Mitglieder
DAG-HSZT

Zelltherapiediskussion mit dem KCO am 01.06.2026

Liebe Kolleg*innen,

bei der 4. Gesprachsrunde 2026 mit dem KCO zur Indikationsstellung von Zell-
therapien waren als Reprasentanten der DAG-HSZT vertreten Peter Dreger,
Matthias Stelljes und Eva Wagner; Christof Scheid fir die GMMG; und Barbara
Zimmer, Eva Hilgenfeld, Beate Klemm, Anja Knoedler und Ekkehard Ost fiir das
KC Onkologie.

Heute ging es um die Auswirkungen Target-gleicher Immuntherapien auf die
Ergebnisse von nachfolgenden CART-Therapien. C Scheid stellte einige Arbeiten
vom letzten ASH vor, die eine Assoziation von BCMA-adressierenden Vorthera-
pien mit unglinstigen Ergebnissen (PFS, Frihrezidivhaufigkeit, Out-of-Spect-
Risiko) nachfolgender Ciltacel-Behandlung zeigen, ohne allerdings belastbare
Schlussfolgerungen zum Effekt von BCMA-Vortherapie auf das Outcome zuzu-
lassen. Wahrend der Einsatz von BCMA-Bispecs zu Holding und Bridging mut-
mallich unkritisch sei, seien extensive Vortherapie und BCMA-Bispec-Refrakta-
ritdt zu vermeiden, woraus sich die Notwendigkeit einer frihzeitigen CART-
Planung im Behandlungspfad ergdbe.

B Zimmer fasste die aktuellen EMN-Empfehlungen zu dieser Frage und die die-
sen zugrundeliegenden Daten zusammen (s. beigefiigten Foliensatz). Im Kern
laufen diese darauf hinaus, CARTs stets vor BCMA-Bispecs bzw. -ADCs einzuset-
zen. Mit der Zulassung von Teclistamab als Monotherapie oder Antikorper-
Kombination fiir die Zweitlinienbehandlung kénnten sich hier die Strategien je-
doch verschieben. Detaillierte Empfehlungen des KCO finden sich auf Folie 12
im Anhang. Betont wurde die Wichtigkeit, Salvage-, Holding- und Bridging-Kon-
zepte im die CART-Indikation begriindenden Tumorbordbeschluss nachvoll-
ziehbar darzustellen.

P Dreger fuhrte kurz durch die wenigen Daten zur CD19-Vortherapie bei Lym-
phom- bzw. ALL-CARTs. Auch hier gibt es eine Assoziation zwischen Tafa-
sitamab- oder Loncastuximab Prdexposition und unterdurchschnittlichem
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Axicel-Outcome, so dass es keine Grundlage dafiir gibt, von den bisherigen
Empfehlungen abzuweichen, die von dieser Reihenfolge abraten. Sollten sich
die CD19-adressierende Therapien in der Erstlinie etablieren, ware hier aller-
dings eine Neuevaluation erforderlich. Zu Blinatumomab existieren relativ
valide Daten, die zeigen, dass Patienten, die auf dieses BITE nicht ansprechen,
von einer nachfolgenden CART-Therapie kaum profitieren, wahrend bei Blina-
tumomab-Ansprechern das Outcome nicht verschlechtert ist.

Die nachste Gesprachsrunde wurde fiir den 06.07.2026 verabredet. Ein Thema
sollen Probleme bei der Beurteilung der CART-Indikation im Einzelfall aus Sicht
der MD sein. Zu weiteren Themenvorschlagen und Fallbeispielen wird eingela-
den.

Herzliche GriRe

Peter Dreger
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Empfehlungen (IMWG, EMN), Entwicklungen

Kolloquium mit der DAG-HSZT 01.06.2026
Dr. Barbara Zimmer MPH, MA, Kompetenz-Centrum Onkologie




IMWG-Empfehlungen 2025 Kompetenz: Centrum

=
Holding therapy (HT) g
-
* Definition — Before apheresis. E
* Goal- Control disease without aore
jeopardizing feasibility of CAR T-cell )
therapy O Lymphodepletion chemotherapy
* Not standardized (S (LDC)
* Often used - Pis, IMiDs, anti-CD38 o
mAbs, dexamethasone < « Standardized
*  Avoid- alkylators, bendamustine, L_(-_’-__’ *  Timed with CAR T-cell infusion
polychemotherapy, TCEs e v et e e e * Goal- induce extreme lymphopenia

and corresponding cytokine milieu
* Fludarabine and cyclophosphamide
* Limited data for bendamustine
* Dose adjustment/drug choice
influenced by renal function

