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Sponsor 
Novartis Pharmaceuticals 

Generic Drug Name 
Ribociclib 
 
 
Trial Indication(s) 
Treatment of postmenopausal women with hormone receptor positive, HER2 negative locally recurrent or advanced 
metastatic breast cancer 
 
Protocol Number 
CLEE011X2108 

Protocol Title 
A phase Ib/II study of LEE011 in combination with fulvestrant and BYL719 or BKM120 in the treatment of postmenopausal 
women with hormone receptor positive, HER2 negative locally recurrent or advanced metastatic breast cancer 

Clinical Trial Phase 
Phase 1/Phase 2 
Phase of Drug Development 
Approved 
 
Study Start/End Dates   
Study Start Date: May 2014 (Actual) 
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Primary Completion Date: April 2018 (Actual) 
Study Completion Date: April 2018 (Actual) 
Reason for Termination (If applicable) 
Based upon Novartis business decisions, the expansion/Phase II was not opened. 
 
Study Design/Methodology 
This was an open-label, multi-center Phase Ib/II study. The Phase Ib dose escalation was conducted for the two triple combinations 
arms (Arm 1 and Arm 2) and dose confirmation for the two double combination arms (Arm 3 and Arm 3A). 
The Phase II part of the study was planned but not conducted based on the emergence of higher than expected adverse events in 
the triple combinations and as a result, the expansion/Phase II was not opened. 
 
 
Centers 
11 centers in 8 countries: Spain(1), France(1), Italy(2), Singapore(1), Taiwan(1), United States(3), Korea, Republic of(1), 
United Kingdom(1) 

 
Objectives: 
Primary Objectives for Phase Ib: 
To estimate the Maximum Tolerated Dose (MTD) and/or Recommended Phase II Dose (RP2D) and schedule of the following two 
combinations in patients with HR-positive/HER2-negative advanced BC. 

 LEE011 + BKM120 + fulvestrant (Arm 1) 
 LEE011 + BYL719 + fulvestrant (Arm 2) 
In addition, to confirm the safety of the doublet arms (Arms 3 and 3A): 
 LEE011 (3 weeks on, 1 week off) + fulvestrant (Arm 3) 
 LEE011 (continuous daily dosing) + fulvestrant (Arm 3A) 

Secondary Objectives for Phase Ib:  
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 To characterize the safety and tolerability of LEE011 + BKM120 + fulvestrant, LEE011 + BYL719 + fulvestrant and LEE011 (3 
weeks on, 1 week off, or continuous daily dosing) + fulvestrant. 

 To characterize the pharmacokinetic (PK) properties of LEE011, BKM120, BYL719 within thecombinations studied and to 
compare across treatment arms; as well as to evaluate trough levels of fulvestrant in each combination and any other 
clinically significant metabolites that 

             may be identified. 
 To assess preliminary clinical anti-tumor activity of LEE011 + BKM120 + fulvestrant, LEE011 + BYL719 + fulvestrant, LEE011 

(3 weeks on, 1 week off, or continuous daily dosing) +fulvestrant. 

Test Product (s), Dose(s), and Mode(s) of Administration 
In Arm1, Arm 2, Arm 3, and Arm 3A “investigational or study drug” refers to Novartis study drugs LEE011(ribociclib), BKM120 and 
BYL719, which were packaged and supplied by Novartis Drug Supply Management.  

 Ribociclib (LEE011) was supplied as 50 mg and 200 mg capsules for oral administration. 
 BKM120 was supplied as 10 mg and 50 mg hard gelatin capsules for oral administration.  
 BYL719 was supplied as 50 mg and 200 mg tablets for oral administration. All oral medications were packaged in bottles.  
 Fulvestrant was supplied through BAP Pharma. 

A listing of patients receiving each batch of test material was provided in Appendix 16.1.6. 

Statistical Methods  
 The primary variable was the incidence of DLTs in Cycle 1. An adaptive Bayesian Logistic Regression Model (BLRM) guided 

by the escalation with overdose control (EWOC) principle was used during the dose escalation phase to guide the dose 
recommendation for next cohorts, including the MTD and/or RP2D, using the dose-determining set. 

 Efficacy analyses included best overall response, overall response rate (ORR) and progression free survival (PFS). The best 
percentage change from baseline in sum of longest diameters (SLD) in target lesions together with best overall response was 
presented using waterfall plot. These endpoints were analyzed by treatment group using the FAS 

 Analyses of safety data were done by treatment group using the safety set. Summary tables of treatment-emergent AE, 
including type of event and relation to study treatment, SAE, results of laboratory tests, .ECG and Vital signs were presented. 
Information reported prior- and/or post-treatment period was included in listings, as applicable. 

 Pharmacokinetic analysis set (PAS) was used for PK analysis. Descriptive statistics were presented for primary and 
secondary PK parameters by analyte, treatment group, and study day.  

 
Study Population: Key Inclusion/Exclusion Criteria  
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Inclusion Criteria: 
- Postmenopausal, Hormone receptor positive (HR+), HER2 negative breast cancer 
- Unlimited number of lines of endocrine therapy and up to two lines of cytotoxic chemotherapy in the metastatic setting  (Phase Ib) 
- Unlimited number of lines of endocrine therapy and one line of cytotoxic chemotherapy in the metastatic setting (Phase II) 
 
Exclusion Criteria: 
-  HER2-overexpression in the patient's tumor tissue 
-  Inadequate bone marrow function or evidence of end-organ damage 
-  Severe or uncontrolled medical issues 
-  Diabetes mellitus 
 
Other protocol-defined inclusion/exclusion criteria may apply 
 
Participant Flow Table 
Overall Study 
 LEE011 600 

mg + 
fulvestrant 

LEE011 
400mg cont. 
+ fulvestrant 

LEE011 + 
BYL719 + 

fulvestrant 

LEE011 + 
BKM120 + 
fulvestrant Total 

Arm/Group 
Description 

LEE011 - 28 
day cycles (3 
weeks on, 1 
week off),  

fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles 
(continuous 

daily dosing - 
dose 

escalating) 
fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BKM120 - 
daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

 

Started 13 15 18 24 70 
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Completed 0 2 1 3 6 
Not 
Completed 13 13 17 21 64 

