Adverse event management during treatment with bintrafusp alfa, a bifunctional fusion protein e
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BACKGROUND RESULTS

e Bintrafusp alfa demonstrated clinical activity and manageable safety in patients with heavily * Most patients were male (67.3%), were aged <65 years (59.6%), and had received >2 prior anticancer regimens (58.3%)
pretreated solid tumors from the two phase 1 studies, INTR@PID 001 (NCT02517398) and e The most common primary tumor type was NSCLC (27.1%); other primary tumor types included HCC (17.5%), BTC (5.0%), and cervical (2.5%)

INTR@PID 008 (NCT02699519) * TRAEs of any grade occurred in 68.3% of patients (n=414), and TRAEs grade >3 occurred in 22.3% of patients (h=135); 8.7% of patients (h=53) permanently discontinued treatment due to TRAEs View baseling charactarsic Tew afety ovorviow
e Bintrafusp alfa AEs of special interest included TGF-f3 inhibition—mediated skin AEs, irAEs, anemia,

bleeding events, and IRRs

. . . . TGF-f inhibition—-mediated skin adverse events Bleeding events
e Bintrafusp alfa-associated AEs observed to date were mostly mild to moderate and effective B KAs occur most commonly in older light-skinned patients with a — .g L Insights: bleeding events may be
. . o . . L . : . 3 - Any bleeding events Epistaxis . .
management will be essential to minimize treatment interruptions and to maintain patients’ QOL Any grade: 11.9% Any grade: 8.1% Any grade: 4.0% history of sun damage - Any grade: Any grade: associated with the role of TGF-f3
_ _ _ PSRN Y e o (00 o . . . " o on the integrity and function of the
Proposed mechanism of action of bintrafusp alfa arade 23: 2.8% arade 23. 0.8% otk | refer to a dermatologist experienced with management of P s vasculature.®2 Eligibility criteria
—_—————— =7 patients treated with ICls. Treatment of KAs varies based on the number of Orgo/e = tor bintraf ' fa clinical trial
UG els lesions and level of symptomatology. For sporadic KAs, surgical excision Grade >3: ° ircl)cr:Iuge:ja:nspe)xaclisci:c;?\l?c?r brllges i
NK cell | Mesenchymal-like Is the standard-of-care, with alternative options including intralesional 10.2% diathes: t or bleedi 9 management guidance
‘ tumor cell chemotherapy, cryotherapy, ablative lasers, radiotherapy, or photodynamic _ AtnesIs or recent major bieeding tor bleeding events
—> @ TG_F-g inhidbition—mediatﬁd sij AEs ofdany gre#]e occurred in 11.$ZOFOf patients therapy. Observation may also be sufficient, as KAs can spontaneously HemOPtVSISAny " Gingival bleed/l::ggrade M anagement: mild to moderate mucosal bleeding
Dendritic _ | | fgi:igit?o?lrlmvgzgaetggnselﬁ XETQ'WG?; mszfﬁéeéccz most common TGF-{3 regress. Treatment approaches should be based on local guidelines and ‘oo oy events (eg, epistaxis, gingival bleeding, hematuria,
cell Tumor angiogenesis t'f)'\,:'hTe(r'::SlEgctlz ;?:;acsffgcs:fp?)?:tEﬁﬁiﬁi‘igﬁ) Flbroblast . stanel{arclzl of (;are. (I)Ict).se follgw—up IS recommended for re-evaluation and for Grade >3 Grade »3: 0% hemoptys:is) are clinically man_ageable and usually
. monitoring ot resolution and recurrence 0.5% resolve without the need for bintrafusp alfa
| Cytotoxic discontinuation
T cell
- S - Bleeding events of any grade occurred in 39.3% of patients (n=238). The most common types of bleeding events (in >5% of patients) were
I <sion of immune response TGF=B “irap” moiety sequesters TGF-B Fibrosis and impaired ',/\ s _ epistaxis, hemoptysis,and gingival bleeding. Most bleeding events were mild or moderate in severity; the most common grade >3 bleeding
TGF'B | PD-(L)1 inhibitors -
Any irAEs Rash
T cell Any grade: 23.3% Any grade: 16.8% General guidance: NCCN and ASCO organ- and system-specific guidance for the . .
| Bintrafus . . . . : -
alfa Pl Grade >3: 8.9% Grade >3: 4.8% management of irAEs in patients treated with ICI therapy should be followed.®” Topical Infusion-related reactions
PD'1 corticosteroids may be used for symptomatic management of rash Any |/|§R e Monitoring: monitor patients on the day of and
ny grade: 6.3% - - TR

