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Kisqali 
Procedural steps taken and scientific information after the authorisation 

Application 

number 

Scope Opinion/ 

Notification
1 issued on 

Commission 

Decision 

Issued2 / 

amended 

on 

Product 

Information 

affected3  

Summary 

IB/0038/G This was an application for a group of variations. 
 
B.II.e.2.z - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.e.2.z - Change in the specification parameters 

10/01/2023  Annex II and 

PL 

 

 
1 Notifications are issued for type I variations and Article 61(3) notifications (unless part of a group including a type II variation or extension application or a worksharing application). Opinions 
are issued for all other procedures. 
2 A Commission decision (CD) is issued for procedures that affect the terms of the marketing authorisation (e.g. summary of product characteristics, annex II, labelling, package leaflet). The 
CD is issued within two months of the opinion for variations falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within one year for other procedures. 
3 SmPC (Summary of Product Characteristics), Annex II, Labelling, PL (Package Leaflet). 

http://www.ema.europa.eu/how-to-find-us
http://www.ema.europa.eu/contact
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and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.b.1.b - Replacement or addition of a 

manufacturing site for the FP - Primary packaging 

site 
B.II.b.4.a - Change in the batch size (including batch 

size ranges) of the finished product - Up to 10-fold 

compared to the originally approved batch size 
B.II.b.1.a - Replacement or addition of a 

manufacturing site for the FP - Secondary packaging 

site 
B.II.b.2.a - Change to importer, batch release 

arrangements and quality control testing of the FP - 

Replacement/addition of a site where batch 

control/testing takes place 
B.II.b.3.z - Change in the manufacturing process of 

the finished or intermediate product - Other variation 
B.II.d.2.a - Change in test procedure for the finished 

product - Minor changes to an approved test 

procedure 
B.II.b.2.a - Change to importer, batch release 

arrangements and quality control testing of the FP - 

Replacement/addition of a site where batch 

control/testing takes place 
B.II.b.1.e - Replacement or addition of a 

manufacturing site for the FP - Site where any 

manufacturing operation(s) take place, except batch-

release, batch control, primary and secondary 

packaging, for non-sterile medicinal products 
B.II.b.2.c.2 - Change to importer, batch release 

arrangements and quality control testing of the FP - 

Including batch control/testing 
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IB/0039 C.I.11.z - Introduction of, or change(s) to, the 

obligations and conditions of a marketing 

authorisation, including the RMP - Other variation 

 

05/01/2023 n/a   

PSUSA/10633

/202203 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

13/10/2022 12/12/2022 SmPC and PL Refer to Scientific conclusions and grounds recommending 

the variation to terms of the Marketing Authorisation(s)’ for 

PSUSA/10633/202203. 

IG/1521 B.II.b.1.a - Replacement or addition of a 

manufacturing site for the FP - Secondary packaging 

site 

 

23/06/2022 n/a   

II/0035 Update of sections 4.4, 4.8 and 5.1 of the SmPC 

based on the final Overall Survival (OS) analysis 

from Study A2301 (MONALEESA-2); a Phase III, 

randomized, double-blind, placebo-controlled, 

multicenter study of ribociclib in combination with 

letrozole in postmenopausal women with HR+, 

HER2–, locoregionally recurrent or metastatic breast 

cancer who had not received previous systemic 

therapy for advanced disease, and based on an 

updated pooled safety dataset (including the studies 

MONALEESA-2, MONALEESA-3 and MONALEESA-7). 

The Package Leaflet was updated accordingly.  
The study is listed as a category 3 study in the RMP, 

and the submission of the final Study Report 

addresses MEA 004.  
An updated RMP version 6.0 was also submitted. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

10/06/2022 12/12/2022 SmPC and PL In Study A2301 (MONALEESA-2), the OS benefit observed 

with ribociclib in combination with letrozole at the cut-off 

for final analysis is statistically significant with HR: 0.765, 

95% CI: 0.628, 0.932; one-sided p-value=0.004). The 

median OS was prolonged with 12.5 months from 51.4 

months (95% CI: 47.2, 59.7) in the placebo group to 63.9 

months (95% CI: 52.4, 71.0) for the ribociclib group 

ribociclib in combination with letrozole. The survival benefit 

increased over time in the ribociclib group compared with 

the placebo group with a 12.2% improvement over the 

placebo group at 6 years (44.2% vs 32.0%).  
For more information, please refer to the Summary of 

Product Characteristics. 
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data 

 

R/0034 Renewal of the marketing authorisation. 