Bridging therapy (BT)

+ Definition — After apheresis, waiting
for CAR T-cell therapy

* Goal- Avoid clinical deterioration,
reduce disease burden

* Not standardized

* Often used - Pis, IMiDs, anti-CD38
mAbs, dexamethasone

*  Acceptable- alkylators,
bendamustine, polychemotherapy,
TCEs

06-2026 Zimmer_KCO (Costa et al., Leukemia (2025) 39:543-554; https://doi.org/10.1038/541375-024-02482-6) Seite 2




IMWG-Empfehlungen 2025

QﬂKompetenz-Centrum
Onkologie

BCMA-targeted CAR T-cells
Cilta-cel

Ide-cel

BCMA-targeted TCE
None reported
GPRC5D-targeted CAR T-cells
None reported
GPRC5D-targeted TCE
Talquetamab

Talguetmab plus
daratumumab

Talquetamab, daratumumab,
and pomalidomide

Other therapies
None reported

n.r. median not reached.

Table 2. T-cell redirecting therapy after BCMA-targeted TCE.

Study N ORR
Cohen [86] 7 57%
Ferreri [65] 7 86%

Rasche [19] 26 58%

Dholaria [82] 15 73%

Bhalis [83] 29 83%

CRR

14%

43%

n.a.

n.a.

59%

PFS

mPFS
5.3mo.

mPFS 28
mo.

mPFS
4. 1mo.

na.

69% at 12
mo.

DOR

mDOR 8.2
mo.

mDOR 2.8
mo.

n.a.

n.a.

70% at 12
mo.

TCE bispecific T-cell engager, ORR overall response rate, CRR complete response rate, PFS progression-free survival, DOR duration of response, n.a. not available,

Particularities/ unique toxicities

Dedicated CARTITUDE-2 cohort, 2
deaths dur to infection

RWE

Subset of MonumenTAL-1 trial
Subset of TRIMM-2 trial

Subset of TRIMM-2 trial, 23/29 with
prior BCMA-targeted TCE

06-2026 Zimmer_KCO
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IMWG-Empfehlungen 2025

Kompetenz-Centrum
Onkologie

Table 1. T-cell redirecting therapy after BCMA-targeted CAR T-cell therapy.

BCMA-targeted CAR T-cells
Idecel
Cilta-cel
Ide-cel
BCMA-targeted TCE
Teclistamab
Elranatamab
Teclistamab
Teclistamab
GPRC5D-targeted CAR T-cells
MCARH109
BMS-986393
OriCAR-017
n.a.
GPRC5D-targeted TCE
Talquetamab

Talquetmab plus daratumumab
Talquetamab, daratumumab and pomalidomide

Forimtamig
Other therapies
Cevostamab

Study

Munshi [3]
Martin [76]
Ferreri [65]

Touzeau [78]
Nooka [79]
Riedhammer [80]
Dima [73]

Mailankody [20]
Bal [22]

Zhang [81]

Xia [21]

Rasche [19]
Dholaria [82]
Bhalis [83]
Harrison [84]

Kumar [85]

28

1

ORR

21%
0%
80%

53%
53%
33%
63%

75%
78%(a)
100%
100%

1%
82%
83%
47%(b)

73%

CRR

g 3

27%
20%
16%
28%

n.a.
44%(a)
40%%
44%

n.a.
n.a.
71%
n.a.

27%

PFS

mPFS 1.0 mo.
n.a

n.r.

mPFS 4.4 mo.
mPFS 10 mo.
mPFS 1.8 mo.
n/a

n.a

n.a.
n.a.
n.a.

n.a.
n.a.
74% at 12 mo.
n.a.

n.a

DOR

n.a.
n.a

n.r.

n.a
n.a
n.a

n.a

n.a
n.a
n.a
n.a

mDOR 12.3mo.
n.a.

84% at 12 mo.
mDOR 9.0mo. (b)

n.a.

