הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא (מעודכן 05.2013) 

 תאריך    25/07/2016    
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טופס זה מיועד לפרוט ההחמרות בלבד !
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	

	Posology, dosage & administration
	
	Rapid schedule Adults 18-65 years of age: 
Persons who need faster immunisationaged 18-65 years can be vaccinated in a rapid schedule as follows:
First dose at Day 0.
Second dose: 7 days after first dose. 
With both schedules, Primary immunisation should be completed at least one week prior to potential exposure to Japanese encephalitis virus (JEV) (see section 4.4).
​ When IXIARO is administered concomitantly with injectable vaccines, they should be given with separate syringes at opposite sites


	Special Warnings and Special Precautions for Use
	In adults a seroconversion rate of 29.4 % has been observed 10 days after the first vaccination, and 97.3 % one week after the second vaccination. Hence, primary immunization should be completed at least one week prior to potential exposure to Japanese encephalitis virus (JEV).

Protection against Japanese Encephalitis is not ensured until the second dose has been received.


	In adults a seroconversion rate of 29.4 % has been observed 10 days after the first vaccination, and 97.3 % one week after the second vaccination in the conventional schedule. After immunisation with the rapid schedule a seroconversion rate of 99% has been observed 7 days after the second i.m. vaccination.. Hence, primary immunization should be completed at least one week prior to potential exposure to Japanese encephalitis virus (JEV)

Protection against Japanese Encephalitis is not ensured until the second dose has been received.

	Interaction with Other Medicaments and Other Forms of Interaction
	Concomitant administration of IXIARO with inactivated hepatitis A vaccine has been evaluated in one clinical study. There was no interference with the immune response to Japanese encephalitis virus (JEV) and hepatitis A virus (HAV) vaccines, respectively. Concomitant administration of IXIARO and hepatitis A vaccine was shown to be non inferior to single vaccinations with regard to geometric mean titres (GMT) of anti JEV neutralizing antibody and HAV antibody, and for seroconversion rates (see section 5.1).

There were no statistically significant higher rates in systemic or injection site adverse reactions among subjects who received concomitant vaccination with IXIARO and hepatitis A vaccine compared with those who received IXIARO or hepatitis A vaccine alone.


	Concomitant administration of IXIARO with other vaccines:
Concomitant administration of IXIARO with inactivated hepatitis A vaccine and with inactivated rabies vaccine in two different schedules has been evaluated in one clinical studyies. There was no interference with the immune response to Japanese encephalitis virus (JEV) or to hepatitis A or rabies virus vaccinesand hepatitis A virus (HAV) vaccines, respectively. Concomitant administration of IXIARO and hepatitis A vaccine was shown to be non inferior to single vaccinations with regard to geometric mean titres (GMT) of anti JEV neutralizing antibody and HAV antibody, and for seroconversion rates (see section 5.1).

The safety profiles of IXIARO and the other studied vaccines were not compromised when administered concomitantly. There were no statistically significant higher rates in systemic or injection site adverse reactions among subjects who received concomitant vaccination with IXIARO and hepatitis A vaccine compared with those who received IXIARO or hepatitis A vaccine alone.

	Fertility, pregnancy and Lactation
	
	

	Undesirable effects
	The safety of IXIARO was assessed in controlled and uncontrolled clinical studies in 4,248 healthy adults (from non-endemic countries) and 1,371 children and adolescents (from endemic countries). Approximately 40% of treated subjects experienced systemic adverse reactions and approximately 54% experienced injection site reactions. They usually occur within the first three days after vaccination, are usually mild and resolve within a few days. No increase in the number of adverse reactions was noted between first and second doses or following a booster dose in adults.

Most commonly reported adverse reactions in adults included headache (20% of subjects), myalgia (13%), injection site pain (33%), and tenderness (33%).
​​​​​​​​Nervous system disorders

Very common: headache

Uncommon: migraine, dizziness

Rare: paraesthesia, neuritis

​​​​​​​​​Skin and subcutaneous tissue disorders
Uncommon: rash, pruritus

Rare: urticaria, erythema

Musculoskeletal and connective tissue disorders

Very common: myalgia

Uncommon: musculoskeletal stiffness

Rare: pain in extremity, arthralgia

General disorders and administration site conditions

Very common: injection site pain, tenderness

Common: fatigue, influenza like illness, pyrexia, injection site reactions e.g. redness, hardening, swelling, itching

Uncommon: chills, malaise, asthenia, injection site haematoma. Rare: oedema peripheral

	The safety of IXIARO was assessed in controlled and uncontrolled clinical studies in 4,248 5,021  healthy adults (from non-endemic countries) and 1,371 1,559 children and adolescents (mostly from endemic countries). Approximately 40% of treated subjects experienced systemic adverse reactions and approximately 54% experienced injection site reactions. They usually occur within the first three days after vaccination, are usually mild and resolve within a few days. No increase in the number of adverse reactions was noted between first and second doses or following a booster dose in adults.

