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	Preparation
	2. Infusion can be made directly from the vial or alternatively, vials may be pooled in an empty, sterile intravenous container.

3. When infusing directly from the vial, use a vented spike adapter and a 5 micron in-line filter (neither is supplied).

4. When infusing from a sterile intravenous container, attach an appropriate intravenous administration set to the intravenous container.  Use a vent filter (not supplied) to withdraw the material from the vial and then use the supplied 5 micron filter needle to transfer the product into the infusion container. In addition, during infusion, it is recommended to use a 5 micron in-line filter (not supplied).


	2. Infusion can be made directly from the vial or, alternatively, vials may be pooled in an empty, sterile intravenous container. into an empty, sterile container for intravenous infusion using the supplied filter needle. In the latter case, use a vented filter spike (not supplied) to withdraw the material from the vial and then use the supplied 5 micron filter needle to transfer the product into the intravenous infusion container. 

3. When infusing directly from the vial, use a vented spike adapter and a 5 micron in-line filter (neither is supplied).

4. When infusing from a sterile intravenous container, attach an appropriate intravenous administration set to the intravenous container.  Use a vent filter (not supplied) to withdraw the material from the vial and then use the supplied 5 micron filter needle to transfer the product into the infusion container. In addition, during infusion, it is recommended to use a 5 micron in-line filter (not supplied).



	
Administration
	
	2. When infusing directly from the vials, use a vented filter spike (not supplied). If the contents of vials have been pooled into a sterile intravenous container, use an appropriate intravenous administration set.  

3. Always use a 5 micron in-line filter (not supplied) during infusion.



	DOSAGE FORMS AND STRENGTHS

	GLASSIA® is available as a single-use vial containing 1 gram of functional Alpha1-PI in 50 mL of ready to use solution. 
	GLASSIA® is available as a single-use vial containing approximately 1 gram of functional Alpha1-PI in 50 mL of ready to use solution. Each vial of GLASSIA has the functional activity stated on the label.

	ADVERSE REACTIONS

	Two serious adverse reactions observed on two separate occasions during clinical studies with GLASSIA® were cholangitis and exacerbation of chronic obstructive pulmonary disease (COPD). 

The most common drug-related adverse reactions considered by the investigator to be at least possibly related to GLASSIA® administration observed at a rate of >3% in subjects receiving GLASSIA® were headache and dizziness.


	Two The serious adverse reaction observed on two separate occasions during clinical studies with GLASSIA® were cholangitis and was exacerbation of chronic obstructive pulmonary disease (COPD). 

The most common drug-related adverse reactions considered by the investigator to be at least possibly related to GLASSIA® administration observed at a rate of >35% in subjects receiving GLASSIA® were headache and dizziness.




	Table 3:
Adverse Event Frequency as a % of all Infusions (> 0.5%) (Irrespective of Investigator Causality Assessment)

GLASSIA®a

No. of infusions: 960

Prolastinb

No. of infusions: 190

Adverse Event (AE)

No. of AEs

(percentage of all infusions)

No. of AEs

(percentage of all infusions)

Upper respiratory tract infection

14 (1.5%)

0 (0.0%)

Headache

8 (0.8%)

4 (2.1%)

Nasopharyngitis

8 (0.8%)

0 (0.0%)

Cough

7 (0.7%)

4 (2.1%)

Pharyngolaryngeal pain

7 (0.7%)

1 (0.5%)

COPD

6 (0.6%)

2 (1.1%)

Table 4:
Adverse Events Occurring in > 5% of Subjects during or Within 72 Hours of the End of an Infusion, in the First 12 Weeks of Treatment (Irrespective of Investigator Causality Assessment)

GLASSIA®
No. of subjects: 33

Prolastin

No. of subjects: 17

Adverse Event (AE)

No. of subjects with AE

(percentage of all subjects)

No. of subjects with AE

(percentage of all subjects)

Cough

3 (9%)

4 (24%)

Upper respiratory tract infection

3 (9%)

0 (0%)

Headache

3 (9%)

3 (18%)

Sinusitis

2 (6%)

1 (6%)

Chest discomfort

2 (6%)

0 (0%)

Dizziness

2 (6%)

0 (0%)

Hepatic enzyme increased

2 (6%)

0 (0%)

Most adverse events were mild to moderate in severity, although two episodes of headache and one episode of cholangitis were severe.  Two subjects experienced treatment emergent serious adverse events (cholangitis and infective exacerbation of COPD), both of which were considered by the investigator to be unrelated to treatment with GLASSIA®.
Table 5:
Adverse Reactions Assessed by Investigator as Possibly or Probably Related to Treatment with GLASSIA® (No. of subjects: 68*: combined data from single-dose PK study and 24-week clinical study)

Adverse Event (AE)

No. of subjects experiencing a related event according to investigator causality assessment (percentage of all subjects)

Any event

14 (21%)

Headache

4 (6%)

Dizziness

2 (3%)

Dysgeusia,

Influenza-like illness,

Lethargy,

Pyrexia, 

Decreased platelet count,

Joint swelling, 

Erythema marginatum, 

Pruritis, 

Rash, 

Urticaria,

Hypertension.

