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bold font

At 
Visit 1 (Screening), eligible 

COPD 

and 21

8

assessments a

spirometry and body plethysmography will be 
performed;



To ensure baseline 
FEV1 stability at Visit 4 the -60 minute FEV1
value obtained at Visit 4 will be compared to 
the average predose (-60 and -30 minute) FEV1
values obtained at Visit 2.  

inhaled
(including ICS and 

rescue medication, eg, Ventolin HFA),

Note inhaled 



-60 minute 

average (-30 and -60 minute)

6
hours to 24 hours prior to

before Visit 1 and
are

The only COPD medications 
permitted during the study are sponsor-
provided Atrovent HFA® for COPD 
maintainance during the run-in and wash-out 
period and sponsor-provided Ventolin HFA®

for rescue of COPD symptoms during the 
study

Visit 1 and



prohibited

6 to 24 hours before Visit 1
.  At Visit 1 subjects 

will

At Visit 1, subjects who meet all entry 
criteria and are taking prohibited COPD 
medications in Table 5-1 will start with 
sponsor-provided Atrovent HFA MDI 
administered QID for COPD maintenance, 
and sponsor-provided Ventolin HFA to be 
administered up to four times per day, as 
needed (PRN) for control of symptoms 
during the run-in period 



1 2

1
2

Initiation of corticosteroids/antibiotics for 
the treatment of exacerbation 

-60 minute
value



at Visit 2
-60 minute 

subjects will be 
instructed to withhold prohibited COPD 
medications 6 hours to 24 hours before Visit 1 
(Screening). At Visit 1 (Screening), subjects 
will be given Sponsor-provided Atrovent HFA 
with or without ICS, rescue Ventolin HFA 
only after a subject is determined to be eligible 
to proceed to Visit 2 (Day 1) (i.e., only if a 
subject meets the definition of COPD following 
spirometry assessments at Screening)

At Visit 1 COPD medications will be 
changed 



Note:

Predose:

evaluate

eGFR at 1
(screening) must be repeated prior to Visit 2 
and have the results available at Visit 2 to 
confirm

Postdose:

Predose:
 Postdose:



Note:

At Visit 4 the  -60 minute 

Note

spirometry,

prior to or at the 
beginning of Visit 1 prior to conducting 
any study related procedures

Determine time of last dose of prohibited 
COPD medication as defined in table 5-1  



Change

Note:
prior to Visit 

2, if necessary. Creatnine clearance eligibility

Note: Confirm if patient meets stability 
requirements, if not the visit may be 
rescheduled within the allowed visit window, 
at the Investigator’s discretion, or the subject 
may be discontinued
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Study design chart

Computed Tomography (CT)-scans during study:
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INTRODUCTION AND STUDY RATIONALE





1.1



STUDY OBJECTIVES 

2.1

2.2

2.3



STUDY ENDPOINTS

3.1

3.1.1

FRI Parameters:

3.1.2

FRI Parameters:

Spirometry Parameters:

Body Plethysmography Parameters: 



3.1.3

FRI Parameters:

Spirometry Parameters:

Body Plethysmography Parameters: 

3.2



INVESTIGATIONAL PLAN

4.1





4.1.1



Note

Note:

Note:

Note

Note:
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STUDY POPULATION SELECTION AND WITHDRAWAL CRITERIA 

5.1



5.2



Note:

Note:

Note:

Note:



Note:

Note:



Note:

Note:

Note:

Note:



Note:

Note:

Note:



5.3

5.4

5.4.1



Minimum Washout Period Prior to: 

Class of Medication Visit 1 Visit 2 



Note:



Table 5-2:  Other Respiratory/Nasal Medications: Required Washout Periods

Required washout periods prior to Visit 2:
Class of medication Minimum cessation period prior to Visit 2 

5.4.2

Table 5-3: Non-COPD Medications Allowed Under Certain Condition

Medications allowed under 
certain conditions 

Condition 



Table 5-4:  Prohibited Medications

Prohibited medications Minimum cessation period prior to Visit 1 
(Screening)

Note:

5.5

5.5.1

5.5.2



5.6

Note:

5.7





LABELING, PACKAGING, STORAGE, DISPENSING, AND RETURN OF 
CLINICAL SUPPLIES

6.1

6.2



Table 6-5.  Study Product Packaging Descriptions

Product name and 
dosage Product strength Dose form/fill 

count Administration

Study medications

Open-label products

Placebo

Note:
Note:

6.3



Blinded Supplies

Open-label Supplies

6.4

Table 6-6. Description of Boxes

Drug supplies Individual box contents 



6.5

6.6

Blinded supplies

Ventolin HFA supplies: 

Atrovent HFA supplies: 



6.7

6.7.1

6.7.2



6.7.3

6.8

Under no circumstances will the Investigator(s) allow the study drug to be used other 
than as directed by this protocol.

