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	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Dosage and Administration


	Administration
Administer GLASSIA® at room temperature through an appropriate intravenous administration set at a rate not greater than 0.04 mL/kg body weight per minute.The recommended dosage of 60 mg/kg takes approximately 60-80 minutes to infuse.
You may then resume the infusion at a rate tolerated by the patient. 
	
Administration

Administer GLASSIA® at room temperature through an appropriate intravenous administration set at a rate not to exceed 0.2 mL/kg body weight per minute, and as determined by the response and comfort of the patient. The recommended dosage of 60 mg/kg at a rate of 0.2 mL/kg/min will take approximately 15 minutes to infuse.
Resume the infusion at a rate tolerated by the patient, except in the case of severe reaction.   

	Warnings and Precautions
	IF ANAPHYLACTIC OR SEVERE ANAPHYLACTOID REACTIONS OCCUR, DISCONTINUE THE INFUSION IMMEDIATELY.
	Discontinue the infusion if hypersensitivity symptoms occur and administer appropriate emergency treatment.

	Transmissible Infectious Agents
	Because this product is made from human plasma, it may carry a risk of transmitting infectious agents, such as viruses, and theoretically, the Creutzfeldt-Jakob disease (CJD) agent.
There is also the possibility that unknown infectious agents may be present in such products.
The physician should weigh the risks and benefits of the use of this product and discuss the risks and benefits with the patient.
	Because this product is made from human plasma, it may carry a risk of transmitting infectious agents, such as viruses, the variant Creutzfeldt-Jakob disease (vCJD) and theoretically, the Creutzfeldt-Jakob disease (CJD) agent. This also applies to unknown or emerging viruses and other pathogens.
All infections thought by a physician possibly to have been transmitted by this product should be reported by the physician or other healthcare provider to Kamada Ltd.

	Adverse Reactions
	The serious adverse reaction observed during clinical studies with GLASSIA® 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 >5% in subjects receiving GLASSIA® were headache and dizziness. 
Clinical Studies Experience

A total of 65 subjects have received treatment with intravenous GLASSIA® in two clinical studies,
Overall, 17 subjects received 12 doses and 21 subjects received 24 doses of GLASSIA® during the study. Eleven subjects received either 22 or 23 doses 
Table 1 compares the adverse reactions reported during the initial 12 weeks (double-blind portion) of the Phase II/III study occurring in all subjects treated with GLASSIA® with reactions in the concurrent Prolastin control group.

Table 1
No. of subjects with related adverse reactions according to investigator causality assessment (%)
GLASSIA® 6 (18%) Prolastin 6 (35%)
No. of adverse reactions1 (% of all adverse events) GLASSIA® 47 (67%)
Prolastin 39 (85%)
No. of infusions associated with adverse reactions1 occurring within 72 hours of infusion (% of infusions)
GLASSIA® 40 (10%)
Prolastin 35 (18%)
Most adverse reactions were mild to moderate in severity, although two episodes of headache were severe.
Out of 68 subjects treated with GLASSIA® during clinical studies, 14 (21%) experienced one or more adverse events that were assessed by the investigator as possibly or probably related to treatment (Table 4).

Table 4:
Adverse Reactions (No. of subjects: 68a: 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, 

Pruritus, 

Rash, 

Urticaria,

Hypertension.
1 (1.5%)

