I The majority of treated bleeds were defined as traumatic The median number of annualized FVIII infusions per participant

* During the HAVEN 6 study, 48 (66.7%) participants did not experience a was 0 (0-120)

* Emicizumab, a bispecific monoclonal antibody that bridges activated factor (F)IX treated bleed. * The median (range) annualized number of infusions per participant was 0 (0—120)
and FX, substitutes for the function of deﬂment FVIII in people with hemophilia A « Ofthe 71 treated bleeds, 57 (80.3%) were in those with moderate HA and for those with moderate HA and O (0—18) for those with mild HA (Table 2).
(HA); data from the Phase |l HAVEN 6 trial (NCT04158648) show a favorable 14 (19.7%) were in those with mild HA _ _ _
safety profile and efficacy of emicizumab in people with moderate or mild HA ' ' Table 2. Annualized number of FVIil infusions per treated
without FVIII inhibitors. * Atotal of 56 (78.9%) of the 71 treated bleeds were traumatic and 15 (21.1%) bleed per participant in the overall population (N=72).
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Factor VIIl Use In the
Treatment of Breakthrough

. . This analysis characterizes the dose and frequency of FVIII, and tranexamic acid were spontaneous. All bleeds  Spontaneous bleeds Traumatic bleeds  Joint bleeds
B I eed S | n PeO p I e W | t h (T_xA) used for the_ treatment of break_through bleeds in people with moderate or * Sixteen (31.4%) of the 51 participants with moderate HA and 8 (38.1%) of the 21 Total population (N=72)
mild HA treated with emicizumab during the HAVEN 6 trial. participants with mild HA received on-demand FVIII to treat a breakthrough bleed; Median (range) 0 (0-120.0) 0(0-18.3) 0 (0-105.5) 0(0-23.7)
M O d e r at e O r M | I d H e m O p h | I | a A all participants who experienced a bleed remained on emicizumab, regardless of Mean (SD) 3.5 (14.7) 0.8 (2.9) 2.7 (12.9) 0.8 (3.6)
HAVEN 6 is a multicenter, open-label, single-arm, Phase Il study additional FVIII usage. Moderate HA (n=51)
W | t h Oou t FaCtO I VI I I I N h | b | tO 'S designed to assess safety and efficacy of emicizumab in people *  Four participants experienced 26 treated bleeds during the study; a total of 28 Median (range) 0 (0-120.0) 0(0-14.5) 0(0-1055) 0(0=23.7)
with moderate or mild HA (90.3%) of the 31 bleeds experienced by these participants were traumatic Mean (SD) 4.1(17.2) 0.6 2.2) 3.6 (15.3) 0.9 (4.05)
SRR = . Mild HA (n=21)
ReC e | V| n g E m | C | Z u m ab * Eligible participants included people of all ages with moderate or mild HA without — These participants aII_had_ moderate HA and were receiving either prophylactic Median (range) 0 (0-18.3) 0 (0-18.3) 0 (0-5.4) 0 (0-10.7)
inhibitors,.who warranted pr.ophylallxis as assessed by the investigator; the full treatment (n=1) or episodic treatment (n=3) prior to the study Mean (SD) 2 4.7) 1.4 (4.2) 0.6 (L3) 0.6 (2.3)
P r O p h yI aX I S " Th e P h aS e I I I Stuely SleslolT NEks D2 Bulslisnee. — Three spontaneous bleeds were experienced by two participants and were
: * The lowest FVIII dose required to achieve hemostasis was recommended for located in the right knee and left forearm for one participant and in the left chest * For those with moderate HA, the median (range) number of FVIII infusions per
breakthrough bleeds. (in relation to a thorax contusion) for the other participant. treated spontaneous, traumatic and joint bleed was 1 (1-19), 2 (1-47) and

HAVEN 6 Experience

. . . . 1 (1-19), respectively (Figure 4).
* Self-reported bleeds were defined as per the International Society on Thrombosis ( ) P y (Fig )

and Haemostasis;? treated bleeds excluded surgical bleeds. * For those with mild HA, the median (range) number of FVIII infusions per treated

The majority of breakthrough bleeds were treated with one or two spontaneous, traumatic and joint bleed was 1 (1-6), 1 (1-2) and 2 (1-6),

