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Continue Study Treatment 

Discontinue Study Treatment 

Bilirubin≥2x
ULN (>35% 

direct) 
INR>1.5, if 
measured*

ALT≥3xULN
ALT

≥8xULN

Symptoms of 
liver injury

or 
hypersensitivity

No

Yes

YesYes

No No No

See algorithm 
for continued 
therapy with 

increased liver 
chemistry 
monitoring

Yes

*INR value not applicable to subjects on anticoagulants 

ALT 
≥3xULN 

but 
<8xULN

Yes

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*
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∀∀

Continue Study Treatment   and   Monitor Liver Chemistry

Discontinue Study Treatment 

ALT≥5xULN 
but <8xULN

+ bili <2xULN +
no symptoms

No Yes

ALT ≥3xULN 
but <5xULN

+ bili <2xULN  +
no symptoms

Able to 
monitor  
weekly 
for  ≥2 
weeks

Persists for 
≥2 weeks  
or other 
stopping 
criteria  

met

No

YesYes

Yes

NoNo

Able to 
monitor  
weekly 
for  ≥4 
weeks

Persists for 
≥4 weeks  
or other 
stopping 
criteria  

met

NoYes Yes Yes Yes

ALT ≥5xULN ALT <5xULN 
Yes Yes

*INR value not applicable to subjects on anticoagulants 

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*
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Study Visits Visit 1*
Screening#

Visit 2*
Randomisation

Visit 3
Phone call 1

Visit 4** Visit 5
Phone call 2

Visit 6 Early Withdrawal

Study week (± specified no. of days) Early Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
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Study Visits Visit 1*
Screening#

Visit 2*
Randomisation

Visit 3
Phone call 1

Visit 4** Visit 5
Phone call 2

Visit 6 Early Withdrawal

Study week (± specified no. of days) Early Withdrawal

Visit x x x x x
Phone interview x x

x x
Inhaler correct use assessment

x x x
Medication Assessments

x x x x x
x x

x x x
RAMOS/eCRF

x x x x x
x x x x x x x
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GlaxoSmithKline group of 

companies

Trademarks not owned by the GlaxoSmithKline 
group of companies
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ACT , MARS-A, 
AQLQ, EQ-5D, 

Spirometry

Relvar 92/22 or 184/22 μg

ICS/LABA DPI on the market

Seretide®, Symbicort®

1-7 daysACT < 20

V2, errors ass-t:
• Read,

•Demonstration by HCP,

•1 dose,

•Errors asst & correction

Possibility to combine 
V1+V2= Day 0 V4, errors ass-t:

•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

V6, errors ass-t:
•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

ACT, safety ACT, safety
ACT , MARS-A, 

PASAP, 
Spirometry

ACT , MARS-A, 
AQLQ, EQ-5D
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Liver Chemistry Stopping Criteria - Liver Stopping Event

ALT-absolute ∀

ALT Increase ∀ ∀

∀ ∀

Bilirubin1, 2 ∀ and ∀

INR2 ∀ and

Cannot 
Monitor

∀ ∀

∀ ∀

Symptomatic3 ∀

Required Actions and Follow up Assessments following ANY Liver Stopping Event

Actions Follow Up Assessments

!

! within 24 hours
!

2

!

!

MONITORING
! Do not restart/rechallenge

is 

!

!

!

!

!
∀

2017N339371_00



2014N190259_02
HZA116492

81

granted 
! not  allowed or not 

granted

MONITORING:
For bilirubin or INR criteria:
!

24 
hrs

!

!

For All other criteria:

!

24-
72 hrs 

!

!

!

!

!

For bilirubin or INR criteria:
!

!

NOTE: 
not required in China

!

∀ and ∀
record presence of detectable urinary 

bilirubin on dipstick
∀ and ∀ ∀ and

must be reported as an SAE (excluding 
studies of hepatic impairment or cirrhosis)

2017N339371_00



2014N190259_02
HZA116492

82

Liver Chemistry Increased Monitoring Criteria – Liver Monitoring Event

Criteria Actions

∀ and
without

and

∀ and
without

and

! within 24 hours

!

!

!