 

27/01/2022 04/04/2022 SmPC and PL Based on the review of data on quality, safety and efficacy, 

the CHMP considered that the benefit-risk balance of Kisqali 

in the approved indication remains favourable and 

therefore recommended the renewal of the marketing 

authorisation with unlimited validity. 

N/0032 Minor change in labelling or package leaflet not 

connected with the SPC (Art. 61.3 Notification) 

 

12/10/2021 04/04/2022 PL  

IB/0033 B.II.b.3.z - Change in the manufacturing process of 

the finished or intermediate product - Other variation 

 

06/10/2021 n/a   

PSUSA/10633

/202103 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

30/09/2021 n/a  PRAC Recommendation - maintenance 

IA/0031 A.4 - Administrative change - Change in the name 

and/or address of a manufacturer or an ASMF holder 

or supplier of the AS, starting material, reagent or 

intermediate used in the manufacture of the AS or 

manufacturer of a novel excipient 

 

02/08/2021 n/a   

II/0028 Update of section 5.3 of the SmPC in order to update 

non-clinical information based on results from a 2-

year carcinogenicity study in rats. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

28/05/2021 04/04/2022 SmPC Oral administration of ribociclib for 2 years resulted in an 

increased incidence of endometrial epithelial tumours and 

glandular and squamous hyperplasia in the uterus/cervix of 

female rats at doses ≥300 mg/kg/day as well as an 

increased incidence in follicular tumours in the thyroid 

glands of male rats at a dose of 50 mg/kg/day. Mean 

exposure at steady state (AUC0-24h) in female and male 

rats in whom neoplastic changes were seen was 1.2- and 

1.4-fold that achieved in patients at the recommended dose 
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of 600 mg/day, respectively. Mean exposure at steady 

state (AUC0-24h) in female and male rats in whom 

neoplastic changes were seen was 2.2- and 2.5-fold that 

achieved in patients at a dose of 400 mg/day, respectively. 

Additional non-neoplastic proliferative changes consisted of 

increased liver altered foci (basophilic and clear cell) and 

testicular interstitial (Leydig) cell hyperplasia in male rats 

at doses of ≥5 mg/kg/day and 50 mg/kg/day, respectively. 
The effects on the uterus/cervix and on the testicular 

interstitial (Leydig) cells may be related to prolonged 

hypoprolactinemia secondary to CDK4 inhibition of 

lactotrophic cell function in the pituitary gland, altering the 

hypothalamus-pituitary-gonadal axis. 
Potential mechanisms for the thyroid findings in males 

include a rodent-specific microsomal enzyme induction in 

the liver and/or a dysregulation of the hypothalamus-

pituitary-testis-thyroid axis secondary to a persistent on-

target hypoprolactinemia. 
Any potential increase of oestrogen/progesterone ratio in 

humans by this mechanism would be compensated by an 

inhibitory action of concomitant anti-oestrogen therapy on 

oestrogen synthesis as in humans Kisqali is indicated in 

combination with oestrogen-lowering agents. 
Considering important differences between rodents and 

humans with regard to synthesis and role of prolactin, this 

mode of action is not expected to have consequences in 

humans. 

IB/0029/G This was an application for a group of variations. 
 
B.I.a.1.z - Change in the manufacturer of AS or of a 

starting material/reagent/intermediate for AS - Other 

20/05/2021 n/a   
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variation 
A.4 - Administrative change - Change in the name 

and/or address of a manufacturer or an ASMF holder 

or supplier of the AS, starting material, reagent or 

intermediate used in the manufacture of the AS or 

manufacturer of a novel excipient 
B.I.b.1.z - Change in the specification parameters 

and/or limits of an AS, starting 

material/intermediate/reagent - Other variation 
B.I.b.1.z - Change in the specification parameters 

and/or limits of an AS, starting 

material/intermediate/reagent - Other variation 
B.I.a.3.a - Change in batch size (including batch size 

ranges) of AS or intermediate - Up to 10-fold 

increase compared to the originally approved batch 

size 
B.I.a.3.a - Change in batch size (including batch size 

ranges) of AS or intermediate - Up to 10-fold 

increase compared to the originally approved batch 

size 
B.I.a.3.a - Change in batch size (including batch size 

ranges) of AS or intermediate - Up to 10-fold 

increase compared to the originally approved batch 

size 
B.I.b.2.b - Change in test procedure for AS or 

starting material/reagent/intermediate - Deletion of 

a test procedure for the AS or a starting 

material/reagent/intermediate, if an alternative test 

procedure is already authorised 
B.I.b.2.b - Change in test procedure for AS or 

starting material/reagent/intermediate - Deletion of 

a test procedure for the AS or a starting 
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material/reagent/intermediate, if an alternative test 

