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Abbreviations & Acronyms 

 
ADR Adverse Drug Reaction 

AE Adverse Event 

AMP Auxiliary Medicinal Product 

ATC Code Anatomical Therapeutic Chemical Classification System Code 

AUC Area Under the Curve 

BBB Blood-Brain Barrier 

CA Contrast Agent 

CD Concomitant Disease 

CKD Chronic Kidney Disease 

Cmax Maximum Concentration 

CNS Central Nervous System 

CSF Cerebrospinal Fluid 

DCN Deep Cerebellar Nuclei 

DN Dentate Nucleus 

ECG Electrocardiogram 

EEA European Economic Area 

eGFR estimated Glomerular Filtration Rate 

EMA European Medicines Agency 

EU European Union 

FDA Food and Drug Administration 

FIRES Febrile Infection-Related Epilepsy Syndrome 

GBCA Gadolinium-Based Contrast Agent 

Gd Gadolinium 

GD Gestation Day 

GFR Glomerular Filtration Rate 

GP Globus Pallidus 

GVP Good Pharmacovigilance Practices 

IENFD Intraepidermal Nerve Fiber Density 

IH Immediate Hypersensitivity 

IMP Investigational Medicinal Product 

INN International Non-proprietary Name 

IA Intraarterial 
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Part I: Product(s) Overview 

Table 1- Product Ove1view 

Active substance(s) 

(INN or common name) 

Pharmacotherapeutic group(s) 

(ATC Code) 

Marketing Authorisation Applicant 

Number of medicinal products to 
which this RMP refers 

Invented name(s) in the European 
Economic Area (EEA) 

Marketing authorisation procedure 

Brief desc1iption of the product 

EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopiclenol 

Paramagnetic contrast media (V08CA) 

Gadopiclenol (V08CA012) 

Guerbet 

Bracco 

2 

ELUCIREM 0.5 MMOL/ML (gadopiclenol) 

VUEWAY 0.5 MMOL/ML (gadopiclenol) 

Centralised 

Chemical class: 

Page: 7 

Gadopiclenol is a gadolinium chelate of 2,2',2"-(3,6,9-triaza-
1(2,6)-pyiidinacyclodecaphane-3,6,9-triyl) tiis(5-((2,3-dihy­
droxypropyl)amino)-5-oxopentanoic acid) (registi·y number 
933983-75-6). Its: molecular weight is 970.11 g/mol, when 
calculated without the 2 water molecules that coordinate in 
solution. This is a non-ionic macrocyclic Gadolinium (Gd) 
based Conti·ast Agent (GBCA). 

Summary of mode of action: 

Gadopiclenol is a paramagnetic contrast agent for Magnetic 
Resonance Imaging (MRI) to be used by intravenous (IV) route. 
The contrast enhancing effect is mediated by the Gd atom 
contained in the pyclen-based macrocyclic strncture. The 
contrast agent relaxes the hydrogen atoms of the water 
molecules that it encounters, and this relaxation enhancement 
generates image contrast on T1- or T2-weighted images. The 
extent to which a contrast agent can affect the relaxation rate of 
tissue water is te1med relaxivity (r1 or r2). Gadopiclenol 
presents a high relaxivity in water due to the chemical strncture 
of its macrocycEic ligand. The pyclen-based macrocyclic 
strncture is highly stable in te1ms of Gd dissociation and 
exhibits high relaxivity due to improved water access to the Gd 
ion. Indeed, two water molecules complete the nine 
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coordination links of Gd3+ , in addition to the 7 links established 
with other atoms of the macrocyclic ligand: the four nitrogens 
and the three oxygens of the carboxylate functions. 

Important information about its composition: 

None 

Hyperlink to the Product Information Not applicable 

Indication(s) in the EEA Current: 

Dosage in the EEA 

This medicinal product is for diagnostic use only. 

Gadopiclenol is indicated in adults and children aged 2 years 
and older for contrast-enhanced magnetic resonance imaging 
(MRI) to improve detection and visualization of pathologies 
with dismption of the blood-brain-banier (BBB) and/or 
abno1mal vasculaiity of: 

- the brain, spine, and associated tissues of the central ne1vous 
system (CNS); 

- the liver, kidney, pancreas, breast, lung, prostate, and 
musculoskeletal system. 

It should be used only when diagnostic inf 01mation is essential 
and not available with unenhanced MRI. 

Proposed (in bold and strike through): 

This medicinal product is for diagnostic use only. 

Gadopiclenol is indicated in adults and children from 
birthag@El 2 y@al's a:Ha elas1· for contrast-enhanced magnetic 
resonance imaging (MRI) to improve detection and 
visualization of pathologies with dismption of the blood-brain­
banier (BBB) and/or abno1mal vasculruity of: 

- the brain, spine, and associated tissues of the central ne1vous 
system (CNS); 

- the liver, kidney, pancreas, breast, lung, prostate, and 
musculoskeletal system. 

It should be used only when diagnostic inf 01mation is essential 
and not available with unenhanced MRI. 
Current: 

The recommended dose of gadopiclenol is 0.05 mmoVkg body 
weight equivalent to 0.1 mL/kg body weight for all indications. 

Proposed: 
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Pharmaceutical form(s) and Current: 
strength(s) Solution for injection to be administered IV as a bolus injection, 

available in vials or pre-filled syringes. 
Each mL of solution for injection contains 485 .1 mg of 
gadopiclenol ( equivalent to 0. 5 mmol of gadopiclenol). 

Proposed: 

Is the product/will the product be Yes l 
subject to additional monitoring in Reason: new active substance 
the EU? 
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Part II: Safety specification 
 
 

Part II: Module SI - Epidemiology of the indication(s) and target 
population(s) 
Gadopiclenol is a non-ionic macrocyclic GBCA used for enhancing the contrast of body organs and tissues 
on magnetic resonance (MR) images. It is intended to be used in adult and pediatric patients for contrast 
enhanced MRI to improve detection and visualization of lesions in the central nervous system (brain, spine 
and surrounding tissues), and in the body (head and neck, thorax including breast, abdomen including liver 
and kidneys, pelvis including prostate, and musculo-skeletal system). 

Other marketed non-ionic macrocyclic GBCAs are gadobutrol, which has been authorised since 1988, and 
gadoteridol, already authorised since 1992. Gadoteric acid is an ionic macrocyclic GBCA, authorised since 
1989. Further authorised GBCAs are the linear ionic agents gadoxetic acid and gadobenic acid indicated for 
MRI of the liver, and the linear ionic agent gadopentetic acid for intra-articular use (see G3 in ). 

Table 2 and Table 3 give an overview of the exposure to GBCAs authorised to date, by indication, gender 
and age in the 5 most populated European countries for the first half of 2020. It is to be noted that the overall 
sex distribution is almost 1:1 with a ratio of 51.4% men to 48.6% women. Furthermore, the most frequent 
indications are MRI of the central nervous system, head and neck (33.4%), followed by MRI of the heart 
including magnetic resonance angiography (MRA) (24.9%) and of the abdomen including liver and kidney 
(14.6%). The main age groups are 50-64 years (33.6%), followed by 30-49 years (24.0%) and 65-74 years 
(21.5%). Obvious sex-specific differences are the examination of the chest, breast and mediastinum, where 
5.5 times more women are affected, MRI of the limbs and joints (1.6 times more men), and MRI of the heart 
including MRA (1.38 times more men). 

Table 2 - Exposure by indication and gender in Top 5 European countries during the first semester of 2020 
in the context of contrast-enhanced MRI (Source DRG - Clarivate - EU5 Imaging Market Guide - AMR 
database H1–2020 - (France + Germany + Italy + Spain + United Kingdom)) 

 

Indications (examples) Males Females All 

Overall 1.983.857 1.875.075 3.858.932 

Central Nervous System, Head and Neck 673.880 614.222 1.288.102 

Chest, Breast and Mediastinum 46.406 252.998 299.404 

Heart and MRA 556.715 438.334 995.049 

Abdomen including Liver and Kidney 266.238 262.182 528.421 

Pelvis including Prostate 161.121 129.779 290.900 

Limbs and Joints 279.496 177.560 457.056 
 

1 According to the latest EMA list of medicines under additional monitoring, dated 25.04.2013 (updated on 22.07.2022) 
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Table 3 - Exposure by indication and age group in Top 5 European countries during the first semester of 2020 in the context of contrast-enhanced MRI (Source 
DRG - Clarivate - EU5 Imaging Market Guide - AMR database H1–2020 - (France + Germany + Italy + Spain + United Kingdom)) 

 
Indications (examples) Classes of age (years)        

0-12 years 13-17 years 18-29 years 30-49 years 50-64 years 65-74 years 75+ years All ages 

Overall 20.594 47.767 267.212 929.257 1.301.816 832.436 459.871 3.858.932 

Central Nervous System, 
Head and Neck 

10.950 21.977 104.265 368.941 416.318 249.227 116.425 1.288.102 

Chest, Breast and 
Mediastinum 

7.989 8.180 9.256 91.729 109.920 59.303 16.626 303.004 

Heart and MRA 0 1.590 36.358 155.516 331.323 273.420 162.488 960.696 

Abdomen including Liver 
and Kidney 

1.654 9.654 47.514 145.597 190.843 114.521 52.991 562.774 

Pelvis including Prostate 0 1.297 13.666 37.069 83.105 76.757 79.006 290.900 

Limbs and Joints 0 5.069 56.159 130.405 170.306 59.208 32.314 453.456 
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Part II: Module Sil - Non-clinical part of the safety specification 

Table 4 - Key Safety findings from non-clinical studies (2.4 Non-clinical ove1view) 

Key Safety fmdings (from non-clinical studies) Relevance to human usage 

Safety pharmacology 

Renal f unction 

The effects of gadopiclenol on renal function (urine 
output, sernm/mine electrolyte balance, sernm and 
urinaiy biochemistiy and glomernlar filti·ation rate) 
were evaluated in rats after an oral saline overload 
given 15 minutes post-dosing. 

Regai·dless of the dose level, gadopiclenol did not 
induce any change in the sernm sodium, potassium, 
chloride or creatinine levels nor in the sernm 
osmolality. Gadopiclenol at doses of 1.25 and 
2.5 mmol/kg induced some decrease in urine 
volume up to 6 hours post-dosing (-23% to 33% 
compared to conti·ols), without any dose 
relationship and without any change in urine 
concenti·ations of sodium, potassium, chlodde and 
creatinine. 

At 5 mmol/kg, gadopiclenol induced a decrease in 
sodium (-19%) and chlo1ide (-18%) minruy 
concenti·ations. Regru·dless of the dose level, an 
increase in mine osmolality was obse1ved ( + 23 % to 
+35%, compared to conti·ols). 

The modifications in the aforementioned sernm and 
urine concenti·ations resulted in no change in the 
glomernlar filtration rate (GFR) and in no relevant 
changes in the excretion fractions of sodium, 
potassium and chloride up to 5 mmol/kg. 

The free water clearance was decreased in a dose 
related manner (-26% to -73%, compai·ed to 
conti·ols), statistically significant at 2.5 and 
5 mmol/kg. 

No change in mina1y pH was obse1ved, inespective 
of the dose level. 
Proconvulsant effect 

No effect on the main centi·al and pe1ipheral 
nervous system functions was atti·ibutable to 
gadopiclenol but a minor proconvulsant effect 
( decrease in the time of onset of Pentyleneteti·azol 
(PTZ)-induced seizures) was obse1ved in 
PTZ-ti·eated rats only at the highest dose tested 
(5 mmol/kg). 

Safety margin 

Under the experimental conditions used to assess 
the effects of gadopiclenol on renal function and 
based on the effects on mine osmolality and the 
free water cleru·ance, a NOAEL can be established 
at 1.25 mmol/kg, given intravenously as a 2-minute 
infusion (i.e. 4 times the intended human dose). 

Clinical data 

Gadopiclenol is excreted almost exclusively by the 
kidney which can therefore be a tai·get organ for 
toxicity. Routine monitoring of kidney function 
was perfo1med dming the clinical tiials with renal 
function pai·ameters measured at least 24 hours 
after exposure, including blood creatinine, 
estimated Glomernlar Filti·ation Rate (eGFR), 
Blood Urea Niti·ogen (BUN), and cystatin C (if the 
measurement was pe1fo1med at 24 hours) for eru·ly 
detection of potential acute kidney injmy . Further 
details on adverse reactions related to renal 
disorders ru·e described in section SVII.1.1 . 

Safety margin 
Based on in vivo studies, the NOAEL of 
gadopiclenol on the time of occmTence of 
PTZ-induced seizures is 2.5 mmol/kg (i.e. 8 times 
the intended human dose). 
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Key Safety fmdings (from non-clinical studies) Relevance to human usage 

Toxicity 

Single-dose toxicity 

Clinical data 
During the clinical development, 2 patients 
experienced seizures after administration of 
gadopiclenol. Nevertheless, none were assessed as 
related to gadopiclenol. Both patients had 
pre existing Central Nervous System (CNS) lesions 
with history of seizures. In addition, 2 children 
experienced epilepsy, both non-related to 
gadopiclenol, I occurring in a patient with 
worsening of neurodegenerative disease and the 
second with concomitant disease of Febrile 
Infection-Related Epilepsy Syndrome (FIRES) 
(2.5 Clinical overview). 
Proconvulsant effect is a known class effect 
observed with GBCAs. 

Regarding single-dose toxicity, gadopiclenol, when Single-dose toxicity studies are considered as the 
given as a single IV injection in mice, rats or dogs, most relevant studies for human risk assessment of 
was well tolerated up to high dose levels, providing gadopiclenol as it will be given as a single dose in 
a sufficient safety margin. No or only minor and Humans. Safety margins* are between 19 to 25 and 
reversible effects were observed. Transient confnm the very high tolerance profile of 
swelling of the face and/or limbs in rodents or optic gadopiclenol after single administration. 
nerve in dogs (reversible in a few hours) was only 
observed at the highest injected doses. Minimal to 
mild tubular cell vacuolation was observed in the 
kidneys, with a dose-related incidence and severity. 
This is a classical finding with both GBCAs and 
iodinated contrast agents and is known to have no 
functional consequence. 

Repeat-dose toxicity 

In repeat-dose toxicity studies performed in rats Safety margins* of repeated-dose toxicity studies 
(dosing up to 10 mmol/kg/day) and dogs (dosing up are between 9 to IS-fold the intended human dose. 
to 4 mmoVkg/day), gadopiclenol was well tolerated Nevertheless, the experimental conditions of the 
in both species even at high dose levels up to repeated-dose studies represent very drastic 
28 days. The NOAEL in the repeat-dose toxicity conditions in terms of exposure (dose levels and 
study was considered 2.5 mmoVkg and 2 mmoVkg duration) compared to the conditions in clinical use. 
in rats and dogs, respectively. 
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Key Safety fmdings (from non-clinical studies) 

Compared to single-dose toxicity, histological 
changes were exacerbated, pa1t icularly in rats, but 
without associated clinical pathological changes. 
Some additional treatment-related adverse effects 
were seen (in rats only), on body weight, food 
consumption, clinical signs (including swelling of 
the face and/or limbs), clinical pathology 
parameters and histology. However, these changes 
were always pa1tially or totally reversible. No 
additional changes due to repeat-dosing were seen 
in dogs. 
Juvenile Toxicity 

The safety profile and tissue Gd presence of 
gadopiclenol was similar in juvenile and adult rats. 
Its tolerance was excellent whatever the age. 
Similar microscopic findings (reversible tubular 
kidney vacuolations) to adult rats were observed. 
No new toxicity (except a reversible non-adverse 
effect on iron balance after repeated 
administrations) or target organ was evidenced in 
juvenile animals. The NOAEL in juvenile rats was 
considered 2.5 mmoVkg/day, i.e. the maximum 
tested dose. 

Local intolerance 

Study in rabbits: 
The local tolerance of gadopiclenol appears 
acceptable following a single administration in rats 
(IV route), dogs (IV route) and rabbits (IV, IA 
routes) or following repeated IV injections in rats 
and dogs. However, signs of intolerance/iITitations 
were observed following a single perivenous and 
repeated IV administrations in rabbits. Therefore, 
caution is required dming the administration to 
clinical study subjects to avoid any extravasation. 

Nephrogenic Systemic Fibrosis (NSF) 

Several supportive (non-GLP) non-clinical 
studies (most studies done in renally-impaired 
adult rats) have been conducted with the aim to 
contribute to a better understanding of the potential 
risk of NSF after gadopiclenol adnrinistration. 

EU RMP 
ELUCIREM 0.5 mmoVmL & 
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Relevance to human usage 

So, the relevance of these studies for Humans is 
limited as gadopiclenol is administered as a single 
dose in clinical practice. 

Saf ety margin 

The juvenile toxicity study performed in rats did 
not highlight any specific concerns for pediatric 
patients compared to adults. 

Clinical data 

Injection site reactions of various types happened in 
some subjects after IV injection of gadopiclenol, 
including pain, oedema, coldness, warmth, 
haematoma and erythema. In studies testing 
different doses, these AEs were more frequent at 
higher doses (2.7.4 Summary of clinical safety). 

No confnmed case of extravasation of gadopiclenol 
was report ed dming the clinical development and 
no serious reaction at injection site was report ed 
(2.7.4 Summary of clinical safety). 

Clinical data 

No NSF-like events related to the administration of 
gadopiclenol have been observ ed in clinical 
studies, including in at-risk patients with mild to 
severe renal function impairment (2. 7.4 Summary of 
clinical safety). 
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Key Safety fmdings (from non-clinical studies) 

Gadopiclenol showed a low potential for NSF 
induction with no histopathological skin lesions 
and no signs of in vivo dissociation, confirming the 
high stability of this new GBCA, similarly to that of 
other macrocyclic agents. On the contrary, the 
non-ionic and linear· GBCA, gadodiamide 
(Omniscan®), was generally poorly tolerated. 

EU RMP 
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Relevance to human usage 

Although the underlying pathophysiologic 
mechanisms of NSF ar·e not fully understood, a 
large body of evidence suggests that such a 
condition results in Humans from a chemical 
transformation of the GBCA molecules leading to 
Gd release and accumulation in the body. The linear 
GBCAs of the high-risk group are more prone to 
release Gd than the macrocyclic GBCAs of the 
low-risk group, and more likely to induce NSF. 
Gadopiclenol is a Gd-complex based on a pyclen 
macrocyclic stmcture, offering a good chemical 
stability, suggesting a low risk for inducing NSF 
and a high r l relaxivitythatenables tousehalfofthe 
standar·d dose to get the same MR efficacy. 

However, since NSF is a risk associated with all 
GBCAs, it is considered as an impo1tant identified 
risk for gadopiclenol (see section SVII.3.1) 

Gadolinium Deposition, Speciation and Safety in Clinical data 
Brain and Other Organs 

Repeated administrations of gadopiclenol to healthy 
rats (non-GLP studies) ar·e not associated with Tl 
signal hyperintensity in the deep cerebellar· nuclei 
(DCN). 

