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Promise of FXI inhibitors:

Differential roles of FXI in hemostasis and thrombosis CT
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FAGTOR XI DEFICIENCY IN ASHKENAZI JEWS — ASAKAT ET AL. | 99 |

FACTOR XI DEFICIENCY IN ASHKENAZI JEWS IN ISRAEL
REr Asakat, M.D., Pi.D., Dowinic W. CrunG, Pr.D., EARL W. DAVIE, Pu.D., AND Ui SELiGsonN, M.D.

Abstract Background and Methods. Severe factor XI
deficiency, which is relatively common among Ashkenazi
Jows, is associated with injury-related bleeding of con-
siderable severity. Three point mutations — a splice-junc-
tion_abnormality (Type 1), Glu""—Stop (Type Il), and
Phe?—Leu (Type Ill) — have been described in six
patients with factor XI deficiency. Clinical correlations
with these mutations have not been carried out. We de-
termined the relative frequency of the mutations and
their association with plasma levels of factor XI clot-
ting activity and bleeding, analyzing the mutations with
the polymerase chain reaction and restriction-enzyme di-
gestion.

‘Results. The Type Il and Type lll mutations had simi-
lar frequencies among 43 Ashkenazi Jewish probands
with severe factor XI deficiency; these two mutations ac-
counted for 49 percent and 47 percent, respectively, of a

12 of their relatives wnn severs facor X| deficency, pa-
icantly
higher level of factor 4 oting actiy (mean [»sb] per-
centage of normal values, 9.7+3.8 percent; n = 13) than
those homozygous for Type Il mutation (1.2+0.5 percent,
n = 16) or compound heterozygotes with Type Il muta-
tion (3.3+1.6 percent, n = 23), as well as significantly
Jower episodes of inry.rolaod blooding, Each of these
5 groups ad a simiarly increased proportion of epi-
s5des of biscding complicaions afer surgory at ss wih
enhanced local fibrinalysis, such as the urinary tract, or
during tooth extraction.

Conclusions. Type Il and Type lil mutations are the
predominant causes of factor XI deficiency among Ash-
kenazi Jews. Genotypic analysis, assay for factor XI, and
consideration of the type and location of surgery can be
helpful
(N Engl J Med 1991; 325:153-8.)
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Promise of FXI inhibitors:
Drug development and clinical trials

*  FXI-ASOTKA phase 2 trial (2015)
*  ISIS-FXIRx (weekly) vs. enoxaparin in
total knee arthroplasty (n = 300)
* ANT-005 TKA phase 2 trial (2021)

* Abelacimab (monthly) vs. enoxaparin for
prevention of VTE in total knee

arthroplasty (n = 412)
* AZALEA-TIMI 71 (November 2023)

* Abelacimab vs. rivaroxaban (Xarelto) in
patients with Afib (n = 1,200)
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Promise of FXI inhibitors:
Drug development and clinical trials

* FXI-ASOTKA phase 2 trial (2015) 16% = Rivaroxaban 20 mg (n = 430)
+  ISIS-FXIRx vs. enoxaparin in total knee 14% | = Abelacimab 150 mg (n = 427)
arthroplasty (n = 300) .
« ANT:005 TKA phase 2 trial (2021) B
* Abelacimab vs. enoxaparin for 2 10%
prevention of VTE in total knee o
arthroplasty (n = 412) £
« AZALEA-TIMI 71 (November 2023) g o p <0001
* Abelacimab vs. rivaroxaban (Xarelto) in "5 "
patients with Afib (n = 1,200) £ %
- A =
67% reduction in bleeding risk -
compared with Xarelto 0 90 180 270 360 450 540 630 720
93% reduction in Gl bleeding Days
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Promise of FXI inhibitors:
Drug development and clinical trials

+ FXI-ASOTKA phase 2 trial (2015) 16% 4 = Rivaroxaban 20 mg (n = 430)
*  ISIS-FXIRx vs. enoxaparin in total knee 14% | = Abelacimab 150 mg (n = 427)
arthroplasty (n = 300)

« ANT-005 TKA phase 2 trial (2021) % 12%
* Abelacimab vs. enoxaparin for 2 10%
prevention of VTE in total knee o
arthroplasty (n = 412) £ o
+ AZALEA-TIMI 71 (November 2023) % % p <000l
. Abg\acimap vs. rivaroxaban (Xarelto) in 5 ux
patients with Afib (n = 1,200) £
+ LILAC-TIMI 76 phase 3 study in Afib =
* Magnolia phase 3 study in cancer-associated 0%

VTE in whom a DOAC is not recommended
* Aster phase 3 study in cancer-associated VTE

in whom a DOAC is recommended Days

720
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Promise of FXI inhibitors:
Drug development and clinical trials

*  Pacific-Stroke phase 2 trial (September 2022)
* Asundexian vs placebo in patients with
non-cardioembolic acute CVA (n =
1,880)
Al patients received SAPT or DAPT
*  Pacific-AMI phase 2 trial (November 2022)
*  Asundexian vs placebo in patients after
acute Ml (n = 1,601)
Al patients received DAPT
*  Axiomatic-SSP phase 2 trial (November 2022)
* Milvexian vs placebo in patients with non-
cardioembolic acute CVA/TIA (n = 2,300)
Al patients received
+ Oceanic-AF phase 3 trial (November 2023)
*  Asundexian vs apixaban (Eliquis) in
patients with Afib (n = 18,000)
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Promise of FXI inhibitors:
Drug development and clinical trials: Current Phase 3 Trials

FX inhibition and the coagulation cascade

* Asundexian (Bayer)

Monoclonal
¢ antibodies

* Phase 3: Asundexian vs placebo for Small
prevention of recurrent non-cardioembolic Blodvess 5 molecules
stroke (n = 12,300) 2025 R T °

s
Antisense oligos

* Milvexian (BMS, &)
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* Phase 3: Milvexian vs Eliquis (Apixaban) for
prevention of cardioembolic stroke in
patients with AF (n =15,500) 2027 - @@
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* Abelacimab (Anthos)
* LILAC-TIMI 76 Phase 3: Abelacimab vs

placebo for prevention of cardioemb
stroke in patients with AF (n =1,900)

* Magnolia and Aster Phase 3 trials (Ca-VTE)
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