procedure is already authorised 
B.I.b.2.b - Change in test procedure for AS or 

starting material/reagent/intermediate - Deletion of 

a test procedure for the AS or a starting 

material/reagent/intermediate, if an alternative test 

procedure is already authorised 
B.I.b.z - Change in control of the AS - Other 

variation 
B.I.a.2.a - Changes in the manufacturing process of 

the AS - Minor change in the manufacturing process 

of the AS 
B.I.b.2.c - Change in test procedure for AS or 

starting material/reagent/intermediate - Other 

changes to a test procedure for a reagent, which 

does not have a significant effect on the overall 

quality of the AS 
B.I.b.z - Change in control of the AS - Other 

variation 
B.I.a.1.z - Change in the manufacturer of AS or of a 

starting material/reagent/intermediate for AS - Other 

variation 
B.I.b.z - Change in control of the AS - Other 

variation 

 

IB/0027/G This was an application for a group of variations. 
 
B.II.e.2.a - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Tightening of specification limits 
B.II.e.3.c - Change in test procedure for the 

15/02/2021 n/a   
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immediate packaging of the finished product - 

Deletion of a test procedure if an alternative test 

procedure is already authorised 
B.II.e.3.c - Change in test procedure for the 

immediate packaging of the finished product - 

Deletion of a test procedure if an alternative test 

procedure is already authorised 
B.II.e.2.b - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Addition of a new specification 

parameter to the specification with its corresponding 

test method 
B.II.e.2.z - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.e.2.z - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.e.2.z - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.e.2.z - Change in the specification parameters 

and/or limits of the immediate packaging of the 

finished product - Other variation 
B.II.b.1.a - Replacement or addition of a 

manufacturing site for the FP - Secondary packaging 

site 
B.II.b.1.b - Replacement or addition of a 

manufacturing site for the FP - Primary packaging 

site 
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IB/0026/G This was an application for a group of variations. 
 
B.I.z - Quality change - Active substance - Other 

variation 
B.I.z - Quality change - Active substance - Other 

variation 
B.I.z - Quality change - Active substance - Other 

variation 

 

07/12/2020 n/a   

II/0018 Update of sections 4.2, 4.4, 4.8, 5.1, 5.2 of the 

SmPC to include updated information about the use 

of Kisqali in patients with mild, moderate or severe 

renal impairment based on the results of Study 

CLEE011A2116 Part II and additional data from 

breast cancer patients with mild or moderate renal 

impairment. The package leaflet is updated 

accordingly. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

17/09/2020 19/10/2020 SmPC and PL No dose adjustment is necessary in patients with mild or 

moderate renal impairment.  
A starting dose of 200 mg is recommended in patients with 

severe renal impairment. This recommended starting dose 

is estimated to result in approximately 45% lower exposure 

compared with the standard starting dose in patients with 

normal renal function. The efficacy at this starting dose has 

not been studied. Caution should be used in patients with 

severe renal impairment with close monitoring for signs of 

toxicity (see SmPC sections 4.2, 4.4, 5.1 and 5.2).  
Ribociclib may cause blood creatinine increase as an 

inhibitor of the renal transporters organic cation transporter 

2 (OCT2) and multidrug and toxin extrusion protein 1 

(MATE1), which are involved in the active secretion of 

creatinine from the proximal tubules. In case of blood 

creatinine increase while on treatment, it is recommended 

that further assessment of the renal function be performed 

to exclude renal impairment. Please refer to the SmPC for 

further details. 

PSUSA/10633

/202003 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

01/10/2020 n/a  PRAC Recommendation - maintenance 
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IA/0024/G This was an application for a group of variations. 
 