! ∀

!
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy

Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
x x

Inhaler correct use 
assessment

x x x
Medication Assessments

x x x x x

x x
x x x

RAMOS/eCRF
x x

x x x x x x x
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
x x

Inhaler correct use 
assessment
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Critical and non-critical 

errors record
x x x

Medication Assessments
x x x x x

x x
x x x

RAMOS/eCRF
x x

x x x x x x x

Note: All adverse events will be recorded in the source documents but only information regarding non-serious 
adverse drug reactions (ADRs) and serious adverse events (SAEs) will be documented and reported in the 
eCRF.
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Continue Study Treatment 

Discontinue Study Treatment 

Bilirubin≥2x
ULN (>35% 

direct) 
INR>1.5, if 
measured*

ALT≥3xULN
ALT

≥8xULN

Symptoms of 
liver injury

or 
hypersensitivity

No

Yes

YesYes

No No No

See algorithm 
for continued 
therapy with 

increased liver 
chemistry 
monitoring

Yes

*INR value not applicable to subjects on anticoagulants 

ALT 
≥3xULN 

but 
<8xULN

Yes

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*

∀∀

Continue Study Treatment   and   Monitor Liver Chemistry

Discontinue Study Treatment 

ALT≥5xULN 
but <8xULN

+ bili <2xULN +
no symptoms

No Yes

ALT ≥3xULN 
but <5xULN

+ bili <2xULN  +
no symptoms

Able to 
monitor  
weekly 
for  ≥2 
weeks

Persists for 
≥2 weeks  
or other 
stopping 
criteria  

met

No

YesYes

Yes

NoNo

Able to 
monitor  
weekly 
for  ≥4 
weeks

Persists for 
≥4 weeks  
or other 
stopping 
criteria  

met

NoYes Yes Yes Yes

ALT ≥5xULN ALT <5xULN 
Yes Yes

*INR value not applicable to subjects on anticoagulants 

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*
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Study week (± specified no. of days) Early Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
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ACT , MARS-A, 
AQLQ, EQ-5D, 

Spirometry

Relvar 92/22 or 184/22 μg

ICS/LABA DPI on the market

Seretide®, Symbicort®

1-7 daysACT < 20

V2, errors ass-t:
• Read,

•Demonstration by HCP,

•1 dose,

•Errors asst & correction

Possibility to combine 
V1+V2= Day 0 V4, errors ass-t:

•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

V6, errors ass-t:
•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

ACT, safety ACT, safety
ACT , MARS-A, 

PASAP, 
Spirometry

ACT , MARS-A, 
AQLQ, EQ-5D
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Liver Chemistry Stopping Criteria - Liver Stopping Event

ALT-absolute ∀

ALT Increase ∀ ∀

∀ ∀

Bilirubin1, 2 ∀ and ∀

INR2 ∀ and

Cannot 
Monitor

∀ ∀

∀ ∀

Symptomatic3 ∀

Required Actions and Follow up Assessments following ANY Liver Stopping Event

Actions Follow Up Assessments

!

! within 24 hours
!

2

!

!

MONITORING
! Do not restart/rechallenge

is 

!

!

!

!

!
∀
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granted 
! not  allowed or not 

granted

MONITORING:
For bilirubin or INR criteria:
!

24 
hrs

!

!

For All other criteria:

!

24-
72 hrs 

!

!

!

!

!

For bilirubin or INR criteria:
!

!

NOTE: 
not required in China

!

∀ and ∀
record presence of detectable urinary 

bilirubin on dipstick
∀ and ∀ ∀ and

must be reported as an SAE (excluding 
studies of hepatic impairment or cirrhosis)
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Liver Chemistry Increased Monitoring Criteria – Liver Monitoring Event

Criteria Actions

∀ and
without

and

∀ and
without

and

! within 24 hours

!

!

!