Long-term Gd exposure (up to 12 months) after 
repeated high doses of GBCAs is lower after 
gadopiclenol and Gadavist/Gadovist® (another 
macrocyclic GBCA) as compared to the linear 
agent Omniscan®. Gadolinium exposure after 
gadopiclenol is similar to that achieved with 
Gadavist/Gadovist® in brain when administered at 
the same dose. However, a massive Gd washout 
(-74 to -98%) was observed over a I-year recovery 
period ( except in femur) and was similar· to 
Gadavist/Gadovist®. In terms of speciation and Gd 
spatial distribution in brain, bone and kidneys, 
gadopiclenol behaves like Gadavist/Gadovist®, as 
expected for a macrocyclic contr·ast agent. 
Gadolinium presence in tissues did not have an 
impact on renal function and was not associated 
with abnormalities in tissues. 

After a single half-dose of gadopiclenol versus 
full-dose of ah·eady mar·keted macrocyclic GBCAs 
(tested at the Human Equivalent Dose), the 

Tl hypersignals observed with other GBCAs, 
mostly after multiple administrations of linear 
GBCAs, on unenhanced-MR images of rat DCN 
have also been observed in patients with normal 
renal function. They have been associated with Gd 
deposition in the dentate nucleus (DN). In addition, 
Gd deposits have been found in other organs and 
tissues (liver, bone, skin, etc.) with all types of 
GBCAs, the clinical significance of which is not yet 
known. 

Adverse clinical effects of accumulation and 
retention of gadolinium in brain and other organs 
and tissues are considered as import ant potential 
risks and the clinical significance as missing 
information (see section SVII.1.2). 

The clinical study GDX-44-005 confirmed that 
gadopiclenol is eliminated predominantly by renal 
clearance. No gadopiclenol was detected in any of 
the plasma and urine follow-up samples available 
at 1, 3 and 6 months, indicating that all amounts of 
gadopiclenol were eliminated after single IV 
injection, in healthy volunteers and in patients with 
renal impairment of any stage (GDX-44-005 study 
report). 
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Key Safety fmdings (from non-clinical studies) Relevance to human usage 

measured Gd concentration (up to 5 months) after 
gadopiclenol injection is globally reduced 
compared to the other marketed GBCAs, except in 
the bone. 

* Safety margins are calculated based on the ratios between the NOAELs in animals and the intended human dose of0.05 mmol/kg, 

using either the ratios of gender averaged means of Area Under the Curve (AUC) (from toxicokinetics in toxicology studies) 
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Part II: Module SIII - Clinical trial exposure 
This RMP presents the data from 10 clinical studies completed with gadopiclenol as listed in Table 5, including two new studies from the last version of RMP: 
The GDX-44-015 study included 36 patients less than 2 years old who received gadopiclenol at the dose of 0.05 mmol/kg, and the GDX-44-013 study included 
18 Japanese healthy volunteers exposed to gadopiclenol at the dose of 0.025/0.05/0.1 mmol/kg and 9 exposed to placebo. In these studies, a total of 1160 subjects 
were included and exposed to at least one Investigational Medicinal Product (IMP) or Auxiliary Medicinal Product (AMP), including 1101 subjects who were 
exposed to at least one dose of gadopiclenol (94.9%), 535 to the comparator gadobutrol, 256 to the comparator gadobenate dimeglumine, 75 to the placebo 
(sodium chloride) and 48 to moxifloxacin (positive control used in the cardiac safety study).  
Table 5 gives an overview of the distribution of subjects by clinical trial, study products and indications. The objectives of the studies are described in 

 
Table 5: Distribution of Subjects by Study and IMP/AMP – All Subjects Exposed to IMP/AMP (N= 1160). 
  

Gadopiclenol All doses 
(N=1101) 

Gadobenate 
dimeglumine 

(N=256) 

 
Gadobutrol 

(N=535) 

 
Placebo 
(N=75) 

 
Moxifloxacin 

(N=48) 

 
Total 

(N=1160) 
All subjects 1101 (100%) 256 (100%) 535 (100%) 75 (100%) 48 (100%) 1160 (100%) 

Safety and PK 142 (12.9%)   75 (100%) 48 (100%) 169 (14.6%) 
GDX-44-003 - part 1 36 (25.4%)   18 (24.0%)  54 (32.0%) 
GDX-44-005 40 (28.2%)     40 (23.7%) 
GDX-44-006 48 (33.8%)   48 (64.0%) 48 (100%) 48 (28.4%) 
GDX-44-013 18 (12.68%)   9 (12.0%)  27 (16.0%) 

CNS studies 515 (46.8%) 256 (100%) 245 (45.8%)  534 (46.0%) 
GDX-44-003 - part 2 12 (2.3%)    12 (2.2%) 
GDX-44-004 256 (49.7%) 256 (100%)   272 (50.9%) 
GDX-44-010 247 (48.0%)  245 (100%)  250 (46.8%) 

Body studies 328 (29.8%)  290 (54.2%)  341 (29.4%) 
GDX-44-008 40 (12.2%)    40 (11.7%) 
GDX-44-011 288 (87.8%)  290 (100%)  301 (88.3%) 

Pediatric studies 116 (10.6%)    116 (10.0%) 
GDX-44-007 80 (69.0%)    80 (69.0%) 
GDX-44-015 36 (31.0%)    36 (31.0%) 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the Total column. 
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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The tested doses of gadopiclenol ranged from 0.025 mmol/kg to 0.3 mmol/kg in the safety and pharmacokinetic studies, and from 0.025 mmol/kg to 0.2 mmol/kg 
in the CNS studies. For the body study, only 0.5 mmol/kg and 0.1 mmol/kg were tested (see Table 6). Most of the subjects were exposed to only one dose of 
gadopiclenol, except for the subjects of the GDX-44-006 study who received two doses of gadopiclenol: 0.1 and 0.3 mmol/kg. Overall, in these studies, the 
majority of the subjects received the recommended dose of 0.05 mmol/kg (68.1%). 

Table 6: Distribution of Subjects by Study and Dose of Gadopiclenol (mmol/kg) – All Subjects Exposed to Gadopiclenol (N= 1101). 
 Gadopiclenol 

0.025 
(N=68) 

Gadopiclenol 
0.05 

(N=750) 

Gadopiclenol 
0.075 
(N=9) 

Gadopiclenol 
0.1 

(N=203) 

Gadopiclenol 
0.2 

(N=65) 

Gadopiclenol 
0.3 

(N=54) 

Gadopiclenol 
All doses 
(N=1101) 

All subjects 68 (100%) 750 (100%) 9 (100%) 203 (100%) 65 (100%) 54 (100%) 1101 (100%) 

Safety and PK 12 (17.7%) 12 (1.6%) 6 (66.7%) 100 (49.3%) 6 (9.2%) 54 (100%) 142 (12.9%) 
GDX-44-003 - part 1 6 (50%) 6 (50%) 6 (100%) 6 (6.0%) 6 (100%) 6 (11.1%) 36 (25.4%) 
GDX-44-005    40 (40.0%)   40 (28.2%) 
GDX-44-006    48 (48.0%)  48 (88.9%) 48 (33.8%) 
GDX-44-013 6 (50%) 6 (50%)  6 (6.0%)   18 (12.68%) 

CNS studies 56 (90.3%) 324 (43.2%) 3 (33.3%) 73 (36.0%) 59 (90.8%)  515 (46.8%) 
GDX-44-003 - part 2  3 (0.9%) 3 (100%) 3 (4.1%) 3 (5.1%)  12 (2.3%) 
GDX-44-004 56 (100%) 74 (22.8%)  70 (95.9%) 56 (94.9%)  256 (49.7%) 
GDX-44-010  247 (76.2%)     247 (48.0%) 

Body studies  298 (39.7%)  30 (14.8%)   328 (29.8%) 
GDX-44-008  10 (3.4%)  30 (100%)   40 (12.2%) 
GDX-44-011  288 (96.6%)     288 (87.8%) 

Pediatric studies  116 (15.5%)     116 (10.6%) 
GDX-44-007  80 (69%)     80 (69.0%) 
GDX-44-015  36 (31%)     36 (31.0%) 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the “All doses” column. 
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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Table 7 shows that 10 % of the subjects included in the development program and exposed to at least one IMP/AMP during the clinical trials were healthy 
volunteers while the rest were patients (n=991). Overall, 116 children were included in two studies dedicated to assess the pharmacokinetics, efficacy and safety of 
gadopiclenol in pediatric patients, and represent 11.3% of the total number of subjects exposed to at least one IMP/AMP during the clinical trials. 

Table 7: Distribution of Subjects by Population, Age class and Indication for each IMP/AMP – All Subjects Exposed to IMP/AMP (N= 1160). 
 Gadopiclenol 

All doses 
(N=1101) 

Gadobenate 
dimeglumine 

(N=256) 

 
Gadobutrol 

(N=535) 

 
Placebo 
(N=75) 

 
Moxifloxacin 

(N=48) 

 
Total 

(N=1160) 
All subjects 
 
Healthy volunteers 
Patients 

Adults 

1101 (100%) 
 

110 (10.0%) 
991 (90.0%) 
875 (88.3%) 

256 (100%) 
 
 

256 (100%) 
256 (100%) 

535 (100%) 
 
 

535 (100%) 
535 (100%) 

75 (100%) 
 

75 (100%) 

48 (100%) 
 

48 (100%) 

1160 (100%) 
 

137 (11.8%) 
1023 (88.2%) 
907 (88.7%) 

CNS 515 (58.9%) 256 (100%) 245 (45.8%)   534 (58.9%) 
Body 328 (37.5%)  290 (54.2%)   341 (37.6%) 
Safety and PK 32 (3.7%)     32 (3.5%) 

Pediatric 116 (11.7%)     116 (11.3%) 
CNS 79 (68.1%)     79 (68.1%) 
Body 34 (29.3%)     34 (29.3%) 
Blood vessel 3 (2.6%)     3 (2.6%) 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the Total column. 
CNS (Central Nervous System) studies in adults are GDX-44-003 part2, GDX-44-004 and, GDX-44-010. CNS studies in pediatric patients are GDX-44-007 
and GDX-44-015. 
Body studies in adults are GDX-44-008 and GDX-44-011. Body studies in pediatric patients are GDX-44-007 and GDX-44-015. 
Safety and PK studies are GDX-44-003 part 1, GDX-44-005, and GDX-44-006. 
%: (n row / N Patients) for Adults; %: (n row / N Adults)*100 for Body, CNS and Safety PK; %: (n row / N column) *100 for all others. 
 Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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Among the global study population, slightly more women than male were included and received at least one dose of gadopiclenol (53.8%) (see Table 8). 
In the GDX-44-015 study, among 36 included subjects less than 2 years old, one neonate (aged less than 27 days) was included. In the GDX-44-013 study, the healthy 
volunteers included were between 18 and <65 years. 
The mean age of subjects was lower in those exposed to the placebo (36.5 years) and moxifloxacin (40.5 years), compared to the mean age of subjects exposed 
to contrast agents, i.e. gadopiclenol (48.8 years), gadobenate dimeglumine (54.0 years), and gadobutrol (57.1 years), which were mainly administered to patients 
with CNS or body lesions (see Table 7). Most of the subjects (64.9%) who received gadopiclenol were adults between 18 and 64 years of age, whereas 18.9% 
were elderlies between 65 and 74 years of age, and 5.6% were more than 75 years of age. Moreover, with regards to the paediatric patients, 2.8% were between 
12 and 18 years old, 2.1% were between 7 and 12 years old, 2.4% were between 2 and 7 years old, and 3.2% were between 28 days and 23 months. 

Table 8: Demographic Characteristics by IMP/AMP – All Subjects Exposed to IMP/AMP (N= 1160). 
 Gadopiclenol All 

doses 
(N=1101) 

Gadobenate 
dimeglumine 

(N=256) 

 
Gadobutrol 

(N=535) 

 
Placebo 
(N=75) 

 
Moxifloxacin 

(N=48) 

 
Total 

(N=1160) 
Sex       

n 1101 256 535 75 48 1160 
Female 592 (53.8%) 151 (59.0%) 304 (56.8%) 36 (48.0%) 24 (50.0%) 628 (54.1%) 
Male 509 (46.2%) 105 (41.0%) 231 (43.2%) 39 (52.0%) 24 (50.0%) 532 (45.9%) 

Age (years)       
n 1101 256 535 75 48 1160 
Mean (SD) 48.8 (20.3) 54.0 (13.4) 57.1 (13.2) 36.5 (11.8) 40.5 (11.6) 48.4 (20.2) 
Median 54.0 55.0 58.0 34.0 39.0 53.0 
Min. ; Max. 0 ; 88 19 ; 88 18 ; 86 19 ; 59 19 ; 59 0 ; 88 

Age in classes       
n 1101 256 535 75 48 1160 
0-27 days 1 (0.1%)     1 (0.1%) 
28 days-23 months 35 (3.2%)     35 (3.0%) 
>=2 and <7 years 26 (2.4%) 0 0 0 0 26 (2.2%) 
>=7 and <12 years 23 (2.1%) 0 0 0 0 23 (2.0%) 
>=12 and <18 years 31 (2.8%) 0 0 0 0 31 (2.7%) 
>=18 and <65 years 715 (64.9%) 198 (77.3%) 352 (65.8%) 75 (100%) 48 (100%) 768 (66.2%) 
>=65 and <75 years 208 (18.9%) 45 (17.6%) 136 (25.4%) 0 0 212 (18.3%) 

>=75 years 62 (5.6%) 13 (5.1%) 47 (8.8%) 0 0 64 (5.5%) 
Because of cross-over studies, sum of numbers of patients in each column is different from the overall number of patients reported in the Total column  
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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 Gadopiclenol All 

doses 
(N=1101) 

Gadobenate 
dimeglumine 

(N=256) 

 
Gadobutrol 

(N=535) 

 
Placebo 
(N=75) 

 
Moxifloxacin 

(N=48) 

 
Total 

(N=1160) 
Race (multiple choices)       

n 1053 256 535 75 48 1094 
White 864 (82.1%) 218 (85.2%) 410 (76.6%) 47 (82.5%) 47 (97.9%) 891 (81.4%) 
Asian 113 (10.7%) 28 (10.9%) 66 (12.3%) 10 (17.5%) 1 (2.1%) 124 (11.3%) 
Black or African American 25 (2.4%) 9 (3.5%) 10 (1.9%) 0 0 28 (2.6%) 
Native Hawaiian Or Other Pacific Islander 3 (0.3%) 1 (0.4%) 2 (0.4%) 0 0 3 (0.3%) 
American Indian or Alaska native 48 (4.6%) 1 (0.4%) 46 (8.6%) 0 0 48 (4.4%) 
Other 3 (0.3%) 0 3 (0.6%) 0 0 3 (0.3%) 
Not collected 48 0 0 18 0 66 

Height (cm)       

n 1101 256 535 75 48 1160 
Mean (SD) 161.97 (21.55) 165.13 (10.69) 166.80 (9.62) 173.01 (8.50) 173.54 (8.53) 162.26 (21.13) 
Median 165.00 164.00 166.00 172.00 172.00 165.00 
Min. ; Max. 54.0 ; 197.0 138.0 ; 193.0 143.0 ; 197.0 154.0 ; 191.0 154.0 ; 190.0 54.0 ; 197.0 

Weight (kg)       

n 1101 256 534 75 48 1160 
Mean (SD) 71.11 (22.87) 75.80 (17.90) 76.54 (18.73) 71.68 (10.90) 75.04 (10.28) 71.16 (22.63) 
Median 72.00 74.00 74.00 70.00 73.50 72.00 
Min. ; Max. 4.2 ; 194.0 44.0 ; 194.0 36.0 ; 162.0 51.1 ; 96.0 56.0 ; 97.0 4.2 ; 194.0 
Missing data 0 0 1 0 0 1 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the Total column. 
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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For most of the subjects who received the dose of 0.05 mmol/kg of gadopiclenol, the mean age was about 48.5 years (see Table 9). All children received the dose of 
0.05 mmol/kg of gadopiclenol. 
 

Table 9: Demographic Characteristics by Dose of Gadopiclenol – All Subjects Exposed to Gadopiclenol (N= 1101). 
 

 Gadopiclenol 
0.025 

(N=68) 

Gadopiclenol 
0.05 

(N=750) 

Gadopiclenol 
0.075 
(N=9) 

Gadopiclenol 
0.1 

(N=203) 

Gadopiclenol 
0.2 

(N=65) 

Gadopiclenol 
0.3 

(N=54) 

Gadopiclenol 
All doses 
(N=1101) 

Sex        
n 68 750 9 203 65 54 1101 

Female 39 (57.3%) 414 (55.2%) 5 (55.6%) 90 (44.3%) 41 (63.1%) 27 (50.0%) 592 (53.8%) 
Male 29 (42.7%) 336 (44.8%) 4 (44.4%) 113 (55.7%) 24 (36.9%) 27 (50.0%) 509 (46.2%) 

Age (years)        

n 68 750 9 203 65 54 1101 
Mean (SD) 49.5 (15.5) 48.5 (22.2) 35.3 (13.4) 50.1 (15.5) 49.9 (15.0) 39.7 (11.5) 48.8 (20.3) 
Median 51.0 54.0 28.0 53.0 53.0 38.5 54.0 
Min. ; Max. 20 ; 74 0 ; 88 23 ; 57 18 ; 81 18 ; 79 19 ; 59 0 ; 88 

Age in classes        

n 68 750 9 203 65 54 1101 
0-27 days 0 1 (0.1%) 0 0 0 0 1 (0.1%) 
28 days -23 months 0 35 (4.7%) 0 0 0 0 35 (3.2%) 
>=2 and <7 years 0 26 (3.5%) 0 0 0 0 26 (2.4%) 
>=7 and <12 years 0 23 (3.1%) 0 0 0 0 23 (2.1%) 
>=12 and <18 years 0 31 (4.1%) 0 0 0 0 31 (2.8%) 
>=18 and <65 years 54 (79.4%) 430 (57.3%) 9 (100%) 160 (78.8%) 56 (86.2%) 54 (100%) 715 (64.9%) 
>=65 and <75 years 14 (20.6%) 149 (19.9%) 0 38 (18.7%) 7 (10.8%) 0 208 (18.9%) 
>=75 years 0 55 (7.3%) 0 5 (2.5%) 2 (3.1%) 0 62 (5.6%) 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the “All doses” column. 
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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Table 10 shows the distribution of the subjects who received at least one IMP/AMP and who had specific risk factors, either renal impairment, hepatic diseases, 
cardiac diseases, history of convulsions or history of hypersensitivity.  
In the GDX-44-013 study, 5 healthy volunteers had a medical history of hypersensitivity. In the GDX-44-015 study, one child presented a renal impairment due 
to dysplasia. Another child presented a hepatomegaly (hepatic disease) and atrial septal defect (cardiac disease), 3 children presented a medical history of 
hypersensitivity, while 4 children presented a medical history of convulsion. They were included in the Tables 10 and 11. 

Table 10: Risk Factors by IMP/AMP – All Subjects Exposed to IMP/AMP (N= 1160). 
 