Particularities/ unique toxicities

On trial, second administration of product
On trial, second administration of product
RWE, 2 patients had received prior ide-cel

Dedicated MajesTEC-1 cohort

Pool from clinical trials

RWE, all prior CAR T-cells were ide-cel
RWE, 38/42 prior CAR T-cells were ide-cel

Cerebellar toxicity at the highest dose level
Cerebellar toxicity at the highest dose level
Skin, nail, taste changes

Subset of MonumenTAL-1 trial
Subset of TRIMM-2 trial
Subset of TRIMM-2 trial

Dedicated CAMMA2 trial cohort

(a) relates to the 39 patients with prior BCMA-targeted therapy, of which 30 received prior BCMA-targeted CAR T-cells. (b) For all 43 patients with prior BCMA-targeted therapy; TCE bispecific T-cell engager, ORR
overall response rate, CRR complete response rate, PFS progression-free survival, DOR duration of response, n.a. not available, n.r. median not reached.
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(Costa et al., Leukemia (2025) 39:543-554; https://doi.org/10.1038/s41375-024-02482-6)

Seite 4




EMN-Empfehlungen 2025

Kompetenz-Centrum

Onkologie

Number of patients

Median follow-up
(months)

Triple-class exposed (%)

Number of previous lines
of therapy

2PR (%)

=CR (%)

Median PFS (months)

Impact interval between
prior BCMA-directed
therapy and CAR
T-cell therapy

BCMA ADC
13

118

100

61.5

¥5

Responders to cilta-cel had a longer
median time between the last
BCMA-TT treatment and
apheresis (5.4 months)

BCMA BsAb

10.9

100

57.1

14.3

5.3

Responders to cilta-cel had a longer
median time between the last
BCMA-TT treatment and
apheresis (5.4 months)

236 (33 with prior BCMA-TT)

15.6

NR, 69% triple-class refractory

No prior BCMA-TT: 92
Prior BCMA-TT: 70

No prior BCMA-TT: 75
Prior BCMA-TT: 42

No prior BCMA-TT: not reached
Prior BCMA-TT: 13.6

Median PFS was 16.8 months in patients
with 26 months from last BCMA-TT
exposure and 6.2 months in patients with

<6 months from last exposure

No prior BCMA-TT: 153
Prior BCMA-TT: 50

No prior BCMA-TT: 45
Prior BCMA-TT: 6.0

No prior BCMA-TT: not reported; 82%

triple-class refractory
Prior BCMA-TT: 90% triple-class
refractory

No prior BCMA-TT: 6
Prior BCMA-TT: 9

No prior BCMA-TT: 88
Prior BCMA-TT: 74

No prior BCMA-TT: 48
Prior BCMA-TT: 29

No prior BCMA-TT: 9.0
Prior BCMA-TT: 3.2

Patients who responded had a longer
amount of time from their last
BCMA-TT exposure to apheresis
(5.7 versus 2.8 months)

TABLE 3 BCMA-directed CAR T-cell therapy in patients with prior noncellular BCMA-directed therapy.
Cilta-cel® Cilta-cel® Cilta-cel® Ide-cel®® Ide-cel®
Study CARTITUDE-2, cohort C; prior CARTITUDE-2, cohort C; prior Real-world Real-world Real-world

821 (121 with prior BCMA-TT, most
commonly with belamaf [n=113])

116

95

No prior BCMA-TT: 74
Prior BCMA-TT: 58

No prior BCMA-TT: 26
Prior BCMA-TT: 16

No prior BCMA-TT: 9.7
Prior BCMA-TT <6 months: 4.9
Prior BCMA-TT 2 6 months: 5.9

Less than 6 months from prior BCMA-
TT was identified as an adverse
prognostic factor in multivariable
analysis

|Abbreviations: NR, not reported; TT, targeted therapy.

06-2026

Zimmer_KCO

(van de Donk et al., HemaSphere 2025;9:e70260. hemaspherejournal.com | 1 of 20; https://doi.org/10.1002/hem3.70260)
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EMN-Empfehlungen 2025 Kompetenz-Centrum

TABLE 4  Efficacy of BsAbs after previous BCMA-directed CAR T-cell therapy.
Teclistamab®® Elranatamab®? Talquetamab??
Study MajesTEC-1, cohort C Pooled analysis of 4 MonumenTAL-1, cohort C
MagnetisMM studies
(1,2, 3, and 9)
Number of patients 15 36 57
Median follow-up (months) 28.0° 11:3% 16.8°
Triple-class exposed (%) 100 100 100
Number of previous lines of &° 7 6°
therapy
2PR (%) 53.3 52.8 72
2CR (%) 26.7 194 NR
Median PFS (months) 4.4 10.0 13.0
Median OS (months) 149 124 NR
Impact interval between The median time from last BCMA-targeted Not reported ORR was 74% in patients who received BCMA-directed
CAR T-cell therapy CAR-T treatment to first dose of teclistamab CAR T-cell therapy as immediate prior line, and
and BsAb was similar among responders (10.2 months) 68% in patients who had received BCMA -directed
and non-responders (10.1 months). CAR T-cells before the last line of therapy
Abbreviation: NR, not reported.
®Data from all 40 patients with previous BCMA-directed therapy (CAR T-cell therapy or ADC).
bData from all 87 patients with previous BCMA-directed therapy (CAR T-cell therapy or ADC).
“Data from all 78 patients with previous T-cell redirection therapy (CAR T-cell therapy or BsAb).