Withdrawal 
by Subject 0 0 1 2 3 

progressive 
disease 11 9 12 17 49 

Physician 
Decision 1 2 0 0 3 

Adverse 
Event 1 2 4 2 9 

 
 

Baseline Characteristics  
 LEE011 600 

mg + 
fulvestrant 

LEE011 
400mg cont. 
+ fulvestrant 

LEE011 + 
BYL719 + 

fulvestrant 

LEE011 + 
BKM120 + 
fulvestrant 

Total 

Arm/Group Description 

LEE011 - 28 
day cycles (3 
weeks on, 1 
week off),  

fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles 
(continuous 

daily dosing - 
dose 

escalating) 
fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 
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Number of Participants 
[units: participants] 13 15 18 24 70 

Age Continuous 
(units: years)  
Mean ± Standard Deviation 

 59.5±8.02 57.5±8.81 60.3±11.69 56.5±10.21 58.3±9.90 

Race/Ethnicity, Customized[1] 
(units: participants)  
Count of Participants (Not Applicable) 

Asian 2 3 5 10 20 
Black or African 0 1 0 0 1 
Unknown 2 0 0 3 5 
White 9 11 13 11 44 

Race/Ethnicity, Customized[2] 
(units: participants)  
Count of Participants (Not Applicable) 

not Hispanic or Latino 6 10 16 14 46 
Not reported 7 3 2 8 20 
unknown 0 2 0 2 4 

Sex: Female, Male 
(units: participants)  
Count of Participants (Not Applicable) 

Female 13 15 18 24 70 
Male 0 0 0 0 0 

[1] Race 
[2] Ethnicity 
 
 

Summary of Efficacy 
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Primary Outcome Result(s)  
Incidence of Dose limiting toxicities (DLTs) - Phase lb only 
(Time Frame: 28 days) 
 LEE011 600 

mg + 
fulvestrant 

LEE011 
400mg cont. 
+ fulvestrant 

LEE011 + 
BYL719 + 

fulvestrant 

LEE011 + 
BKM120 + 
fulvestrant 

Arm/Group Description 

LEE011 - 28 
day cycles (3 
weeks on, 1 
week off),  

fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles 
(continuous 

daily dosing - 
dose 

escalating) 
fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

Number of Participants 
Analyzed [units: 
participants] 

13 15 15 21 

Incidence of Dose 
limiting toxicities (DLTs) 
- Phase lb only 
(units: participants) 
Count of Participants (Not 
Applicable) 

 1 1 5 5 
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Secondary Outcome Result(s) 
Plasma concentration-time profiles of LEE011, BKM120, BYL719 
(Time Frame: Day 21) 
 LEE011 

400mg+BKM12
0 

30mg+Fulvestr
ant 

LEE011 
400mg+BKM12

0 
40mg+Fulvestr

ant 

LEE011 
600mg+BKM12

0 
30mg+Fulvestr

ant 

LEE011 + 
BYL719 
200mg+ 

fulvestrant 

LEE011 
400mg+BYL719 
150mg+Fulvestr

ant 

LEE011 
400mg+BYL719 
200mg+Fulvestr

ant 

LEE011 
600 mg + 

fulvestrant 

LEE011 
400mg 
cont. + 

fulvestrant 

Arm/Grou
p 
Descriptio
n 

LEE011 
400mg+BKM12

0 
30mg+Fulvestra

nt 500mg 

LEE011 
400mg+BKM12

0 
40mg+Fulvestra

nt 500mg 

LEE011 
600mg+BKM12

0 
30mg+Fulvestra

nt 500mg 

LEE011 
200mg+BYL719 
200mg+Fulvestr

ant 

LEE011 
400mg+BYL719 

150mg+Fulvestra
nt 

LEE011 
400mg+BYL719 

200mg+Fulvestra
nt 500mg 

LEE011 - 
28 day 

cycles (3 
weeks on, 

1 week off),  
fulvestrant 
- 500 mg 
i.m. given 
on Day 1 

and Day 15 
of Cycle 1, 

then on 
Day 1 of 

each 
subsequent 

cycle. 

LEE011 - 
28 day 
cycles 

(continuous 
daily 

dosing - 
dose 

escalating) 
fulvestrant 
- 500 mg 
i.m. given 
on Day 1 

and Day 15 
of Cycle 1, 

then on 
Day 1 of 

each 
subsequent 

cycle. 
Number of 
Participant
s 
Analyzed 
[units: 
participant
s] 

10 6 8 3 6 9 13 15 

Plasma concentration-time profiles of LEE011, BKM120, BYL719 
(units: ng/mL) 
Geometric Mean (Geometric Coefficient of Variation) 
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LEE011 980 (40.8%) 1010 (67.5%) 2210 (36.0%) 284 (42.7%) 622 (33.7%) 960 (25.4%) 1840 (51.1
%) 

1110 (50.9
%) 

LEQ803 
(LEE011 
metabolite) 

157 (46.3%) 95 (95.3%) 180 (3.5%) 47.1 (84.5%) 106 (18.9%) 107 (71.2%) 168 (66.1%
) 

105 (40.1%
) 

BYL719 0 (0%) 0 (0%) 0 (0%) 1860 (14.5%) 1730 (13.7%) 2130 (36.1%) 0 (0%) 0 (0%) 
BKM120 769 (64.9%) 771 (60.0%) 482 (56.0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 

 
Overall Response Rate (ORR) 
(Time Frame: 36 months) 
 LEE011 

400mg cont. 
+ fulvestrant 

LEE011 600 
mg + 

fulvestrant 

LEE011 + 
BYL719 + 

fulvestrant 

LEE011 + 
BKM120 + 
fulvestrant 

Arm/Group Description 

LEE011 - 28 
day cycles 
(continuous 

daily dosing - 
dose 

escalating) 
fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (3 
weeks on, 1 
week off),  

fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

Number of Participants 
Analyzed [units: 
participants] 

15 13 18 24 

Overall Response Rate 
(ORR) 
(units: participants) 



 
  
 

Clinical Trial Results Website 
 

Page 10 
 

Count of Participants (Not 
Applicable) 

