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Intraarticular Injection of PCRX-201 Gene Therapy Was Safe and Had Clinical Benefits

Through 3 Years in Patients With Knee Osteoarthritis
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OBJECTIVES CONCLUSIONS

To assess the impact of PCRX-201 gene therapy @ A singleintraarticular (IA) injection of PCRX-201 was safe and led to improvements in pain, stiffness, and function for up to 156 weeks in most structural severity subgroups

on pain, stiffness, and function in patients with
knee osteoarthritis (OA) stratified by structural
severity (assessed by Kellgren-Lawrence [K-L]

€) The greatest improvements were observed in individuals with K-L grade 2; however, improvements were also observed for those with K-L grade 3 or 4, suggesting PCRX-
201 may be useful across the spectrum of knee OA severity

grade) after 156 weeks €) These data warrant further investigation in an ongoing randomized, double-blind, active-controlled phase 2 study (NCTO6884865)
INTRODUCTION METHODS Figure 1. Study design.
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RESULTS

DEMOGRAPHICS AND
BASELINE CHARACTERISTICS

e Overall, 36 participants were enrolled and treated in each
group (Figure 2)

e Participant demographics and baseline characteristics were
similar across groups (Table)

* There was a similar number of discontinuations by week 156 in
both groups (Figure 2)

Table. Participant Demographics and Baseline
Characteristics

Not pretreated Corticosteroid
group pretreated group
(n=36) (n=36)
Age, median (IQR), y 62.0 (58.5-67.0) 67.5 (58.5-71.5)
Women, n (%) 21 (58.3) 21 (58.3)
K-L grade, n (%)

2 7 (19.4) 6 (16.7)

3 23 (63.9) 15 (41.7)

4 6 (16.7) 15 (41.7)
WOMAC-A pain score, 6.4 (1.0) 6.8 (1.0)
mean (SD)

Follow-up, median (range) 142.5 (15-156) 127 (8.156)
wk
IQR, interquartile range; K-L, Kellgren-Lawrence; SD, standard deviation.

Figure 2. Participant flow diagram.

Part 1. SAD Part 2: Expansion

Not pretreated (n=36) Corticosteroid pretreated (n=36)

A 4 A 4 A 4 A4 A 4 A 4

Low dose ||Middle dose ||High dose Low dose ||Middle dose ||High dose
(n=12) (n=16) (n=8) (n=13) (n=15) (n=8)
Nn=6 at n=7 at Nn=2 at Nn=6 at Nn=6 at Nn=4 at
week 156 week 156 week 156 week 156 week 156 week 156
Discontinuations by week 156*: Discontinuations by week 156*:
Withdrew consent: n=15 Withdrew consent: n=14

Lost to follow-up: n=5 Othert: n=2
TEAE: n=1 Lost to follow-up: n=1
TEAE: n=1
Withdrawn by investigator: n=1
Death# n=1

SAD, single ascending dose; TEAE, treatment-emergent adverse event. *Some participants
discontinued at week 156 after providing data; in those cases, week-156 data are included in the
analysis. TOne participant discontinued because of progression to total knee arthroplasty, and
another participant did not continue in the extension after 104 weeks. *fNot considered related
to study treatment.

SAFETY

* No serious treatment-emergent adverse events related to
the treatment or procedure were reported regardless of
corticosteroid pretreatment or dose level

* New or worsening treatment-related knee effusions were the
most common adverse event

~ In the not pretreated group, 61% of participants (22/36)
experienced a total of 23 treatment-related knee effusions;
22% (5/23), 61% (14/23), and 17% (4/23) were mild (grade 1),
moderate (grade 2), and severe (grade 3), respectively

= Treatment-related effusion events began within a median
of 3 days (range, 0-56 days) after PCRX-201 administration
and resolved in a median of 18 days (range, 2-165 days)

- In the corticosteroid pretreated group, 36% of participants
(13/36) experienced a total of 14 treatment-related effusion
events; 7% (1/14), 86% (12/14), and 7% (1/14) were mild (grade 1),
moderate (grade 2), and severe (grade 3), respectively

= Treatment-related effusion events began within a median
of 9.5 days (range, 1-30 days) after PCRX-201 administration
and resolved in a median of 33 days (range, 3-111 days)

* No additional dose-related index knee effusions were reported
between 104 and 156 weeks in either group

* The percentage of participants with treatment-related knee
effusions was similar across subgroups stratified by K-L grade
(K-L grade 2, 54%; K-L grade 3, 45%; K-L grade 4, 52%)

WOMAC-A

* Least squares mean (LSM) improvements from baseline among the 3 doses were observed for WOMAC-A pain scores in both the not pretreated group (range of reduction across
doses, 2.3-2.6 points [36%-38%]) and corticosteroid pretreated group (range of reduction across doses, 3.4-3.6 points [51%-53%]; Figure 3, top panel)

* When stratified by K-L grade, LSM improvements in WOMAC-A pain scores were observed through Week 156 for all subgroups excluding K-L grade 4 in the not pretreated group
(Figure 3, bottom panel)

Figure 3. LSM change from baseline in WOMAC-A pain scores.
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WOMAC-B

* LSM improvements from baseline among the 3 doses were observed for WOMAC-B stiffness scores in both the not pretreated group (range of reduction across doses, 2.2-3.1 points
[28.5%-40.5%]) and corticosteroid pretreated group (range of reduction across doses, 3.3-4.1 points [51%-63%]; Figure 4, top panel)

* When stratified by K-L grade, LSM improvements in WOMAC-B stiffness scores were observed through Week 156 for all subgroups excluding K-L grade 4 in the not pretreated
group (Figure 4, bottom panel)

Figure 4. LSM change from baseline in WOMAC-B stiffness scores.
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KNEE INJURY AND OSTEOARTHRITIS OUTCOME SCORE

= LSM improvements in Knee Injury and Osteoarthritis Outcome Score (KOOS) activities of daily living (shown as increase from baseline) stratified by dose (Figure 5, top panel)
and K-L grade (Figure 5, bottom panel) were observed at all doses and grades excluding K-L grade 4 in the not pretreated group

Figure 5. LSM change from baseline in KOOS activities of daily living through week 156.
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