 Gadopiclenol 
All doses 
(N=1101) 

Gadobenate 
dimeglumine 

(N=256) 

 
Gadobutrol 

(N=535) 

 
Placebo 
(N=75) 

 
Moxifloxacin 

(N=48) 

 
Total 

(N=1160) 
Renal Insufficiency       

n 1101 256 535 75 48 1160 
 Subjects with no or mild renal impairment 1027 (93.3%) 251 (98.0%) 492 (92.0%) 75 (100%) 48 (100%) 1083 (93.4%) 
 Subjects with moderate renal impairment 58 (5.3%) 5 (2.0%) 43 (8.0%) 0 0 61 (5.3%) 
 Subjects with severe renal impairment 16 (1.4%) 0 0 0 0 16 (1.4%) 

Hepatic Diseases       
n 1101 256 535 75 48 1160 
Subjects without hepatic diseases 1033 (93.8%) 252 (98.4%) 507 (94.8%) 75 (100%) 48 (100%) 1094 (94.3%) 
Subjects with hepatic diseases 68 (6.2%) 4 (1.6%) 28 (5.2%) 0 0 68 (5.9%) 

Cardiac Diseases       
n 1101 256 535 75 48 1160 
Subjects without cardiac impairment 1000 (90.8%) 232 (90.6%) 477 (89.2%) 75 (100%) 48 (100%) 1059 (91.3%) 

Subjects with cardiac impairment 101 (9.2%) 24 (9.4%) 58 (10.8%) 0 0 101 (8.7%) 
 
Hypersensitivity 

n 1101 256 535 75 48 1160 
Subjects without allergic diseases 975 (88.6%) 232 (90.6%) 451 (84.3%) 70 (93.3%) 46 (95.8%) 1026(88.4%) 
Subjects with allergic diseases 126 (11.4%) 24 (9.4%) 84 (15.7%) 5 (6.7%) 2 (4.2%) 134 (11.6%) 

Medical history of convulsions 
n 

 
1101 

 
256 

 
535 

 
75 

 
48 

 
1160 

Subjects without history of convulsions 1005 (91.3%) 220 (85.9%) 501 (93.6%) 75 (100%) 48 (100%) 1062 (91.6%) 
Subjects with history of convulsions 96 (8.7%) 36 (14.1%) 34 (6.4%) 0 0 98 (8.4%) 
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Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the Total column. 
Renal Insufficiency: Patients with no or mild renal impairment (eGFR >= 60 mL/min/1.73m2); Patients with moderate renal impairment (30 <= eGFR <60 mL/min/1.73m2); Patients with 
severe renal impairment (eGFR < 30 mL/min/1.73m2 + dialyzed patients). 
For eGFR central values where used ; if missing, local data were considered. 
Hepatic Insufficiency: Only liver insufficiency in Concomitant Disease (CD) (definition based on MedDRA v23.1 preferred term ). 
Cardiac Diseases: Coronary heart disease of any type and rhythm disorders in CD and Medical History (MH) (definition based on MedDRA v23.1 preferred term). 
Hypersensitivity: Allergic disease in CD and MH (definition based on MedDRA v23.1 preferred term). 
Medical history of convulsions: Medical history of convulsions in CD and MH (definition based on MedDRA v23.1 preferred term).  
Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 

 
Table 11: Risk Factors by Dose of Gadopiclenol – All Subjects Exposed to Gadopiclenol (N= 1101). 

 
 Gadopiclenol 

0.025 
(N=68) 

Gadopiclenol 
0.05 

(N=750) 

Gadopiclenol 
0.075 
(N=9) 

Gadopicleno
l 0.1 

(N=203) 

Gadopicleno
l 0.2 

(N=65) 

Gadopicleno
l 0.3 

(N=54) 

Gadopiclenol 
All doses 
(N=1101) 

Renal Insufficiency        
n 68 750 9 203 65 54 1101 
Subjects with no or mild renal impairment 67 (98.5%) 703 (93.7%) 9 (100%) 178 (87.7%) 64 (98.5%) 54 (100%) 1028 (93.4%) 
Subjects with moderate renal impairment 1 (1.5%) 47 (6.3%) 0 9 (4.4%) 1 (1.5%) 0 57 (5.2%) 
Subjects with severe renal impairment 0 0 0 16 (7.9%) 0 0 16 (1.4%) 

Hepatic disease        

n 68 750 9 203 65 54 1101 
Subjects without hepatic diseases 68 (100%) 709 (94.5%) 9 (100%) 179 (88.2%) 62 (95.4%) 54 (100%) 1034 (93.9%) 
Subjects with hepatic diseases 0 41 (5.5%) 0 24 (11.8%) 3 (4.6%) 0 67 (6.1%) 
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 Gadopiclenol 

0.025 
(N=62) 

Gadopiclenol 
0.05 

(N=750) 

Gadopiclenol 
0.075 
(N=9) 

Gadopiclenol 
0.1 

(N=203) 

Gadopiclenol 
0.2 

(N=65) 

Gadopiclenol 
0.3 

(N=54) 

Gadopiclenol 
All doses 
(N=1101) 

Cardiac Diseases        

n 68 750 9 203 65 54 1101 
Subjects without cardiac disease 64 (94.4%) 677 (90.3%) 9 (100%) 187 (92.1%) 57 (87.7%) 54 (100%) 1000 (90.9%) 
Subjects with cardiac disease 

 
Hypersensitivity 

n 
Subjects without allergic diseases 

4 (5.9%) 
 
 

68 
58 (85.3%) 

73 (9.7%) 
 
 

750 
650 (86.7%) 

0 
 
 

9 
9 (100%) 

16 (7.9%) 
 
 

203 
191 (94.1%) 

8 (12.3%) 
 
 

65 
61 (93.8%) 

0 
 
 

54 
52 (96.3%) 

100 (9.1%) 
 
 

1101 
975 (88.6%) 

Subjects with allergic diseases 10 (14.7%) 100 (13.3%) 0 12 (5.9%) 4 (6.2%) 2 (3.7%) 
 
Medical history of convulsions 

n 68 750 9 203 65 54 
Subjects without history of convulsions 61 (89.7%) 680 (90.7%) 9 (100%) 197 (97.0%) 52 (80.0%) 54 (100%) 

126 (11.4%) 
 
 

1101 
1005 (91.3%) 

Subjects with history of convulsions 7 (10.3%) 70 (9.3%) 0 6 (3.0%) 13 (20.0%) 0  96 (8.7%) 

Because of cross-over studies, the sum of numbers of patients in each column is different from the overall number of patients reported in the “All doses” column. 
Renal Insufficiency: Patients with no or mild renal impairment (eGFR >= 60 mL/min/1.73m2); Patients with moderate renal impairment (30 <= eGFR <60 
mL/min/1.73m2); Patients with severe renal impairment (eGFR < 30 mL/min/1.73m2 + dialyzed patients). 
For eGFR central values where used ; if missing, local data were considered. 
Hepatic Insufficiency: Only liver insufficiency in CD (definition based on MedDRA v23.1 preferred term). 
Cardiac Diseases: Coronary heart disease of any type and rhythm disorders in CD and MH (definition based on MedDRA v23.1 preferred term). 
Hypersensitivity: Allergic disease in CD and MH (definition based on MedDRA v23.1 preferred term). 
Medical history of convulsions: Medical history of convulsions in CD and MH (definition based on MedDRA v23.1 preferred term). 
 Source: 5.3.5.3 Reports Of Analyses Of Data From More Than One Study and Clinical study reports of GDX-44-013 and GDX-44-015 studies 
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Part II: Module SIV - Populations not studied in clinical trials 

Exclusion criteria in clinical studies within the development programme 

Table 12 - Exclusion criteria in clinical studies within the development programme 

Criterion Reason for exclusion Included as missing Rationale for not 
information? including as missing 

information 

Hypersensitivity towards Increased risk of No Included as 

one or more components potential life- contraindication in the 

of the study dmg threatening 
product information. 

hypersensitivity 

reaction. 

Pregnant and lactating Exposme of pregnant Yes Warning included in the 

women women in cu11'ent practice product information. 

must be avoided except 

when the benefit 

outweighs the risks to the 

foetus and to the pregnant 
woman. 

Patients with severe renal Increased risk of NSF. No No NSF was observed in 

impairment ( as class-effect the study GDX-44-005 on 
the 16 patients with 

forGBCAs) severe renal impai1ment, 
including 8 patients under 
haemodialysis. 

Warning about risk 
associated to renal 
impaiiment included in 
the product information. 

Known class III/IV Severe conditions excluded No No serious cardiac 

congestive heart failme to reduce the risk of 
Adverse Dmg Reactions 
(ADRs) related to 

according to the New York adverse events caused by gadopiclenol were 
Hea1t Association severe underlying observed in the 
classification conditions and concomitant development program. 

diugs. 
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SIV.2 Limitations to detect adverse reactions in clinical trial development programmes 

The clinical development programme is unlikely to detect ce11ain types of adverse reactions such as rare 
adverse reactions which would occur in less than 1 in 1000 subjects, adverse reactions with a ve1y long 
latency, or those caused by prolonged or repeated exposure. 

No sedous reactions of hypersensitivity were obse1ved dming clinical development. Life-threatening 
anaphylactic reactions occur with GBCAs but are exceedingly rare (0.001 % to 0.01 %) . 

Long-te1m follow-up was limited to a period of 6 months (GDX-44-005 study). However, no gadopiclenol 
was detected in any of the plasma and urine follow-up samples available at 1, 3 and 6 months, indicating 
that all amounts of gadopiclenol were eliminated after gadopiclenol single IV injection, in healthy volunteers 
and in patients with renal impai1ment of any stage. In addition, eighty pediatric patients were followed up 
to 3 months after exposure to gadopiclenol. 

SIV.3 Limitations in respect to populations typically under-represented in clinical trial 
development programmes 

Table 13 - Exposure of special populations included or not in clinical trial development programmes 

Type of special population Exposure 

Pregnant women Not included in the clinical development program 

Breastfeeding women 

Patients with relevant comorbidities: Not excluded from the clinical development 

• Patients with hepatic impaitment 
program, for exposure data (see Patt II: 
Module SIil) 

• Patients with renal impaitment 

• Patients with cardiovascular impaitment 

• Patients with histo1y of hypersensitivity 

Population with relevant different ethnic otigin Not excluded from the clinical development 
program, for exposure data (see Patt II: 
Module SIil) 

Subpopulations canying relevant genetic Not excluded from the clinical development 
polymorphisms program. However, no exposure data is available 

Part II: Module SV - Post-authorisation experience 

SV.l Post-authorisation exposure 

Gadopiclenol was first approved in the United States of America (US) on 21 September 2022 (International 
BiI1h Date) under the trade names Elucit'em® (Guerbet) and Vueway® (Bracco). Gadopiclenol was approved 
in the European Union (EU) via a centralised procedure on 07 December 2023. 

Gadopiclenol is CUITently registered in 33 countties worldwide. 
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SV.1.1 Method used to calc11late exposure 

Gadopiclenol dosing in humans occurs mostly as a single administration. An estimate of patient exposure is 
calculated based on the number of units sold (vials or syringes) in the period from 21 September 2022 through 
31 October 2024. By Company convention, the estimate of sales/exposure figures of the data lock point 
month is considered to be identical to that of the month immediately prior. The total number of sold vials and 
sy1inges represents an approximation of the number of patients exposed to the agent. 

SV.1.2 Exposure 

Marketing for this product began in 2023 in the US, the EU, United Kingdom and Switzerland. Estimated sales 
for Elucirem ( Guerbet product; prefilled syiinge and vial combined) in 2023 and up through October 2024 are 
215,085 units. Estimated sales for Vueway (Bracco product) in 2023 and up through October 2024 are 
830,660 units. Cumulatively, until the end of October 2024, a total of 1,045,745 subjects have been exposed to 
gadopiclenol products. 

It is not possible to provide the actual breakdown of gadopiclenol patient exposure by demography. 
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Part II: Module SVI -Additional EU requirements for the safety 
specification 

Potential for misuse for illegal purposes 

The potential for misuse for illegal purposes can be excluded as gadopiclenol does not show any 
phaimacodynamic effects on the CNS that could make it a recreational drng or substance facilitating assault. 

Part II: Module SVII - Identified and potential risks 

SVII.1 Identification of safety concerns in the initial RMP submission 

SVIl.1.1 Risks not considered important for inclusion in the list of safety concerns in the RMP 

Reasons for not including an identified or potential risk in the list of safety concerns in the RMP: 

Table 14 - Risks with minimal clinical impact on patients (in relation to the severity of the indication) 

System Organ Frequency Adverse drug reaction Rationale 
Class 

Immune system Unknown Mild to moderate Not life-threatening, no 
disorders (therapeutic hypersensitivity reactions sequelae. 

class risk) (mainly skin, respirato1y and Hypersensitivity is listed in 
vascular reactions, section 4.4 and 4.8 of the 
immediate or delayed) SmPC. 

Ne1vous system 1.3% (14/1047) Headache Not life-threatening, no 
disorders 0.2% (2/1047) Dysgeusia sequelae. 

Gastrointestinal 0.7% (7/1047) Nausea Not life-threatening, no 
disorders 0.4% (4/1047) Dianhoea sequelae. 

0.3% (3/1047) Abdominal pain, including 
Abdominal pain upper 

0.2% (2/1047) Vomiting 

General disorders 1.9% (20/1047) Injection site pain Not life-threatening, no 
and administration 0.6% (6/1047) Injection site coldness sequelae. 
site conditions 

0.4% (4/1047) Fatigue 
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System Organ Freqllency Adverse dmg reaction Rationale 
Class 

0.3% (3/1047) Injection site oedema A precaution for use to avoid 

0.3% (3/1047) Feeling hot extravasation is listed in 
section 4.4 of the SmPC. 

0.3% (3/1047) Injection site wa1mth 

0.1% (1/1047) Injection site erythema 

0.1% (1/1047) Injection site haematoma 

Table 15 -Adverse reactions with clinical consequences, even serious, but occuning with a low frequency 
and considered to be acceptable in relation to the severity of the indication treated 

System Organ Freqllency Adverse dmg reaction Rationale 
Class 

None NA NA NA 

Table 16 - Known risks that require no finther characte1isation and are followed up via routine 
phaimacovigilance, namely through signal detection and adverse reaction repo1t ing, and for which the risk 
minimisation messages in the product inf 01mation are adhered! by users (e.g. actions being pait of standard 
clinical practice in each EU Member state where the product is authodsed) 

System Organ Freqllency Adverse dmg reaction Rationale 
Class 

hnmune system Unknown Severe hypersensitivity This is a therapeutic class 
disorders reactions (anaphylactic, 1isk of GBCAs. No severe 

anaphylactoid reactions, anaphylactic reactions or 
Kounis Syndrome and shock have been reported for 
hypersensitivity/anaphylactic gadopiclenol. 
reactions with cardiovasculai· This 1isk may be 
events) life-threatening if not 

immediately treated but 
gadopiclenol is administered 
in hospital/radiology centers 
with adequate emergency 
units. 

It is listed in section 4.4 of 
the SmPC. A proactive 
monitoring through periodic 
rep01ts and signal detection 
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Class 

Freqllency 

Renal and urina1y Unlmown 
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Adverse dmg reaction 

Nephrotoxicity 

Rationale 

process is proposed (SMQ) 
"Anaphylactic reaction" 
(nanow + broad). 

This is a therapeutic class 1isk 
of GBCAs. The potential for 
GBCA nephrotoxicity was 
rather associated with 
administration of high doses 
of GBCAs, especially during 
angiography in patient with 
renal insufficiency, or to 
achieve adequate imaging 
when GBCAs were 
substituted for iodine contrast 
media. Gadopiclenol is 
intended to be used by IV 
route at the dose that provides 
sufficient enhancement for 
diagnostic purposes. 

Renal function was 
monitored through all clinical 
development studies. 

In the GDX-44-005 study 
perfo1med in patients with 
Inild to severe renal 
impaiiment, changes in 
semm creatinine and eGFR 
were < 15% for most of the 
subjects (GDX-44-005 study 
repo1t). 

A total of 5 ADRs related to 
renal function disorders were 
rep01ted with gadopiclenol 
dming the clinical trials: 
3 ADRs of "Blood creatinine 
increase" ( one serious and 
2 non-se1ious), none leading 
to clinical symptoms, in 
patients either with fluctuating 
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Adverse dmg reaction Rationale 

Seizures 

baseline or high 1isk of 
creatinine fluctuation and 
confounding factors ( chronic 
kidney disease, hypertension, 
past chemotherapy). 
One non-seiious ADR of 
"Contrast-induced renal 
failure" was reported in a 
patient with hypertension, 
Chronic Kidney Disease 
(CKD), showing an eGFR 
decrease of 28% within one 
day after gadopiclenol 
administration. In addition, 
I non-se1ious ADR of 
Increased Cystatin C was 
rep01ted but lacked evidence 
to suppo1t the causal 
relationship (medical 
background of the patient and 
confounding factors) with 
gadopiclenol (2.7.4 Summaiy 
of clinical safety). 

A proactive monitoring 
through pe1iodic reports and 
signal detection process is 
proposed. (SMQ "Acute 
renal failure" (nanow + 
broad) + SMQ "Chronic 
kidney disease" (narrow) 

Proconvulsant effect is a 
therapeutic class risk of 
GBCAs in patients with a 
lowered threshold for 
seizures. No cases of seizures 
related to gadopiclenol have 
been repo1ted during the 
clinical development 
(2.5 Clinical ove1view). 
While there is no evidence 
suggesting that gadopiclenol 
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System Organ 
Class 
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and procedmal 
complications 

lnjllly , poisoning 
and procedmal 
complications 
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Freqllency Adverse dmg reaction 

No data available Product administration e1rnr 
( double dose administered by 
mistake due to ClllTent 
practices with otheI GBCAs) 

No data available Product administration e1rnr 
(1isk of intrathecal 
administration) 

Rationale 

directly precipitates 
convulsion at the intended 
human dose, the possibility 
that it may decrease the 
convulsive threshold in 
susceptible patients cannot be 
rnled out. 

It is listed in section 4.4 of the 
SmPC. 

A proactive monitoring 
through pe1iodic reports and 
signal detect.ion process is 
proposed (SMQ 
"Convulsions" (nanow + 
broad)). 

The use of the product is 
adequately desc1ibed in the 
product info1mation (see 
section 4.2 of the SmPC) 
and a grid provides the 
volume of gadopiclenol to 
be administered per patient 
body weight. 

This is a therapeutic class 
risk of GBCAs. No cases of 
intrat.hecal administration 
related to gadopiclenol have 
been reported dilling clinical 
development.. Sect.ion 4.4 of 
the SmPC has been updated 
to add a warning/precaution 
regarding intrathecal 
administration of 
gadopiclenol. 

SVIl.1.2 Risks considered important for inclusion in the list of safety concerns in the RMP 

The classification of a risk as "impo1tant" is based on info1mation given in the Good phrumacovigilance 
practices (GVP) Module V Rev 2 (Gl ,- ). See also the document "Guidance on the fo1mat of the 
risk management plan (RMP) in the EU - in integrated fo1mat" Rev.2.0.1. for ftnther details (G2 in 

- ). 

Table 17 - Impo1tant Identified Risks 
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Nephrogenic Systemic fibrosis is a debilitating and sometimes 
lif e-threat.ening disease. The association between NSF and 
exposure to GBCAs is widely accepted and the development. of 
NSF is known to be related to the release of Gd3+ from the 
chelat.es, a phenomenon which depends on the chemical 
prope1ties of different GBCAs. Almost all unconfounded cases of 
NSF have been reported after exposure to linear GBCAs. 