 2 3 3 6 

 
Progression Free Survival (PFS) (phase l only) 
(Time Frame: 24 months) 
 LEE011 600 

mg + 
fulvestrant 

LEE011 
400mg cont. 
+ fulvestrant 

LEE011 + 
BYL719 + 

fulvestrant 

LEE011 + 
BKM120 + 
fulvestrant 

Arm/Group Description 

LEE011 - 28 
day cycles (3 
weeks on, 1 
week off),  

fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles 
(continuous 

daily dosing - 
dose 

escalating) 
fulvestrant - 
500 mg i.m. 

given on Day 
1 and Day 15 

of Cycle 1, 
then on Day 1 

of each 
subsequent 

cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

LEE011 - 28 
day cycles (21 
days followed 

by a 7 day 
break - dose 
escalating) 
BYL719 - 

daily (dose 
escalating) 
fulvestrant - 

i.m. - 500 mg 
given on day 
1 and day 15 
of Cycle 1, 

then on Day 1 
of each 

subsequent 
cycle. 

Number of Participants 
Analyzed [units: 
participants] 

13 15 18 24 

Progression Free 
Survival (PFS) (phase l 
only) 
(units: participants) 
Count of Participants (Not 
Applicable) 

 11 9 12 17 
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Summary of Safety 
 
Safety Results 
 
All-Cause Mortality 
 

LEE011 
600mg+
Fulvestr

ant 
N = 13 

LEE011 
400mg 
(cont.)+
@Fulves

trant 
N = 15 

LEE011 
200mg+
@BYL71

9 
200mg+

@Fulvest
rant 
N = 3 

LEE011 
400mg+
@BYL71

9 
150mg+

@Fulvest
rant 
N = 6 

LEE011 
400mg+
@BYL71

9 
200mg+

@Fulvest
rant 
N = 9 

LEE011 
400mg+
@BKM1

20 
30mg+@
Fulvestr

ant 
N = 10 

LEE011 
400mg+
@BKM1

20 
40mg+@
Fulvestr

ant 
N = 6 

LEE011 
600mg+
@BKM1

20 
30mg+@
Fulvestr

ant 
N = 8 

All 
subjects@(
doublets)@

LEE+ 
Fulvestrant 

N = 28 

All 
subjects@
(triplets)@
LEE + BYL 

+ 
Fulvestran

t 
N = 18 

All 
subjects@
(triplets)@

LEE + 
BKM + 

Fulvestran
t 

N = 24 

All@
subje

cts 
N = 
70 

Arm/
Grou
p 
Desc
riptio
n 

LEE011 
600mg+
Fulvestr

ant 

LEE011 
400mg 
(cont.)+

@Fulvest
rant 

LEE011 
200mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
150mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BKM1

20 
30mg+@
Fulvestra

nt 

LEE011 
400mg+
@BKM1

20 
40mg+@
Fulvestra

nt 

LEE011 
600mg+
@BKM1

20 
30mg+@
Fulvestra

nt 

All 
subjects@(d
oublets)@LE

E+ 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BYL + 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BKM 

+ 
Fulvestrant 

All@s
ubject

s 

Total 
parti
cipa
nts 
affec
ted 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.0
0%) 
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Serious Adverse Events by System Organ Class 
Time Frame up to 24 months 
Source Vocabulary 
for Table Default MedDRA (21.0) 

Assessment Type 
for Table Default Systematic Assessment 

 

 

LEE011 
600mg+
Fulvestr

ant 
N = 13 

LEE011 
400mg 
(cont.)+
@Fulves

trant 
N = 15 

LEE011 
200mg+
@BYL71

9 
200mg+
@Fulves

trant 
N = 3 

LEE011 
400mg+
@BYL71

9 
150mg+
@Fulves

trant 
N = 6 

LEE011 
400mg+
@BYL71

9 
200mg+
@Fulves

trant 
N = 9 

LEE011 
400mg+
@BKM1

20 
30mg+
@Fulve
strant 
N = 10 

LEE011 
400mg+
@BKM1

20 
40mg+
@Fulve
strant 
N = 6 

LEE011 
600mg+
@BKM1

20 
30mg+
@Fulve
strant 
N = 8 

All 
subjects@(
doublets)@

LEE+ 
Fulvestrant 

N = 28 

All 
subjects@
(triplets)@
LEE + BYL 

+ 
Fulvestran

t 
N = 18 

All 
subjects@
(triplets)@

LEE + 
BKM + 

Fulvestran
t 

N = 24 

All@
subje

cts 
N = 
70 

Arm/Gr
oup 
Descrip
tion 

LEE011 
600mg+
Fulvestr

ant 

LEE011 
400mg 
(cont.)+

@Fulvest
rant 

LEE011 
200mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
150mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BKM1

20 
30mg+@
Fulvestra

nt 

LEE011 
400mg+
@BKM1

20 
40mg+@
Fulvestra

nt 

LEE011 
600mg+
@BKM1

20 
30mg+@
Fulvestra

nt 

All 
subjects@(d
oublets)@L

EE+ 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BYL 

+ 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BKM 

+ 
Fulvestrant 

All@s
ubject

s 

Total 
particip
ants 
affecte
d 

8 (61.54
%) 

3 (20.00
%) 

0 (0.00%) 3 (50.00
%) 

3 (33.33
%) 

3 (30.00
%) 

2 (33.33
%) 

4 (50.00
%) 

11 (39.29%) 6 (33.33%) 9 (37.50%) 26 (3
7.14
%) 

Blood 
and 
lympha
tic 
system 
disorde
rs 

                        

Leuko
penia 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 
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Neutr
openi
a 

2 (15.38
%) 

1 (6.67%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 

3 (10.71%) 0 (0.00%) 1 (4.17%) 4 (5.7
1%) 

Cardiac 
disorde
rs 

                        

Atrial 
fibrilla
tion 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Gastroi
ntestin
al 
disorde
rs 

                        

Naus
ea 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Small 
intesti
nal 
obstr
uction 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Vomit
ing 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2
9%) 

General 
disorde
rs and 
admini
stration 
site 
conditi
ons 

                        

Fatig
ue 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Non-
cardia
c 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 
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chest 
pain 
Pyrex
ia 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