! ∀

!
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical 
Significance

Summary of Data/Rationale 
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Significance

Summary of Data/Rationale 
for Risk

Mitigation Strategy

2017N339371_00



2014N190259_01
HZA116492

108

##

Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Assessments
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
x x

Inhaler correct use 
assessment

x x x
Medication Assessments

x x x x x

x x
x x x

RAMOS/eCRF
x x

x x x x x x x
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
x x

Inhaler correct use 
assessment
Critical and non-critical 

errors record
x x x

Medication Assessments
x x x x x

x x
x x x

2017N339371_00



2014N190259_01
HZA116492

111

Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
RAMOS/eCRF

x x
x x x x x x x

Note: All adverse events will be recorded in the source documents but only information regarding non-serious 
adverse drug reactions (ADRs) and serious adverse events (SAEs) will be documented and reported in the 
eCRF.
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1.  PROTOCOL SYNOPSIS FOR STUDY HZA116492 

Rationale 

The  pivotal  phase  III  studies were  key  to  demonstrate  the  safety  and  efficacy  of 
Fluticasone Furoate/ Vilanterol in asthma. However, it is increasingly acknowledged that 
randomised  clinical  trials  by  definition  tend to  be  highly  controlled  and  enrol  a  more 
highly selected patient population than is expected to be prescribed the medication post-
approval. The need for data in a more representative population in a close to ‘real world’ 
setting  is  increasingly  being recognised  as  important  to complement  pivotal  phase  III 
safety and efficacy studies in order to establish the benefits and therefore the value of a 
medication in the context of clinical practice.  

Moreover,  double-blind  comparison  of  once  daily  to  twice  daily  medicines,  while 
important for assessing efficacy, removes a potential source of difference in effectiveness 
derived from patient behaviour and experience. GlaxoSmithKline (GSK) has observed an 
increasing demand from payers who make reimbursement and policy decisions for data 
that enables the evaluation of a drug's effectiveness and impact on the health care system 
at  launch,  e.g.  effectiveness  data  from  a  setting  close  to  'real  world'  in  addition  to 
traditional randomised clinical studies. 

This open-label randomised clinical study will evaluate the efficacy and safety of FF/VI 
Inhalation  Powder  (FF  92mcg/VI  22mcg  or  FF  184mcg/VI  22mcg)  compared  with  two 
fixed  combinations  ICS/LABA  (Inhaled  Corticosteroids/Long  Acting  Beta  Agonists) 
inhalation powders, fluticasone propionate/salmeterol (FP/S) and budesonide/formoterol 
(BUD/F),  for  asthma  maintenance  therapy,  in a  “close  to  real  life”  manner  in  French 
primary and respiratory specialist care. FF/VI will be administered once-daily (QD) via 
Ellipta™ and FP/S or BUD/F twice daily (BID) via Diskus™ and Turbuhaler respectively. 
 
Objective(s)/Endpoint(s) 

Objectives  Endpoints 

Primary 

• To compare the efficacy of FF/VI 
92mcg/ 22mcg or FF 184mcg/22mcg 
with usual fixed combinations 
ICS/LABA for asthma maintenance 
therapy at Week 12 (Visit 4). 

• Change from baseline in the Asthma 
Control Test (ACT) total score at Week 
12 (Visit 4). 

Secondary 
 

• To assess effect of FF/VI on asthma 
control compared with usual ICS/LABA 
fixed combination at Week 24 (Visit 6). 

• To assess ELLIPTA™ inhaler correct use 
compared with other DPI (Diskus™ and 
Turbuhaler) at Week 12 (Visit 4) and at 
Week 24 (Visit 6) independently of the 

 

• Change from baseline in ACT score at 
Week 24 (Visit 6). 

 
• Percentage of subjects making at least 1 
Type A error (likely to be critical) and 
overall errors at Week 12 (Visit 4) and 
at Week 24 (Visit 6) independently of 
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical Significance Summary of Data/Rationale for Risk Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical Significance Summary of Data/Rationale for Risk Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical Significance Summary of Data/Rationale for Risk Mitigation Strategy
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Investigational Product (IP) [FF/VI] 

Potential Risk of Clinical Significance Summary of Data/Rationale for Risk Mitigation Strategy

Study Procedures

Other 
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Continue Study Treatment 