Gadopiclenol is a Gd-complex based on a pyclen macrocyclic 
stmcture, offeling a good chemical st.ability, thus suggesting a 
low 1isk for inducing NSF and a high r l relaxivity that enables to 
use half of the standard dose to get the same MR efficacy. No NSF 
cases have been repo1ted for gadopiclenol dming the clinical 
development.. 
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Table 18 - hnpo1tant Potential Risks 

Important Potential Risks Risk-benefit impact 

Adverse clinical effects of This is a therapeutic class risk of GBCAs. This accumulation 
accumulation and retention of phenomenon has been mainly studied in skin and bone. The 
gadolinium in organs and tissues clinical significance remains unknown. 
other than brain tissues 

The amount and the fo1m of gadolinium (free or chelated) found 
in organs and tissues other than brain tissues differ between 
GBCAs and depend on their chemical stability. Based on the 
phaimacokinetic profile of gadopiclenol in Humans and on the 
results of non-clinical studies, gadopiclenol is expected to behave 
similai·ly to other macrocyclic agents. In addition, gadopiclenol is 
adlninistered at half-dose of gadolinium compai·ed to the Gd dose 
usually administered with other GBCAs. Neve1theless, long-te1m 
effects of gadolinium deposition should be monitored. 

Adverse clinical effects of This is a class effect of GBCAs desc1ibed in the literature. 
accumulation and retention of McDonald et aP• have shown the presence of Gd-containing dai'k 
gadolinium in the brain spots in the walls of cerebral vessels and in the neuronal 

interstitium of the DN of deceased patients who had previously 
received gadodiamide. Murata et al.i have provided additional 
clinical evidence of Gd deposition in the brains of patients 
exposed to GBCAs and especially to linear· ones. 

The amount and the fo1m of gadolinium (free or chelated) found 
in brain differ between GBCAs and depend on their chemical 
stability. Based on the phaimacokinetic profile of gadopiclenol in 
Humans and on the results of non-clinical studies, gadopiclenol is 
expected to behave similai·ly to other macrocyclic agents. 

The clinical significance of this retention remains unknown. 
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Table 19 - Missing info1mation 

Missing information Risk-benefit impact 

Safety in pregnancy and lactation Any adverse event that may affect the course of a pregnancy 
and/or the development of a foetus would be considered as 
se1ious. Exposure to a GBCA during pregnancy may be 
associated with a slightly higher rate of neonatal death although 
this risk is based only on a single large coho1t study which had 
significant limitations and repo1ted only ve1y few cases of serious 
adverse events .. ~- In addition, the degree and the clinical 
significance of potential Gd deposition in the foetuses following 
in utero exposure remains unknown for all GBCAs and remains 
of special interest given the ongoing rapid development of brain 
and bone in foetal patients. As GBCAs may cross the placental 
banier in low amounts, the long-te1m effects of exposure to 
gadopiclenol dming pregnancy should be monitored. 

Clinical significance of 
accumulation of gadolinium in 
organs and tissues other than brain 
tissues 

All GBCAs are excreted into breast milk in ve1y small amounts 
and poor absorption from the gut is expected in the breast-fed 
child. Neve1t heless, any adverse effect of gadopiclenol in 
breast-fed children will be monitored. Up to now, no health 1isks 
have been scientifically proven. 

Non-clinical and clinical studies have demonstrated that Gd may 
remain at ve1y low concentrations in some parts of the body 
including the bones, brain, skin and other organs for extended 
periods of time after injection of GBCAs. Gadolinium presence 
has been detected in laborato1y testing of blood, urine, hair, 
fingernails, etc. Effect on peripheral ne1ve fibers in mice and 
hyperalgesia in rats were obse1ved with GBCAs, including 
macrocyclic GBCAs but in a lesser extent than with linear ones. 
Neve1t heless, there is no confnmation of adverse health effects 
attiibutable to the traces of Gd retained in the body in patients with 
n01m al renal function. 

Clinical significance of retention of It has been demonstrated that a small amount of all GBCAs enter 
gadolinium in the brain the healthy brain tissue with intact blood brain banier, most likely 

via the choroid plexus and the cerebrospinal fluid (CSF). 
However, no evidence has been presented to date that any adverse 
health effects are related to these ti·ace amounts of Gd in the brain. 
No adverse neurological effects, such as cognitive or movement 
disorders, have been atti·ibuted to gadolinium deposition in the 
brain with any GBCA. 
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SVII.2 New safety concerns and reclassification with a submission of an updated RMP 

Not applicable 

SVII.3 
information 

Details of important identified risks, important potential risks, and missing 

SVIl.3.1 Presentation of important identified risks and important potential risks 

Impo11ant Identified Risks 

Table 20 - Imp01tant identified 1isk: Nephrogenic Systemic Fibrosis (NSF) 

Nephrogenic Systemic Fibrosis (NSF) 

Potential mechanisms 

Evidence source(s) and strength 
of evidence 

The pathophysiology of NSF is mainly related to dissociation of the 
Gd3+ ion from the chelate molecule by transmetallation resulting in Gd 
retention within tissues and ultimately leading to an ineversible 
fibrotic reaction. Some of the hypotheses include the following: Gd3+ 

ion transmetallation with fenic iron, deposition of gadolinium 
phosphate, and fenic iron induced oxidative stress; macrophage 
phagocytosis of free Gd with subsequent stimulation of fibrocyte 
infiltration in the dermis, and in internal organs such as the heart, 
lungs, liver, and muscles; GBCAs acting as a stimulus to the immune 
response with downstream effects of activated dendiitic cells and 
transfo1ming growth factor beta synthesis; and GBCA activation of 
transglutaminases. Once inside the tissues, Gd stimulates a cascade of 
cytokine production which leads to inflammation and eventual fibrosis 
of the skin and visceral organs. 

Reduced GBCA clearance in patients with severe renal disease allows 
additional time for the dissociation to occur. 

The chelated fo1ms of GBCAs have a significant role. The disease has 
been mostly associated to the use of linear GBCAs and it appears that 
the gradual release of dissociated Gd is pivotal in the development of 
NSF and its delayed onset. 
Scientific literature; other GBCA products. 

NSF is a disease exclusively repo1ted in patients with renal failure who 
were adininistered GBCAs. 

Non-clinical data: 

No evidence of biochemical toxicity or pathological abno1malities of 
the skin was observed with gadopiclenol. Moreover, similar to what 
has been obse1ved with other macrocyclic GBCAs, gadoterate and 
gadobutrol, tissue retention of Gd was found to be low (except in the 
liver) in renally impaired rats treated with gadopiclenol. 
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Therapeutic class 1isk of GBCAs: 

Nephrogenic Systemic Fibrosis is a rare but highly debilitating 
disorder that is charactelized by an extensive thickening and hardening 
of the skin but may also involve other organs, such as the lungs, 
oesophagus, heait, and skeletal muscles. Initial symptoms typically 
include skin thickening and/or prnritus. Symptoms and signs may 
develop and progress rapidly, with some affected patients developing 
contractures and joint immobility. In some patients, the disease may 
be fatal. The diagnosis of NSF is determined by using the 
clinicopathological score d!eveloped by Girardi and colleagues,.!l based 
on clinical signs and results of histologic analyses perfo1med on 
biopsy specimen. 

Preclinical data: 

Studies on sensitized rat models of NSF (rats with impaired renal 
function) did not suggest a profibrotic risk associated with the use of 
gadopiclenol. The high kinetic stability of gadopiclenol suggests a low 
1isk of inducing NSF. 

Clinical data: 

In the Phase I study perfo1med in renally-impaired patients, including 
patients under hemodialysis, no suspected NSF or symptoms 
suspected to be related to NSF were repo1ted in any coho1t. As for all 
GBCAs, specific precautions for use should apply to patients with 
impaired renal function. 

Post-marketing data: 

No suspected NSF or symptoms suspected to be related to NSF were 
rep01ted for gadopiclenol in the joint Guerbet-Bracco safety database 
up to the DLP of 31 October 2024. 
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The risk factors for NSF can be divided into patient-related factors and 
those related to the molecular stmcture and stability of the GBCA used. 

Based on cmTent evidence, cumulative analyses of NSF repo1ts have 
shown that severe kidney dysfunction (eGFR < 30 mL/min/1 .73m2) is 
the main patient-related 1isk factor. The degree of renal insufficiency 
is also impo1t ant, with a much greater incidence of NSF in patients 
with catego1y GS of CKD ( established renal failure eGFR 
< 15 mU min/1.73 m2 or on dialysis) compared with catego1y G4 of 
CKD (severe decrease in eGFR, with or without other evidence of 
kidney damage; eGFR ~ 15-29 mL/min/1.73 m2). Acute kidney injmy 
is also considered a 1isk factor for NSF. 

Fmt he1more, a proinflammato1y state in a patient with impaired renal 
function has been repo1ted! as a risk factor. 

Despite initial concerns, severe liver disease has been deleted from the 
list of 1i sk factors for NSF, as long as the patient has a n01mal renal 
function. 

Because of renal immaturity in fetuses, neonates, and infants, this 
population (and consequently pregnant women because of the risk to 
the fetus) is considered potentially at 1isk. 

Higher doses and multiple administrations of GBCAs, especially 
within a short pe1iod of time, have been rep01t ed as 1isk factors for the 
development of NSF. To be noted, gadopiclenol is administered at 
half-dose of gadolinium compared to the Gd dose usually administered 
with other GBCAs. 

Info1mation of physicians using the product about the 1isk and 
recommending strict caution in patients with severe CKD and acute 
renal insufficiency of any seve1i ty. 

Although GBCAs are rapidly removed by hemodialysis, no studies 
have demonstrated that hemodialysis may prevent or mitigate the risk 
ofNSF. 

Utilisation of peel-off tracking labels to record the frequency of use 
and the dose of gadolinium applied to each patient. 

Appropriate routine risk minimisation measures, as described in 
Prut V, are included in the product inf01mation. Therefore, the overall 
1isk-benefit balance of the product is considered only minimally 
affected. Peel-off tracking labels have been introduced for GBCAs to 
record the frequency of use and the actual dose of gadolinium injected. 
No fmther additional risk minimisation measures are considered 
necessruy . 
Expected to be low, as the cases due to macrocyclic GBCAs are too 
isolated to calculate a frequency from clinical studies. 
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Impo11ant Potential Risks 

Table 21 - Import ant potential risk: Adverse clinical effects of accumulation and retention of gadolinium in 
organs and tissues other than brain tissues 

Adverse clinical effects of accumulation and retention of gadolinium in organs and tissues other 
than brain tissues 

Potential mechanisms It has been shown that gadolinium may be either in a soluble, 
small-molecule form (e.g. as intact GBCA), in a soluble form bound 
to macromolecules, or in a non-soluble form. The last two forms are 
thought to be responsible for the retention of gadolinium in organs and 
tissues. The Gd3+ ion could, part ly depending on the local environment 
(acidic pH), become detached from the ligand by transmetallation 
( exchange with other ions present in the local environment, such as 
Fe3

+, Cu2
+, or Zn2

+ ions) and the Gd3
+ ion could then precipitate locally 

as a salt (gadolinium hydroxide, gadolinium carbonate or gadolinium 
phosphate) or bind to other macromolecules, such as proteins, peptides 
or metalloenzymes. 

Long-term Gd retention in the body depends mainly on the chemical 
st.ability of tl1e GBCAs, the applied doses and the frequency of the 
administrations, especially for linear GBCAs. Gadopiclenol is a 
macrocyclic GBCA with high kinetic stability. Furthermore, thanks to 
its high rl-relaxivity, gadopiclenol can be used at half of the standard 
dose to get the same efficacy as other non-specific GBCAs, thus 
enabling to administer a lower quantity of Gd to patients. 

Evidence source(s) and strength Scientific literature; other GBCA products; non-clinical data. 
of evidence 

Characterisation of the risk Beside NSF, no clinical consequences have been clear·ly associated to 
Gd accumulation in organs and tissues other than brain tissues (see 
the missing information in. section SVII.3 .2). 

Scientific literature: 

Non-clinical and clinical studies have demonstrated that trace amounts 
of Gd may be retained in various par·ts of the body including the bones, 
skin, peripheral nervous system and other organs such as the liver, 
spleen and kidneys for extended periods of time after injection of 
GBCAs, especially after repeated exposure to linear· GBCAs. 
Gadolinium presence has been detected in laboratory testing of blood, 
urine, hair, fingernails, etc. Evidence of a deep compartment of Gd 
storage was demonstrated. 

The chelated forms of GBCAs have a significant role. The 
accumulation and retention of gadolinium in organs and tissues other 
than brain tissues has been mostly associated with the use of linear· 
GBCAs while gadopiclenol is a macrocyclic GBCA. 



-----~ BRACCO 

~ 
LIFE FROM IHSIOE 

Risk factors and risk groups 

Preventability 

EURMP 
ELUCIREM 0.5 mmoVmL & 

Page: 41 VUEWAY 0.5 mmoVmL, 

so--n 

Non-clinical data: 

Gadopiclenol was found in brain, kidneys, liver, muscle, bone and skin 
of rats after single and repeated administrations. However, the Gd 
concentrations decreased dramatically after a recove1y period of 
8 weeks. In addition, a massive Gd washout (-7 4 to -98%) was obse1ved 
over a I-year recove1y period (except in femur) after 20 IV 
administrations of gadopiclenol, and was similar to gadobutrol, 
another macrocyclic GBCA, when administered at the same dose. 

The investigation of Gd spatial distribution in brain and kidneys, 
together with the use of speciation methods to analyze the chemical 
fo1ms of Gd in the tissues, showed that gadopiclenol behaves like 
gadobutrol, i.e. that I 00% of the gadolinium extracted from the tissues 
was present as intact GBCA molecules in the same area as the other 
macrocyclic comparator (2.4 Non-clinical ove1view). 

Clinical data: 

No gadopiclenol was detected in any of the plasma and urine 
follow-up samples available at 1, 3 and 6 months in healthy volunteers 
and in patients with renal impaiiment of any stage, confnming the 
total elimination of gadopiclenol after single IV injection (GDX-44-
005 study rep01t). 

Post-marketing data: 

No cases associated with the accumulation or retention of gadolinium 
in organs and tissues oth er than brain tissues were rep01t ed for 
gadopiclenol in the joint Guerbet-Bracco safety database up to the DLP 
of 31 October 2024. 

Renal insufficiency (decreased elimination). 

Neonates (immature Blood Brain Banier (BBB) and renal function). 

Patients with 1isk of BBB disrnption: elderly patients, brain 
radiotherapy. 

Patients susceptible to receiving multiple injections of GBCAs for 
thefr disease diagnosis and monit01ing. 

Using the lowest dose necessa1y for a diagnosis. 

Clinically well-indicated contrast-enhanced MRI with gadopiclenol. 

As described for NSF, haemodialysis perfo1med sho1t ly after GBCA 
administration for patients who are ah'eady on dialysis. 

Utilisation of peel-off tracking labels to record the frequency of use 
and the dose of gadolinium applied to each patient. 
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Appropriate routine risk minimisation measures, as described in 
Prut V, are included in the product inf01mation. Therefore, the overall 
1isk-benefit balance of the product is considered only minimally 
affected. Peel-off tracking labels have been introduced for GBCAs to 
record the frequency of use and the actual dose of gadolinium injected. 
No fmther additional risk minimisation measures are considered 
necessruy. 

The high kinetic stability of gadopiclenol and the absence of robust 
clinical data relating to Gd accumulation in organs and tissues other 
than brain, suggest that the potential public health impact of this safety 
concern is not quantifiable, to date. 

Table 22 - Impo1tant potential risk: Adverse clinical effects of accumulation and retention of gadolinium in 
the brain 

Adverse clinical effects of accumulation and retention of gadolinium in brain 

Potential mechanisms As proposed by Rasschae1t et al..ll, one of the hypotheses is that in 
healthy brain tissue there is an early access of Gd species to the 
cerebrospinal fluid, followed by passive diffusion into the brain 
parenchyma close to the cerebral ventricles. When accessing areas rich 
in endogenous metals or phosphoms, the less kinetically stable 
GBCAs would dissociate, and Gd would bind to endogenous 
macromolecules, and/or precipitate within the brain tissue. It is also 
proposed that Gd species enter the brain pru·enchyma along penetrating 
co11ical ruteries in peria1t e1ial pial-glial basement membranes and 
leave the brain through intramural pe1irut erial drainage pathways. 
Lastly, Gd/GBCAs may access the brain parenchyma directly from the 
blood through the BBB in the walls of the capilla1i es. It is cmcial to 
distinguish between the physiological distiibution and drainage 
pathways for GBCAs and the possible dissociation of less kinetically 
stable GBCAs that lead to long-te1m Gd deposition in the brain. 

Evidence source(s) and sti·ength Scientific literature; other GBCA products; non-clinical data. 
of evidence 



-----~ BRACCO 

~ 
LIFE FROM IHSIOE 

Characterisation of the Iisk 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Page : 43 

There is no evidence to-date that gadolinium retention in brain leads 
to any disease or disorders in subjects with n01mal renal function (see 
Missing info1mation section SVII.3.2). 

Scientific literature: 

Many publications descdbed a concentration-dependent deposition of 
gadolinium in the brain both in adults and children, partially seen as high 
signal intensities (SI) in the globus pallidus and dentate nucleus on 
unenhanced Tl-weighted images mostly after multiple administration 
of linear GBCAs. Postm01t em or post-surge1y human studies have 
validated gadolinium deposition in these Tl-hype1intensity areas. 

Non-clinical data: 
As expected for a macrocyclic GBCA, Gd retention in brain is 
minimalized in the case of gadopiclenol compared with gadobenate 
dimeglumine (a linear GBCA), resulting in no Tl hypersignal in the 
DCN one month after rats received 20 IV injections of 0.6 mmoVkg 
(1.2 mL/kg) gadopiclenol (0.6 mmoVkg coITesponding to the clinical 
dose (0.1 mmoVkg) adjusted to the body surface area of the rat). 
Another (non-GLP) study perfo1med to evaluate the long-te1m Gd 
deposition in the whole body in rats showed that the total Gd exposure 
between Ml (1 month) and M12 (12 months) after the last 
administration with gadopiclenol was around 5 to 10-fold lower as 
compared to gadodiamide (a linear GBCA), and was similar to 
gadobutrol (a macrocyclic GBCA) in brain when administered at the 
same dose level. Specific analytical techniques have been applied to 
characterize the Gd-containing chemical species present in brain 
samples. Such method of speciation and investigation of Gd spatial 
distiibution showed that gadopiclenol behaves like 
Gadavist/Gadovist® (gadobutrol), i.e. that 100% of the gadolinium 
exti·acted from the tissues was present as intact GBCA molecules in 
the same area as the other macrocyclic agent, Gadavist/Gadovist® (2.4 
Non-clinical ove1view). 
After a single half-dose of gadopiclenol versus a full-dose of already 
marketed macrocyclic GBCAs (tested at the Human Equivalent Dose), 
the measured Gd concentration (up to 5 months) in the brain after 
gadopiclenol injection is reduced compared to the other marketed 
GBCAs. 