2 (25.00
%) 

1 (3.57%) 0 (0.00%) 2 (8.33%) 3 (4.2
9%) 

Hepato
biliary 
disorde
rs 

                        

Drug-
induc
ed 
liver 
injury 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 1 (16.67
%) 

0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 

Hepat
ic 
functi
on 
abnor
mal 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Infectio
ns and 
infestat
ions 

                        

Bronc
hitis 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Pneu
monia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%) 0 (0.00%) 1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 1 (5.56%) 1 (4.17%) 3 (4.2
9%) 

Pyelo
nephr
itis 
acute 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

Sepsi
s 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

Urinar
y tract 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (10.00
%) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8
6%) 
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infecti
on 
Varic
ella 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 

Injury, 
poisoni
ng and 
proced
ural 
compli
cations 

                        

Overd
ose 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (7.14%) 0 (0.00%) 0 (0.00%) 2 (2.8
6%) 

Investi
gations 

                        

Alani
ne 
amino
transf
erase 
increa
sed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 1 (16.67
%) 

0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 

Aspar
tate 
amino
transf
erase 
increa
sed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 1 (16.67
%) 

0 (0.00%) 1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8
6%) 

Muscul
oskelet
al and 
connec
tive 
tissue 
disorde
rs 
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Musc
ulosk
eletal 
chest 
pain 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Pain 
in 
extre
mity 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 

Neopla
sms 
benign, 
malign
ant and 
unspec
ified 
(incl 
cysts 
and 
polyps) 

                        

Metas
tases 
to 
centr
al 
nervo
us 
syste
m 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 1 (16.67
%) 

0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 

Tumo
ur 
pain 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Nervou
s 
system 
disorde
rs 

                        



 
  
 

Clinical Trial Results Website 
 

Page 17 
 

Sync
ope 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%) 1 (16.67
%) 

0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (7.14%) 1 (5.56%) 0 (0.00%) 3 (4.2
9%) 

Psychi
atric 
disorde
rs 

                        

Deliri
um 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Ment
al 
status 
chang
es 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Renal 
and 
urinary 
disorde
rs 

                        

Acute 
kidne
y 
injury 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

Respira
tory, 
thoraci
c and 
medias
tinal 
disorde
rs 

                        

Dysp
noea 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Inters
titial 
lung 
disea
se 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4
3%) 
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Pleur
al 
effusi
on 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

Pulm
onary 
embol
ism 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4
3%) 

Skin 
and 
subcut
aneous 
tissue 
disorde
rs 

                        

Ecze
ma 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

Rash 
macul
o-
papul
ar 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 

0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4
3%) 

 
 

Other Adverse Events by System Organ Class 
Time Frame up to 24 months 
Source Vocabulary for Table Default MedDRA (21.0) 
Assessment Type for Table Default Systematic Assessment 
Frequent Event Reporting Threshold 5% 

 

 LEE011 
600mg+

LEE011 
400mg 

LEE011 
200mg+

LEE011 
400mg+

LEE011 
400mg+

LEE011 
400mg+

LEE011 
400mg+

LEE011 
600mg+

All 
subjects@(

All 
subjects@

All 
subjects@

All@
subje
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Fulvest
rant 

N = 13 

(cont.)+
@Fulves

trant 
N = 15 

@BYL71
9 

200mg+
@Fulves

trant 
N = 3 

@BYL71
9 

150mg+
@Fulves

trant 
N = 6 

@BYL71
9 

200mg+
@Fulves

trant 
N = 9 

@BKM1
20 

30mg+
@Fulve
strant 
N = 10 

@BKM1
20 

40mg+
@Fulve
strant 
N = 6 

@BKM1
20 

30mg+
@Fulve
strant 
N = 8 

doublets)@
LEE+ 

Fulvestrant 
N = 28 

(triplets)@
LEE + 
BYL + 

Fulvestran
t 

N = 18 

(triplets)@
LEE + 
BKM + 

Fulvestran
t 

N = 24 

cts 
N = 
70 

Arm/Grou
p 
Descripti
on 

LEE011 
600mg+
Fulvestr

ant 

LEE011 
400mg 
(cont.)+

@Fulvest
rant 

LEE011 
200mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
150mg+

@Fulvest
rant 

LEE011 
400mg+
@BYL71

9 
200mg+

@Fulvest
rant 

LEE011 
400mg+
@BKM1

20 
30mg+

@Fulves
trant 

LEE011 
400mg+
@BKM1

20 
40mg+

@Fulves
trant 

LEE011 
600mg+
@BKM1

20 
30mg+

@Fulves
trant 

All 
subjects@(d
oublets)@L

EE+ 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BYL 

+ 
Fulvestrant 

All 
subjects@(
triplets)@L
EE + BKM 

+ 
Fulvestrant 

All@s
ubject

s 

Total 
participa
nts 
affected 

13 (100.
00%) 

15 (100.0
0%) 

3 (100.00
%) 

6 (100.00
%) 

9 (100.00
%) 

10 (100.
00%) 

6 (100.0
0%) 

8 (100.0
0%) 

28 (100.00
%) 

18 (100.00
%) 

24 (100.00
%) 

70 (1
00.00

%) 

Blood 
and 
lymphatic 
system 
disorders 

                        

Anaemi
a 

6 (46.15
%) 

2 (13.33
%) 

0 (0.00%
) 

1 (16.67
%) 

2 (22.22
%) 

0 (0.00%
) 

1 (16.67
%) 

2 (25.00
%) 8 (28.57%) 3 (16.67%) 3 (12.50%) 

14 (2
0.00
%) 

Anaemi
a 
macroc
ytic 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Increas
ed 
tendenc
y to 
bruise 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Leukop
enia 

1 (7.69
%) 

2 (13.33
%) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 3 (10.71%) 1 (5.56%) 2 (8.33%) 6 (8.5

7%) 
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Lympho
penia 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 0 (0.00%) 2 (2.8

6%) 

Neutrop
enia 

10 (76.9
2%) 

10 (66.67
%) 

0 (0.00%
) 

1 (16.67
%) 

7 (77.78
%) 

8 (80.00
%) 

4 (66.67
%) 