Most commonly reported adverse reactions in adults included headache (20% of subjects), myalgia (13%), injection site pain (33%), and injection site tenderness (33%) and fatigue (12,9%).
Nervous system disorders

Very common: headache

Uncommon: migraine, dizziness

Rare: paraesthesia, neuritis, dysgeusia
Eye disorders

Rare: eyelid oedema
Skin and subcutaneous tissue disorders

Uncommon: rash, pruritus, hyperhidrosis
Rare: urticaria, erythema

​​​​​​
Musculoskeletal and connective tissue disorders

Very common: myalgia

Uncommon: musculoskeletal stiffness,  arthralgia
Rare: pain in extremity, arthralgia
General disorders and administration site conditions

Very common: injection site pain, ,injection site tenderness , fatigue
Common: fatigue, influenza like illness, pyrexia, other injection site reactions e.g. redness, hardening, swelling, itching
Uncommon: chills, malaise, asthenia, injection site haematoma. Rare: oedema peripheral


	Overdose
	No case of overdose has been reported.


	No symptoms related to overdose were reported No case of overdose has been reported.


	PHARMACOLOGICAL PROPERTIES


	
	Rapid immunisation schedule (adults)

The immunogenicity of IXIARO administered in a rapid vaccination schedule was evaluated in a randomized, observer-blind, phase 3 study. A total of 217 subjects aged 18-65 years received IXIARO together with inactivated rabies vaccine (Rabipur) in a rapid immunisation schedule on Day 0 and Day 7 and 56 subjects received IXIARO alone in the conventional immunisation schedule on Day 0 and Day 28. The proportion of subjects that seroconverted by 7 and by 28 days after the last immunisation was similar for both schedules. Seroconversion rates and antibody titers also remained comparably high up to 12 months after the first immunisation in both schedules (Table 5).

The rapid schedule was tested for concomitant administration of IXIARO and Rabipur but it can also be used for administration of IXIARO alone, as no immune interference of the two vaccines has been observed (see section 4.5).

Table 5: 
Seroconversion rates and GMTs for  anti-JEV neutralizing antibodies on Day 0, 14, 21, 35, 56 and 365 after immunisation with IXIARO and inactivated rabies vaccine in a rapid schedule and IXIARO alone in a conventional schedule (Per Protocol population)
Seroconversion Rate

(Rate of subjects with PRNT50≥1:10) 

GMT 

(plaque reduction neutralization test)

Rapid Schedule

% (n/N)

Conventional Schedule

% (n/N)
Rapid Schedule

 (N)

Conventional Schedule

 (N)

Vaccination scheme

IXIARO Day 0,7

Rabipur Day 0,3,7

IXIARO Day 0,28

-

IXIARO Day 0,7

Rabipur Day 0,3,7

IXIARO Day 0, 28

-

Day 0

6 (13/215)

9 (5/55)

5.63 (215)

5.73 (55)

Day 14

99 (206/209)

NA

715 (209)

NA

Day 21

100 (207/208)

NA

1255 (208)

NA

Day 35

99 (203/206)

100 (47/47)

690 (206)

376 (47)

Day 56

98 (200/204)

100 (49/49)

372 (204)

337 (49)

Day 365

94 (188/199)

88 (42/48)

117 (199)

39 (48)

NA= not applicable
​​​ Concomitant administration of IXIARO with inactivated rabies vaccine (Rabipur):

In an observer-blind Phase 3 study, concomitant administration of IXIARO and Rabipur has been studied in adults aged 18 to 65 years of age in comparison to respective single vaccinations in conventional schedule. No interference was observed with regards to geometric mean titer (GMT) and seroconversion rates for anti JEV neutralizing antibodies (Table 8). There was also no interference with the immune response to Rabipur.

Table 8: 
Seroconversion rates (rate of subjects with PRNT50≥1:10) and GMTs (plaque reduction neutralization test) for anti‑JEV neutralizing antibodies after administration of IXIARO and Rabipur in conventional schedule, Per Protocol population
Seroconversion rates and geometric mean titer for JEV neutralizing antibody at Day 56

SCR [%] (n/N)

GMT [95% CI]

 (N)

IXIARO + Rabipur 
100 

(157/157)

299 [254-352] 

(157)

IXIARO 

100 

(49/49)

337 [252-451] 

(49)

Vaccination schedules: IXIARO: Day 0/28, Rabipur: Day 0/7/28


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה  (אפור). יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.

העלון הועבר בדואר אלקטרוני בתאריך:  25/07/2016