Post-marketing data: 

No cases associated with the accumulation or retention of gadolinium 
in brain tissues were repo1t ed for gadopiclenol in the joint 
Guerbet-Bracco safety database up to the DLP of 31 October 2024. 
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Renal insufficiency (decreased elimination). Neonates (immature 
BBB and renal function). 
Patients with dsk of BBB dismption: elderly patients, brain 
radiotherapy. 
Patients susceptible to receiving multiple injections of GBCAs for 
their disease diagnosis and! monitoring. 
Using the lowest dose necessary for a diagnosis. 
Gadopiclenol given at half dose of gadolinium compared to other non­
specific gadolinium-containing contrast agents. 
Clinically well-indicated contrast-enhanced MRI with gadopiclenol. 
As described for NSF, haemodialysis performed short ly after GBCA 
administration for patients who are ah'eady on dialysis. 
Utilisation of peel-off tracking labels to record the frequency of use 
and the dose of gadolinium aoolied to each patient. 
Appropriate routine risk minimisation measures, as described in 
Part V, are included in the product information. Therefore, the overall 
risk-benefit balance of the product is considered only minimally 
affected. Peel-off tracking labels have been introduced for GBCAs to 
record the frequency of use and the actual dose of gadolinium injected. 
No fmther additional risk minimisation measures are considered 
necessary. 

The high kinetic stability of gadopiclenol and the absence of robust 
clinical data relating to Gd accumulation in brain, suggest that the 
potential public health impact of this safety concern is not quantifiable, 
to date. 
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SVIl.3.2 Presentation of the missing information 

Table 23 - Missing info1mation: Safety in pregnancy and lactation 

Safety in pregnancy and lactation 

Evidence source Therapeutic class risk of GBCAs: 

The only coho1t and longitudinal study available with a relatively large 
sample size evaluating the safety of GBCAs during pregnancy was a 
large obse1vational study comparing the outcomes of pregnancies 
between women who unde1went a contrast-enhanced MRI during the 
first tiimester and women who did not undergo an MRI. The study 
showed a greater relative 1isk of stillbilt h and neonatal death in the 
fo1mer group as compared to the latter. However, a main limitation of 
this study was the unavailability of MRI indications for the exposed 
coho1t , which are potential confounders. Other limitations of the 
coho1t analysis include no info1mation on the GBCA administered 
(linear or macrocyclic GBCA), no ti·imester subset analysis, and a 
better control would have been a group of women who unde1went 
non-enhanced MRI. To date, no other publication has confilmed this 
obse1vation. In addition, the degree and clinical significance of 
potential Gd deposition in foetuses following in utero exposure remain 
unknown. 

Clinical data: 

There is no data on the use of gadopiclenol in pregnant women; only 
one subject became pregnant two days after gadopiclenol exposure 
during the clinical program and therapeutic pregnancy te1mination was 
perfo1med in relation to hereditary congenital disease diagnosed in the 
foetus. 

There is no data on the use of gadopiclenol in breast-feeding women 
from the clinical development. 

Preclinical data: 

Gadopiclenol was not teratogenic in rats at a dose level 
:S IO mmol/kg/day and in rabbits at a dose level :S 5 mmoVkg/day. In 
addition, gadopiclenol was not found to be genotoxic in the batte1y of 
tests pe1fo1med. The NOAEL for maternal and developmental toxicity 
was 2.5 mmoVkg/day in rabbits. 

Placental ti·ansf er was evaluated by examination of total radioactivity 
distiibution following a single IV administi·ation of 
[ 153Gd]-gadopiclenol to female rats on Day 18 of gestation at a target 
dose level of 0.6 mmol/kg. The results suggested little or no placental 
ti·ansfer to the pups. In comparison, the distribution of gadopiclenol in 
pregnant females was widespread, with the majority of maternal 
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tissues presenting the highest Gd concentrations at 10 minutes 
post-dose. Studies in rats have shown negligible secretion of 
gadopiclenol in maternal milk. 

Blood phaimacokinetic pai·ameters and renal cleai·ance of 
gadopiclenol may be modified during pregnancy. Therefore, the safety 
of gadopiclenol during the course of pregnancy and the long-te1m 
effects on pregnant women and foetuses should be monitored. 

Post-mai·keting data: 

No cases associated with the use of gadopiclenol dming pregnancy or 
lactation were repo1ted in the joint Guerbet-Bracco safety database up 
to the DLP of 31 October 2024. 

Pregnant and breast-feeding women 

Table 24 - Missing inf 01mation: Clinical significance of gadolinium accumulation in organs and tissues 
other than brain tissues 

Clinical significance of gadolinium accumulation in organs and tissues other than brain tissues 

Evidence source Class effect: 

Non-clinical and clinical studies have demonstrated that trace amounts 
of Gd may be retained in various pai·ts of the body including the bones, 
brain, skin and other organs such as the liver, spleen and kidneys for 
extended periods of time after injection. There is no confumation of 
adverse health effects att1ibutable to the trace amounts of Gd retained 
in the body in patients with n01mal renal function. 

Rarely patients have repo1ted "gadolinium deposition disease" with 
pain, tiredness, and skin, muscle or bone ailments for a long time, but 
these symptoms have not been directly linked to Gd deposition. No 
peer-reviewed data link adverse biological or neurological effects to 
gadolinium deposition. 

Murata et al . .ll hypothesized that free gadolinium, which has an ion 
radius close to that of free calcium, could block the activity of some 
calcium dependent enzymes and block calcium channels, leading to 
problems with muscle contractions or ne1ve conduction. Many of these 
symptoms ai·e analogous to NSF but ai·e less severe. 

Recently, a publication~ suggested a potential link between small fiber 
neuropathy (SFN) and previous administration of a GBCA. In fact, the 
authors repo1ted a significant decrease of intraepide1mal ne1ve fiber 
density and significant increase of terminal axonal swellings in the 
footpads of mice after exposure to GBCAs. Fmthe1more, another 
publicationl suggested a link between repeated GBCA administrations 
and hyperalgesia. 
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Patients who receive high and/or repeated dosing of GBCAs, 
especially when closely spaced, are considered to be at higher 1isk for 
Gd accumulation at high concentration in the body. However, no 
adverse health effects have been confnmed in such patients. 

Patients with severe (eGFR < 30 mL/min/1.73, m2) renal impaiiment 
are considered to be at increased 1isk of gadolinium retention leading 
to NSF. 

The following high-1isk patient populations can be considered: 
children, pregnant women, patients with inflammato1y condition, renal 
insufficiency and/or patients who requfre multiple lifetime doses. 

Macrocyclic agents are less prone to induce Gd deposition than linear 
GBCAs. However, all amounts are small and no hannful effects have 
been confnmed to be associated with any agent in patients with n01mal 
renal finlction. It is notewo1t hy, however, that some repo1ts of 
persistent symptoms and elevated Gd levels in laborato1y tests have 
been received from patients with normal renal finlction who were 
exposed to GBCAs, including gadobutrol, a macrocyclic GBCA. A 
causal relationship has not been established. 

Table 25 - Missing info1mation: Clinical significance of gadolinium retention in the brain 

Clinical significance of gadolinium retention in the brain 

Evidence sow-ce Class effect: 

Retention of gadolinium in Humans was found in dentate nucleus 
(DN) and globus pallidus (GP) leading to Tl-weighted 
hype1intensities obse1ved in unenhanced-MRI, especially after 
repeated administrations of linear GBCAs. It has been demonstrated 
that all GBCAs enter the healthy brain tissue, most likely via the 
choroid plexus and the CSF. No evidence has shown to date that any 
adverse health effects are related to the accumulation of these trace 
amounts of Gd in brain. 

In a recent animal study"..i, behavioral analyses showed that locomotor 
abilities, anxiety level, and long-te1m or sho1t-te1m memo1y were not 
different in Inice injected with linear or macrocyclic GBCAs while 
there was evidence for hilgher brain gadolinium deposition in Inice 
exposed to repeated administration of the linear GBCA. No motor or 
behavioral alterations were obse1ved in mice. 
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Patients who tend to have higher concentrations of Gd in brain include 
those who received multiple doses of primruily lineru· GBCAs, those 
who received high doses of GBCAs, and those who unde1went 
repeated or closely spaced GBCA-enhanced MRis. 

Patients with severe (eGFR < 30 mUmin/1.73, m2) renal impaiiment 
ru·e considered to be at increased risk of NSF. 

Patients who receive high and/or repeated dosing of GBCAs, 
especially when closely spaced, would be considered to be at higher 
risk for Gd accumulation at high concentration in the body. However, 
no adverse health effects have been confnmed in such patients. 

The following high-1isk patient populations can be considered: 
children, pregnant women, patients with inflammato1y condition, renal 
insufficiency and/or patients who requfre multiple lifetiine doses. 
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Part II: Module SVIII - Summary of the safety concerns 

Table 26 - Summa1y of safety concerns 

Summary of safety Gadopiclenol 
concerns in 

hnportant identified Iisk • NSF (Nephrogenic Systemic Fibrosis) 

hnportant potential • Adverse clinical effects of accumulation and retention of 
1isk Gd in organs and tissues other than brain tissues. 

• Adverse clinical effects of accumulation and retention of 

Gd in the brain. 

Missing info1mation • Safety in pregnancy and lactation 

• Clinical significance of Gd accumulation in organs and 
tissues other than brain tissues. 

• Clinical significance of Gd retention in the brain . 

Page : 49 
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Part Ill: Pharmacovigilance Plan (including post-authorisation 
safety studies) 

111.1 Routine pharmacovigilance activities 

Routine phaim acovigilance activities beyond adverse reactions reporting and signal detection: 

Specific follow-up questionnaires (see Annex 4) for: 

• NSF: 
Upon receipt of a rep01t of NSF, a specific questionnaire to better characterize the disease and to 
eliminate alternative explanations will be provided to the repo1t er in order to collect more 
inf01mation on the patient medical and surgical condition, the renal fimction of the patient, any risk 
factors, the suspected product and previous exposure to GBCAs. 

• Clinical significance of gadolinium accumulation and retention in the brain and in other organs and 
tissues: 
A standai·dised reporting fo1m for ADRs lasting over 4 weeks will be provided to the repo1t ers in 
order to gather info1m ation on GBCA long-te1m effects, the patient medical and surgical condition, 
the renal function of the patient, any risk factors, the suspected product and previous exposure to 
GBCAs. 

• Safety in pregnancy: 
Pregnancy notification fo1ms and follow-up fo1ms will be provided to the rep01t ers in order to gather 
info1m ation about pregnancy and outcome. 

111.2 Additional pharmacovigilance activities 

No additional phrum acovigilance activities are considered necessa1y for the impo1tant identified 1isk ' 'NSF" 
and the missing info1mation "Safety in pregnancy and lactation". 

For the impo1t ant potential risks and missing info1mation on gadolinium accumulation and retention in the 
brain and in other organs and tissues, the following additional phrum acovigilance activities ru·e being 
conducted or have been completed: 

Preclinical studies: 

Following the work published by Radbrnch et al:~ questioning the propensity of GBCAs to induce Small 
Fiber Neuropathy, several non-clinical (11011-GPL) studies were initiated internally. In the first study (ER-21-
00003, which has been completed), mice received a single IV administration of gadopiclenol or another 
GBCA (gadoterate meglumine or gadodiamide) or saline (control). Behavior and histopathology of the small 
fibers were assessed following the administration. Toe results of Radbrnch's study were not reproduced in 
this study while a similru· expe1imental design was used. No difference in Intraepide1mal Ne1ve Fiber 
Density (IENFD) between treated and untreated groups was shown with no discrimination between 
macrocyclic and linear GBCAs at the human equivalent clinical dose. However, a high vadability was 
obse1ved, and te1minal axonal swelling was evidenced in all groups, including the control group, but mainly 
in the treated groups. A complementruy study (ER-22-00007), investigating the occun ence of small fiber 
neuropathy following repeated administrations, was launched and is cunently ongoing. Toe completion of 
this study is expected in December 2025. It is to be noted that this study (ER-22-00007) was mistakenly 
refened to as ER-21-00007 due to a typographical enor in the previously approved RMP (version 0.3). The 
con ect reference ER-22-00007 should be hencefo1th considered. 
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An additional study (ER-21-00015) has been completed on Gd distribution after single administration in 
rats. It was designed to provide information about the time-dependent Gd presence and wash-out in and 
from vruious organs after single gadopiclenol administration of a half gadolinium-dose compru·ed to the 
other non-specific mru·keted GBCAs in healthy rats, to better apprehend the behavior of this GBCA in 
conditions close to the routine clinical use. In summruy, after a single half-dose of gadopiclenol or a full­
dose of other macrocyclic GBCAs, the measured Gd concentration (up to 5 months) after gadopiclenol 
injection was globally reduced compru·ed to the other GBCAs, except in the bone. The method is an 
estimation over a dete1mined period. Consequently, the first timepoint studied was 24h after injection, and 
the evaluation does not represent the total exposure. Moreover, the method includes the phases of Gd 
distribution, Gd elimination and Gd retention, but it was not designed to evaluate the potential safety impacts 
of this long-te1m Gd accumulation. 

Another study (ER-21-00011) investigating Gd distribution and speciation in rats after repeated IV 
administrations of gadopiclenol is ongoing and expected to be completed in December 2026. 

In addition, to evaluate the long-te1m effects in humans, the MAHs have amended the protocol of the 
current ongoing ODYSSEY clinical study (GMRA-105 [Bracco]/DGD-44-065 [Guerbet]) to include 
gadopiclenol among the GBCAs under investigation in the United States as requested by the Food and Dmg 
Administration (FDA). The study is desc1ibed below. 

No additional studies are currently planned. 

PASS Study: Long-term impact of GBCA on motor and cognitive function following repeated 
Contrast-Enhanced MRI 

Study sho1t name and title: 

ODYSSEY (GMRA-105 [Bracco]/DGD-44-065 [Guerbet]) - Prospective evaluation of potential effects of 
repeated gadolinium-containing contrast agent administrations of the same GBCA on motor and cognitive 
functions in neurologically n01mal adults in compru·ison to a non-GBCA exposed control group. 

Rationale and study objectives: 

To prospectively assess the potential effect of repeated exposure to either a lineru· or a macrocyclic GBCA 
on change from baseline to Yeru· 5 in motor and cognitive function among neurologically n01mal adults in 
compa1i son to a matched non-GBCA exposed control group. 

Study design: 

This study is being conducted as a prospective, multinational, multicenter, longitudinal coho1t study in two 
groups of participants exposed to GBCAs ( either macrocyclic or linear) and a matched control group of 
prut icipants not exposed to any GBCA. 

Study population: 

Each GBCA-exposed pa1ticipant should be likely to undergo at least 5 GBCA-enhanced MR exaininations 
with the same GBCA throughout the 5-year study duration. 'Ihis study will compare the results from the 
Control group of participants who have never been exposed to a GBCA to the results of each group 
(macrocyclic and lineru') of GBCA-exposed pa1ticipants. 

Milestones: 

Original Protocol finalisation: September 2019 

Amended Protocol finalisation (including gadopiclenol) : July 2023 

Emolment to begin: Mru·ch 2021 

Emolment to conclude: December 2028 
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Intenm 1epo1t s. Annual for FDA 

Projected final repo1t: Six months after completion 
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111.3 Summary table of additional pharmacovigilance activities 

The MAH has categories 1-3 safety clinical studies included in the Phannacovigilance Plan for products 
containing gadopiclenol as follows: 

Study Summary of Safety concern(s) 
Milestones Due dates 

Status objectives addressed 

Category 1 - Imposed mandatory additional phannacovigilance activities which are conditions of the 
marketing authorisation (key to benefit risk) 

None 

Category 2 - Imposed mandatory additional phannacovigilance activities which are Specific Obligations in 
the context of a conditional marketing authorisation or a marketing authorisation under exceptional 
circumstances (key to benefit risk) 

None 

Category 3 - Required additional pharmacovigilance activities (United States FDA) 

ODYSSEY - GMRA- To evaluate the - Adverse clinical Protocol 
105 (Bracco)/ DGD-44- potential effect on effects of accumulation amendment July2023 
065 (Guerbet) motor and cognitive and retention of finalised 
Title: Prospective function gadolinium in the brain Annual for 
Evaluation of Potential - Clinical s.ignificance Interim Repo11s FDA 
Effects of Repeated of gadolinium retention 
Gadolinium-based in the brain 
Contrast Agent (GBCA) 
Administrations of the 
Same GBCA on Motor 6 months 
and Cognitive Functions Final report after 
in Neurologically completion 
No1mal Adults in 
Comparison to a Non-
GBCA Exposed Control 
Group - ODYSSEY 
Ongoing 

Category 3 - Required additional pharmacovigilance activities 

None 
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Two non-clinical studies are currently ongoing in the context of Gd accumulation and retention in the body 
 

Study Status Summary of objectives Safety concerns addressed Milestones Due dates 
Investigation of Small Fiber 
Neuropathy (SFN) after repeated 
administrations of gadolinium 
based-contrasts agents (GBCAs) 
in mice (ER-22-00007) 
Ongoing 

The aim of the study is to investigate a 
potential occurrence of small fiber 
neuropathy following repeated 
intravenous injections of gadopiclenol 
versus other GBCAs (at the human 
equivalent dose) in mice. 

- Clinical significance of gadolinium 
accumulation in organs and tissues other than 
brain tissues 

- Clinical significance of gadolinium retention in 
the brain 

In-life completion 

Behavioral assessment 

Histopathology 
 
 
Determination of total 
Gd concentrations in the 
selected tissues 

 
Final report 

May 2022 
 

Dec 2022 
 

Expected 
July 2025 
 
Dec 2023 

 
 
 

Expected 
Dec 2025 

Exhaustive speciation of Gd 
retained after repeated injections 
of 0.05 mmol/kg of gadopiclenol 
vs 0.1 mmol/kg of gadobutrol in 
rat (ER-21-00011) 
Ongoing 

The main aim of this study is to document 
Gd retention until 12 months after 
repeated administrations by providing 
exhaustive speciation data of gadolinium 
to understand in which form(s) it is 
present in different organs. 

- Clinical significance of gadolinium 
accumulation in organs and tissues other than 
brain tissues 

- Clinical significance of gadolinium retention in 
the brain 

In-life completion 
 
Determination of Gd 
concentrations in the 
selected tissues 

 
Gd spatial distribution 
with LA-ICP-MS in 
selected tissues 

 
Speciation analysis in 
different organs 

 
Final report 

Mar 2022 
 

Dec 2023 
 
 
 

Expected 
Mar 2025 

 

Expected 
July 2026 

 
Expected 
Dec 2026 
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Part IV: Plans for post-authorisation efficacy studies 

No post-authorisation efficacy studies are considered necessary . 

Part V: Risk minimisation measures (including evaluation of the 
effectiveness of risk minimisation activities) 

Risk Minimisation Plan 

V.l Routine Risk Minimisation Measures 

Impo11ant identified risks 

Table 27 - hnpo1tant identified Iisks 

Safety concern 

Nephrogenic Systemic 
Fibrosis (NSF) 

Routine risk minimisation activities 

Routine 1i sk minimisation activities recommending specific clinical measures 
to address the risk: 

SmPC section 4.1 : 

Recommendation for use of gadopiclenol 0.5 mmol/mL only when diagnostic 
info1mation is essential and not available with unenhanced magnetic resonance 
imaging (MRI). 

SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pmposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmol/mL to be administered 
per body weight. 

Renal impailment: 

Recommendation to use gadopiclenol 0.5 mmol/mL in patients with severe 
renal impailment (GFR < 30 mL/min/1.73 m2) and in patients in the 
perioperative liver transplantation period only after careful risk/benefit 
assessment and if the diagnostic info1m ation is essential and not available with 
non-contrast enhanced MRI. If it is necessary to use gadopiclenol 
0.5 mmol/mL, the dose should not exceed 0.05 mmol/kg body weight. More 
than one dose should not be used dming a scan. Gadopiclenol 
0.5 mmol/mL injections should not be repeated unless the inte1val between 
injections is at least 7 days. 
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SmPC section 4. 4 and PL section 3 

Recommendation for screening renal function of patients, especially in 
elderly patients. 

