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Background

Teclistamab (Tec) is the first approved bispecific antibody targeting BCMA and CD3.
In Denmark Tec received reimbursement in February 2024 based on the MajesTEC-1 trial’

The approved regimen consists of two step-up doses (SUD) followed by weekly 1.5 mg/kg s.c. administration’.

Table 1. TECVAYLY dosing schedule, EMA Product information

Day 1 Step up dose 1 0.06 mg/kg
Step-up dosing + ]
schedule Day 3 Step-up dose 2 0.03 mg/kg
Day 51 First maintenance dose 1.5 mg/kg
Weekly dosing One week after first :
schedule maintenance dose Maintenance therapy 1.5mglkg
R

may be given between two to seven days after prior step-up dose.

. ) s.ci,subcutaneous; EMA, European Medicines Agency. * Patients who have a complete response or better for a SR _
American Sodiety of Hematology | ndinimum of 6 months, consider reducing the dosing frequency to 1.5 mg/kg SC every two weeks lcglpv}fﬁ:iéf;[ o
TMoreau et al. Teclistamab in relapsed or refractory multiple myeloma N EnglJ Med (2022)




Background

100%
CRS - a common class effect of BsAbs 72.1% CRS
MajesTEC-1' reported CRS in 72.1% 80% 0.6%
grade 1: 50%
grade 2: 21% 60%
grade 3: 0,6%
Almost exclusively occurring during step-up dosing 0%
(< 3% develop CRS after step-up dosing)
20%
0%
Total MajesTEC-1
cohort
® Grade 1 ® Grade 2 ® Grade 3
.& CRS, Cytokine Release Syndrome ; BsAbs, Bispecific Antibody ; SUD, Step-up dosing ; Tec, teclistamab;
‘9 American Society of Hematology | FDA, U.S. Food and Drug Administration; EMA, European Medicines Agency. gg‘IYELNR:;éEO;
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Prophylactic tocilizumab may be considered to
reduce the risk of CRS

CRS rate comparison
100%

Tocilizumab (Toci) is an interleukin-6 receptor inhibitor approved for 72.1% CRS 25.0% CRS 26.3% CRS
the management of CRS. 80%
0.6%
Results from MajesTEC-1, Prophylactic Toci cohort:’ 60%
* IV Toci =4 hrs before first step-up dose
* CRS rate 25% (6/24) 40%
Results by Scott et al. Prophylactic Toci before 2"d SUD:2 20%
|V Toci before 2 step-up dose.
« CRS rate: 26% (10/38) 0%
Total MajesTEC-1 Prophylactic Toci Prophylactic Toci
cohort Cohort, MajesTEC-1 before 2nd SUD
B Grade1 ®mGrade2 ®Grade3
%.& CRS, Cytokine Release syndrome; IV, intravenous; SUD, step-up dose; toci, tocilizumab 4
i‘g American Society of Hematology | 1.yan de Donk etal. Longer-term follow-up of patients receiving prophylactic tocilizumab.., ASCO, (2024) (‘%BIIXELNR:;ES;

=t 2 Scott, S.A. et al. Prophylactic tocilizumab to prevent cytokine release syndrome.. Blood Cancer J. (2023)



Aims

The aim of this study was to investigate
1. the effect of prophylactic Toci on rates of cytokine release syndrome
2. the efficacy of Tec with and without prophylactic Toci

3. the infection rate in individuals treated with and without prophylactic Toci

The ABCD-study:

Observational, retrospective, multicenter study providing real-world validation of efficacy and safety of
novel immunotherapies in Denmark.

The ABCD-study is a collaboration with Johnson & Johnson

CRS, Cytokine Release syndrome; toci, tocilizumab; SUD, Step-up dosing;
American Society of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing
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Methods

Local differences in otherwise unselected nationwide
population offered a natural experiment to evaluate prophylactic Prophylactic Toci
Toci in a real-world cohort. prior to S.UD

S ”PToci”

B

Definition of groups: .
* NoToci did not receive prophylactic Toci
* PToci 1 dose of prophylactic Toci, 8mg/kg,

just prior to 1st Tec step-up dose 0

No prophylactic Toci
prior to SUD

"NoToci”

CRS, Cytokine Release syndrome; toci, tocilizumab; SUD, Step-up dosing;

American Sodiety of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing A P




Comparable patient characteristics for NoToci and PToci

A total of 105 Danish patients received tec since
February 2024.

52 patients NoToci Age at start of treatment; median (IQR)

Years since diagnosis; median (IQR)
Sex, male; N (%)

Performance status 0-1; N (%)

53 patients PToci

The median follow-up time was Extramedullary disease: N (%)

13 months (lQR 8-18) for NoToci FISH High Risk; N (%)
9 months (IQR 5-13) for PToci

Measurable disease; N (%)
Prior lines of therapy; median (IQR)
Previous HDT-ASCT; N (%)
Triple-class exposed; N (%)

Triple-class refractory; N (%)

NoToci
N =52

PToci
N =53

71 years (66 - 76)

72 years (64 - 78)

6 years (3 -9)
26 (50%)
48 (94.1%)

6 years (3-9)
30 (56.6%)
52 (98.1%)

17 (32.7%)

13 (24.5%)

16 (30.8%)

22 (41.5%)

47 (90.4%) 44 (83%)
4(3-6) 4(3-5)
39 (75%) 36 (67.9%)

51 (98.1%)

52 (98.1%)

42 (80.8%)

38 (71.7%)

HDT-ASCT, High-dose therapy with autologous stem cell transplant; FISH, fluorescence in situ hybridization

American Society of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing ; PToci, prophylactic tocilizumab before step-up dosing
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CRS rates were significantly lower in PToci patients