Anti-PD-L1 mADb moiety

blocks PD-L1 interactions with PD-1 (additional measures may be appropriate for select hematologic, neurologic and e | | _
urticaria, hypotension and abdominal/back pain

Endocrinopathies cardiac irAEs)

Any grade: 7.4%

IFAES of any grade occurred in Management grade 2 irAEs: bintrafusp alfa should be suspended and resumed when

Management grade 1 irAEs: bintrafusp alfa may be continued with close monitoring nanasement auidance Grade 3. 0.0 day after infusion for symptoms of hypersensitivity,
" . : - including pyrexia, flushing, chills, wheezing, dyspnea,

@ Management for acute hypersensitivity/

N Q) @

23.3% of pati =141). Th . . . . i ion- ' ' iew
N ——— Grade >3 1.7% 337 of patients (n=141). The symptoms resolve to grade <1. Corticosteroids (equivalent of 0.5-1 mg/kg/day of prednisone) anaphylactic reaction: care in accordance with e et
J most common types of IrAEs were s best available medical practice should be provided
. . L . . . . rash and endocrinopathies. No may be administered o | | _ prac ould be p ’
e Bintrafusp alfa is a first-in-class bifunctional fusion protein composed of the extracellular e e | | IRRs occurred in 6.3% of including (as applicable) epinephrine injection,
domain of the TGF-BRII receptor to function as a TGF-f3 “trap” fused to a human IgG1 -y o¥patients Vost iTAES were Management grade 3 and 4 irAEs: bintrafusp alfa should generally be suspended (grade 3) patients (n=38). Most IRRs intravenous dexamethasone, and cardiovascular and
ntibodv blocking PD-L 112 =9 /0 OT PAlICTS. T . or permanently discontinued (grade 4), and high dose corticosteroids should be administered. were mild or moderate in oxygen saturation monitoring™
antidody DIOCKING mild or moderate in severity. . o o severity. An IRR grade >3
. . . . . . S Immunosuppressive therapy (eg, infliximab) may be required in refractory cases. For grade 4 | | . |
* The bifunctional nature of bintrafusp alfa might allow for simultaneous, colocalized inhibition endocrinopathies controlled with hormone replacement, treatment may continue occurred in 1 patient (0.2%). Management for moderate IRRs: strategies may
of two nonredundant immunosuppressive pathways, TGF-g and PD-L1, within the TME include interruption of the infusion, slowing the

infusion rate, and providing symptomatic treatment

METHODS Anemia

Any anemia
* We analyzed AEs observed in 606 patients receiving a 1200 mg dose of bintrafusp alfa in the phase 1 g Any grade: 30.5%

INTR@PID 001 and 008 studies

Monitoring: hematology assessment should be performed at baseline, prior
to each dose, at the end-of-treatment and 28 (+5) days post treatment

CONCLUSION

Anemia of any grade occurred

o Management: anemia may be managed with standard clinical approaches,
Grade >3:18.0% i 30.5% of patients (n=185). g Y J PP

ncluding hematologic evaluation, interventional radiology o endoscopy a8 * Most bintrafusp-alfa associated AEs were mild to moderate In severity.
e With the aim of optimizing patients’ treatment experience and outcomes, we provide guidance for Anemia grade >3 occurred in . 1 | | Ti : - n -
imely and effective management str | miti he Im
the early identification and management of these AEs which may help to mitigate the impact of 18.0% of patients (n=109). appropriate. All relevant hematologic testing should be done prior to blooa ely and effective management strategies to mitigate the impact

. . . . . . : . - - , -
bintrafusp alfa—associated AEs on patients and potentially increase treatment duration transfusion, if clinically feasible Vew anemia managomert of common AEs could improve patients’ QOL, time on treatment and
may ultimately lead to better treatment outcomes
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