° TxAuse in the 24 hours before a surgical procedure was excluded from this infusions of FVIII respectively (Figure 4).
. - A 1% i ‘D : 2 analysis. WP .
Giuliana Ventrlglla,3 Amy Shap|r0,4 O Tormal STAliSTItal 1esis WETE periormed e Overall, the median (range) number of FVIII infusions per breakthrough bleed was treated bleed in participants who received <9 infusions per bleed.
_ Figure 1. Study design. 2 (1-47) and 1 (1-6) for participants with moderate and mild HA, respectively. 10
*presenting author Emicizumab . . . * Moderate HA
Key inclusion criteria Emicizumab maintenance dose Figure 2 Num_ber of FVIII infusions per treated bleed in the overall 0 o Mild HA
People of all ages with Ioadlng dose FVIII or TxXA could be pOpu|a'[IOn (N—72) o 8
moderate or mild HA" 3mglkg QW Usegrfg;lgﬁfgumgehm of 40 E = . . .
without FVIII inhibitors, — Lo
T e for 4_v7vgeTks — 3mg/kg Q2W (n=39) bleeds; dosages 35 =35
investigator (n=73) 6mg/kg Q4W (n=8) sisiziiminee o 25 é ~ s
2 2
*Mild HA (FVIII level >5%—<40%), moderate HA (FVIII level 21%—-<5%); TOne participant with moderate HA was enrolled but S 15 4 oo oo
Su mimnm ary withdrew prior to treatment; Participant choice. QW, every week; Q2W, every two weeks; Q4W, every four weeks. s I
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I A total of 72 participants received emicizumab by data cut-off — — - co00000
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* At the data cut-off (October 30, 2021), the median (range) follow-up was Number of infusions per bleed
: : 55.6 (8.7—-89.9) weeks; baseline characteristics are presented in Table 1. ° Treated Treated spontaneous Treated traumatic Treated joint
Data from the Phase Il This sub-analysis ’ | | freatec spont d trau ated i
HAVEN 6 trial show a characterizes the dose and Table 1. Baseline characteristics. ° Th/i O:‘/era:]I med'?ﬂ (rar:jge) CumUIatl\c/le FVIIl dose per blee/g V\:cas 6h7-1 (3:!--5—1_|7d0-0)
favorable safety profile and frequency of FVIII and Participants in the HAVEN 6 study IU/kg for those with moderate HA and 47.0 (40.1-50.5) 1U/kg for those with mi Each point represents one bleeding event. Pt, participant.
. . . : : . _—_ el el A HA (Figure 3)
efficacy of emicizumab in tranexamic acid (TxA) (N‘fj‘z) (r;:21) ° (r?gf) T ticipants (both aged 13 with moderate HA) o than 1
le with m rate or mil used for the treatment of — Two participants (both age with moderate required more than nine I | |
peopie Wit SEElEE O ¢ Age, years FVIII infusions to treat breakthrough bleeds, and are not represented in Figure 3 Tranexamic acid use for the treatment of breakthrough bleeds
hemophilia A (HA) without breakthrough bleeds meg_n (S(D)_ ) 26.0 (17.1) 33.5 (19.0) 22.9 (15.5)
hili - edian (min, max 23.5 (2.0, 71.0 29.0 (6.0, 71.0 19.0 (2.0, 56.0 o iCi i i ici0i e FEi - - - - :
factor (F)VIII inhibitors throughout the duration of Sox n (3 ( ) ( ) ( ) ]E)ne [;)/ar:tm%ant had 19 infusions for a traumatic joint bleed on the Eight participants (one with mild HA and seven with moderate HA) received TxA
the HAVEN 6 study Male 69 (95.8) 19 (90.5) 50 (98.0) GRS, — The participant with mild HA received TxA for the treatment of a traumatic rectal
Female 3(4.2) 2(9.9) 1(2.0) * The other participant experienced two traumatic bleeds in the thigh/knee, bleed caused by ulcerative colitis.
Treatment regimen prior to study, n (% ' i ' . Ty ' o _ _ _
Prophy|acticg P .1 00 37 (51.4) 9 (42.9) 28 (54.9) (btlreactle_d W'fh ,47 mfusur)]ns), the >ame partmpzilnt _e>r<]per|_er:cceq a spontaneou_s * Of the participants with moderate HA, two received prophylactic TxA for
Episodic 35 (48.5) 12 (57.1) 23 (45.1) It blm rcel at'oﬂ t? "’f‘t Olr("l"x contuglor_l r(]treaFef with 19 mdusmns), a raumatic post-operative bleed management (dental procedure and bilateral vasectomy
Hijtoiy of FVIIl inhibitor, n (%) e a o Jl;)lmtd _eeh 0?_ the /eht anb e trea(tje .V\r/:t 13f|n usions, and a traumatic joint [no bleeding events were reported]) and five received TxA for the treatment of
N 20 59'7_)2) 20 295-)2) 50 295-23) RIS AT ST SIEE traumatic bleeds (two nose, one eye, one mouth, and one soft tissue)
Number of bleeds in 24 weeks prior to study Figure 3. Number of infusions and cumulative dose of FVIII per bleed In — Qverall, these participants had 30 medication records, with a total of 93 days
4.7 (13.2 9.3 (23.7 2.7 (3.1 . ; : : . . C .
| mggggs(%)l , mad )0 (o.(o, 96)_0) 10 (o.(o, 96)_0) )0 (o.c(), 131_0) partlf(:(?ants who received =9 infusions per bleed. of TxA use and a median (range) total duration of TxA use per participant of
These data may be used to Reported bleeds were mainly 0-8 bleeds 67 (93.1) 18 (85.7) 49 (96.1) 10.5 (3—12) days.
inform breakthrough bleed traumatic and were resolved E:tgint})iaetzzsABR prior to study? »oY 249 20 350 * ’ . * No adverse events were observed with concomitant use of emicizumab and TxA.
treatment in people with after 1-2 doses of FVIII. No Mean (SD) 10.1 (28.7) 20.2 (51.5) 6.0 (6.8) S 300
.. . . : : Target joints at study entry ox 230 ¢
. . )] o [
receiving emicizumab observed with concomitant No target joints, n (96) 48 (66.7) 15 (71.4) 33 (64.7) ) Conclusions
use of emicizumab and TxA >1 target joint, n (%) 24 (33.3) 6 (28.6) 18 (35.3) 2D 200 o o
Reason for warranting prophylaxis, n (%)# ‘—35 L 150 o °
History of frequent bleeding 41 (56.9) 12 (57.1) 29 (56.9) = O i ~ _ _
History of frequent joint bleeding 32 (44.4) 7(33.3) 25 (49.0) 3 100 : ® Spontaneous bleeds (n=12) Reported bleeds were mainly traumatic and most resolved after 1-2 doses of
History of severe bleeding 15 (20.8) 5(23.8) 10 (19.6) o - _
Prevention of traumatic bleeds 9 (12.5) 4 (19.0) 5 (9.8) 50 B :. o ® Traumatic bleeds (n=19) replacement FVIII.
Other 5(6.9) 1(4.8) 4 (7.8) Individual dosing of emicizumab, TxA and FVIIlI were determined by the
*Participants had to have a negative test for inhibitors (<0.6BU/mL) within 8 weeks before enrollment and no documented 0 : : : :
inhibitors (<0.6BU/mL), FVIII half-life <6 hours, or FVIII recovery <66% in the last 5 years. The reported highest historical 0 1 2 3 4 5 6 7 8 9 mvestlgator and these data by Inform breakthrough bleed treatment In people

with moderate or mild HA receiving emicizumab.

inhibitor titer for the two participants with a history of inhibitors was approximately 1BU/mL. TEstimated ABR prior to study
entry was derived from the participants’ number of bleeds in the 24 weeks prior to the study (collected retrospectively),
annualized by dividing by 168 days and multiplied by 365.25 days. *More than one investigator-assessed reason could be
selected. ABR, annualized bleed rate; Q, quartile; SD, standard deviation.

Number of infusions per bleed

A total of 12 participants experienced 14 spontaneous bleeds, and 19 participants experienced 51 traumatic bleeds. No Safety concerns were observed with concomitant use of emicizumab and TxA.
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