A.4 - Administrative change - Change in the name 

and/or address of a manufacturer or an ASMF holder 

or supplier of the AS, starting material, reagent or 

intermediate used in the manufacture of the AS or 

manufacturer of a novel excipient 
B.I.b.2.a - Change in test procedure for AS or 

starting material/reagent/intermediate - Minor 

changes to an approved test procedure 
B.I.b.2.a - Change in test procedure for AS or 

starting material/reagent/intermediate - Minor 

changes to an approved test procedure 

 

24/07/2020 n/a   

IA/0025 B.II.e.6.b - Change in any part of the (primary) 

packaging material not in contact with the finished 

product formulation - Change that does not affect 

the product information 

 

23/07/2020 n/a   

II/0021 Update of sections 4.2 and 4.4 of the SmPC in order 

to add a warning on ILD/pneumonitis and related 

dose modification recommendations. The Package 

Leaflet is updated accordingly.  
In addition, the MAH took the opportunity to make 

minor corrections to the SmPC, bring the PI in line 

with the latest QRD template version 10.1 and 

update the list of local representatives in the 

Package leaflet.  
The RMP version 4.2 is approved. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

28/05/2020 13/07/2020 SmPC and PL ILD/pneumonitis has been reported with CDK4/6 inhibitors 

including Kisqali. In the 3 phase III clinical studies 

(MONALEESA-2 [A2301], MONALEESA-7 [E2301-NSAI] and 

MONALEESA-3 [F2301]), ILD (any grade 0.3%, including 

0.1% grade 3) was reported in the Kisqali treated group, 

with no cases in the placebo treated group. Pneumonitis 

was reported in both the Kisqali  and the placebo treated 

groups (any grade 0.4%, with no grade 3 or 4 in either 

treatment group). Based on the severity of the 

ILD/pneumonitis, which may be fatal, Kisqali may require 

dose interruption, reduction or discontinuation as described 

in Table 5 of the SmPC (see SmPC section 4.2). Patients 
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new quality, preclinical, clinical or pharmacovigilance 

data 

 

should be monitored for pulmonary symptoms indicative of 

ILD/pneumonitis which may include hypoxia, cough and 

dyspnoea and dose modifications should be managed in 

accordance with Table 5 of the SmPC (see SmPC section 

4.2). For more information, please refer to the Summary of 

Product Characteristics. 

II/0022 Update of sections 4.8 and 5.1 of the SmPC based on 

updated efficacy and safety data from study 

CLEE011F2301 (MONALEESA-3), a randomised 

double-blind, placebo-controlled, multicentre phase 

III clinical study in the treatment of men and 

postmenopausal women with hormone receptor 

positive, HER2-negative advanced breast cancer who 

had received no or only one line of prior endocrine 

treatment, in combination with fulvestrant versus 

fulvestrant alone. The Package leaflet is updated 

accordingly. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

23/04/2020 13/07/2020 SmPC and PL In the second Overall Survival (OS) analysis (data cut off 3 

June 2019), study MONALEESA-3 met its secondary 

endpoint, demonstrating a statistically significant 

improvement in OS in patients receiving Kisqali plus 

fulvestrant compared to patients receiving placebo plus 

fulvestrant in the overall study population (HR: 0.724 

[95%CI: 0.568, 0.924]); one-sided stratified log-rank test 

p=0.00455). A descriptive update of PFS was performed at 

the time of the second OS analysis. In the overall 

population, the median PFS was 20.6 months (95%CI: 

18.6, 24.0) in the Kisqali arm versus 12.8 months (95%CI: 

10.9, 16.3) in the placebo arm (HR:0.587 [95%CI: 0.488, 

0.705]). Time to progression on next-line therapy or death 

(PFS2) in patients in the Kisqali arm was longer compared 

to patients in the placebo arm (HR: 0.670 [95% CI: 0.542, 

0.830]) in the overall study population. The median PFS2 

was 39.8 months (95% CI: 32.5, NE) for the Kisqali arm 

and 29.4 months (95% CI: 24.1, 33.1) in the placebo arm. 

Further details are provided in the SmPC. 

PSUSA/10633

/201909 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

17/04/2020 n/a  PRAC Recommendation - maintenance 

II/0020 Update of sections 4.4 and 4.8 of the SmPC in order 

to add a warning and include safety information on 

13/02/2020 13/07/2020 SmPC and PL Toxic epidermal necrolysis (TEN) has been reported with 

Kisqali treatment. If signs and symptoms suggestive of 
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toxic epidermal necrolysis. The Package Leaflet is 

updated accordingly. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

severe cutaneous reactions (e.g. progressive widespread 

skin rash often with blisters or mucosal lesions) appear, 

Kisqali should be discontinued immediately. 

PSUSA/10633

/201903 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

03/10/2019 n/a  PRAC Recommendation - maintenance 

IA/0017/G This was an application for a group of variations. 
 
