No new TMAs or TEs associated with aPCC have been reported Four TEs with fatal outcome occurred in medically complex patients and
since the last update3 people with advanced age
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Background

At the previous safety evaluation (January 2020), only one TMA was reported outside of clinical J [P pRlEmis it TiEs nol sssotieisn) wiln SR e & ele) Uieems (Hgie 4);

« Emicizumab, a bispecific monoclonal antibody that substitutes for the function of trials, which was associated with concomitant aPCC above the recommended dosage. — Two myocardial infarctions in medically complex* patients.
= factor (F)VIII, is indicated for routine prophylaxis in people with congenital _ This was the only reported case of TMA following the issuing of risk minimization measures to — Two disseminated intravascular coagulation events in people >70 years of age with pneumonia.

Eva I u atl o n Of th e S afety Of hemophllla A (PWCHA) with/without FVIII inhibitors in >100 and >80 countries, provide guidance on bypassing agent use in combination with emicizumab.3 | | - | | | - | o

respectively, and has been used by >11,400 people across the globe (data cut-off - No new TMA cases have been reported since the previous safety evaluation, demonstrating the pczj\){:een?it;ecln;:;gtzdugﬁlsucl;gt?grlltlggz QC::tthfptayt%ieei.déitt)r?tsastirgr?tlgtrl::’dhr?ep;?;tﬁigrc;r.ms's’ enemia, and upper gastrointestinal hemortage; anofher
E m i c i Z u m a b P ro h I ax i s i n May 15, 2021)." continuing efficacy of the risk minimization measures.

p y The pivotal HAVEN 14 trials established the efficacy and safety of emicizumab - Since the previous safety evaluation, 24 TEs not associated with aPCC use have been reported.® The majority of TEs were recovered or resolving at the cut-off
. agm prophylaxis; however, the HAVEN 1 trial identified an increased risk of thrombotic * No TMAs have been reported without concomitant use of aPCC, and no new TMAs or TEs dat

P e O p I e Wlth H e m o p h | I | a A events (TEs) and thrombotic microangiopathies (TMAs) when emicizumab was associated with aPCC use were reported since the last update.” s

used in conjunction with >100U/kg/24 hours of activated prothrombin complex Figure 4. Reported outcomes of TEs at ime of analysis

P HA . A U d t d concentrate (aPCC) for 224 hours.? _ _ _ -

( W ) . n p a e Here we report an updated safety evaluation of emicizumab prophylaxis through A total Of_37 TEs no? assomated_ ‘_N'th aPCC were reported in Recoverediresolved - 12

May 15, 2021, focusing on reported TEs and TMAs. people with congenital hemophilia A Recovering/resoiving [N 5

» Characteristics of the TEs not associated with aPCC are reported in Table 1.

Recovered with sequelae |G 2

Summary of Thrombotic

. o : : : O
- Safety reports until May 15, 2021 were collated and an alyze d \I,:llhticl)etaé,()?(g:.tnz?sv ZrIEesn((;ltB(._i_)a/;)I :f;e associated with central venous access devices (CVADs) g |
Eve n ts a n d T h ro m b Otl c for TEs and TMAS in people receiving emicizumab prophylaxis — Of the CVAD-related events, 4 were reported as resolving/recovering at the last report. ‘% Fatal outcome _ 4
* In six of the 30 non-CVAD-associated cases (20%), the event led to the discontinuation of © Not recovered 3
u u u Figure 1. Methodology for identification of TEs and TMAs in people treated with emicizumab emicizumab. |
M I c roa n g I o p at h I es Clinical trials, registries, expanded access programs, compassionate  An evaluation of latency or duration of treatment did not reveal any patterns or trends. Outcome not reported _ 7
report sources use, and post-marketing reports (cut-off date of May 15, 2021). Table 1. Characteristics of PwcHA with TEs not associated with aPCC Status unknown 4

TEs: identified using the MedDRA search strategy: ‘Embolic and TEs reported in PwcHA 0 2 4 N6 i 8t 10 12 14
Thrombotic Events’ (SMQ Wide) and Preferred Term ‘Acute Coronary (n=37) 0. ot events

v

Monet Howard,"* Derrick McKinley,? Fabian Sanabria,?

