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Introduction Patient Demographics, Clinical History and Investigational Product Metrics
Pyruvate kinase deficiency (PKD) is a rare inherited hemolytic anemia caused by mutations in the PKLR gene which result in decreased red ( ) [ -006- ] [ -001- ]
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cell pyruvate kinase activity and impaired erythrocyte energy production (glycolysis).  WAR2006
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= Allogeneic HSCT has been performed in select cases and resulted in transfusion independence; however, efficacy has been limited by .,
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red blood cell (RBC) pyruvate kinase enzyme production and normalized RBC function and lifespan . CRCs: Colony forming cells, VCN: Vector copy number ) hemoglobin increase.

= Preclinical studies utilizing a clinically relevant PKD murine model have demonstrated safety and efficacy.

= Lentiviral gene therapy represents a potentially definitive treatment for PKD which addresses the underlying genetic defect and could .
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ameliorate iron overload and end-organ damage.

NavarroS et al. Mol.Ther. — Methods Clin.Dev. 2021;22: 350-359. O Assessment Performed at Local Laboratory
Garcia-Gomez M et al. Mol.Ther. 2016; 24(7): 1187-1198. e
| 1301-006-1001 | -  1301-001-1002 | 25
( \ %.., 20 (0.3-1.2 mg/dL) f \ .%. 20~ (0-1.4 mg/dL)
E 15 o £ 15-
Primary Endpoint: Evaluation of the safety and toxicity of RP-L301 £ ., O . £ 10-
Secondary Endpoints: P 2 59 Crosono .\0/. ® =51 % oo
_ . e : : : : —_ | , e®:00-0—9o - § (0-9-0:9—0:@
= Clinically significant reduction of anemia (Hb ) " Reduction of hemolysis 3 O b L 1 I 12- /. S
ion | = Peripheral blood (PB) and b BM i i 85 Month h & Month h
= Transfusion independence at 12 months eripheral blood (PB) and bone marrow (BM) genetic correction ) _ Months post gene therapy % O onths post gene therapy
. . . . c Significant bilirubin decrease from - 9- Q Normalized bilirubin from
= >50% reduction in transfusion requirements (When as demonstrated by vector copy number (VCN) 3 13.4mg/dL to 1.1 mg/dL _g \‘z 7.4 mg/dL to 0.9 mg/dL
Y, ormal Range e p 7 N ﬁ ormal Range
relevant) at 12 months % i3] normel pane . (S _nle® e 2289
: : MR
s _op oge . . I s 4 £ e 47 o 94 /
Key Eligibility Criteria 3- g _ai ﬁ.,o-...__.\. 3 ? ;- o N \o
5 2 e g 2
Inclusion: ion: % “ 1
| | | | . Exclusion: . 0 | : | | | , , I 0-1 gt ] . [ . 0 I I — | | I | | 0+— | . . ] .
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Pediatric cohort (N=2-3): 28 to 17 years = Severe iron overload = Sustained hemoglobin normalization from ~7.4 g/dL to 13.2 g/dL at 24 months post-RP-L301 infusion from 0 , , o . S reticulocytes from 25.5% to 3.0%
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Quality of Life Assessments Conclusions
[ FACT-Anemia ] [ SE-36 J = (Clinical efficacy and safety data indicate that RP-L301 is a potential treatment for patients with severe PKD, including those who did not derive
benefit from available therapies (i.e. mitapivat)
Preliminary Results Indicate Improved QUGIity Of Llfe over 24 months subsequent to RP-L301 therapy Preliminary Results Indicate Improved Quality Of L/fe by SF-36 over 24 months subsequent to RP-L301 therapy = Hematopoietic stem and progenitor cell collection appears safe and feasible in adult cohort; RP-L301 was successfu"y manufactured
Pre-treatment Post-treatment Pre-treatment Post-treatment = Robust and sustained efficacy in both patients at 24 months post-RP-L301 infusion
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Pre-Conditioning |3 months 12 months 24 months ' ; M rin o No IP-related serious adverse events (SAEs) at 24 months post-infusion
200 | Both patients have anecdotally Bl General health : : : : : L : . . .. , L
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S | 10 : ) . . . = N o Neutrophil engraftment occurred within 2 weeks following gene therapy infusion
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3 g 100 o " . Improved QoL has also been S § . e B ) o so o Substantial improvements have = [nsertion site analyses in PB and BM for both adult patients for up to 12 months post-RP-L301 demonstrated highly polyclonal patterns and there
L & 53 56 : - . . - 2% . | o | ' has been no evidence of insertional mutagenesis
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Pre-Conditioning | 3 months 12 months 24 months from baseline Pre-conditioning 3 months 12 months 24 months general health components. Adult and pediatric enrollment is complete. Phase 2 trial initiation is anticipated in 2023.
Please contact PKDclinicaltrial@rocketpharma.com for more information.
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