A.5.b - Administrative change - Change in the name 

and/or address of a manufacturer/importer of the 

finished product, including quality control sites 

(excluding manufacturer for batch release) 
A.5.b - Administrative change - Change in the name 

and/or address of a manufacturer/importer of the 

finished product, including quality control sites 

(excluding manufacturer for batch release) 
A.5.b - Administrative change - Change in the name 

and/or address of a manufacturer/importer of the 

finished product, including quality control sites 

(excluding manufacturer for batch release) 
A.7 - Administrative change - Deletion of 

manufacturing sites 

 

25/09/2019 n/a   

II/0014 Update of section 5.1 of the SmPC based on the final 

results of study MONALEESA-7 (CLEE011E2301), a 

randomized, double-blind, placebo-controlled, 

multicenter Phase III study of ribociclib or placebo in 

19/09/2019 13/07/2020 SmPC In the subgroup of patients receiving a NSAI as endocrine 

combination partner, there were 61/248 deaths (24.6%) in 

the ribociclib arm and 80/247 (32.4%) in the placebo arm 

with an OS hazard ratio of 0.699 (95%CI: 0.501, 0.976). 
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combination with an NSAI and goserelin or tamoxifen 

and goserelin in pre- or perimenopausal women with 

HR-positive, HER2-negative, advanced breast cancer 

who had received no prior hormonal therapy for 

advanced disease. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

Median OS was not reached in the ribociclib arm and was 

40.7 months (95%CI: 37.4, NE) in the placebo arm. The 

probability of progression on next-line therapy or death 

(PFS2) in patients who received prior ribociclib in the study 

was lower compared to patients in the placebo arm. In the 

NSAI subgroup, the median PFS2 was 32.3 months (95% 

CI: 26.9, 38.3) in the placebo arm versus not reached 

(95% CI: 39.4, NE) in the ribociclib arm with an HR of 

0.660 (95% CI: 0.503, 0.868). 

IA/0016 B.I.a.2.a - Changes in the manufacturing process of 

the AS - Minor change in the manufacturing process 

of the AS 

 

11/09/2019 n/a   

IB/0015 B.II.b.z - Change in manufacture of the Finished 

Product - Other variation 

 

08/08/2019 n/a   

II/0003/G This was an application for a group of variations. 
 
C.I.4: Update of sections 4.2 and 5.2 of the SmPC in 

order to reflect the results of study CLEE011A2109: 

A Phase I, open label, multi-centre, parallel cohort, 

single dose study to evaluate the pharmacokinetics 

of LEE011 in healthy subjects with normal hepatic 

function and subjects with impaired hepatic function; 
C.I.4: Update of sections 4.2 and 5.2 of the SmPC in 

order to include a recommendation for a starting 

dose of 400 mg for patients with severe renal 

impairment and to reflect the results from study 

CLEE011A2116-Part I: A phase I, open label, 

multicentre, parallel-group, single dose two-staged 

27/06/2019 31/07/2019 SmPC No dose adjustment is necessary in patients with mild or 

moderate renal impairment. A starting dose of 400 mg is 

recommended in patients with severe renal impairment. 

Caution should be used in patients with severe renal 

impairment with close monitoring for signs of toxicity. 
No dose adjustment is necessary in patients with mild 

hepatic impairment (Child Pugh class A). Patients with 

moderate (Child Pugh class B) and severe hepatic 

impairment (Child Pugh class C) can have increased (less 

than 2 fold) exposure to ribociclib and the starting dose of 

400 mg Kisqali once daily is recommended. 
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study to evaluate the pharmacokinetics and safety of 

a single 400 mg oral dose of LEE011 in subjects with 

varying degrees of impaired renal function compared 

to matched healthy volunteers with normal renal 

function. 
The updated RMP version 2.0 was agreed. 
 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 
C.I.4 - Change(s) in the SPC, Labelling or PL due to 

new quality, preclinical, clinical or pharmacovigilance 

data 

 

IB/0012 B.II.f.1.b.1 - Stability of FP - Extension of the shelf 

life of the finished product - As packaged for sale 

(supported by real time data) 

 

15/05/2019 31/07/2019 SmPC  

IB/0010/G This was an application for a group of variations. 
 
