Long-term hemoglobin response and reduction in transfusion burden are maintained in patients
with pyruvate kinase deficiency treated with mitapivat
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BACKGROUND  The AC'I_'IVATE-T/LTI_E study an_alysis assessed: o | Greater Hb response rates in patients treated with mitapivat vs placebo in Long-term safety data
. — . . . . . B Sgéa:lfendziizzgsiiuitor?\kr)zcriE?E%%rﬁi:?cg?faen(g;ssz)da&?i?\%Tﬁteliiz?dl—ndé(sjg/eéi-gg_ir\ VX?;%R?X?&? ACTIVATE and the LTE StUdy e As of 27/March2022, mitapivat showed a consistent safety profile over the long-term duration of

) Pyruvgte k!nase (PK) deficiency is arare, lifelong, hereditary hemolytllc_: anemia caused by compared with the patient’s individual historic transfusion burden standardized to 24 weeks * In ACTIVATE, 40% (16/40) of patients treated with mitapivat achieved a Hb response by 24 weeks" treatment (Table 1)

mutations in the PKLR gene, encoding the red blood cell (RBC)-specific form of PK (PKR)"2  Duration of TRR is the time from the start of the fixed-dose period in ACTIVATE-T to the day . None of the patients assigned to placebo in ACTIVATE (N=40) achieved a Hb response during « No new safety findings were observed in subjects (N=90) treated in the LTE study
« Defects in PKR lead to chronic hemolysis and anemia, which are associated with serious before a transfusion in the LTE study where the transfusion burden reduction becomes <33% ACTIVATE; inthe LTE, 39.5% (15/38) of patients randomized to placebo in ACTIVATE showed a Hb « The most common treatment-emergent adverse events (TEAEs) were headache

complications, r_egardless of transfusion status, including iron overload, pulmonary hypertension, . fusion-free duration among patients in ACTIVATE-T who achieved transfusion-free status response by 24 weeks after switching to mitapivat (26 patients [28.9%]) and pyrexia (17 patients [18.9%])

and osteoporosis®° — lrans - - - _ _ _ _ _ . P : :
. The disease also negatively impacts patient health-related quality of life® - Defined as a period of no transfusions received during ACTIVATE-T and the LTE study Hbdref?piilllsfe WaCT sustained with long-term mitapivat treatment in ACTIVATE . I\:i rg;:::;);ltzySOtfr:_jc?nEesnrier;Ta?;Zd'?I;,:I;52\;\?e?:\;:gzted
. Unt_il recently, thgre were no disease-mo_difying.pharmacotherapies approved f_or PK deficiency; RESU LTS andthe study — ACTIVATE/LTE M/M arm: arthralgia (n=1)

available supportive therapies are associated with short- and long-term complications’ « As of 27March2022, the median duration of Hb response among the 31 Hb responders from _ ACTIVATE/LTE P/M arm: gastroenteritis (n=1)
e Mitapivat (AG-348) is afirst-in-class, oral, allosteric activator of PKR that is approved by the ACTIVATE and the LTE study was 18.3 months, with responses ongoing up to 32.9 months (Figure 4)

US Food and Drug Administration for the treatment of hemolytic anemia in adults with PK Patient disposition in ACTIVATE, ACTIVATE-T, and the LTE study . 8 patients from ACTIVATE and the LTE study fell below the 1.5 g/dL response threshold; however, ,

deficiency®™ . L L 6/8 returned to a change from BL =1.5 g/dL, showing continued benefit from mitapivat treatment Table 1. Summary of TEAEs in the LTE study
e Mitapivat demonstrated significant improvements in hemoglobin (Hb) in adult patients who were * 80 patlent_s were ran_domlzed in ACTIVATE (mltaplvat. N=40; placebo N=40); as of 2_7March20_22, (Figure 4)

35/40 patients continued from ACTIVATE tothe LTE inthe M/M arm and 38/40 patients continued ACTIVATE/LTE ACTIVATE-T/ LTE

not regularly transfused (ACTIVATE, NCT03548220)" and a significant reduction in transfusion

burden in adult patients with PK deficiency who were regularly transfused (ACTIVATE-T, tothe LTE inthe P/Marm (Figure 2a)

Figure 4. Duration of Hb response among all patients who achieved a Hb response in
NCT03559699)™ e 27 patients were treated with mitapivat in ACTIVATE-T; as of 27March2022, 17 patients continued ACTIVATE and the LTE study

from ACTIVATE-T to the LTE on mitapivat (Figure 2b)
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