Recommendation to use gadopiclenol 0.5 mmol/mL in at-risk patients with 
acute or chronic severe renal impaiiment and in patients undergoing liver 
transplantation after careful benefit/risk assessment. 

Information on the possibility to remove gadopiclenol 0.5 mmol/mL by 
haemodialysis in patients who are ah'eady undergoing haemodialysis. 

SmPC section 4.8 and PL section 4 

Information that cases of NSF have been reported with other 
gadolinium-containing contrast agents and that none of these events were 
observed with gadopiclenol 0.5 mmol/mL during the clinical trials. 

SmPC section 4.9 

Gadopiclenol 0.5 mmol/mL can be removed by haemodialysis. However, 
there is no evidence that haemodialysis is suitable for prevention of NSF. 

Peel-offtracldng labels (SmPC section 6. 6) : 

Use of peel-off tracking or conesponding documentation if electronic patient 
records are used, to enable a reliable identification of the GBCA dose 
administered to the patient. Product labels (on vials and syringes) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 

Other routine risk minimisation measures beyond the Product Information: 

Prescription only medicine 
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Impo11ant potential risks 

Table 28 - hnportant potential dsks 

Safety concern Risk minimisation activities 

Adverse clinical Routine risk minimisation activities recommending si;1ecific clinical measures 
effects of to address the risk: 
accumulation and 

SmPC section 4. 1: 
retention of 
gadolinium in Recommendation for use of gadopidenol 0. 5 mmol/mL only when diagnostic 
organs and tissues inf01mation is essential and not available with unenhanced magnetic 
other than brain resonance imaging (MRI). 

SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pwposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmol/mL to be administered 
per body weight. 

Peel-off tracking labels (SmPC section 6.6): 

Use of peel-off tracking or conesponding documentation if electronic patient 
records are used, to enable a reliabk identification of the GBCA dose 
administered to the patient. Product labels (on vials and sy1inges) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 

Other routine 1isk miniinisation measures beyond the Product Inf01mation: 

Prescription only medicine 

Adverse clinical Routine risk minimisation activities recommending si;1ecific clinical measures 
effects of to address the risk: 
accumulation and 

SmPC section 4. 1: 
retention of 
gadolinium in the Recommendation for use of gadopidenol 0. 5 mmol/mL only when diagnostic 
brain inf01mation is essential and not available with unenhanced magnetic 

resonance imaging (MRI). 
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SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pmposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmoVmL to be administered 
per body weight. 

Peel-off tracking labels (SmPC section 6.6): 

Use of peel-off tracking or corresponding documentation if electronic patient 
records are used, to enable a reliabk identification of the GBCA dose 
administered to the patient. Product labels (on vials and syiinges) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 

Other routine 1isk minimisation measures beyond the Product Info1mation: 

Prescription only medicine 
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Missing information 

Table 29 - Missing info1mation 

Safety concern Routine risk minimisation activities 

Safety in pregnancy Routine risk minimisation activities recommending s12ecific clinical measures 
and lactation to address the risk: 

SmPC section 4.1: 

Recommendation for use of gadopiclenol 0. 5 mmol/mL only when diagnostic 
inf01mation is essential and not available with unenhanced magnetic 
resonance imaging (MRI). 

SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pwposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmol/mL to be administered 
per body weight. 

SmPC section 4. 6 and PL section 2: 

Pregnancv 
Gadopiclenol O. 5 mmol/mL should not be used dwing pregnancy unless the 
clinical condition of the woman requires use of gadopiclenol 0.5 mmol/mL. 

Breast-feeding 
Recommendation on the decision for continuing or discontinuing breast 
feeding for a period of 24 hours after administration of gadopiclenol 0.5 
mmol/mL, that should be at the discretion of the doctor and lactating mother. 

Peel-off tracking labels (SmPC section 6.6): 

Use of peel-off tracking or corresponding documentation if electronic patient 
records are used, to enable a reliabk identification of the GBCA dose 
administered to the patient. Product labels (on vials and syiinges) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 

Other routine 1isk minimisation measures beyond the Product Info1mation: 

Prescription only medicine 
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Routine risk minimisation activities recommending specific clinical measures 
to address the risk: 
SmPC section 4. 1: 

Recommendation for use of gadopidenol 0. 5 mmol/mL only when diagnostic 
inf01mation is essential and not available with unenhanced magnetic 
resonance imaging (MRI). 

SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pwposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmol/mL to be administered 
per body weight. 

Peel-off tracking labels (SmPC section 6.6): 

Use of peel-off tracking or conesponding documentation if electronic patient 
records are used, to enable a reliabk identification of the GBCA dose 
administered to the patient. Product labels (on vials and sy1inges) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 
Other routine 1isk miniinisation measures beyond the Product Info1mation: 
Prescription only medicine 
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Routine risk minimisation activities recommending specific clinical measures 
to address the risk: 

SmPC section 4. 1: 

Recommendation for use of gadopidenol 0. 5 mmol/mL only when diagnostic 
inf01mation is essential and not available with unenhanced magnetic 
resonance imaging (MRI). 

SmPC section 4.2 and PL section 3: 

Recommendation to use the lowest dose that provides sufficient enhancement 
for diagnostic pwposes calculated based on the patient's body weight. 

A grid provides the volume of gadopiclenol 0.5 mmol/mL to be administered 
per body weight. 

Peel-off tracking labels (SmPC section 6.6): 

Use of peel-off tracking or conesponding documentation if electronic patient 
records are used, to enable a reliabk identification of the GBCA dose 
administered to the patient. Product labels (on vials and syiinges) have a 
peel-off tracking label which can be stuck onto the patient file. This will 
ensure that the GBCA is reliably identifiable. If electronic patient records are 
used, the name of the product, the batch number and the dose should be 
entered into the patient record. 

Other routine 1isk minimisation measures beyond the Product Information: 
Prescription only medicine 
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V.2 Additional Risk Minimisation Measures 

Routine risk minimisation activities as desc1ibed in Prut V. l are sufficient to manage the safety concerns of 
gadopiclenol. 

V.3 Summary of risk minimisation measures 

Table 30 - Summruy table of phrumacovigilance activities and risk minimisation activities by safety 
concern 

Safety concern Risk minimisation measures Pharmacovigilance activities 

Important identified 1isks 

Nephrogenic Routine risk minimisation measures: Routine 11hrumacovigilance activities 
Systemic Fibrosis 

SmPC section 4.1 
with signal detection and adverse 

(NSF) reactions rei;1orting including: 
SmPC section 4.2 Adverse event follow-up f01m for 
SmPC section 4.4 collection of additional info1mation. 

SmPC section 4.8 

SmPC section 4.9 

Peel-off tracking labels 

Other routine 1isk minimisation 
measures beyond the Product 
Info1mation: 

Prescription only medicine 

Additional 1isk minimisation 
measures: 

None 

Important potential 1isks 

Adverse clinical Routine 1isk minimisation measures: Routine i;1hrumacovigilance activities 
effects of 

SmPC section 4.1 
with sigyal detection and adverse 

accumulation and reactions rei;101ting including: 
retention of SmPC section 4.2 
gadolinium in Adverse event follow-up f01m for 
organs and Peel-off tracking labels adverse events lasting over 4 weeks. 
tissues other than 
brain tissues 
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Safety concern Risk minimisation measures Pharmacovigilance activities 

Other routine risk minimisation Additional i;2ha1macovigilance activities: 
measures beyond the Product 
Info1mation: 

None. 

Prescription only medicine 

Additional 1isk minimisation 
measures: 

None 
Adverse clinical Routine 1isk minimisation measures: Routine i;2haimacovigilance activities 
effects of 

SmPC section 4.1 
with sigyal detection and adverse 

accumulation and reactions rei;201ting including: 
retention of SmPC section 4.2 Adverse event follow-up f01m for 
gadolinium in the 
brain 

Peel-off tracking labels adverse events lasting over 4 weeks. 

Other routine risk minimisation Additional 12ha1macovigilance activities: 
measures beyond the Product ODYSSEY (GMRA-1 0StDGD-44-065) 
Info1mation: clinical study (post- authorisation safety 
Prescription only medicine study): Prospective evaluation of 

Additional 1isk minimisation 
potential effects of repeated 

measures: 
gadolinium-containing contrast agent 
administrations of the same GBCA on 

None motor and cognitive functions in 
neurologically n01mal adults in 
comparison to a non-GBCA exposed 
control group. 

Missing information 

Safety in Routine risk minimisation measures: Routine i;2haimacovigilance activities 
pregnancy and 

SmPC section 4.1 
with sigyal detection and adverse 

lactation reactions rei;201ting including: 
SmPC section 4.2 Pregnancy notification fo1ms and follow-up 

fo1ms. 
SmPC section 4.6 

Peel-off tracking labels 

Other routine risk minimisation 
measures beyond the Product 
Info1mation: 

Prescription only medicine 

Additional 1isk minimisation 
measures: 

None 
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Safety concern Risk minimisation measures Pharmacovigilance activities 

Clinical Routine 1isk minimisation measures: Routine Qhatmacovigilance activities 
significance of 

SmPC section 4.1 
with sigyal detection and adverse 

gadolinium reactions reQ01ting including: 
accumulation in SmPC section 4.2 Adverse event follow-up f01m for 
organs and tissues 
other than brain Peel-off tracking labels adverse events lasting over 4 weeks. 

tissues Other routine risk minimisation Additional Qha1macovigilance activities: 
measures beyond the Product Preclinical study in mice -
Info1mation: investigating the occurrence of 
Prescription only medicine small fiber neuropathy after 

Additional 1isk minimisation 
repeated administration. 

measures: - Preclinical study in rats 

None 
investigating speciation of Gd 
retained after repeated injections 
of a half-dose of gadopiclenol vs 
gadobutrnl. 

Clinical Routine 1isk minimisation measures: Routine Qhatmacovigilance activities 
significance of 

SmPC section 4.1 
with sigyal detection and adverse 

gadolinium reactions reQ01ting including: 
retention in the SmPC section 4.2 Adverse event follow-up f01m for 
brain 

Peel-off tracking labels adverse events lasting over 4 weeks. 

Other routine risk minimisation Additional Qhatmacovigilance activities: 
measures beyond the Product 

Preclinical study in mice Info1mation: -
investigating the occunence of 

Prescription only medicine small fiber neuropathy after 
repeated administration. 

Additional 1isk minimisation 
measures: 

None 
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Safety concern Risk minimisation measures Pharmacovigilance activities 

- Preclinical study in rats 
investigating speciation of Gd 
retained after repeated injections 
of a half-dose of gadopiclenol 
vs gadobut:rol. 

- ODYSSEY (GMRA-105/DGD-
44-065) clinical study 
(post-authorisation safety study): 
Prospective evaluation of 
potential effects of repeated 
gadolinium-containing contrast 
agent administrations of the same 
GBCA on motor and cognitive 
functions in neurologically 
no1mal adults in compa1ison to a 
non-GBCA exposed control 
group. 
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Part VI: Summary of the risk management plan 

Summary of risk management plan for 
GADOPICLENOL 0.5 MMOL/ML 

(Gadopiclenol) 

Page : 66 

This is a s11IllIIla1y of the Iisk management plan (RMP) for GADOPICLENOL 0.5 MMOL/ML. The RMP 
details important Iisks of the product, how these risks can be minimised, and how more info1mation will be 
obtained about the risks and uncertainties (missing info1mation) of GADOPICLENOL 0.5 MMOL/ML. 

The summruy of product characteristics (SmPC) and the package leaflet (PL) of GADOPICLENOL 
0.5 MMOL/ML give essential information to healthcru·e professionals and patients on how the product 
should be used. 

This summruy of the RMP for GADOPICLENOL 0.5 MMOL/ML should be read in the context of all this 
infonnation including the assessment repo11 of tl1e evaluation and its plain-lru1guage swnmruy, all which is 
prut of the European Public Assessment Repo1t (EPAR). 

Impo1tant new concerns or changes to the cmTent ones will be included in updates of the RMP for 
GADOPICLENOL 0.5 MMOL/ML. 

I. The medicine and what it is used for 

GADOPICLENOL 0.5 mmol/mL is authodsed in adult and pediatiic patients for conti·ast-enhanced magnetic 
resonance imaging (MRI) to improve detection and visualization of pathologies with dismption of the 
blood-brain-bruTier (BBB) and/or abno1mal vascula1i ty of: 

- the brain, spine, and associated tissues of the centi·al ne1vous system (CNS); 

- the liver, kidney, pancreas, breast, lung, prostate, and musculoskeletal system. 

It should be used only when diagnostic inf01mation is essential and not available with unenhanced MRI (see 
SmPC for the full indication). 

It contains gadopiclenol as the active substance and it is given intravenously. 

Fmther info1mation about the evaluation of GADOPICLENOL 0.5 mmol/mL benefits can be found in 
GADOPICLENOL 0.5 mmol/mL EPAR, including in its plain-language summruy , available on the EMA 
website, under the medicine's webpage: link to the EPAR summaiy landing page. 
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II. Risks associated with the medicine and activities to minimise or further 
characterise the risks 

Impo1tant risks of GADOPICLENOL 0. 5 mmol/mL, together with measures to minimise such risks and the 
proposed studies for learning more about these risks, are outlined below. 

Measures to minimise the 1isks identified for medicinal products can be: 

• Specific infonnation, such as warnings, precautions, and advice on con ect use, in the package 
leaflet and SmPC addressed to patients and healthcare professionals; 

• Impo1tant advice on the medicine's packaging; 

• The authorised pack size - the amount of medicine in a pack is chosen so to ensure that the 
medicine is used con ectly; 

• The medicine 's legal status - the way a medicine is supplied to the patient (e.g. with or without 
prescription) can help to minimise its 1isks. 

Together, these measures constitute routine risk minimisation measures. 

In addition to these measures, information about adverse reactions is collected continuously and regularly 
analysed, including PSUR assessment - so that immediate action can be taken as necessa1y. These measures 
constitute routine pharmacovigilance activities. 

If impo1tant info1mation that may affect the safe use of GADOPICLENOL 0.5 mmol/mL is not yet available, 
it is listed under 'missing info1mation' below. 

II.A List of important risks and missing information 

Impo1tant risks of GADOPICLENOL 0.5 mmol/mL are risks that need special risk management activities 
to fiuther investigate or minimise the risk, so that the medicinal product can be safely administered. 
Impo1tant risks can be regarded as identified or potential. Identified Iisks are concerns for which there is 
sufficient proof of a link with the use of GADOPICLENOL 0.5 mmol/mL. Potential Iisks are concerns for 
which an association with the use of this medicine is possible based on available data, but this association 
has not been established yet and needs fiuther evaluation. Missing inf 01mation refers to info1mation on the 
safety of the medicinal product that is cunently missing and needs to be collected ( e.g. on the long-te1m use 
of the medicine). 

Table 31 - List of impo1tant risks and missing inf01mation 

List of important risks and missing information 

Impo1tant identified 1isks • Nephrogenic Systemic Fibrosis (NSF) 

Important potential 1isks • Adverse clinical effects of accumulation and retention of 
gadolinium in organs and tissues other than brain tissues 

• Adverse clinical effects of accumulation and retention of 
gadolinium in the brain 
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List of important risks and missing information 

Missing inf01mation • Safety in pregnancy and lactation 

• Clinical significance of gadolinium accumulation in organs and 
tissues other than brain tissues 

• Clinical significance of gadolinium retention in the brain 

11.B Summary of important risks 

Impo11ant identified risks 

Table 32 - Impo1t ant identified 1isks: Nephrogenic Systemic Fibrosis (NSF) 
Nephrogenic Systemic Fibrosis (NSF) 

Evidence for linking the risk to Scientific literature; other GBCA products 
the medicine 

NSF is a disease exclusively rep01t ed in patients with renal failure 
who were administered GBCAs. 

Non-clinical data: 

No evidence of biochemical toxicity or pathological abnormalities of 
the skin was obse1ved, and similar to other macrocyclic GBCAs, 
gadoterate and gadobutrol, tissue retention of Gd was found to be low 
( except in the liver) in renally impaired rats treated with gadopiclenol. 

Risk factors and risk groups The 1isk factors for NSF can be divided into patient-related factors 
and those related to the molecular strncture and stability of the GBCA 
used. 

Based on cunent evidence, cumulative analyses of NSF repo1ts have 
shown that severe kidney dysfunction (eGFR < 30 mL/min per 
l.73m2) is the main patient-related risk factor. The degree of renal 
insufficiency is also impo1t ant, with a much greater incidence of NSF 
in patients with categ01y GS of CKD ( established renal failure eGFR 
< 15 mL/min/1.73 m2 or on dialysis) compared with categ01y G4 of 
CKD (severe decrease in eGFR, with or without other evidence of 
kidney damage; eGFR ~ 15-29 mL/min/1.73 m2). Acute kidney 
injmy is also considered a 1isk factor for NSF. 

Fmt he1more, a proinflammato1y state in a patient with impaired renal 
function has been repo1t ed as a risk factor. 

Despite initial concerns, severe liver disease has been deleted from 
the list of 1isk factors for NSF, as long as the patient has a n01mal 
renal function. 

Because of renal immatuiity in fetuses, neonates, and infants, this 
population (and consequently pregnant women because of the risk to 
the fetus) is considered potentially at risk. 
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Nephrogenic Systemic Fibrosis (NSF) 

Higher doses and multiple administrations of GBCAs, especially 
within a short period of time, have been repo1ted as risk factors for 
the development of NSF. To be noted, gadopiclenol is administered 
at half-dose of gadolinium compared to the Gd dose usually 
administered with other GBCAs. 

Risk minimisation measures Routine risk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

SmPC section 4.4 

SmPC section 4.8 

SmPC section 4.9 

Peel-off label (SmPC section 6.6) 

Other routine risk minimilsation measures beyond the Product 
Inf01mation: 

Prescription only medicine 

Additional 1isk minimisation measures: 

None 

Pha1macovigilance activities Routine Qhatmacovigilance activities with sigyal detection and 
adverse reactions re1201t ing including: 

Adverse event follow-up form for collection of additional 
info1mation. 

Additional 12ha1macovigilance activities: 

None 

Impo11ant potential risks 

Table 33 - Impo1tant potential risks: Adverse clinical effects of accumulation and retention of gadolinium 
in organs and tissues other than brain tissues 

Adverse clinical effects of accumulation and retention of gadolinium in organs and tissues other 
than brain tissues 

Evidence for linking the 1isk to Scientific literature; other GBCA products; non-clinical data. 
the medicine 

Risk factors and risk groups Renal insufficiency (decreased elimination). 

Neonates (immature BBB and renal function). 
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Patients with risk of BBB disrnption: elderly patients, brain 
radiotherapy. 

Patients susceptible to receiving multiple injections of GBCAs for 
their disease diagnosis and monitoring. 