1 (1.5%)

*Three (3) subjects participated in both the single-dose PK study and the 24-week trial, such that 65 unique subjects were administered GLASSIA®.

	Table 1:
Number of Subjects/Infusions/Adverse Reactions1 Occurring during the First 12 Weeks of Treatment

GLASSIA®
Prolastin

No. of subjects treated

33

17

No. of infusions

393

190

No. of subjects with adverse events regardless of causality (%)

27 (82%)

16 (94%)

No. of subjects with related adverse reactions according to investigator causality assessment (%)

6 (18%)

6 (35%)

No. of subjects with related serious adverse reactions1
0 1 (3%)
0 1 (6%)
No. of subjects experiencing an adverse event within 24 hours of infusion, regardless of causality reaction1 (%)

19 (5822 (67%)

14 (8215 (88%)

No. of adverse events regardless of causality (mean rate of adverse events per infusion)

70 (0.18)

46 (0.24)

No. of adverse events, regardless of causality, occurring within 24 hours of infusion reactions1 (% of all adverse events)

35 (5047 (67%)

30 (6539 (85%)

No. of infusions associated with adverse reactions1 occurring within 2472 hours of infusion, regardless of causality (% of infusions)

32 (840 (10%)

28 (1535 (18%)

1 An adverse reaction is any adverse event which met any of the following criteria:  (a) an adverse event that began within 72 hours following the end of product infusion, or (b) an adverse event considered by either the investigator or sponsor to be at least possibly related to product administration, or (c) an adverse event for which causality assessment was missing or indeterminate.
Table 2:
Adverse Events Reactions1 Occurring in > 5% of Subjects during the First 12 Weeks of Treatment (Irrespective of Investigator Causality Assessment)
GLASSIA®
No. of subjects: 33

Prolastin

No. of subjects: 17

Adverse Event (AE)

No. of subjects with AE adverse reactions1 (AR)
(percentage of all subjects)

No. of subjects with AE adverse reactions1 (AR)
(percentage of all subjects)

Cough
5 (15%)3 (9%)
4 (24%)
Upper respiratory tract infection

4 (12%)3 (9%)
0 (0%)

Headache

3 (9%)

4 (24%)3 (18%)
COPD Exacerbation 

4 (12%)

5 (29%)

Sinusitis

2 (6%)

1 (6%)

Chest discomfort

2 (6%)

0 (0%)

Dizziness

2 (6%)

0 (0%)

Hepatic enzyme increased

2 (6%)

0 (0%)

1 An adverse reaction is any adverse event which met any of the following criteria:  (a) an adverse event that began within 72 hours following the end of product infusion, or (b) an adverse event considered by either the investigator or sponsor to be at least possibly related to product administration, or (c) an adverse event for which causality assessment was missing or indeterminate.
Table 3:
Adverse Reactions1 Frequency as a % of all Infusions (> 0.5%) (Irrespective of Investigator Causality Assessment)
GLASSIA®a

No. of infusions: 960

Prolastinb

No. of infusions: 190

Adverse Event (AE)

No. of adverse reactions1 (AR)
 (percentage of all infusions)

No. of adverse reactions1 (AR)
(percentage of all infusions)

Upper respiratory tract infection

14 (1.5%)8 (0.8%)
0 (0.0%)

Headache

8 (0.8%)6 (0.6%)
4 (2.1%)3 (1.6%)
Nasopharyngitis

8 (0.8%)

0 (0.0%)

Cough

7 (0.7%)

4 (2.1%)

Pharyngolaryngeal pain

7 (0.7%)

1 (0.5%)

COPD

6 (0.6%)

2 (1.1%)

1 An adverse reaction is any adverse event which met any of the following criteria:  (a) an adverse event that began within 72 hours following the end of product infusion, or (b) an adverse event considered by either the investigator or sponsor to be at least possibly related to product administration, or (c) an adverse event for which causality assessment was missing or indeterminate.
Most adverse reactions were mild to moderate in severity, although two episodes of headache and one episode of cholangitis were severe.  Two subjects One subject experienced a treatment emergent serious adverse events (cholangitis and reaction (infective exacerbation of COPD), both of which were considered by the investigator to be unrelated possibly related to treatment with GLASSIA® due to its temporal association.
Table 54:
Adverse Reactions Assessed by Investigator as Possibly or Probably 