5 (62.50
%) 20 (71.43%) 8 (44.44%) 17 (70.83

%) 
45 (6
4.29
%) 

Thromb
ocytope
nia 

3 (23.08
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

5 (55.56
%) 

2 (20.00
%) 

2 (33.33
%) 

2 (25.00
%) 3 (10.71%) 5 (27.78%) 6 (25.00%) 

14 (2
0.00
%) 

Cardiac 
disorders 

                        

Atrioven
tricular 
block 
first 
degree 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Palpitati
ons 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Pericard
ial 
effusion 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Sinus 
bradyca
rdia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Suprave
ntricular 
tachyca
rdia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Tachyc
ardia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 
Endocrin
e 
disorders 

                        

Hypothy
roidism 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
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Eye 
disorders 

                        

Astheno
pia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Catarac
t 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Corneal 
deposits 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Dry eye 1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 
Eye 
swelling 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Lacrima
tion 
increas
ed 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Ocular 
hyperae
mia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Strabis
mus 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Vision 
blurred 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 
Gastroint
estinal 
disorders 

                        

Abdomi
nal 
discomf
ort 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Abdomi
nal 
distensi
on 

1 (7.69
%) 

1 (6.67%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 0 (0.00%) 3 (4.2

9%) 
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Abdomi
nal pain 

1 (7.69
%) 

5 (33.33
%) 

2 (66.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 6 (21.43%) 2 (11.11%) 1 (4.17%) 9 (12.

86%) 
Abdomi
nal pain 
upper 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 

Aphthou
s ulcer 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Ascites 1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Bowel 
movem
ent 
irregular
ity 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Constip
ation 

1 (7.69
%) 

4 (26.67
%) 

2 (66.67
%) 

2 (33.33
%) 

1 (11.11
%) 

2 (20.00
%) 

1 (16.67
%) 

1 (12.50
%) 5 (17.86%) 5 (27.78%) 4 (16.67%) 

14 (2
0.00
%) 

Diarrho
ea 

4 (30.77
%) 

4 (26.67
%) 

3 (100.00
%) 

2 (33.33
%) 

3 (33.33
%) 

4 (40.00
%) 

2 (33.33
%) 

4 (50.00
%) 8 (28.57%) 8 (44.44%) 10 (41.67

%) 
26 (3
7.14
%) 

Dry 
mouth 

0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 0 (0.00%) 2 (2.8

6%) 

Dyspep
sia 

0 (0.00
%) 

1 (6.67%
) 

1 (33.33
%) 

1 (16.67
%) 

3 (33.33
%) 

1 (10.00
%) 

2 (33.33
%) 

1 (12.50
%) 1 (3.57%) 5 (27.78%) 4 (16.67%) 

10 (1
4.29
%) 

Dyspha
gia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 
Epigastr
ic 
discomf
ort 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Eructati
on 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Faeces 
soft 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
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Flatulen
ce 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 
Gastroo
esopha
geal 
reflux 
disease 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

2 (33.33
%) 

1 (12.50
%) 1 (3.57%) 1 (5.56%) 4 (16.67%) 6 (8.5

7%) 

Haemor
rhoids 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

2 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 2 (11.11%) 0 (0.00%) 4 (5.7

1%) 
Mouth 
ulcerati
on 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Nausea 7 (53.85
%) 

9 (60.00
%) 

2 (66.67
%) 

3 (50.00
%) 

7 (77.78
%) 

6 (60.00
%) 

4 (66.67
%) 

7 (87.50
%) 16 (57.14%) 12 (66.67

%) 
17 (70.83

%) 
45 (6
4.29
%) 

Odynop
hagia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Oesoph
agitis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 
Oral 
pain 

2 (15.38
%) 

1 (6.67%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 3 (10.71%) 1 (5.56%) 1 (4.17%) 5 (7.1

4%) 

Stomatit
is 

0 (0.00
%) 

3 (20.00
%) 

1 (33.33
%) 

0 (0.00%
) 

5 (55.56
%) 

2 (20.00
%) 

1 (16.67
%) 

2 (25.00
%) 3 (10.71%) 6 (33.33%) 5 (20.83%) 

14 (2
0.00
%) 

Vomitin
g 

5 (38.46
%) 

3 (20.00
%) 

2 (66.67
%) 

1 (16.67
%) 

2 (22.22
%) 

4 (40.00
%) 

2 (33.33
%) 

2 (25.00
%) 8 (28.57%) 5 (27.78%) 8 (33.33%) 

21 (3
0.00
%) 

General 
disorders 
and 
administr
ation site 
condition
s 
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Astheni
a 

1 (7.69
%) 

3 (20.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 4 (14.29%) 1 (5.56%) 2 (8.33%) 7 (10.

00%) 
Cathete
r site 
dermatit
is 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Cathete
r site 
pain 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Cathete
r site 
pruritus 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Chest 
discomf
ort 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (22.22
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 2 (11.11%) 0 (0.00%) 2 (2.8

6%) 

Chills 0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 1 (4.17%) 4 (5.7

1%) 

Fatigue 9 (69.23
%) 

8 (53.33
%) 

1 (33.33
%) 

3 (50.00
%) 

6 (66.67
%) 

6 (60.00
%) 

4 (66.67
%) 

4 (50.00
%) 17 (60.71%) 10 (55.56

%) 
14 (58.33

%) 
41 (5
8.57
%) 

Gait 
disturba
nce 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (20.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 

Impaire
d 
healing 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Influenz
a like 
illness 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Injection 
site pain 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Malaise 1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 
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Mucosal 
inflamm
ation 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Non-
cardiac 
chest 
pain 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Oedem
a 
peripher
al 

0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

1 (16.67
%) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 2 (7.14%) 2 (11.11%) 2 (8.33%) 6 (8.5

7%) 

Pain 0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Periphe
ral 
swelling 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 

Pyrexia 3 (23.08
%) 

2 (13.33
%) 

0 (0.00%
) 

2 (33.33
%) 

1 (11.11
%) 

1 (10.00
%) 

1 (16.67
%) 

2 (25.00
%) 5 (17.86%) 3 (16.67%) 4 (16.67%) 

12 (1
7.14
%) 

Temper
ature 
intolera
nce 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 

Immune 
system 
disorders 

                        