Note:



STUDY PROCEDURES

prior 

7.1

7.1.1



7.1.2

Note:

7.1.2.1



7.1.2.2

7.1.2.3

Visit 1 to Visit 5:

7.1.2.4

7.1.3

Visit 2 to Visit 5:



7.1.4

7.1.5

Visit 2 and Visit 4:

7.1.6

Visit 2 and Visit 4:

7.1.7



7.1.8

7.1.9



Note:

7.1.10

7.1.10.1

7.1.10.2



Table 7-7:  MMRC Dyspnea Scale

Grade Description of Breathlessness

7.1.11



7.2

7.2.1

7.2.2

At Screening (Visit 1): 

At Day 1 of each TP (Visits 2 and 4): Prior after

At Day 15 (± 5 days) of each TP (Visits 3 and 5): Prior
after

Note:



7.2.3

At Visit 1 (Screening)
At Visit 2 (Randomization) and Visit 4: 

prior
after

At Visits 3 and 5 (Day 15 ± 5 days of each TP): 
prior

after

Note:

Note:

Note:



7.2.4

7.2.4.1

Note:

7.2.4.2

Note:



Table 7-8:  Lab Parameters

Hematology 

Clinical Blood Chemistry

Liver Enzyme and Other Function Tests Other Clinical Blood Chemistry

Other Tests:

7.2.4.3



7.2.4.4

7.3

7.3.1

7.3.2



not 

7.3.3

7.3.4

7.3.5



7.3.6

7.3.7



7.3.7.1



7.3.7.2

7.3.7.3

7.3.7.4

7.3.7.5

7.3.7.6

7.3.8



7.3.9

7.4



STUDY ACTIVITIES
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8.1

Note:



Note:

8.2

Note:

Note:



Note:

only
replacement conditions

and



Note:

8.3



Note:

8.4

Note



Note:

only
replacement conditions

and

Note:
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8.6

8.7

8.8





PLANNED STATISTICAL METHODS 

9.1

9.2

9.2.1

9.2.1.1

FRI Parameters:

9.2.1.2

FRI Parameters:

Spirometry Parameters:



Body Plethysmography Parameters: 

9.2.1.3

FRI Parameters:

Spirometry Parameters:

Body Plethysmography Parameters: 



9.2.1.4

9.3

9.3.1

9.3.2

9.3.3

9.3.3.1



Note:

9.4

Treatment period 1 Treatment period 2

Treatment sequence 1 

Treatment sequence 2

9.5

9.6

9.7



9.8

9.9

ITT Population

modified Intent-to-Treat mITT Population)

Safety Population 

9.10

9.11



ADMINISTRATIVE CONSIDERATIONS

10.1

10.2

10.3



10.4

10.5

10.5.1

10.5.2

10.6

10.7



10.8



10.9

10.10

10.11

10.12

Responsibility: 

Authorship and Publication Committee: 

Sponsor Review of External Manuscripts: 



Confidentiality: 

Medical Journal Review: 

.

Reporting of Clinical Trials Results:

Internet Clinical Trial Listing: 
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Subject Instructions for Use of GFF and Placebo MDI

Before using GFF MDI and Placebo MDI

Figure A1-1. Indicator at Top of Canister

How to prime GFF MDI and Placebo MDI

How to take a dose from GFF MDI and Placebo MDI 



Note:

How to clean GFF MDI and Placebo MDI

Figure A1-2. Wash Actuator through Top of Actuator 



Figure A1-3. Wash Actuator through Mouthpiece

If the actuator becomes blocked

How to read the inhaler dose indicator



Figure A1-4. Metered Dose Inhaler Parts



Instructions for Use of Atrovent HFA Inhalation Aerosol Device 







Instructions for Use of Ventolin HFA Inhaler

Instructions for Use
For Oral Inhalation Only 
Your VENTOLIN HFA inhaler

See 

Figure A



Figure B

204 or 064, 

000

Do not 

Do not 

Before using your VENTOLIN HFA inhaler

Before you use VENTOLIN HFA for the first time, you must prime the inhaler so 
that you will get the right amount of medicine when you use it.

See Avoid spraying 
in eyes.



Figure C

200 060 See 

Figure D



How to use your VENTOLIN HFA inhaler 
Follow these steps every time you use VENTOLIN HFA.
Step 1. 

Shake the inhaler well 

Step 2. See 

Figure E

Step 3. 
See 



Figure F

Step 4. all the way down 
See 

Step 5. 

Step 6 Hold your breath for about 10 seconds, Breathe 
out slowly as long as you can. 

If your healthcare provider has told you to use more sprays

Step 7. 

Cleaning your VENTOLIN HFA inhaler

See 



Figure G

Step 8. 

Step 9. 
See 

Figure H

Step 10. 
See 



Figure I

Step 11. 

Step 12. See 

Figure J

Step 13. 



If you need to use your inhaler before the actuator is completely dry:



COPD Assessment Test



Modified Medical Research Council Dyspnea Scale Assessment

Grade Description of Breathlessness



Dose Indicator Display Reading Instructions 

130 Count (Actuation) Version Shown

120+ 120 110 100 90

80 70 60 50 40

30 20 10 0



Protocol of HRCT scan and CFD method 

10.1 Protocol of CT scan 

Monitoring the breathing signal: 

Scanning protocols:



10.2 Detailed description of the FRI method





Investigator’s Agreement and Signature Page 

Study Title:

Study Number:

Final Date:

I agree:


