S U Sta 18 ed |O N g 'te 'm CO ﬂt rO‘ Of te FrMIina | « Ravulizumab effectively controls terminal complement activity and IVH in patients with PNH over a long-term period (1468 PYs of exposure).

oo o " " - Add-on danicopan to ravulizumab is effective in managing csEVH while controlling terminal complement activity and IVH for up to 72 weeks.
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- BT-IVH events experienced during long-term ravulizumab or add-on danicopan were infrequent, mostly non-severe and resolved without dose modification or treatment

d adNICO pa N a d d -ON 10 ravu | 1ZUIMa b N patl ents withdrawal, and none were associated with thrombosis.
. . . - These findings highlight the benefits of dual inhibition in patients with residual and symptomatic anemia due to EVH, without compromising on the survival benefit
Wlth pa rOXy SIMa ‘ N OCtU Ma ‘ h cm Og lO bl Nuria associated with the control of terminal complement activity and IVH with ravulizumab.

Christopher J Patriquin,' Regis Peffault de Latour,” Simona Sica,* Robert Brodsky,”
Jun-ichi Nishimura,®> Jun Ho Jang,® Yogesh Patel,” Ji Yu,” Hubert Schrezenmeier®?

'Division of Medical Oncology & Hematology, University Health Network, Toronto, ON, Canada; *Assistance
Publique — HOpitaux de Paris, Saint-Louis Hospital, Paris, France; *Universita Cattolica del Sacro Cuore,

Dipartimento Ematologia e Trapianto, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome, Italy;

RESULTS

Studies 301 and 302

“Division of Hematology, Johns Hopkins Medicine, Baltimore, MD, USA; ~Department of Hematology and Oncology,

Figure 2. Transfusion avoidance in (A) C5i-naive patients, (B) eculizumab-experienced patients with
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e [oruptoo6years, atotal of 112 BT-IVH events were reported in 36 C5i-naive patients (14.8%; 94 events; event X 80- 726 797 - 75.7
rate, 1.0 per 10 person-years [PYs]) and 15 eculizumab-experienced patients (7.9%: 18 events; event rate, 1.0 per % 66.3 o9 '
30 PYs) treated with ravulizumalb. - 0 -
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INTRODUCTION —  Two events (1.8%) were associated with suboptimal inhibition of C5 (e.g. serum free C5 = 0.5 ug/mL), o
43 events (38.4%) were associated with infection or other complement-amplifying conditions, and no S L5
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Paroxysmal nocturnal hemoglobinuria (PNH) is a chronic, progressive disease characterized by cause was reported for 67 events (59.8%). £ 48
uncontrolled terminal complement activity with potentially life-threatening consequences. —  None of the reported events were associated with thromboembolic events and all resolved without o .
. L N . : modification or discontinuation of ravulizumap. a 207
Ravulizumalb, a complement component 5 inhibitor (C5i) with immediate, complete and sustained _ o , ,
. . . . e Ravulizumab was well tolerated for up to 6 years demonstrating improved survival (survival rates were 97.7%
effect, has shown effective long-term control of terminal complement activity and intravascular 5 . . ] . . .
_ _ . o _ . and 98.4% for studies 301 and 302, respectively),! and no new safety signals were identified. 0 .
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Approximately 20-25% of patients treated with ravulizumalb or eculizumab experience clinically ALPHA study cvaluable (6 months) (6 Enonths) Y Y Y Y Y
significant extravascular hemolysis (csEVH) 2 characterized by symptomatic anemia and increased e Long-term add-on danicopan data were available for up to 72 weeks for 74/84 patients with PNH and csEVH patients, n 246 125 243 233 198 157 15
transfusion need.? (50/57 danicopan-danicopan; 24/27 placebo-danicopan). B 100 6-month period B 12-month period
The addition of danicopan, a first-in-class oral factor D inhibitor, to background ravulizumab e During add-on danicopan, LDH levels remained near normal in both treatment arms (Figure 1B), and most 9.3 876 89.5
or eculizumab has shown a favorable benefit—risk profile and sustained control of terminal patients avoided transfusion (Figure 2C). S &g 7911 81.9 82.1
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complement activity, IVH and csEVH in patients with PNH and csEVH for up to 72 weeks 24 Qverall, 5§.7%> (cjamcopan danicopan) anq 46.2% (placebo-danicopan) of patients achieved a = 2 g/dL -
iINncrease in Hb in the absence of transfusion at week 72. -
e |ntotal, 7 BT-IVH events were reported in 5/84 patients (event rate: 6 per 100 PYs). '*é 60 -
—  Most events (5/7;: 71.4%) were reported with concurrent adverse events, including anemia, COVID-19 4
iNnfection, fever, food poisoning and skin infection. S  40-
—  One event was associated with LDH =2 x upper limit of normal (ULN) and decreased Hlb concentration, p
* To characterize long-term outcomes, including breakthrough IVH (BT-IVH) events, of which was linked with COVID-19 infection. O g
ravulizumab and add-on danicopan to ravulizumab or eculizumab alone in patients with PNH — All events resolved rapidly without transfusion, dose modification or treatment withdrawal.
using pivotal phase 3 trial data. e Add-on danicopan was well tolerated for up to 72 weeks: no new safety signals were identified and no 5
meningococcal infections were reported. Before Randomization OLE OLE OLE OLE
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Figure 1. Mean LDH level over time In (A) C5i-naive and eculizumab-experienced patients with PNH Evaluable (6 months) (6 months)
METHODS treated with ravulizumab in studies 301 and 302 and (B) patients with PNH and csEVH treated with patients, n 195 97 191 188 145 6
add-on danicopan to ravulizumab or eculizumab in the ALPHA study C 100- Placebo B Danicopan-danicopan B Placebo (weeks 0-12)-danicopan (weeks 13-72)
* Long-term ravulizumab efficacy data for up to 6 years in adult (=18 years of age) C5i-naive and A % Day 183 —— Study 301 (C5i-naive) — rav—rav —_— - _
eculizumab-experienced patients with PNH were available from studies 301 (NCT02946463) and 1600 Ecu switch o= Study 301 (C5i-naive) — ecu-rav < 80+ 78.9 80.0 ' ' 80.0 /9.2
, : to rav Study 302 (ecu-experienced) — rav—rav Y
302 (NCTO3056040), respectively. 1400 1 Study 302 (ecu-experienced) — ecu—rav %
Long-term add-on danicopan to ravulizumalb or eculizumalb efficacy data for up to 72 weeks in 600 T 2 60+
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adult patients with PNH and csEVH were available from the ALPHA study (NCTO4469465). - 2 x ULN 4
. . . . D
— In ALPHA, csEVH was defined as hemoglobin (Hb) concentration < 9.5 g/dL with absolute - S 40 -
reticulocyte count =120 x 10°/L.24 - 1.5 ULN g 27.6
. . . C
* Thelong-term efficacy outcomes assessed included: change in lactate dehydrogenase (LDH) level © g 20 - 17.2
over time; change in Hb concentration over time (ALPHA data only); and the proportion of 500 - ULN 8.8
patients who avoided transfusion. 0 - -
o 100 24 weeks Weeks 0-12° Weeks 12-24 Weeks 24-48 Weeks 48-72
— BT-IVH events were also assessed (per-protocol definitions [Table 1]). orior to receiving
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patients, n 57 29 57 29 55 27 54 26 50 24
Time (days) *** indicates
) < ere ) . . . p < 0.001.
Table 1. Per protocol d.eflnltlons of BT IVH durlng ravulizumab treatment (StUdleS 301 and B Placebo switch ALPHA — danicoban—danicoban *Participants who were RBC transfusion free during the 24 weeks before receiving the study drug.
302) and treatment with add-on danicopan (ALPHA study) 6 daniconan P ) P °p values are only available for week 12 or treatment period 1.
1600 7 P G- ALPHA - placebo-danicopan C5i, complement component 5 inhibitor; cseEVH, clinically significant extravascular hemolysis; OLE, open-label extension; PNH, paroxysmal nocturnal
Study BT-IVH definition hemoglobinuria; RBC, red blood cell.
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