B.I.b.1.c - Change in the specification parameters 

and/or limits of an AS, starting 

material/intermediate/reagent - Addition of a new 

specification parameter to the specification with its 

corresponding test method 
B.I.b.1.c - Change in the specification parameters 

and/or limits of an AS, starting 

material/intermediate/reagent - Addition of a new 

specification parameter to the specification with its 

corresponding test method 
B.I.b.1.c - Change in the specification parameters 

03/05/2019 n/a   
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and/or limits of an AS, starting 

material/intermediate/reagent - Addition of a new 

specification parameter to the specification with its 

corresponding test method 
B.I.b.1.z - Change in the specification parameters 

and/or limits of an AS, starting 

material/intermediate/reagent - Other variation 
B.I.b.2.c - Change in test procedure for AS or 

starting material/reagent/intermediate - Other 

changes to a test procedure for a reagent, which 

does not have a significant effect on the overall 

quality of the AS 
B.I.b.2.c - Change in test procedure for AS or 

starting material/reagent/intermediate - Other 

changes to a test procedure for a reagent, which 

does not have a significant effect on the overall 

quality of the AS 

 

PSUSA/10633

/201809 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

11/04/2019 n/a  PRAC Recommendation - maintenance 

IAIN/0011 B.I.a.1.a - Change in the manufacturer of AS or of a 

starting material/reagent/intermediate for AS - The 

proposed manufacturer is part of the same 

pharmaceutical group as the currently approved 

manufacturer 

 

28/03/2019 n/a   

II/0004 Extension of Indication to include treatment of 

patients with hormone receptor (HR)-positive, 

human epidermal growth factor receptor 2 (HER2)-

negative locally advanced or metastatic breast 

15/11/2018 17/12/2018 SmPC and PL Please refer to Scientific Discussion Kisqali-H-C-4213-II-

0004 
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cancer in combination with fulvestrant for Kisqali; in 

pre- or perimenopausal women, the endocrine 

therapy (aromatase inhibitor or fulvestrant) should 

be combined with a luteinizing hormone-releasing 

hormone (LHRH) agonist. The extension to the 

indication is based upon data from study 

CLEE011E2301 (A Phase III randomized, double-

blind, placebo-controlled study of LEE011 or placebo 

in combination with tamoxifen and goserelin or a 

non-steroidal aromatase inhibitor (NSAI) and 

goserelin for the treatment of premenopausal women 

with hormone receptor positive, HER2- negative, 

advanced breast cancer) and study CLEE011F2301 

(A randomized double-blind, placebo-controlled study 

of ribociclib in combination with fulvestrant for the 

treatment of men and postmenopausal women with 

hormone receptor positive, HER2 negative, advanced 

breast cancer who have received no or only one line 

of prior endocrine treatment). 
As a consequence, sections 4.1, 4.2, 4.4, 4.5, 4.6, 

4.7, 4.8, 4.9, 5.1 and 5.3 of the SmPC have been 

updated and the Package Leaflet has been updated 

accordingly. In addition, the MAH took the 

opportunity to make some editorial changes in the 

SmPC and to make an administrative update to the 

Estonian and Latvian local representatives addresses 

in the Package Leaflet. An updated RMP version 3.0 

was agreed. 
 
C.I.6.a - Change(s) to therapeutic indication(s) - 

Addition of a new therapeutic indication or 

modification of an approved one 
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PSUSA/10633

/201802 

Periodic Safety Update EU Single assessment - 

ribociclib 

 

06/09/2018 n/a  PRAC Recommendation - maintenance 

IA/0008/G This was an application for a group of variations. 
 
B.II.b.4.a - Change in the batch size (including batch 

size ranges) of the finished product - Up to 10-fold 

compared to the originally approved batch size 
B.II.b.4.b - Change in the batch size (including batch 

size ranges) of the finished product - Downscaling 

down to 10-fold 

 

23/08/2018 n/a   

IA/0007 B.II.b.3.a - Change in the manufacturing process of 

the finished or intermediate product - Minor change 

in the manufacturing process 

 

23/08/2018 n/a   

IB/0006/G This was an application for a group of variations. 
 
B.II.b.3.z - Change in the manufacturing process of 

the finished or intermediate product - Other variation 
B.II.b.3.z - Change in the manufacturing process of 

the finished or intermediate product - Other variation 

 

23/07/2018 n/a   

IG/0950 A.5.b - Administrative change - Change in the name 

and/or address of a manufacturer/importer of the 

finished product, including quality control sites 

(excluding manufacturer for batch release) 

 

18/06/2018 n/a   

T/0001 Transfer of Marketing Authorisation 

 

20/03/2018 12/04/2018 SmPC, 

Labelling and 
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