Related to Treatment with GLASSIA® (No. of subjects: 68*: a: combined data from single-dose PK study and 24-week clinical study)

Adverse Reaction (AR) b,c
No. of subjects experiencing a related reaction according to investigator causality assessment (percentage of all subjects)

Any event

14 (21%)

Headache

4 (6%)

Dizziness

2 (3%)

Dysgeusia,

Influenza-like illness,

Lethargy,

Pyrexia, 

Decreased platelet count,

Joint swelling, 

Erythema marginatum, 

PruritisPruritus, 

Rash, 

Urticaria,

Hypertension.

1 (1.5%)

a Three (3) subjects participated in both the single-dose PK study and the 24-week trial, such that 65 unique subjects were administered GLASSIA®.
b
Adverse event assessed related or possibly related to GLASSIA
c Additional adverse reactions classified as unrelated by the investigator but temporally related to administration of GLASSIA might have been causally related to GLASSIA administration.

	

	Postmarketing Experience
	No spontaneous adverse event reports that trigger change in the leaflet have been received.  


	No spontaneous adverse event reports that trigger change in the leaflet have been received.  

The following reactions have been identified during postmarketing use of GLASSIA in clinical practice. Because they are reported voluntarily from a population of unknown size, estimates of frequency cannot be made. The reactions, which have been chosen for inclusion due to either their seriousness, frequency of reporting, possible causal connection to GLASSIA, or a combination of these factors, include: Headache, Dyspnea, Fatigue and Nausea.


	DESCRIPTION
	GLASSIA® is a sterile, ready to use, liquid preparation of purified human alpha1-proteinase inhibitor (Alpha1-PI), also known as alpha1-antitrypsin (AAT). The solution contains 2% active Alpha1-PI in a phosphate-buffered saline solution.


	GLASSIA® is a sterile, ready to use, liquid preparation of purified human alpha1-proteinase inhibitor (Alpha1-PI), also known as alpha1-antitrypsin (AAT). The solution contains 2% active Alpha1-PI in a phosphate-buffered saline solution. The specific activity of GLASSIA is ≥ 0.7 mg functional Alpha1-PI per mg of total protein.  Not less than 90% of the Alpha1-PI in GLASSIA is of the monomeric form as measured by size-exclusion chromatography.


	HOW SUPPLIED/STORAGE AND HANDLING
	Each carton of GLASSIA® contains a single use vial containing 1gram of functional Alpha1-PI in 50 mL of solution and a sterile filter needle. 

· Store GLASSIA® at 2-8 °C.  Can be stored at temperatures not exceeding 25°C for up to one month.  Do not refrigerate once at room temperature.  Do not freeze.

· Stability data support short and moderate temperature excursions similar to those that may be encountered when using this product.


	Each carton of GLASSIA® contains a single use vial containing approximately 1 gram of functional Alpha1-PI in 50 mL of solution and a sterile filter needle. 

· Store GLASSIA® at 2-8 °C.  Can be stored at temperatures not exceeding 25°C for up to one month.  Do not refrigerate once at room temperature.  Do not freeze.

· Stability data support short and moderate temperature excursions similar to those that may be encountered when using this product.



	PATIENT COUNSELING INFORMATION
	· Inform patients of the early signs of hypersensitivity reactions, including hives, generalized urticaria, chest tightness, dyspnea, wheezing, faintness, hypertension, and anaphylaxis.  
	· Inform patients of the early signs of hypersensitivity reactions, including hives, generalized urticaria, chest tightness, dyspnea, wheezing, faintness, hypertension hypotension, and anaphylaxis

	MANUFACTURER
	Kamada Ltd., Beit Kama 91362 Israel.
	Kamada Ltd., Beit Kama, MP Negev 85325, 91362 Israel.

	LICENSE HOLDER
	Kamada Ltd., Beit Kama 91362 Israel.


	Kamada Ltd., Beit Kama, 91362 Israel.



	LICENSE NUMBER
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מפתח:	


מודגש בצהוב -  החמרות ושינויים מהותיים


מודגש באפור – מילים/משפטים ששינו מקום/הנוסח שלהם שונה


קו חוצה אדום – מילים/משפטים שנמחקו, הנוסח שלהם שונה או שעברו מקום