. . - P Syndrome.
Richard H. Ko,? Francis Nissen? Identification -
’ TMAs: defined as hemolytic uremic syndrome, microangiopathic Age at time of event, years
hemolytic anemia, microangiopathy, thrombotic microangiopathy and Median 49 . . .
*nresenting author thrombotic thrombocytopenic purpura. 34/37 non-aPCC-related TEs were associated with 21 CV risk
I u . .
P 9 Range 0.42-84 factor or other risk factors for thrombosis
Individual case reports were reviewed to exclude non-TEs and any
duplicate reports. Emicizumab treatment duration at time of event, days « Almost all non-aPCC-related TEs in congenital HA (34/37) were associated with a history of CV
* disease or risk factors for thrombosis (Figure 5). In the other 3 events, there was not enough
status, comorbidities) and drug factors (co-exposure to medications S T - CV risk factors included previous myocardial infarction, ischemic heart disease, coronary artery
affecting coagulation) are presented in aggregate. J disease, hypertension, hyperlipidemia, smoking, and advanced age (>50 years).
FVIII, factor eight; MedDRA, Medical Dictionary for Regulatory Activities; SMQ, standardized medical query; TEs, thrombotic events; TMAs, TE report type’ n (%) * Risk factors for thrombosis included SepSiS/baCteremia, device use, COinCiding injury, and
thrombotic microangiopathies _ _ hepatitis C infection.
Medically confirmed 36 (97.3)
] ] ] Patient reported 1(2.7 Figure 5. Association of TEs with CV and/or thrombosis risk factors*
A total of 56 events met search criteria, 43 of which were P 1)
identified after review TEs occurring in PwcHA with FVIII inhibitors, n (%) 17 (45.9) Limited information,
=3
Safety reports up to No new TMAs and no new TEs | o o TEs associated with CVADSs, n (%) 7 (18.9) :
15 May 2021 were collated and associated with aPCC were * In total, 52 cases (56 events) me_etlng search criteria were iIdentified on the Roche Globql Sa_fety
) i Database as of May 15, 2021 (Figure 2). Cases were defined as reports of PWHA experiencing Resolving/recovering at last report 4
analyzed for TEs and TMAs in reported since the last update TEs and/or TMAs; an event was defined as an occurrence of a TE or TMA. .
. . . . : : : . : ris
PwWHA receiving emicizumab - After review, 39 cases (43 events) were reported in PwcHA, while 10 cases were determined to be TEs associated with 21 CV risk factors™ or other risk factors 34 (91.9) £actor
off-label/of unknown indication, two cases were determined to be duplicates, and one case of for thrombosist, n (%) n=5 :
e ‘hemiparesis’ was identified through SMQ review but did not fit the clinical definition of a true TE. In 24 risk
- this case, the patient developed an intracerebral bleed and, as a consequence, also developed _ S _ _ _ _ S _ factors,
i . . *e.g. previous myocardial infarction, ischemic heart disease, coronary artery disease, hypertension, hyperlipidemia, smoking, advanced age >50 =17 )
— weakness of the left side (hemlpareSIS)' years; Te.g. sepsis/bacteremia, device use, coinciding injury, hepatitis C. n= 2 risk
CV, cardiovascular; CVADs, central venous access devices; FVIII, factor eight; PwcHA, people with congenital hemophilia A factors,

* In total, 33 cases (37 events; 37 TEs, no TMAS) were not associated with concomitant aPCC use.
n=7
Figure 2. Summary of TE and TMA events in people receiving emicizumab

