CIOMS FORM

SUSPECT ADVERSE REACTION REPORT

. REACTION INFORMATION

1. PATIENT INITIALS | 1a. COUNTRY | 2. DATE OF BIRTH |2a. AGE | 3. SEX |4-6 REACTION ONSET | g.12 CHECK ALL
(first, last) Day | Month | Year | Years Day | Month | Year APPROPRIATE
01-005 ITALY 75 F [ 16| 06 |202¢ TO ADVERSE
REACTION
7 + 13 DESCRIBI% REACTION(S) (lnc.ludmg relevant tests/lab data) 5 PATIENT DIED
Severe Bradycardia(PT Bradycardia) 5/ INVOLVED OR
Syncope (PT Syncope) II’,\T&TolENSTED
Orthostatic hypotension (PT Orthostatic hypotension) HOSPITALISATION
Cerebral hypoperfusion (PT Cerebral hypoperfusion) 0 INVOLVED
. . . . PERSISTENCE OR
Sinus bradycardia (PT Sinus bradycardia) SIGNIFICANT
DISABILITY OR
INCAPACITY
.. L . . .. . O LIFE
This is a initial case received on 17 June 2025 from an Interventional Clinical trial THREATENING

Il. SUSPECT DRUG(S) INFORMATION

14. SUSPECT DRUGI(S) (include generic name) 20 P\?A?EAAFF-?SA\I
JYES TINO [0 NA
15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINISTRATION | 21.DID REACTION
10 mg oral REAPPEAR
AFTER REINTRO-
17. INDICATION(S) FOR USE DUCTION?
Chronic heart failure O YES LINO [INA
18. THERAPY DATES (from/to) 19. THERAPY DURATION
16 May 2025 - 16 June 2025 4 weeks

{Il. CONCOMITANT DRUG(S) AND HISTORY

22. CONCOMITANT DRUG(S) AND DATES OF ADMINISTRATION (exclude those used to treat reaction)
Beta-blocker therapy (unknown drugs)

23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergics, pregnancy with last month of period, etc.)
No allergies, no pregnancies, no smoking or alcohol use history. Heart failure Class Ill (NYHA), arterial
hypertension and mild chronic renal failure

IV. MANUFACTURER INFORMATION

24a. NAME AND ADDRESS OF MANUFACTURER
Ospedale Universitario di Roma
viale del Policlinico 156, 00161 (Roma)

24b. MFR CONTROL NO.
IT_IVAB_012_2025

24c. DATE RECEIVED 24d. REPORT SOURCE
BY MANUFACTURER 01 STUDY O LITERATURE
17 June 2025 [J HEALTH PROFESSIONAL
DATE OF THIS REPORT 25a. REPORT TYPE

17 June 2025 O INITIAL O FOLLOWUP




	Description: Severe Bradycardia(PT Bradycardia)
Syncope (PT Syncope)
Orthostatic hypotension (PT Orthostatic hypotension)
Cerebral hypoperfusion (PT Cerebral hypoperfusion)
Sinus bradycardia (PT Sinus bradycardia)


This is a initial case received on 17 June 2025 from an Interventional Clinical trial (Title: A Randomized Phase III safety and tolerability Trial of Ivabradine in patients with chronic heart failure) regarding a caucasian 75-year-old woman (weight: 86 Kgs; height: 172 cm)
The subject ( subject ID: 01-005) experienced severe bradycardia (HR < 40 bpm) associated with syncope and orthostatic hypotension on 16 June 2025 at hospital and on the same day she was taken to the emergency departmen and cerebral hypoperfusion were found. The ECG showed sinus bradycardia. 
The patient received emergency atropine therapy and hemodynamic support.

The therapy with the interventional medicinal Product CS-986(Ivabradine) 10 mg via oral per day for chronic  heart  failure started on 16 May 2025.
On 16 June 2025 CS-986(Ivabradine) 10 mg via oral per day, has been stopped.
The patient received emergency atropine therapy and hemodynamic support.
Concomitant drugs: Beta-blocker  therapy(unknown drugs).

The following laboratory tests were carried out:
- ECG on 16 June 2025: HR < 40 bpm

Severe Bradycardia,Syncope, Orthostatic hypotension, Cerebral hypoperfusion  and Sinus bradycardia were diagnosed on 16 June 2025. 
The patient was hospitalized and required intervention to prevent permanent impairment / damage.
The subject was not recovered at the time of the report (Outcome of SAE: continuing).

The Principal Investigator considered the serious adverse events related to the investigational medicinal product CS-986(Ivabradine).

Sponsor's Comment: All the adverse events were considered as symptoms for the final diagnosis of severe bradycardia. Further information will be requested.
Considering the biological plausibility of bradycardia for the investigational medicinal product CS-986(Ivabradine) and the temporal correlation between the assumption of the drug and the occurrence of the events, the serious adverse events are considered related to the CS-986(Ivabradine). The adverse events  are expected in the investigator brochure.
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