Risk minimisation measures Routine 1isk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

Peel-off label (SmPC section 6.6) 

Other routine 1isk minimilsation measures beyond the Product 
Inf 01mation: 

Prescription only medicine 

Additional risk minimisation measures: 

None 

Pha1macovigilance activities Routine Qhatmacovigilance activities with sigyal detection and 
adverse reactions re1201t ing including: 

Specific GBCA long-te1m effects follow-up repo1t fo1m 

Additional Qhatmacovigilance activities: 

None 

Table 34 - Impo1tant potential risks: Adverse clinical effects of accumulation and retention of gadolinium 
in the brain 

Adverse clinical effects of accumulation and retention of gadolinium in the brain 

Evidence for linking the 1isk to Scientific literature; other GBCA products; non-clinical data. 
the medicine 

Risk factors and risk groups Renal insufficiency (decreased elimination). 
Neonates (immature BBB and renal function). 
Patients with 1isk of BBB disrnption: elderly patients, brain 
radiotherapy. 
Patients susceptible to receiving multiple injections of GBCAs for 
their disease diagnosis and monitoring. 

Risk minimisation measures Routine risk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

Peel-off label (SmPC section 6.6) 
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Other routine 1isk minimisation measures beyond the Product 
fufo1m ation: 

Prescription only medicine 

Additional risk minimisation measures: 

None 

Pha1macovigilance activities Routine 12haimacovigilance activities with signal detection and 
adverse reactions re]Jorting including: 

Specific GBCA long-te1m effects follow-up repo1t f01m 

Additional JJhaimacovigilance activities: 

Post-authorisation safety study GMRA-105 (Bracco)/DGD-44-065 
(Guerbet) (ODYSSEY): Prospective evaluation of potential effects of 

repeated gadolinium- containing contrast agent administrations of the 
same GBCA on motor and cognitive functions in neurologically 
n01mal adults in comparison to a non-GBCA exposed control group. 
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Missing information 

Table 35 - Missing info1mation: Safety in pregnancy and lactation 

Safety in pregnancy and lactation 

Risk minimisation measures Routine 1isk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

SmPC section 4.6 

Peel-off label (SmPC section 6.6) 

Other routine 1isk minimisation measures beyond the Product 
fufo1mation: 

Prescription only medicine 

Additional risk minimisation measures: 

None 

Pha1macovigilance activities Routine 11haimacovigilance activities with sig!!al detection and 
adverse reactions re11orting including: 

Pregnancy notification fo1ms and follow-up fo1ms 

Additional 11haimacovigilance activities: None 

Table 36 - Missing info1mation: Clinical significance of gadolinium accumulation in organs and tissues 
other than brain tissues 

Clinical significance of gadolinium accumulation in organs and tissues other than brain tissues 

Risk minimisation measures Routine 1isk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

Peel-off label (SmPC section 6.6) 

Other routine 1isk minimisation measures beyond the Product 
fufo1mation: 

Prescription only medicine 

Additional risk minimisation measures: 

None 
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Routine phaimacovigilance activities with signal detection and 
adverse reactions reporting including: 

Specific GBCA long-term effects follow-up report form 

Additional phaimacovigilance activities: 

- Preclinical study in mice investigating the occunence of 
small fiber neuropathy after repeated administration. 

- Preclinical study in rats investigating speciation of Gd 
retained after repeated injections of a half-dose of 
gadopiclenol vs gadobutrol. 
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Table 37 - Missing info1m ation: Clinical significance of gadolinium retention in the brain 

Clinical significance of gadolinium retention in the brain 

Risk minimisation measures 

Pha1macovigilance activities 

Routine 1isk minimisation measures: 

SmPC section 4.1 

SmPC section 4.2 

Peel-off label (SmPC section 6.6) 

Other routine 1isk minimisation measures beyond the Product 
Info1mation: 

Prescription only medicine 

Additional risk minimisation measures: 

None 

Routine phaimacovigilance activities with signal detection and 
adverse reactions reporting including: 

Specific GBCA long-te1m effects follow-up repo1t f01m 

Additional phaimacovigilance activities: 

- Preclinical study .in mice investigating the occun ence of small 
fiber neuropathy after repeated administration. 

- Preclinical study in rats investigating speciation of Gd 
retained after repeated injections of a half-dose of 
gadopiclenol vs gadobutrol. 

- Post-authorisation safety study GMRA-105 (Bracco)/ 
DGD-44-065 (Guerbet) (ODYSSEY): Prospective evaluation 
of potential effects of repeated gadolinium-containing 
contrast agent administrations of the same GBCA on motor 
and cognitive functions in neurologically n01mal adults in 
compa1i son to a non-GBCA exposed control group. 
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11.C Post-authorisation development plan 

11.C.l Studies which are conditions of the marketing authorisation 

There are no studies which are conditions of the marketmg authorisation or specific obligation of 
gadopiclenol. 

11.C.2 Other studies in post-authorisation development plan 

The MAHs have launched a post-authorisation safety study for additional pharmacovigilance activities, in 
order to evaluate the long-term effects of gadopiclenol throlllgh participation in the ongoing ODYSSEY 
clinical study. 

An amended protocol including gadopiclenol was submitted to the FDA in July 2023 and implemented at 
US sites. 
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Annex4 Specific adverse drug reaction follow-up forms 

• NSF form is provided below: 

CASES OF SUSPECTED NEPHROGENIC SYSTEMIC FIBROSIS (NSF) SPECIFIC 
PHARMACOVIGILANCE QUESTIONNAIRE 

to be filled in by the repo11er 

GADOLINiln.I BASED CO~"TRAST AGE~"'TS -
N ephrog,enic Systemic Fibrosis {NSI) 

Guided CoJlectioo F orm 

Pi'rll.Seft/.l m Lhis fonn tU "'1mplerely M po-Bible. Plnne cJreck a y pr ~popNlate4ftrld Ol'ld ,ar,rnul ,any mc«rect 
Wormttlion (if' trpp/iettble). If wni nttd r.xrra u,au: to a11~r 4nl' unn, attach anotltu JN1Jff and iniliCllle rlur 
n1tml>er ofd,.e i:tl!ffl lo w1tkh tltr ,alU'KYT rrft"l'S. Dale anJI siglr. eadt :shut.. 

l . PATIENT'S INI'OR.\i.l\.TIOS 

Caie Ideolillu.1ioo Xumbe:: _______ _ Pa.tr->..nt";;li!:tws: _ ________ _ 

Ger:x!H F D M D Rltce: _____ _ 

Pat~n.f ;; He:ghc ____ cm Weight: ____ K,g OccupariOll.: ___ _ 

1, RELE\._\..'\T :\.IIEDICAL HI.s.TORYICO:'.\"Cl,"RIU.t',i'T ILL!\"ESSiRis.K. F.-\CTORS 

2~1 Re:11al fonrtio11 (ai the time of erpo,mre to GBC.:\ 1111d mlll5f n«11t mt'JISlll'es) : 

Test Date (ddlm.mln'T'/) Results 
E51ima:ted Glomernl.ar 
Fi."tra.tion ~le 

Oeati:J:e CleJance 

Omer (please sJJecify) 

Has the patimt ,my bistocy of dfoly;.i;. mdior eyi,od►-, o:fol.igma, iUIIJJia? No C Yes □ 

2. 2 Dol!5 die p:11:ient suffu from any ofm co11co:mifant cmea.ses.rco11founding co11dmoas'! 

,Co11ditio11 

Dubete; :mellilm,'hl51Dry o:flr;;lllerelyc_mria □ No C Ye..• O XIXkcawn 

D No C Ye.;• O X0<lttom1 
H,iJli?crn!lliroD 

D No C Ye..• O X0<knom1 
'ievere t;,.7er :fu:n.criOl!i imDlli:m:.~ 

D No C Ye..• D );'0< .ltoown 
Llll'er maD.i'Dmll 

D No C Ye..• 0 ):'0<lttown 

R.e.im.aive ilWillOlWY dl!fea or restncted \ 'l!Il.'liliLtiolL 
D No C Ye..• D );'0< lttown 

In2=.can· di..iea.se. 

155-CDSP-F, d -Apiil 2022 
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i I• n GADOLINIU)I BASED CO::\""TRA.ST AGEr\_1S -
Nephrogenk Systemic Fibrosis (NSF) 

Guided Collection F onn 

Condition 

D No C Ye;.• 0 ?I-0( ltooWll 
Ilamm.e or Amoimmm:e ~es 

D No C Ye;.• D X oc ltooWll 
'>km .m::! suocutmeoui rusu~ d55()[(p_n 

D No C ye_;+ D Xoc .ltooWll 
Recen.t surd.al 111rooed:ire 

D No C Ye;• □ Xa<known 
Rec,e:n.t thrombo'lic l!\1:llt 

D No C Ye;• O XO(kl!oWll 
Ocher nlev.mt hei!..'tb co:i:di.1ia1!.i 

3. SICNSlS\ 11.fiYIOMS REPORTED AFTER C BC.\ .-\DAIT\"JS'IR..-\ TIO~ 

Sign.,'Srmptom D11n.tion 

On.set Datt R.esolufion 
(or timillg 115 rt.lated D,d e 
to Cll:CA fll)(J.su:n ) ,.dd.'mlminTI•) 

Confilluing Tnah:ne.l 
{\'iESJNO) (\'ES•INO) 

If Yes, pJe.nf soecm· 

2 
155-CDSP-F, v.1-April 2022 
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GADOLINIIDIBASED CO~--rRAST AGE~'"TS­
Nephrog,enic Systemic Fibr osis (NSf ) 

Guided Collection Foil:m 

•a a tralmimt 114s been. adm.in.istered, IP~~;e sp&ify if ch~ signGy111:.p<om :i.II:.:µrwed after rrnt:11:=m . 

..:j!, I:\'"'\'E~TIGATIO]\"'S (bel01'e and :aftei· CBC.-\ :1dmiuhtrnti-oo) 

U !Hi!; the piltifl:.t blood and urine !!ab tests? 
•If Yes. Jlroi.i~ ti.mils 'b,:>.low 

Te:st Dafe (ddi'm.m/f.\'U) 

4.J Ha; rle pa.tfei:.1' m a.uto-il!:JI:::me c.bed-up? 
•If Yes, pw.irl►- ti.mils belov,r 

Ttst Dafe fddi'm.mtnn1 

43 Ha; 1he piltiei:.t Ulldemut ii. b:-op;y'? 
•IfYes, Jl-~ d::tills'b,:>J_ow 

Te:st Dafe (ddfmmi'r!ITI1 

RHuJts 

Resul ts 

Re:sults 

5. DET.UU O.:X BR..-\OOO CBC.A AIH.III\'l~TR.i.,U l ON 

Xo□ 

Ye.• D 

Page: 87 
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G_.\DOLINIU),I BASED CO~"'TRAST AGE:\1 S -
Nephrog,enk Systemk Fibr osis (NSF) 

Guided Collection Fm~m 

ht NtSe 11/m'llllfplr CBC.A atlmini.Jualion.J, phmr proride 1111der tlrif secr»n dmzils 011 ill-e ltl$/ unr. Drlllils on 
prn"ioll.S' GCBA tubnini.stration.s, ff rm}~ s_ho.uld be pnniided. w,.du S ttJio11 6. 

GBCA (brand 1111me or Do~ D.ate- of 1dm.inirtr2n o:n Indication F:ariliiy 
~flleric nam-e) tdd.fmmln"l'T\ 

6. OTIITR.EXPOS.UREE. TO GBCA~ 

□ No ::J Yes □ Notkoo'i\11 

B Y,es, please s:pecify: 

- Comalame NlllDl:i.r of GBC'A-fllha111ced Magnetic Resona.ace (MR) pT,oced111ru : _______ _ 

-A-rubble detlils Olli othtI GBCA-tJlh.und MR proredares: 

Coatraist . .\g,eDti D05e Dafe or lndic-afil:>111 !Did tile pafiut u:perieace my 
~ rand or administntion a ih-trst eTHLb? 
~;flluir nam-e) ( ddJ'Inmi)'})l') 

:::J No c:J Yes• □ Not knov.'D 

{] No :::J Yes• D Not knov.-n 

:J No ::J Yes• O NotknOWD 

::J No □ Yes• CNotknOWD 

::J No ::J Yes• □ NotknOWD 

□ No :J Yes• C Not knov.-n 

.::J No ::J Yes• CNot known 

·z Description of adverse nmts, :if m y: 

Coaba.st Agmi Sjglll'Sym-plom Duratio111 C-ODDDDin,,g I r eahnmt 
(brand or ~n-eri, OmetDate iResolutiou (YES.i:SO) cvrs·. ·o ) 
mme) (or timmg as iDat. U Yes, jplea~ 

mated to ( ddJ.mDli)JH) S:peru)' 

GBCA 
HJIOSUR) 

155-CDS!!>-F, v.1-ApriI 2022 
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GADOLINIID.I B.-\S ED CO:\'TRAST AGE~'"TS -
Nephrogenic Systemic Fibrosis (NSF) 

Guided Collection F,orm 

CoJ1frut Agtnf Si;g11.i'Symplom Dur1"fio11 Co ntiDlllll,~ Treahne t 
(brand or g;e,nmc OmetDate R,es:11hrlion (YESA'"O} (VES"liSO) 
Mml?) (or tim.in~ as Date lfYes, pl~ 

related to (dd.'mmlj1J)') spe,cify 
GBC-it , ___ .. , 

. . . ... . 
•If a 1re.11meot hlls bear. iliministered, Jl-~;e specify 11: ch~ sign,'symp<om llqlrove:d illi:er cru1Jr.~. 

5. 1COl\'C'OlllT:L'\1 ~IEDIC.-\TIOK5' 

D Er)-wopoietia specify d.'l'lllg, dose•, date aod. time ofwt admmistrati.on: 

0 ."i.n!!.'-hypertmsi\~ drags, specify dmg, dcr.oe, ewe and time• of bst atfministntion: 

0 Ofu& (i.nduding dialysis, plasmap~ e.~orparer.d ¢io~op.borem), specify: 

6. DIFFERENTIAL DI.AG~OSI& 
.·\uy differential diagnosi,; fioked ~ 
•If Yes. pronii.e d:iai.15 be.Jap,· 

Xo □ 

5 
155-CD~?-F, 1·.1-Apri.1 2022 
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GADOLINTu-::\1 BASED CO~""TRAST AGE::\11S -
Nephrogemr Systemic Fib1·osis (NSF) 

Guided Collection F o!rm 

D:1fe: 

Page: 90 
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• Long-te1m safety of gadoliniwn retention in the brain and in other organs and tissues fo1m is 
provided here below: 

TARGETED FOLLOW-UP QUESTIONNAIRE - POTENTIAL LONG­
TERM SYMPTOMS ASSOCIATED WITH GADOLINIUM EXPOSURE 
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GBCA - Guided Collection Fmm 

L Re!>ortu- i:DfOTIDlltiOD 

Name 
Alfdres;. 

Reporter 'J 11.ailiclo~ ": ::J );!~ e.pc,::w:irt b tl:.a fi;,ld.oJ: 
m:,e :::J Oibc ~'Ji.ciao, F:0H r;patif.r: 

:::J hdiclo!)'" bae'!.l>.ician 
:J C <!lli':lllla!'/Rapr;,=m.·• □ 0th.a. pDa.t,~ -.p;cifr: 

1 Patient in.formation 
Patr.l!llt n:.itia}i or lllllDber~ I GendET. I Ae,~ 
Heie;bt ( CI!!): I We.i:i?bt lk?): I RaceJEtilmidr,: I 0CCU'll'l1MO: 

Indication r.,-hich made th-e MRI necessary: 

Plsse de;cnl!e ·the 11:'i:!dical hlil:ory of mis inl!:i.carum: 

Dou flle patient luinany of 'flle foDor.ung'? 
D ~EY cE.11!'d<n; ?Lllw ~ ' 

D ~ \)":.lll:D cE:on:la;-s. pta,u !t q:«i."y 

D ml!!::mmv.::» \ )'rtlim dlsariwt.; pla:r.~ '?'0-'1' 

□ dl:.mdwl. of~ cUinl ==• "T'~= ; 1=lima ;pacify 

D .nu!i•• I o-'l:!mla / b~nl=_;; F-»""' .p~· 

An- or were tlaue H f oth-er llisorde:rs I concurrent conditiom (indo~ ~ netir disoTdB"S)? PrN,a :.p...ify 

Ar t or were tme aay ,coJKom ,ant or rKtnt lnab-ents for th-e pn-uisting medir2J co11tlmon{s)? ~ " '-1"'=~! 
0 no D YQ~ pl.aw,~ . i::xb:mi!! cfms: 
:Jra.d:mim ~"?l· Oc:hz:.1llhATap)· Cl:mtl""'~ =• Of!t~ dua:IFT IJ;uc-e.mmr O:l!IJlbm• D P,.."mlt,mil mm:iri1111 
Do1lwi 1dditimw, f:.Qll,li \pKU:,: 

Tm of renal fo:nrtion 
Nor.mil n;iw :fim.ct;c,o priartx> aih!::mi,;~Ell1 o! ~a~e;i.ad colllni•t a5.:1J.1 D w, 0 ) '!OS □ UDk.w,,;m 

htt..lllO:l dwf1,1S7 □ DD D ~~□ COOIDWU 
l!Jim.l f.:Jw.ic,:21 at t:IKi m,:,Q d pila!:miw::-ca..:id calllrut •5~ adm::,i1cra:tfon: n ·::,,'.lau,-,,"11 D 1ttm,..,., pl4•-" ~J»d:fy: 
Sm,:,m =11ti:mu: Dwac 

fati:m.~iii 13l=mla:r ·Eilc:m= zm: !Dat o: 

c~ cl=t"~: !Dahl: 

!Pho-~:. c.co.cwin-:icu ~~ \'POCU,-: !bleed or aina)c Dam: 

157-0DSP-F, \'.2- October'.2022 



..----~ 
BRACCO 

'-/ 
JFE fROK INSIOE 

Hmton of ructions to co11trasl media 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

GBCA - Guided CoDedion Fo1m 

Ill, -.ha ?ilol, ,llld ii.a p:i.!Wlt upllrimc.a ~ - ldl,•.;,;-y r~c::.; 1D COlll:'ll,t i=iad:i1 p:".o:r :a ~ C1DNlU nutian.\? 
□ :1111 □ :,"IS. f l.ca ~ -: ti u·u 

Page: 93 

WG-CDSP-050 

□ a gll3:)linium.-l:a.;.d c<X:1111., 1;e,--u,, plt11..r1 \~~ _______________________ _ 
□ w, pdcliD=-i>zs,;d auu:;m o!pllt. o-:1: ___________________________ _ 

□ l.lllknou~ 
lDa:111 o! d:mllir;ttMi.a:11. I da\a mll.Di cl aill::mi.!l=:u. E::dicui11D:. 

Tw~ M llln'li?". Q l:'ll:!,.'1LoJI. 