CRS incidence: CRS rates for NoToci and PToci
* 69.2% (36/52) for NoToci patients
100% *** p < 0.001
« 7.5% (4/53) for PToci patients ! !
All CRS were grade 1 or 2 80% 69.2%

All CRS occurred during step-up dosing

60%
No cases of recurrent CRS in PToci patients

* 51 instances of CRS in the 36 NoToci patients who had CRS 40%
NoToci PToci
N =52 N =53 20% 0
7.5% __ 499,
CRS; N (%) 36 (69.2%) 4 (7.5%) 570,
ICANS; N (%) 3 (5.8%) 1(1.9%) 0% i
_ NoToci PToci
Total number of days with CRS; N 90 8
Duration of CRS; Median (IQR) 2 (1-2.5) 1.5 (1-2.5) B Grade1 M®Grade?2
Time from TO to CRS onset; Median (IQR) 3 days (1-5) 2 days (2-3)
& CRS, Cytokine Release syndrome; SUD, step-up dose; Toci, tocilizumab; TO, time of first treatmentdose
‘g American Society of Hematology | [mmune Effector Cell-Associated Neurotoxicity Syndrome; NoToci, No prophylactic tocilizumab before step-up gglﬁﬁxiéb@;

e dosing; PToci, prophylactic tocilizumab before step-up dosing




Tocilizumab for CRS Management

Proportion of patients exposed to

Toci was used in >50% patients in the NoToci group for CRS 100% Toci as CRS management
management.
80%
60% 53.8%
NoToci PToci
N =52 N =53
40%
Toci for CRS management; No (%) 28 (53.8%) 1(1.8%)
Total number of Toci infusions as CRS 37 1
management; No 20%
>1 toci infusion as CRS management; No (%) 6 (11.3%) 0 (0%) 1.8%
0%
NoToci PToci

B Tocilizumab as CRS management
(% of total population)

CRS, Cytokine Release syndrome; Toci, tocilizumab; NoToci, No prophylactic tocilizumab before step-up dosing;

American Society of Hematology | PToci, prophylactic tocilizumab before step-up dosing UNIVERSITY OF




Response rates

Overall response rates were comparable between groups. 100%
Deeper response in PToci group. 90%
No difference in length of treatment or dose modifications 80%
between the two groups. 70%
High prevalence of patients with unmeasurable disease :OZ
according to IMWG criteria’ 0%
* 9.6% (5/52) NoToci 0%
* 16.9% (9/53) PToci
20%
10%
0%

NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing
American Sodiety of Hematology | *.Purie BGM, Harousseau JL, MiguelJS, Bladé J, Barlogie B, Anderson K, et al. International uniform response UNIVERSITY OF

criteria for multiple myeloma. Leukemia. 2006 Sep 1;20(9):1467-73

Overall response rate

p=0.16
I I
67.9%
53.9%
NoToci PToci
PR ®>VGPR
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Prophylactic tocilizumab does not affect efficacy outcomes

Efficacy outcomes were comparable between groups.

Duration of Response Progression-free survival Overall Survival
100% o [y | - 100% A : 100% A
750 L‘_|_L_L‘1 # F o 75% | 75%
+ 4+
AT T 50% 4=+ 50% 4+
25% 25% 25%+
p=0.148 p=0.262 : p = 0.844
0% 0% : 0% :
N atriskd 36 27 7 0 N at riskq4 53 35 11 0 N atrisk4 53 37 14 a
28 27 20 5 52 33 2’.3 6 52 40 32 g
0 6 12 18 0 H 12 18 0 ) 12 18
Survival time, months Survival time, months Survival time, months
NoToci® | Median notreached. 12 mo. DOR 85% NoToci® | Median 12.1 months NoToci® | Median 18.1 months
PToci ™ Median notreached. 12 mo. DOR 70% PToci ™ Median notreached. 12 mo. PFS 63% PToci ™| Median notreached. 12 mo. OS 69%

PFS;.Progression-free survival; DOR, Duration of response; OS, Overall survival;
American Society of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing
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Prophylactic tocilizumab does not affect rate of infections

Infection rates comparable across groups
Cumulative incidence of infections 2 Grade 3

Incidence of grade =3 infections
* 34.6% of NoToci |
* 30.2% of PToci

Median infection-free survival (any grade)
« 2.5 months NoToci
« 2.2 Months PToci

Cumulative incidence of infections

No difference in the use of immunoglobulin replacement , , , , | )
0 100 200 300 400
therapy between groups Time since start of treatment, days (n=105)

° IgRT 86% (44/52) for NoToci NoToci®| > Grade 3 infection 34.6%
. |gRT 84 9% (45/53) for PToci PToci ™| > Grade 3 infection 30.2%

CRS; Cytokine Release syndrome; SUD, step-up dose; Toci, tocilizumab; -
American Sodety of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing ég‘l)";ﬁ;‘j{‘é .




Conclusion

In this unselected, nationwide, real-world cohort prophylactic tocilizumab markedly reduced CRS rates from
69.2% (NoToci) to just 7.5% (PToci) while CRS remained low-grade and confined to days of step-up dosing.

No recurrent CRS was seen with tocilizumab prophylaxis.

Prophylactic Toci had no impact on teclistamab efficacy. Results were comparable between groups and
consistent with the results from the MajesTEC-1 study.

No new safety signals with tocilizumab prophylaxis.

Take home message:

* Prophylactic Toci substantially reduces toxicity without affecting efficacy outcomes

* May enable outpatient teclistamab step-up dosing

CRS, Cytokine Release syndrome; PFS, Progression-free survival; DOR, Duration of response; OS, Overall survival;
American Society of Hematology | NoToci, No prophylactic tocilizumab before step-up dosing; PToci, prophylactic tocilizumab before step-up dosing.
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