Contras
t media 
reaction 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Drug 
hyperse
nsitivity 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Infections 
and 
infestatio
ns 
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Cathete
r site 
infection 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Conjunc
tivitis 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Ear 
infection 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Ear 
infection 
fungal 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Escheri
chia 
infection 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Escheri
chia 
urinary 
tract 
infection 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Hepatiti
s B 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Herpes 
simplex 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Herpes 
virus 
infection 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Influenz
a 

0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 

Mastitis 0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Nasoph
aryngitis 

0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 1 (4.17%) 4 (5.7

1%) 
Oral 
candidia
sis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 



 
  
 

Clinical Trial Results Website 
 

Page 27 
 

Orophar
yngeal 
candidia
sis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Pneumo
nia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 
Tinea 
infection 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Tooth 
infection 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Upper 
respirat
ory tract 
infection 

2 (15.38
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

2 (22.22
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 3 (10.71%) 3 (16.67%) 1 (4.17%) 7 (10.

00%) 

Urinary 
tract 
infection 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 

Vulvova
ginal 
candidia
sis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Injury, 
poisonin
g and 
procedur
al 
complicat
ions 

                        

Foot 
fracture 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Infusion 
related 
reaction 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Overdo
se 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 1 (4.17%) 3 (4.2

9%) 



 
  
 

Clinical Trial Results Website 
 

Page 28 
 

Radiatio
n 
pneumo
nitis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Wound 
complic
ation 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Investigat
ions 

                        

Alanine 
aminotr
ansfera
se 
increas
ed 

4 (30.77
%) 

4 (26.67
%) 

2 (66.67
%) 

5 (83.33
%) 

1 (11.11
%) 

5 (50.00
%) 

3 (50.00
%) 

3 (37.50
%) 8 (28.57%) 8 (44.44%) 11 (45.83

%) 
27 (3
8.57
%) 

Amylas
e 
increas
ed 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 2 (7.14%) 0 (0.00%) 2 (8.33%) 4 (5.7

1%) 

Aspartat
e 
aminotr
ansfera
se 
increas
ed 

5 (38.46
%) 

4 (26.67
%) 

1 (33.33
%) 

5 (83.33
%) 

1 (11.11
%) 

5 (50.00
%) 

4 (66.67
%) 

5 (62.50
%) 9 (32.14%) 7 (38.89%) 14 (58.33

%) 
30 (4
2.86
%) 

Blood 
alkaline 
phosph
atase 
increas
ed 

2 (15.38
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (25.00
%) 3 (10.71%) 1 (5.56%) 2 (8.33%) 6 (8.5

7%) 

Blood 
bilirubin 
increas
ed 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

2 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 2 (11.11%) 1 (4.17%) 5 (7.1

4%) 
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Blood 
calcium 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Blood 
chloride 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Blood 
chloride 
increas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Blood 
creatini
ne 
increas
ed 

2 (15.38
%) 

2 (13.33
%) 

0 (0.00%
) 

2 (33.33
%) 

1 (11.11
%) 

3 (30.00
%) 

1 (16.67
%) 

0 (0.00%
) 4 (14.29%) 3 (16.67%) 4 (16.67%) 

11 (1
5.71
%) 

Blood 
glucose 
increas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Blood 
lactate 
dehydro
genase 
increas
ed 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Blood 
potassiu
m 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Blood 
sodium 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
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Electroc
ardiogra
m QT 
prolong
ed 

2 (15.38
%) 

2 (13.33
%) 

0 (0.00%
) 

1 (16.67
%) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 4 (14.29%) 2 (11.11%) 2 (8.33%) 8 (11.

43%) 

Gamma
-
glutamyl
transfer
ase 
increas
ed 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 1 (4.17%) 3 (4.2

9%) 

Haemat
ocrit 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 

Haemo
globin 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Heart 
rate 
increas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Lipase 
increas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Lympho
cyte 
count 
decreas
ed 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

1 (16.67
%) 

1 (12.50
%) 2 (7.14%) 0 (0.00%) 3 (12.50%) 5 (7.1

4%) 

Monocy
te count 
increas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
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Neutrop
hil count 
decreas
ed 

2 (15.38
%) 

2 (13.33
%) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (20.00
%) 

1 (16.67
%) 

1 (12.50
%) 4 (14.29%) 1 (5.56%) 4 (16.67%) 9 (12.

86%) 

Platelet 
count 
decreas
ed 

3 (23.08
%) 

0 (0.00%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

2 (25.00
%) 3 (10.71%) 1 (5.56%) 3 (12.50%) 7 (10.

00%) 

Protein 
total 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Transa
minases 
increas
ed 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

2 (25.00
%) 1 (3.57%) 0 (0.00%) 3 (12.50%) 4 (5.7

1%) 

Weight 
decreas
ed 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (33.33
%) 

1 (11.11
%) 

1 (10.00
%) 

3 (50.00
%) 

1 (12.50
%) 0 (0.00%) 3 (16.67%) 5 (20.83%) 8 (11.

43%) 

Weight 
increas
ed 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

White 
blood 
cell 
count 
decreas
ed 

4 (30.77
%) 

2 (13.33
%) 

1 (33.33
%) 

0 (0.00%
) 

1 (11.11
%) 

2 (20.00
%) 

1 (16.67
%) 

2 (25.00
%) 6 (21.43%) 2 (11.11%) 5 (20.83%) 

13 (1
8.57
%) 

Metabolis
m and 
nutrition 
disorders 

                        

Decreas
ed 
appetite 

6 (46.15
%) 

2 (13.33
%) 

1 (33.33
%) 

1 (16.67
%) 

4 (44.44
%) 

3 (30.00
%) 

3 (50.00
%) 

5 (62.50
%) 8 (28.57%) 6 (33.33%) 11 (45.83

%) 
25 (3
5.71
%) 
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Dehydr
ation 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

2 (20.00
%) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 3 (12.50%) 4 (5.7

1%) 
Hyperca
lcaemia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 
Hyperch
olestero
laemia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Hypergl
ycaemia 

2 (15.38
%) 

0 (0.00%
) 

2 (66.67
%) 

5 (83.33
%) 

