CLINICAL TRIALS OVERVIEW OF AVAILABLE DATA

Clinical trials (Phase Il and Phase Ill) conducted with M-ACI with spheroid technology
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PHASE Il: Efficacy and safety study for different doses of M-ACI with spheroid technology"”
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Summary

ACI using spheroids was safe and effective for defect sizes up to 10 cm? and showed
maintenance of efficacy up to 5 years for all 3 doses that were investigated. The
different defect locations (patella, trochlea, weightbearing part of the femoral
condyles) and defect sizes showed comparable clinical improvement. Overall
treatment failure rate until 5 years was 4%. Most treatment-related adverse events
occurred within the first 12 months after implantation, with most frequent adverse
reactions being joint effusion (n=71), arthralgia (n=14), and joint swelling (n=9).

Cultivation time impacts clinical outcome. Shorter cultivation yields higher KOOS
scores and responder rate; i.e. new specifications for Spherox in phase Il 87.5%
responders (AKOOS > 8 points) vs. 75% for all ACT3D after 12 months. Total ACI
group with spheroid technology vs. MF shows non-inferiority; ACl subgroup with
Spherox specifications vs. MF shows superiority.

Significant improvement of KOOS across all treatment groups. No dose depen-
dence. No difference between defect sizes. Comparable safety profile for all dose
groups. SOC most often affected: musculoskeletal and connective tissue disorders.

Comparison of adolescents (range: 15 to 17 years) with young adults treated in
phase Il (range: 19 to 34 years). Comparable results with respect to all considered
scores after minimum of 4 years. Low number of treatment failures in both groups
(3% in adolescent and 5% in adult group).

Non-inferiority of treatment of patella vs. femoral condyle proven. Similar improve-
ment of all scores across the whole study period. Lasting results up to 5 years post
treatment.

Comparison of dose groups in phase Il up to 3 years. No relevant dose difference in
number of adverse events, affected patients, treatment-related adverse reactions,
serious and severe adverse events. Most affected SOC: musculoskeletal and
connective tissue disorders. Most common adverse reaction: arthralgia.

No statistically significant difference in MOCART scores between dose groups after
1 year. No dose dependence of adverse events. No correlation between structural
(MOCART) and patient-reported end point (KOOS).
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Non-inferiority of M-ACI with spheroid technology vs. microfracture confirmed
even after 5 years for overall KOOS and KOOS subscores. Superiority of M-ACI
with spheroid technology shown for subscores ,,Quality of Life”, ,Activities of Daily
Living” and ,,Sports and Recreation”. Safety and efficacy proven after 5 years.

Non-inferiority of M-ACI with spheroid technology vs. microfracture proven for
overall KOOS and KOOS subscores. Superiority of M-ACI with spheroid technology
shown for subscores , Activities of Daily Living” and ,Sport and Recreation” at 3
years. Comparable safety profile. Treatment failure rate (need for reoperation) for
microfracture (4 of 49); none in M-ACI with spheroid technology.

Non-inferiority of M-ACI with spheroid technology vs. microfracture shown. At 24
months superiority in KOOS subscore , Activities of Daily Living” for M-ACI with
spheroid technology. Histologic analysis did not reveal significant differences
between treatments but slightly better outcome of M-ACI with spheroid
technology. Comparable safety profile.

(1) Prospective, randomised, open label, multicentre Phase Il clinical trial to investigate the efficacy and safety of the treatment of large defects (4-10 cm?) with
3 different doses of the autologous chondrocyte transplantation product co.don chondrosphere® (ACT3D-CS) in subjects with cartilage defects of the knee.

EudraCT Number: 2009-016816-20

(2) Prospective, randomised, open label, multicentre Phase Il clinical trial to compare the efficacy and safety of the treatment with the autologous chondrocyte
transplantation product co.don chondrosphere® (ACT3D-CS) with microfracture in subjects with cartilage defects of the knee with a defect size between 1 and 4

cm?. EudraCT Number: 2009-016466-82
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