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INTRODUCTION

GTR (Synthon) is the first generic glatiramer acetate with a demonstrated equivalent efficacy and safety profile 
to branded glatiramer acetate (GA, Copaxone®, Teva)1. Because local injection site reactions (LISRs) are the 
most common adverse reactions for GA, these were further investigated to ensure the local tolerability profile 
supports the comparability.

METHODS

GATE: Glatiramer Acetate clinical Trial to assess Equivalence vs. Copaxone

Study population
RRMS patients aged 18-55 years with ≥1 relapse in the year prior to screening and 1-15 gadolinium-enhanced 
brain lesions.

Treatment
794 patients were randomized and received daily subcutaneous injections of 20 mg GTR (Synthon glatiramer 
acetate; N=353), 20 mg GA (Teva glatiramer acetate (Copaxone®); N=357), or placebo (N=84) in a double-blind 
trial for 9 months.

Local tolerability scoring
The presence and severity of LISRs 5 minutes and 24 hours after injection were recorded in diaries for two 
periods of 14 days starting at Day 1 and Month 3. The LISR presence score was based on the number of 
symptoms (pain, redness, swelling, itching, lumps) reported and ranges from 0 to 5. The severity score was 
reported as 0 (none), 1 (mild), 2 (moderate) or 3 (severe).

Adverse event monitoring
Local injection site reactions were reported as adverse events on those days when LISR scores were not 
entered in the diaries.

Statistical Analysis
Per period and timepoint, the LISR presence score and the LISR severity score is calculated for each subject 
as the mean of the reported scores over the 14-day period.
Treatments were compared using a 1-way ANOVA model with the mean LISR presence and the mean LISR 
severity scores as response.

STUDY FLOW

RESULTS – LISR PRESENCE SCORES DURING PERIOD 1 

Similar LISR presence scores for GTR and GA; significantly lower LISR presence scores for placebo.

RESULTS – LISR PRESENCE SCORES DURING PERIOD 2 

Similar LISR presence scores for GTR and GA; significantly lower LISR presence scores for placebo.

RESULTS – ADVERSE EVENTS DURING 9-MONTH DOUBLE-BLIND PART

Similar incidence of adverse events related to injection site reactions in GTR and GA group and clearly 
different from placebo.

RESULTS – SEVERITY SCORES 

Pain and Redness were the most relevant LISR: 5 minutes post-injection 62% and 54% (GTR) and 65% 
and 52% (GA) of patients reported at least once moderate or severe symptoms for these domains.

Mean severity scores were similar in GTR and GA groups at both time points and significantly different 			 
from placebo. 
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CONCLUSIONS

Local tolerability of GTR is comparable to the branded GA product as reflected by 
similar LISR presence scores and similar LISR severity scores for all local tolerance 
domains, including the most frequently reported domains Pain and Redness, as well as 
similar incidence of reported local tolerance adverse events.

Local injection site reactions	 GTR  	 GA	 Placebo

	 (N = 353)	 (N = 357)	 (N = 84)

	  n (%)	 n (%) 	 n (%) 

General disorders and administration site conditions  

Any event	 81 (22.9%)	 82 (23.0%)	 14 (16.7%) 

Injection site reaction	 58 (16.4%)	 61 (17.1%)	 6 (7.1%) 

Injection site swelling	 14 (4.0%)	 12 (3.4%)	 3 (3.6%) 
Injection site pain	 11 (3.1%)	 13 (3.6%)	 1 (1.2%) 
Injection site erythema	 8 (2.3%)	 7 (2.0%)	 0 (0.0%) 
Injection site pruritus	 8 (2.3%)	 5 (1.4%)	 0 (0.0%) 
Injection site induration	 3 (0.8%)	 3 (0.8%)	 0 (0.0%) 

Injection site anaesthesia	 2 (0.6%)	 1 (0.3%)	 0 (0.0%) 
Injection site oedema	 2 (0.6%)	 2 (0.6%)	 0 (0.0%) 
Injection site haematoma	 1 (0.3%)	 0 (0.0%)	 3 (3.6%) 
Injection site bruising	 0 (0.0%)	 0 (0.0%)	 3 (3.6%) 
Injection site haemorrhage	 0 (0.0%)	 0 (0.0%)	 1 (1.2%)

Severity Score - Period 1* 	 GTR  	 GA	 Placebo

Mean (SD) 	 (N = 345)	 (N = 343) 	 (N = 83)

Pain   	 5 min	 1.13 (0.73)	 1.12 (0.69)	 0.15 (0.33)# 

	 24 hrs	 0.33 (0.49)	 0.32 (0.52)	 0.07 (0.22)# 

Redness  	 5 min	 0.99 (0.57)	 0.93 (0.57)	 0.24 (0.39)# 

	 24 hrs	 0.27 (0.48)	 0.31 (0.53)	 0.06 (0.25)# 

# p<0.005 vs. GTR and GA; * Similar results for Period 2 were obtained
GA N=357

GTR N=353

D1 M3 M7 M8 M9

MRI 

Local tolerability

Randomization 
Double-blind part

15 Months
Open-label extension

MRI MRI MRI MRI

Screening 

Placebo N=84

0 
10 
20 
30 
40 
50 
60 
70 
80 
90 

100 

GTR GA Placebo 

Pa
tie

nt
s 

(%
)  

w
ith

 L
IS

R
 s

co
re

 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 
10 
20 
30 
40 
50 
60 
70 
80 
90 

100 

Pa
tie

nt
s 

(%
)  

w
ith

 L
IS

R
 s

co
re

 

1 2 3 4 5 6 7
Days

8 9 10 11 12 13 14 1 2 3 4 5 6 7
Days

8 9 10 11 12 13 14 1 2 3 4 5 6 7
Days

Days Days Days

8 9 10 11 12 13 14

5 minutes after injection

24 hours after injection

0 
10 
20 
30 
40 
50 
60 
70 
80 
90 

100 

GTR GA Placebo 

Pa
tie

nt
s 

(%
)  

w
ith

 L
IS

R
 s

co
re

 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1 2 3 4 5 6 7 8 9 10 11 12 13 14

0 
10 
20 
30 
40 
50 
60 
70 
80 
90 

100 

Pa
tie

nt
s 

(%
)  

w
ith

 L
IS

R
 s

co
re

 

1 2 3 4 5 6 7
Days

8 9 10 11 12 13 14 1 2 3 4 5 6 7
Days

8 9 10 11 12 13 14 1 2 3 4 5 6 7
Days

Days Days Days

8 9 10 11 12 13 14

5 minutes after injection

24 hours after injection

Presence Score 	 GTR	 GA	 Placebo

Mean (SD)	 (N = 345)	 (N = 343)	 (N = 83)

5 min	 2.13 (1.26) 	 2.14 (1.29)	 0.38 (0.55)#  

24 hrs	 0.49 (0.68) 	 0.51 (0.81)	 0.05 (0.015)# 

# p< 0.001 vs. GTR and GA

Presence Score 	 GTR	 GA	 Placebo

Mean (SD)	 (N = 322)	 (N = 317)	 (N = 79)

5 min	 1.96 (1.49)	 1.94 (1.50)	 0.22 (0.41)#  

24 hrs	 0.93 (1.16) 	 0.99 (1.27)	 0.01 (0.05)# 

# p< 0.001 vs. GTR and GA
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