5 (55.56
%) 

4 (40.00
%) 

1 (16.67
%) 

4 (50.00
%) 2 (7.14%) 12 (66.67

%) 9 (37.50%) 
23 (3
2.86
%) 

Hyperka
laemia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Hyperm
agnesa
emia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Hypern
atraemi
a 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Hypoalb
uminae
mia 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 0 (0.00%) 3 (4.2

9%) 

Hypocal
caemia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 
Hypogly
caemia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Hypokal
aemia 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (33.33
%) 

0 (0.00%
) 

1 (10.00
%) 

2 (33.33
%) 

0 (0.00%
) 1 (3.57%) 2 (11.11%) 3 (12.50%) 6 (8.5

7%) 
Hypoma
gnesae
mia 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 1 (3.57%) 1 (5.56%) 1 (4.17%) 3 (4.2

9%) 

Hyponat
raemia 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 1 (4.17%) 4 (5.7

1%) 
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Hypoph
osphata
emia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

2 (25.00
%) 0 (0.00%) 0 (0.00%) 3 (12.50%) 3 (4.2

9%) 

Musculos
keletal 
and 
connectiv
e tissue 
disorders 

                        

Arthralgi
a 

2 (15.38
%) 

4 (26.67
%) 

0 (0.00%
) 

1 (16.67
%) 

1 (11.11
%) 

2 (20.00
%) 

1 (16.67
%) 

2 (25.00
%) 6 (21.43%) 2 (11.11%) 5 (20.83%) 

13 (1
8.57
%) 

Back 
pain 

1 (7.69
%) 

3 (20.00
%) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (20.00
%) 

1 (16.67
%) 

1 (12.50
%) 4 (14.29%) 1 (5.56%) 4 (16.67%) 9 (12.

86%) 
Bone 
pain 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 0 (0.00%) 2 (2.8

6%) 
Joint 
swelling 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Muscle 
spasms 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

3 (30.00
%) 

0 (0.00%
) 

1 (12.50
%) 1 (3.57%) 0 (0.00%) 4 (16.67%) 5 (7.1

4%) 
Muscula
r 
weakne
ss 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 

Musculo
skeletal 
chest 
pain 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 

Musculo
skeletal 
pain 

2 (15.38
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (20.00
%) 

0 (0.00%
) 

0 (0.00%
) 4 (14.29%) 0 (0.00%) 2 (8.33%) 6 (8.5

7%) 

Myalgia 1 (7.69
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 3 (10.71%) 0 (0.00%) 1 (4.17%) 4 (5.7

1%) 
Neck 
pain 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
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Osteon
ecrosis 
of jaw 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Pain in 
extremit
y 

1 (7.69
%) 

3 (20.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 4 (14.29%) 0 (0.00%) 1 (4.17%) 5 (7.1

4%) 

Pain in 
jaw 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Scoliosi
s 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Neoplas
ms 
benign, 
malignant 
and 
unspecifi
ed (incl 
cysts and 
polyps) 

                        

Maligna
nt 
melano
ma 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Nervous 
system 
disorders 

                        

Ataxia 0 (0.00
%) 

0 (0.00%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Dizzine
ss 

2 (15.38
%) 

1 (6.67%
) 

1 (33.33
%) 

2 (33.33
%) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 3 (10.71%) 4 (22.22%) 2 (8.33%) 9 (12.

86%) 
Dysgeu
sia 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (33.33
%) 

3 (37.50
%) 2 (7.14%) 0 (0.00%) 5 (20.83%) 7 (10.

00%) 

Headac
he 

1 (7.69
%) 

3 (20.00
%) 

1 (33.33
%) 

4 (66.67
%) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

2 (25.00
%) 4 (14.29%) 5 (27.78%) 3 (12.50%) 

12 (1
7.14
%) 



 
  
 

Clinical Trial Results Website 
 

Page 35 
 

Hypera
esthesia 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Hypoae
sthesia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 
Migrain
e with 
aura 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Neuralgi
a 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Neurop
athy 
peripher
al 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 

Paraest
hesia 

0 (0.00
%) 

0 (0.00%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Parosmi
a 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Periphe
ral 
sensory 
neuropa
thy 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Somnol
ence 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Syncop
e 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 

Tremor 0 (0.00
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 0 (0.00%) 2 (2.8

6%) 
Visual 
field 
defect 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Psychiatr
ic 
disorders 
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Anxiety 2 (15.38
%) 

1 (6.67%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

2 (20.00
%) 

0 (0.00%
) 

2 (25.00
%) 3 (10.71%) 1 (5.56%) 4 (16.67%) 8 (11.

43%) 
Confusi
onal 
state 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Depress
ed 
mood 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Depress
ion 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 2 (8.33%) 4 (5.7

1%) 
Emotion
al 
distress 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Insomni
a 

0 (0.00
%) 

1 (6.67%
) 

1 (33.33
%) 

1 (16.67
%) 

3 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

2 (25.00
%) 1 (3.57%) 5 (27.78%) 2 (8.33%) 8 (11.

43%) 
Mood 
altered 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

2 (25.00
%) 0 (0.00%) 0 (0.00%) 3 (12.50%) 3 (4.2

9%) 
Mood 
swings 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Renal 
and 
urinary 
disorders 

                        

Acute 
kidney 
injury 

0 (0.00
%) 

0 (0.00%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Chroma
turia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Dysuria 1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 

Nocturia 0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Pollakiu
ria 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
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Strangu
ry 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Urinary 
hesitatio
n 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Reproduc
tive 
system 
and 
breast 
disorders 

                        

Breast 
pain 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Vaginal 
haemorr
hage 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Vulvova
ginal 
dryness 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Respirato
ry, 
thoracic 
and 
mediastin
al 
disorders 

                        

Chronic 
obstruct
ive 
pulmon
ary 
disease 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Cough 5 (38.46
%) 

0 (0.00%
) 

1 (33.33
%) 

1 (16.67
%) 

2 (22.22
%) 

1 (10.00
%) 

1 (16.67
%) 

0 (0.00%
) 5 (17.86%) 4 (22.22%) 2 (8.33%) 

11 (1
5.71
%) 
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Dyspho
nia 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 
Dyspno
ea 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (20.00
%) 