No changes to emicizumab prophylaxis were made in most patients who

Total TE (n=51)/TMA (n=5)* experienced aTE
n=56
Recovering ‘ Figure 3. Changes to emicizumab prophylaxis as a result of TE *Risk factors are defined as per Anderson FA, Jr., Spencer FA. 2003* and Mozaffarian D, et al. 2016°
Iresolving;
51.4% |
~ “ AHA_ an_d upknown Excluded? Bl sascae Non-aPCC-associated TE Dose not changed
indicationt n=3 TE/TMA n=37 .
TEs and TMAs without n=10 n=6 Conclusions
: 51.4% PwHA had TEs that were
concomitant aPCC were not d/ v Dose modified*
identified as a risk for recoverediresoving. e VA |
PwcHA receiving In most cases, no changes in > e 2 The evaluation of TEs without concomitant aPCC remains similar to previous
emicizumab prophylaxis emicizumab prophylaxis were S Drug withdrawn 7 analyses as exposure increases.
made as a result of the event S = |
sl Device-associated O All TE cases with adequate information available were associated with CV risk
n=7 Unknown 8 : :
n=30 factors and/or risk factors for thrombosis.
Thromboses i Sealusle Not applicable’ 4 All TMAs were associated with concomitant use of aPCC, and no new events
H n=6 =1 were reported since the last update.
Copies of this poster obtained through Quick 0 5 10 15 20
*One TMA occurred in a duplicate case report and was therefore excluded from this analysis. TIncludes off-label use. Further evaluation of off- i _ i i i i
Response (QR) Code are'for persone.al U.SG Only and label/unknown indication is not provided in this abstract. *Excluded case reports include two duplicates and one hemiparesis event not related to No. of events ThIS pOSt market":]g anaIySIS SUppOI’tS that TES_a_nd TMAS WIthOUt Concomlj[ant
may not be reproduced without Permission from TEs but captured by SMQ (n=1). SIncludes case reports with preferred terms (verbatim terms) of thrombosis (thrombosis), cerebral infarction aPCC are not an |dent|f|ed r|Sk for PWCHA rece|V|ng emicizu mab prophylaX|S_
ASH® and the author of this poster. (multiple cerebral infarction), thrombophlebitis migrans (Trousseau’s syndrome) considered one event. Previous safety update was January 2020. . . . - .
Download thi e tion: ﬁtt it Iv/3GMSodG Blue shading indicates congenital hemophilia A. cone ont 1 B o W and then foflo e - on e with fato The risk—benefit profile of emicizumab remains unchanged.
ownlioa IS presentation. PS.//DIL. 1Y, (0) INTERACTIVE AHA, acquired hemophilia A: aPCC, activated prothrombin complex concentrate ne patient received 1.5mg/kg emcizumab QW and then, following two TE events, received 240mg once per week; s with fatal outcome.
Presented at the 63rd ASH Annual Meeting and Exposition | 11-14 December 2021
— s sublect 16 additional safet o _ o References Acknowledgements Disclosures
micizumab IS Subject lo additional sately monitoring requirements In - - i i, MH: employment and equity: Roche; DM: employment: Pro Unlimited; FS: employment and stockholder: Roche; RHK: employment, equity and stockholder:
P . ) 1. E b blished data, Roche. This study was sponsored by F. Hoffmann-La Roche Ltd/Genentech, ploy quity ; ploy ; ploy ; ploy , equity
'F. Hoffmann-La Roche Ltd, Mississauga, ON, Canada many countries. Healthcare professionals are asked to report any T Binizle BRI Qi MoElis, 5 Inc. Third party medical writing assistance. under the direction of all Genentech; FN: employment and stockholder: Roche; consultancy: Novartis and Actelion.
suspected adverse reactions to the regulatory authorities in your 2. Oldenburg J, stal. N Engl J Med 2017;377:809-18. party m J : : :
5 : countrv according to vour national requirements 3. LeeL, et al. Haemophilia 2020;26:P131; oral presentation at EAHAD 2020. authors, was provided by Andrew Briggs, BA, of Ashfield MedComms,
Genentech, Inc., South San Francisco, CA, USA y gfoy R ' 4. Anderson FA, Jr. Spencer FA. Circulation 2003;107(23 Suppl 1):19-16. an Ashfield Health company, and was funded by F. Hoffmann-La Roche
5. Mozaffarian D, et al. Circulation 2016;133:e38-360. Ltd/Genentech, Inc.

3F. Hoffmann-La Roche Ltd, Basel, Switzerland



https://bit.ly/3GMSodG