aThree (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.
Post-Marketing Experience
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.
	The serious adverse reaction observed during clinical trials with GLASSIA® was exacerbation of chronic obstructive pulmonary disease (COPD). This reaction occurred in one subject and was considered possibly related to treatment with GLASSIA® due to its temporal association.
The most common adverse reactions (>0.5% of infusions) in clinical trials were headache and upper respiratory infection.
Clinical Trials Experience
A total of 65 subjects with severe Alpha1-PI deficiency (with pre-augmentation therapy serum Alpha1-PI levels less than 11 microM) have received treatment in two clinical trials
Overall, 17 subjects received 12 doses and 32 subjects received 22-24 doses of GLASSIA® during the trial. 
Tables 1 and 2 compare the adverse reactions reported during the initial 12 weeks (double-blind portion) of the Phase II/III study occurring randomized, active comparator trial in all subjects treated with GLASSIA® with reactions in the concurrent Prolastin control group. Table 3 compares the frequency of adverse reactions as a percentage of all infusions for GLASSIA® and Prolastin-treated subjects over the entire trial period.
Table 1
No. of adverse reactions1 
GLASSIA® 47  Prolastin 39 
Two episodes of headache were severe, defined as an inability to work or perform usual activities. 
In a trial in 30 healthy adults, in which each subject received 2 infusions of GLASSIA in a dose of 60 mg/kg body weight at either of 2 infusion rates in a crossover design, a total of 13 adverse reactions were reported. In this trial, the safety profile of GLASSIA® when infused at 0.2 mL/kg/min was similar to that when infused at 0.04 mL/kg/min.  The most common adverse reaction was headache, occurring in 2 [7%] subjects receiving GLASSIA® at 0.2 mL/kg/min and 2 [7%] of subjects receiving GLASSIA® at 0.04 mL/kg/min. No infusions were slowed, interrupted or terminated due to an adverse reaction. All adverse reactions were mild (defined as a transient discomfort that did not interfere in a significant manner with the subject’s normal functioning level, or an adverse event that resolved spontaneously or may have required minimal therapeutic intervention), and occurred during or within the first 72 hours after the completion of an infusion.
In the trial in healthy adults, testing for viral markers for HBV, HCV, HIV-1, HIV-2, HAV and PVB19 showed no seroconversions.
 Post-Marketing Experience

Respiratory, Thoracic, and Mediastinal Disorders: Dyspnea

Gastrointestinal Disorders: Nausea
General Disorders and Administration Site Conditions: Fatigue


	Clinical Pharmacology 


	
	Mechanism of Action
GLASSIA® administration is intended to inhibit serine proteases such as neutrophil elastase (NE), which is capable of degrading protein components of the alveolar walls and which is chronically present in the lung.
Pharmacodynamics
The clinical efficacy of GLASSIA in influencing the course of pulmonary emphysema or the frequency, duration, or severity of pulmonary exacerbations has not been demonstrated in randomized, controlled clinical trials.

	Nonclinical Toxicology


	No toxicological effects due to the solvent detergent reagents, TNBP and Tween 80, used in the virus inactivation procedure are expected since the residual levels are less than 5 and 20 ppm, respectively.
13.2
Animal Toxicology and/or Pharmacology

GLASSIA® was evaluated in two single dose general toxicology studies in Sprague-Dawley rats and New Zealand White rabbits and one repeated dose study in New Zealand White rabbits. 

In single dose studies, one intravenous dose of 0, 60 and 600 mg/kg (rabbits) or 640 mg/kg (rats) was administered and the animals were observed for 14 days. There were no changes in body weight, clinical chemistry, hematology and gross pathology that could be attributed to GLASSIA® administration. 

In the repeated dose study, New Zealand White rabbits received 300 mg/kg GLASSIA® once daily for 5 consecutive days. Animals were monitored for changes in clinical signs, body weight, clinical chemistry, hematology, necropsy and histopathology on day 1 or 14 after the last administration.  A minor increase in group mean neutrophils was measured on day 1 after the last GLASSIA® administration. Recovery was observed after 14 days.
	

	Clinical Studies
	An additional study is planned to evaluate changes in functional Alpha1-PI levels in epithelial lining fluid following administration of GLASSIA® and a control Alpha1-PI product. 
	A prospective, randomized, double-blind, active-controlled, crossover trial was conducted in thirty healthy adult subjects (23 [77%] male and 7 [23%] female; median age of 24 years [range: 19 to 61 years]), each receiving 2 infusions of GLASSIA® at a dosage of 60 mg/kg. The objective of the trial was to assess the safety and tolerability of GLASSIA® at an intravenous infusion rate of 0.2 mL/kg/min. On Day 1, 15 subjects received GLASSIA® at 0.04 mL/kg/min with a simultaneous administration of placebo (2.5% human albumin in normal saline, for the purpose of masking infusion) at 0.2 mL/kg/min (Cohort 1), and 15 subjects received GLASSIA® at 0.2 mL/kg/min with a simultaneous administration of placebo at 0.04 mL/kg/min (Cohort 2). Two weeks later (Day 15), the 15 subjects in Cohort 1 received the second infusion of GLASSIA® at 0.2 mL/kg/min with a simultaneous administration of placebo at 0.04 mL/kg/min, and the 15 subjects in Cohort 2 received GLASSIA® at 0.04 mL/kg/min with a simultaneous administration of placebo at 0.2 mL/kg/min.  Neither efficacy nor exposure (antigenic or functional AAT) was measured in this trial.