I! tb.oa ~ ,;~aDL9di ~ 'J ~1-:n:proam af.~ ~:rati:-:n o: ill cc::.·:r.n1 1.s,mt. pltlz.;.;, cw,;cnl,11 lha ir~cu::.. in clmmcto.5icaL ardar 

w m:idic:-!.:. m what cima .c;m.a i!.fNr a~ thay ~ .md hau· LCJ1S :liQy .lairmd. 
□ I:::mwNliam z..:!\·;,."'-• rractfo::i; D i:o □ yu , l?i...u. 11p;c:L.fy: 

Fnrthe i:n.formati0D: 

Diet, Use of multi-mamias, 5UJ>pJ.e-me11-ts, mi.nuah, ,efr.. I uposun- fo metals, pollllbnts, urmflll sabsf3llce, efr. 
□Dia:, t.fyu , flm11 ;pacify: 

'Usa o!: _________________ upo1111I11 mc 

□Niroti::w □A:.kolml 

O-:b.a 

d~~ ,·----------------------------------------

157-C-DSP..F, \i.2- October '2022 
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GBCA - Guided Collection Form 

3. CuITem symptoms associated with recent exposur e to gadolinium-based contrast agem 
Do you belie,·e tha t the adn rse reaclioo(s) are related 10 gadolinium-based contrast agents? Patient □110 □ yts / Ph)~ician: □ no D yts 

Do yo u \Tish 10 report persis1en1 ~'lllptoms, cun en1ly known a s "gadolinium cleposilion disease~ (GDD)? o no □yes 

Adnrst .-.>etion S1:,11 End ~nriry Ourcoint Co1L1alil\' in tmm of 
gadolinium 

Adn1-st .-.action ~1:aili 

□ resulted in dealh □ rts0lved/ucovered □=in Was th<, advtf,-~ rtaction assigned to a diffmnt diagnosis? 
□ life-lhreaiening D res,,l,·educovered v.tlh □ probabltllikely □ no □ yes; please specify 
□ required inpatient sequela, please specif)c □ possible 
hospualisation or □unlikely ---
pn,longari011 of existing □ not =k-ec!I rtcO\-ered D coodinonal/ 
hospitalisation D e.urus, ause of death: wiclassified 
□ persistem or ~cant D unassessablel How was the diagnosis macle? \v'hich tests \\-ere perfonned to 
disability/ incapacil}• - wiclassifiable evaluate th, symptOlllS or to de termini, th<, cause of them? 
□ congenital anomaly/ □ unknown Please specify: biltbdefec:t 
D medically rell!\·aJll 

Was there any trealllJffit ofibe reactiom? 
0 no O yts; please specify 1 

How loog did the symptoms last? 

---

1 Ple,.u.. ~scribe type-, dur.ltion, dos.,ge of treatme-nt and etrect on the adverse reartton (unprovitme,nt/ rtt0,,e:ry, a:;:ravatton. no c.h.a.ng_e) 

157-CDSP-F, v.2- October 2022 
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GBCA - Guided Collection Form 

.t. Adminisn·ariou of gadolinium-based contrast agents 
Please describe as complete as possible, when gadolinium-based contrast agents were administered to you. The name of the contrast agents, the indication 
for the MRI examinations and the symptoms associated with the MRI indication are of particular importance. 

Date Con11·as1 agtnf (prodncr n;unt / Instirution / fucilirr Dosagt and rourt Indir2tion / r.-.son for ~!RI Dtmiprion of ~,nproms >ss0<i>INI m rb 

a<tin snbsr>nctl of odministration indicario:o and ~JRI/t,sr rtsnlts 

5. t:se of medications (ind. nou-presci-iptiou / herbal / homeopathic medicines, etc.) 

Mtdic•tion / product lndie>tion / rtason for ust Dosogt ud routr of •dm.inisnotion Sun / End / Dur:,rion of ust 

157-CDSP-F, v.2· October 2022 
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.----~ EURMP BRACCO 

~ ELUCIREM 0.5 mmoVmL & 
Page: 96 VUEWAY 0.5 mmoVmL , 

LIFE FROK INSIDE 

so--n 

WG-CDSP-050 

GBCA - Guided Colle-d ion F 01·m 

6. 'Tests oh :adolmilllD 11r ,es,ence in Hae boch• 
~u• <011«•tn11ioJR cd f :lidammm m•1m1rflll m tcsa.H,'iba,dy fbnd::;'\' 
[" DD 'J yu ;. r.,lau-a, "~:.,, (.!.':lath h~ :;.~1 r~;, i: in-uh'bla) 
Tinu;; I body fu!i.:! Grlclin::-:m1 CIID_C,111:ntim c:..;amr..d Lm.~ r facil::ity '.C\1.l:9C!salllf~ 

(pl i.uoa u:.:!i.cam Wl.$ l!Dli rmi,-..:i:ic11 

~ , 

Wss U 1iacu.1:sNI sieu,! iaceasi.,y Sttll, OJI r,1.d»Laocd.SCl.lls of IM hn.ia! 
C. DD .J "fll5; r.,lDn~ ~..,, fa-:iam radtolom.cc!.l r.;i:~ ii in~~) 
Brzinz..--u Ccm~1 115m1 ' d.c a I ::nmibG:r of bst111ri:o:1 d'a:iliry Th= cf IIDJillllaci1m 

i:;::iiwn n :lii:11.; I amw:.mv11 d0s11 

Di«! i. !IHl~Di sttlc mJ!dicsJ crttCIIL« ■I far uy of tlu, n e;omd '.TTlDJ!:tDms :ur;oculNI 1m.1• !"!l!!!gaN ID :;:ulali11i-um-h;11~ ro0ILlr£t 

:l :•l'alS! 

C DD ::J ·,,a~ r;,Lo-a~ o;w cif f ri,-.,;, aJJrl !IU~.:oim!l of :r;atc;at: 
:M~tiDJl I Smt &ii lin~;:ti_co, I fxillty 

0-~11:0lll.ll I Libe:iatl!ty ill.d::i:l!; I 
33:m:,;a.t 

o-tbm mr,Q:tjg1-;ina.~ {111tKb 

ira>c:rt;,. i! an:111.'!>l e) 

rurthar ,upw:a.ci= 

--
- -

- -

157-CDSP-F, v.2- Octooo 2022 



.----~ 
BRACCO 

~ 
LIFE FROK INSIDE 

EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

GBC:A. - Guided CoUe,dion Form 

7. Additioml r,ele, ,:mt inf onnaiio11 
Fnr!h.oar :u;--or.m, iii:111:maua:i fol- uwuu:::;d, b ~u ~1£" of uciu..iDll. llpiclmi.. 
Cli:iw o'br......,,'4tiD111 1 mi~ (.ilbch IUCWI.Jllo::i N.pcm. ii 1n·m'bla) 

Cit}~'Date: _________ _ Sig;u.ature: _____ _ 

Page: 97 
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.----~ EURMP BRACCO 

~ ELUCIREM 0.5 mmoVmL & Page: 98 VUEWAY 0.5 mmoVmL, 
LIFE FROK INSIDE 

so--n 

• Pregnancy fo1ms and follow-up fo1ms are provided below: 



.----~ 
BRACCO 

~ 
LIFE FROK INSIDE 

EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopi!clenol - Tai·geted Pl·egnancy Que-stionnail·,e 

Page: 99 

For All Spontaneously Reported Cases of E:xpo"iw,e m Ute.ro 

PARI' l 
Nfatenral Inf o,·matiou 

HISTORY .AND START OF PREGNANCY 

Protocol nb: 
Bracco Nb: .. , ... .. ............. ........... . .. ...... .. ... ..... , ... .. ... .. . ..i.(~P.B~.~l.'lr . Subject nb: 

PREGNANT WOMA~J: 

Last Fest 
~ date /Jq: Height '-\ 'ev,t 

name name ~ ,_,., ,xri 111:j 
OOCtJp-a.ticn ,....., -· u u 

PARTNER (rf exposed ro conrra5r producx}: 

Age 
If chemotherapy 

Date oi adrnfiStration treatmenl. name of lncfcati0fl Other me<lical his-tali}' 
-111 

praduct{s) USEd: 
,:DMll'l"n')J 

1\IE°'CAL. HISTORY: 

Arterial hypertension: :J Yes :J No . Previou.tf i'nnun isafm.s: 

Diabetes : :J Yes ':J !No stsubell'a: :J Yes :J No 
Epi ep.sy: :J Yes :J !No To:xoplasmosis: :J Y,es :J No 
Psychiatric i!!ness.: :J Yes ':J INo 
Other. 
Tobacco: """ . cjg.lday Alcohol:. ' .. ' .. glasSe-sl day Dfug addiction: .. , .. ..... , .. ... .. ... , .. , .. ... .. ... , .. 

Lit-I.'> ( c { RIGAL HJ;!> 1 UffT: 
, Previous. prcegnancy(ies): :J Yes CJ No 

• Number oi preplllilllCY(ies): LJ 

■ Number cfiitl-tenn delivery (leS): U 

• Number c; prematme del::Uery (ies): L I 

• Number of abonioo(s): L I :J Spontaneous abortioo{s). nurmer. L l 
□ VOU\tary Interruption Pregnancy[ies). number. L I 
:J Therapeu'tic abortion(s). rumber: LJ, E6o1ogy: ...... ...... ...... ·-·-··········· 
:J Dealn f s) ill utero, number. I I. Etiology. ······-··· ·· ·· ·· ·· ·· .. .. .. .. ... .. .. .. ... .. 

• Number o "he,-a hy livn g children without abnormality: L I 

• Number a; children d ied at b:rlh U or shcrtl:,, aft& U 

■ Number o: malformed liimg chidren LJ or gene-iic abnonnality[DeS) LJ. Specify: 

■ Compfications during previous pregnancie-s.: :J No :J Yes, specify: . ....... ........................................... 

Pa~ lof7 
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.----~ 
BRACCO 

~ 
LIFE FROK INSIDE 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Ga~lopklenol - Targeted Pl·,egnaincy Ques tionnair,e 

Page: 100 

For All Spontaneously Repo11..ed Cases of E:xposure in Utero 
I l J • l l 

, Famjy history (mother and/ or father): 

• Matfonnations: ::l No ::l Yes, specjfy : 
Unknown 

• Children died in n fancy: ::l No :l Yes, specify : 
Unknown 

• Psychomotcr retardatoo: ::::l No '.J Yes, s-pec;fy : 
Unknown 

• Consanguinity: ::l No '.J Yes, spec:lfy : :J 
Unknown 

• Hereditary dis.ease(s): :Ji No :l Yes, specify : :J 
Unknown 

• Ottier: 

CURRENT' PREGNANCY: 

• Date of last period U L hU U -UU Pregnancy start date U U-UU-UU 

.,, Date of pregnancy tes1 positive: U U -LJl_[-L(L[. Type of test ... ........... ..... ................................... 

➔ Ultrasoond age: !I_I ¥,eeks of amenorrhea, 

• Muft;ple pregnancy: :J No :J Yes, number of embtyosifoel:uses.: L I 

• Predicted delivay date: U U -L IU -UU 

• First results. of examnaiioos if available (echogra;ihy, lab ies.15. .. .. ): 

£XPOSURE TO CONTRAST PRODUCT: 

Conlra.st Balm 
Rou1e of First intak_e Last intake Type of 

product 
lll"llbe 

administration 
Dos.elday (00'1.Lf.,{IY'() (IID'W.WY) exam:nat icn 

Indication 
r 

If >Hays have been used: Number of images I I Estimated dose received (spec.it, 1JJJn:) I I 

153-CDSP-F. "· ?-Nova:coo 2023 



.----~ 
BRACCO 

~ 
LIFE FROK INSIDE 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopklenol - Targ,eite-cl PI·,egnaacr Ques tionnaire 

Page: 101 

.....-~ 
( 11-M,(,;CQ For AU. SiPontaneously Repo11ed Cases o[ Expos1me in Utero ......,....., 
I I I • tli 

£XPOSURE OF THE PREGNANT WOMAN TO CONOOUJTANT fi.fEDICATlOf.lS: 
(~ If)• t.eJc: ~, 11re.medle111>an Dl!lmlnl!:b:rell ,::i~ we.I c 4 J 1lllc ~ u::il a1DC.C21~ n ~l 1:n::i'lmenl:. eceho·ed tr/ ltle ~ !cent :a1ce Ille :.ti:llt cf 
t",e ~ niir .... ,.~ 

Name of Route of 
[]lose / day 

First intak_e Last intake 
Indication lll'O(nJCt adminis1ration (DOJ'ifllt'YY} (DDJl fJ.fin? 

Contacl! details of obste.trician: 

,. COMMENTS: 

Stamp: Date: Signarure: 

contact details of affi(iate or distribmorr: 

Pa~ J of7 
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.----~ EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

BRACCO 

~ Page: 102 
LIFE FROK INSIDE 

so--n 

I f • 11 

Gadopidenol - Tal"g•eted Pliegnaincy Questionnaire 
For All Sponmneousl1y Report.ed Cas,es of Exposw·e in Ut.e1ro 

PART II 

COIJIRSE AND OUTCOME OF PREGNANCY, INFANT IJEVELOPMENIT 
HIS.TORY 

Protocol nb; 
!Bracco Nb: ............. ... ................ .... .. ... ... .. ... .. ... ... ......... ~f.¥.IP.P.,t;°~~.I~,:. Subject nb: 

PRE.GNANT WOMAN: 

Last name 
, #,6_ 

f irst name 
~_, 

COURSE OF PREGNANCY: 

Last menstruation 
period 

• Dise.35es during pr:egnancy. □ Diabetes D Infection. specify: """'"""""""""""'"" C Arterial 
hypertensiOfl 

r: Other: .......... .... .... ... ........................ . 

■ Hospitalis.a1ion during pregnancy. :J No c Yes, for: ............................... .. 

• Pr,egnancy follow-up (relevant examinations.'biological reSl.tts): 

• l.lt1rasound examnaoons: (Da1es (DD.MM. YY) or v.1eeks of amenorrhea, and results): 

➔ 1st trimester: 

➔ 2nd ·irimesta: 

➔ 3rd trmes!Er. 

= Extra-uteme ~y 

:::J Gongenital anomalies detected (Date: U U ·U LJ-U U), specify: ................. .. .... .... .. . . 

:: Intrauterine groy.rth retardation (Da1e: U U ·U U-UU ,. specify: ....... -··········· ............ . 

c Death in utero (Date: U U -fJ U ·ULI), specify tfte aetiology: .. .. .. .... ................... .. .... . 

• PrelTl3ture pregnancy tem linat:icn: 

P~g.. 4 of7 
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.----~ 
BRACCO 

~ 
LIFE FROK INSIDE 

EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopidenol - Tail.~eted Pregnancy Questionnaire 

Page: 103 

For AU Spontaneoosly Repo1ied Cas,es or Exposw·e ~n Uten~ 

:J Spontaneous abarlion. Date: U U -LIU ·UU Term (w,eefls of amenorrhea): LJ 
Specify the aetiology: .......... .. . ..... ............... .. .... ..... ........ .. . .. .. ...... . . ...... .. .. .... ............ 

:J Therapeutic 1ermination, Date U U -LIU ·UU Term (week:s ,of amenorrhea}: [_I 

Specify ilhe• reasoo: ... ... ~··· --·-··--·---.... ···-·· ........... .. ................... -----· -----· --· --· ............ 
:J Vobitary Interruption Pregnancy. Date: U U ·U l_l--UU Term (WEEt s a: amenoohea 

LJ 
speolfythe re-aS"on t,'fspea'!cr?eam,v: ....... ........ .... .. .. .. .. ... .. .. .... .. .. .. . ....... ..... 

TRiEA TMENiTS RECEIVED DURING PiREGNANCY focludina contrast medialacrenO: 

Name BEh Route of Dosefda Fi-s! intake adm;rustra1· 
o· drug runber y roo.1,1,1..YYJ on 

DEl,,,VERY· 
• Date: U U·UU·U U Tenn CWeeku' · -crulll'ne~)L..J 

::::! !Normal ::J Induced :J Caesarean 

• Livng new-born: :i Yes :J !No 

• Foetal distress? D Yes, specify: □ Chronic or c: Aw1e 

C No 
• C«r1plication{ s} during or after delivery: 

• Date of binh: U U -U U -UU 

• Gender: :::J F o M 

Last 
intake Indication 

(£l'<MJK 'flfJ 

• Birth wei/,jlt I_I kg Birth heq;t 1,_ __ I cm Bnh head circumference: l__J an 

• Premature; = Yes r: No 

• Dysmature: □ Yes C: No 

• Apgar score: I_I 1 m:n I__I 5 min 

153-CDSP·F, \". 2.:November 2023 
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BRACCO 

~ 
LIFE FROK INSIDE 

,,,,, 
OMA- ,t;{J 

.............. 

EURMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopideool - Targeted Pregnancy QiUJestionnaire 

Page: 104 

For AU Spontaneously Reported Cases of Exposu1re in Lte1io 

■ Physical examination at binhc 

□ No dysmorphic features identified 
□ l\flnor anomalies, specify: .......... ......... .... .. ...... ... .... .. ... ...... ...... ... ...... .... ..... ...... ......... . 
□ Major Matfcnnations.. specify: .... .... .... ....... ... ...... ...... .. . .... .. ... .. .......... .. ..... ... ...... .. ..... .. . 
□ t-.reonal..31 pathofogy. specify: .. ......... .. ... . .. ...... . .. ....... .. . ... .. ... .... .. ....... ........... .... .. . . 
□ Resuscitation 
□ Transfer co in:ensiw.> care or paediamc unit 

➔ Duration: .. .. .... .. ... .... .. ... ......... ...... .. 

➔ Address of !:he uni".: .. ...... ... ............. .. ... ... ......... ... ..... . .. . __ .. ....... .. ...... . ........... .... . 

➔ Description of interventions and outcome: 

NEWBORN I tNFANT INFORMAT10N: 
• Breastlfeeana: 

□ Yes J No 

If applicable. age !breastfeeding was stopped: 1._ __ _.l yea,s 

■ Infant demographics: """1e: I I years 

Weight I I kg Height: I I cm 
: If anoma.15es. specify: 

• Infant development histtiry and miles~:ones. comments: 

: Lf anomalies. specify. 

• Any information on g~olinrum aocumula:ion: 

□Yes : No lj 

yes, specify: 

Pa~e6 of7 
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BRACCO 

~ 
LIFE FROK INSIDE 

~ 
Ill 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

VUEWAY 0.5 mmoVmL, 

so--n 

Gadopidenol - Target,ed Pregnancy Questionnaire 

Page: 105 

For .All Spontaneously Reported Cases of Exposrnre in Ctero 

,. COMMENTS: 

... . . ,. __ ,. .. .... ---- . ... .. ... . ... .. . -. -- . -. -. ....... . --- ... . . -- . . ...... . . -.. . . --- . -· .. ... . -- . ----- . . ... -....... --.... ·-. -.... .. ...... .. -.. . -...... . -· ...... . .... . ... -.... . ... .. .... .. 

·-···-- ···- ··· ·· -- ··· -···~- --·-··· -- ···· -- ·· · -·· --- ···- ··· -- ···· -- ···· ·· · --···-···-- ···· -- ·· --·· ··-- ··· -··· -- ····-- ··· -·· · --··· -····-

. -. . ...... .. .. .... . . -- . .. -·-. .. .. ... . -.... . ....... . .. ...... ... .. .. -.... . .. .. .. . -- . .. . -- . ... -. . . -- . ..... . . . -- .... -- . . -.. .. ...... . ... .. .. . -- . -·. -- . ... -.. . -- . .. .. . ... .. 

Stamp: Date: 

Contact details of affi iate or d istributor: 
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-----~ BRACCO 

~ 
LIFE FROM IHSIOE 

--
Annex 6 

None 

EU RMP 
ELUCIREM 0.5 mmoVmL & 

Page: 106 VUEWAY 0.5 mmoVmL , 

so--n 

Details of proposed additional risk minimisation activities (if applicable) 