Discontinue Study Treatment 

Bilirubin≥2x
ULN (>35% 

direct) 
INR>1.5, if 
measured*

ALT≥3xULN
ALT

≥8xULN

Symptoms of 
liver injury

or 
hypersensitivity

No

Yes

YesYes

No No No

See algorithm 
for continued 
therapy with 

increased liver 
chemistry 
monitoring

Yes

*INR value not applicable to subjects on anticoagulants 

ALT 
≥3xULN 

but 
<8xULN

Yes

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*
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∀∀

Continue Study Treatment   and   Monitor Liver Chemistry

Discontinue Study Treatment 

ALT≥5xULN 
but <8xULN

+ bili <2xULN +
no symptoms

No Yes

ALT ≥3xULN 
but <5xULN

+ bili <2xULN  +
no symptoms

Able to 
monitor  
weekly 
for  ≥2 
weeks

Persists for 
≥2 weeks  
or other 
stopping 
criteria  

met

No

YesYes

Yes

NoNo

Able to 
monitor  
weekly 
for  ≥4 
weeks

Persists for 
≥4 weeks  
or other 
stopping 
criteria  

met

NoYes Yes Yes Yes

ALT ≥5xULN ALT <5xULN 
Yes Yes

*INR value not applicable to subjects on anticoagulants 

ALT≥3xULN Bilirubin≥2xULN (>35% direct)  
INR>1.5, if measured*
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Study Visits Visit 1*
Screening

Visit 2*
Randomisation

Visit 3
Phone 
call 1

Visit 
4**

Visit 5
Phone 
call 2

Visit 6 Early 
Withdrawal

Study week (± specified 
no. of days)

Early 
Withdrawal

Visit x x x x x
Phone interview x x
Assessments

x
x x
x
x
x

x
x x x x x

Safety Assessments
x x x x
x x x x x x

x x x x x
x x x x x x

Efficacy Assessments
x x x

Subject Questionnaires 
x x x x x x x

x x x
x x x

x x x x
x x

Inhaler correct use 
assessment

x x x
Medication Assessments

x x x x x

x x
x x x

RAMOS/eCRF
x x

x x x x x x x
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Trademarks of the GlaxoSmithKline 
group of companies

Trademarks not owned by the 
GlaxoSmithKline group of companies
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ACT , MARS-A, 
AQLQ, EQ-5D, 

Spirometry

Relvar 92/22 or 184/22 μg

ICS/LABA DPI on the market

Seretide®, Symbicort®

1-7 daysACT < 20

V2, errors ass-t:
• Read,

•Demonstration by HCP,

•1 dose,

•Errors asst & correction

Possibility to combine 
V1+V2= Day 0 V4, errors ass-t:

•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

V6, errors ass-t:
•1 dose,

•Errors asst

•Demonstration by 
HCP if critical errors

ACT, safety ACT, safety
ACT , MARS-A, 

PASAP, 
Spirometry

ACT , MARS-A, 
AQLQ, EQ-5D
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Liver Chemistry Stopping Criteria - Liver Stopping Event

ALT-absolute ∀

ALT Increase ∀ ∀

∀ ∀

Bilirubin1, 2 ∀ and ∀

INR2 ∀ and

Cannot 
Monitor

∀ ∀

∀ ∀

Symptomatic3 ∀

Required Actions and Follow up Assessments following ANY Liver Stopping Event

Actions Follow Up Assessments

!

! within 24 hours
!

2

!

!

MONITORING
! Do not restart/rechallenge

is 

!

!

!

!

!
∀
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granted 
! not  allowed or not 

granted

MONITORING:
For bilirubin or INR criteria:
!

24 
hrs

!

!

For All other criteria:

!

24-
72 hrs 

!

!

!

!

!

For bilirubin or INR criteria:
!

!

NOTE: 
not required in China

!

∀ and ∀
record presence of detectable urinary 

bilirubin on dipstick
∀ and ∀ ∀ and

must be reported as an SAE (excluding 
studies of hepatic impairment or cirrhosis)

2017N339371_00



2014N190259_00
HZA116492

78

Liver Chemistry Increased Monitoring Criteria – Liver Monitoring Event

Criteria Actions

∀ and
without

and

∀ and
without

and

! within 24 hours

!

!

!

! ∀

!
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!

!

!
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!

!

!
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∀
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