0 (0.00%
) 

2 (25.00
%) 1 (3.57%) 0 (0.00%) 4 (16.67%) 5 (7.1

4%) 
Dyspno
ea 
exertion
al 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 

Hypoxia 0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Interstiti
al lung 
disease 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Nasal 
congesti
on 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Orophar
yngeal 
pain 

1 (7.69
%) 

1 (6.67%
) 

1 (33.33
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 1 (5.56%) 0 (0.00%) 3 (4.2

9%) 

Paranas
al sinus 
hyperse
cretion 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Pneumo
nitis 

2 (15.38
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 2 (7.14%) 0 (0.00%) 1 (4.17%) 3 (4.2

9%) 
Producti
ve 
cough 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 1 (5.56%) 0 (0.00%) 2 (2.8

6%) 

Respirat
ory tract 
congesti
on 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 

Rhinorr
hoea 

1 (7.69
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

2 (22.22
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 2 (7.14%) 2 (11.11%) 0 (0.00%) 4 (5.7

1%) 
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Sinus 
congesti
on 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Wheezi
ng 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Skin and 
subcutan
eous 
tissue 
disorders 

                        

Alopeci
a 

0 (0.00
%) 

1 (6.67%
) 

1 (33.33
%) 

1 (16.67
%) 

2 (22.22
%) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 4 (22.22%) 1 (4.17%) 6 (8.5

7%) 
Dermati
tis 
allergic 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Dry skin 0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

3 (30.00
%) 

2 (33.33
%) 

1 (12.50
%) 1 (3.57%) 0 (0.00%) 6 (25.00%) 7 (10.

00%) 

Eczema 0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Erythem
a 

0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 1 (4.17%) 2 (2.8

6%) 
Madaro
sis 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Nail 
disorder 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
Palmar-
plantar 
erythrod
ysaesth
esia 
syndro
me 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (16.67
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 0 (0.00%) 1 (1.4

3%) 

Pruritus 4 (30.77
%) 

4 (26.67
%) 

0 (0.00%
) 

1 (16.67
%) 

1 (11.11
%) 

2 (20.00
%) 

3 (50.00
%) 

3 (37.50
%) 8 (28.57%) 2 (11.11%) 8 (33.33%) 

18 (2
5.71
%) 
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Rash 1 (7.69
%) 

2 (13.33
%) 

1 (33.33
%) 

1 (16.67
%) 

6 (66.67
%) 

5 (50.00
%) 

1 (16.67
%) 

4 (50.00
%) 3 (10.71%) 8 (44.44%) 10 (41.67

%) 
21 (3
0.00
%) 

Rash 
maculo-
papular 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

3 (30.00
%) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 1 (5.56%) 4 (16.67%) 5 (7.1

4%) 

Rash 
pruritic 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 
Skin 
discolou
ration 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Skin 
exfoliati
on 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 1 (5.56%) 1 (4.17%) 2 (2.8

6%) 

Skin 
hypopig
mentati
on 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Skin 
irritation 

1 (7.69
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 

Urticaria 0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

0 (0.00%
) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 

Vitiligo 0 (0.00
%) 

1 (6.67%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 1 (3.57%) 0 (0.00%) 0 (0.00%) 1 (1.4

3%) 
Vascular 
disorders 

                        

Hot 
flush 

1 (7.69
%) 

2 (13.33
%) 

0 (0.00%
) 

0 (0.00%
) 

1 (11.11
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 3 (10.71%) 1 (5.56%) 0 (0.00%) 4 (5.7

1%) 
Hypoten
sion 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (10.00
%) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 2 (8.33%) 2 (2.8

6%) 
Periphe
ral 
coldnes
s 

0 (0.00
%) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

0 (0.00%
) 

1 (12.50
%) 0 (0.00%) 0 (0.00%) 1 (4.17%) 1 (1.4

3%) 
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Other Relevant Findings 
 
RP2D/MTD: 
 
The RP2D for Arm 3 was confirmed at LEE011 600 mg (3 weeks on, 1week off) + fulvestrant. The RP2D for Arm 3A was confirmed at LEE011 
400 mg continuous + fulvestrant. 
 
The combination of LEE011 400 mg (3 weeks on, 1 week off) +BKM120 30 mg (daily) + fulvestrant was determined to be the RP2D. Dose 
escalation in the triplet combinations were stopped due to elevated rates of adverse events considered incompatible with long-term dosing. As a 
result, the RP2D was not determined for the combination of LEE011 + BYL719 + fulvestrant. The MTD was not declared for any of the arms. 

Conclusion: 
 LEE011 (Ribociclib) 600 mg (3 weeks on, 1 week off regimen) + fulvestrant 500 mg (dosed on Days 1 and 15 in Cycle 1, and 

Day 1 of each subsequent cycle) was confirmed as the RP2D in patients with HR-positive/HER2-negative advanced breast 
cancer. 

 LEE011 (Ribociclib) in combination with fulvestrant demonstrated clinical activity in patients with HR-positive/HER2-negative 
advanced breast cancer who had failed or progressed on AI treatment. 

 LEE011 (Ribociclib) 400 mg (3 weeks on, 1 week off regimen) + BKM120 30 mg (daily) + fulvestrant 500 mg was confirmed 
as the RP2D for this triplet combination in patients with HRpositive/HER2-negative advanced breast cancer. 

 Dose escalations in the triplet combinations were stopped due to elevated rates of adverse events considered incompatible 
with long-term dosing. As a result, the RP2D was not determined for the combination of LEE011 + BYL719 + fulvestrant. 

 LEE011 (Ribociclib) in combination with BKM120 plus fulvestrant demonstrated clinical activity in patients with HR-
positive/HER2-negative advanced breast cancer who had failed or progressed on AI treatment. 

 PK results on Cycle 1 Day 21 following administration of LEE011 (Ribociclib) 400 mg (continuous daily dosing) or 600 mg (3 
weeks on, 1 week off regimen) + fulvestrant in combination with BYL719 or BKM120, suggested no marked differences in 
LEE011 (Ribociclib) PK in the presence of any of the combination partners. 

 

Date of Clinical Trial Report 
11March2019 


