 1year

Fig 4: Overview of the AMACING trial and follow-up analyses

Looking at high-risk patients with an eGFR below 30 ml/min/1.73 m? (CKD 4 and 5):

> The data confirmed their significantly higher risk of post contrast acute
kidney injury (PC-AKI).1213

> Patients with CKD 4 and 5 need specific care. Benefits and risks of prophylaxis
must be carefully weighed individually.?

Fewer patients classified as renal
high-risk patients’*

Ultravist’ B

lopromide

The AMACING trial, conducted with Ultravist®, supported the re-definition of

renal high-risk patients in the ESUR guidelines.** In ESUR 10, the threshold for

the definition of renal high-risk changed from:

> eGFR < 45 ml/min/1.73 m? to eGFR < 30 ml/min/1.73 m? before i.v. or i.a.

contrast media administration with second pass renal exposure

> eGFR < 60 ml/min/1.73 m? to eGFR < 45 ml/min/1.73 m? before i.a.

contrast media administration with first pass renal exposure or in ICU

patients

This is in line with the ACR guidelines which also consider only patients with an

eGFR below 30 ml/min/1.73 m? (CKD 4 and 5) with second pass renal exposure

as high risk.*®

BEFORE AMACING AFTER AMACING

Study Results Study Results

52.25%

Fig 5: Comparison of patients who require i.v. hydration before and after applying

the results of the AMACING study based on global prevalence of chronic kidney

disease stages.'*
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U can have confidence in Ultravist® The AMACING Trial, conducted with Ultravist®,

and published in The Lancet provides
important insights into renal safety.
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* CIN definitions of comparison studies

Study CIN Definition

Chen et al. (2012) SCr of 250 % from baseline at 72 h p.a.
Bolognese et al. (2012)  SCr 225 % from baseline till 72h p.a.
Shin et al. (2011) >25% or 0.5mg/dl from baseline at 24 h or 48 h

Juergens et al. (2009) >25 % or 0.5 mg/dl from baseline at 48 h

SCr: Serum Creatinine; p.a.: post administration
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esentation: Intravascular injections of nonionic iopromide in strengths of
300mg and 370mg of iodine/ml. Indicat For diagnostic use only.
Intravenous urography: minimum doses: Ultravist 370: 0.8ml/kg body
mputed tomography: Cranial CT: Ultravist 300: 1-max, 2ml/kg body
investigation and scanner. Adults Angiography: depends on age,

of the vascular region to be investigated. (see package insert).

nce and haemodynamic alterations. Care should be taken

patient status. Renal impairment: to reduce the risk of

ible dose should be used (see package insert). Hepatic

dications: Uncontrolled thyrotoxicosis. Warnings

ency measures. Allergy-like reactions from mild

judgement required for patients with: known

disorders (increased risk). Pre-medicate with

em in hospital for at least one hour after

cular disease are more susceptible to

ed via mother or during neonatal

es mellitus, multiple myeloma/

nts; correct water or electrolyte

injection may precipitate

p patients with reduced

Clear Direction. ) From Diagnosis to Care.

Bayer HealthCare Limited
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979 King's Road, Quarry Bay, Hong Kong

Tel: +852 8100 2755
Fax: +852 3526 4752
E-mail: bayerhkradiology @bayer.com

More information on
radiology.bayer.com.hk
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