06-2026 Zimmer_KCO (van de Donk et al., HemaSphere 2025;9:e70260. hemaspherejournal.com | 1 of 20; https://doi.org/10.1002/hem3.70260) Seite 6




EMN-Empfehlungen 2025

06-2026

Kompetenz-Centrum
Onkologie

TABLE 6

Key recommendations on sequential use of BCMA- and GPRC5D-targeting immunotherapies to improve clinical outcomes of patients with MM.

Sequence of agents

Effect of sequence on second immunotherapy

Mitigation strategies

BCMA ADC— BCMA CART®

BCMA BsAb— BCMA CAR T®

GPRC5D BsAb— BCMA CAR T

BCMA CAR T— BCMA BsAB®

BCMA ADC— BCMA BsAb®

BCMA CAR T/BCMA
BsAb— BCMA ADC

Substantial decrease in efficacy; underlying mechanisms remain
largely unclear; role of antigen escape and target epitope
masking?

-Substantial decrease in efficacy due to T-cell exhaustion and T-cell
skewing, as well as antigen escape

-BsAb treatment prior to T-cell apheresis also negatively affects
successful CAR T-cell manufacturing

GPRC5D-targeting BsAb treatment prior to T-cell apheresis
negatively affects successful CAR T-cell manufacturing; bridging
therapy with GPRC5D-targeting BsAb can be considered after
successful T-cell apheresis

Modest reduction in efficacy, potentially because of long treatment-
free interval and low frequency of BCMA loss after BCMA-
directed CAR T-cell therapy

Reduced duration of response

Limited data available from retrospective studies with heavily
pretreated MM patients who received single-agent belamaf;
some studies show reduced activity of belamaf after previous
BCMA-directed therapy, while others show similar activity of
belamaf in patients with or without previous BCMA exposure

-Use CAR T-cell therapy first in patients who are eligible for CAR
T-cell therapy, and ADCs later in the disease course

-Alternative therapy with different modes of action to extend
the duration (>6 months) between BCMA-targeted therapies

-Use CAR T-cell therapy first in patients who are eligible for CAR
T-cell therapy, and BsAbs later in the disease course

-Alternative therapy with different modes of action to extend
the duration (>6 months) between BCMA-targeted therapies

-T-cell collection early in the disease course, before exposure to
drugs with a negative impact on T-cell fitness (e.g., BsAbs),
should be explored in patients who are expected to be
eligible for CAR T-cell therapy at a later stage

-Use CAR T-cell therapy first in patients who are eligible for CAR
T-cell therapy, and BsAbs later in the disease course

-Avoid GPRC5D-targteing BsAb directly before apheresis

-T-cell collection early in the disease course, before exposure to
drugs with a negative impact on T-cell fitness, should be
explored

-BCMA-free interval (>9 months)
-Target switch

-BCMA-free interval (>9 months)
-Target switch

Target switch

Zimmer_KCO

(van de Donk et al., HemaSphere 2025;9:e70260. hemaspherejournal.com | 1 of 20; https://doi.org/10.1002/hem3.70260)

(Auszug; weitere
Details siehe
Publikation)
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Kompetenz-Centrum

Neue Entwicklungen: Beispiel MajesTEC-3 Onkologie

MajesTEC-3: Study Design

* Randomized phase Il study

Teclistamab + Daratumumab

Patients with R/R MM with 1-3 SC dosing following Dara schedule!
prior LOTs, including a Pl and (n =291)
lenalidomide*; with PD on or /

after the last LOT; no prior
BCMA-directed theré’py; \ Daratumumab + dexamethasone + pomalidomide (DPd) or

not refractory to anti-CD38; Daratumumab + dexamethasone + bortezomib (DVd)

ECOG PS 0-2 investigator’s choice
(N =587) (n=296)

*Patients with 1 prior LOT must have been refractory to lenalidomide.

ICycle 1 QW: Tec step up (0.06 and 0.3 mg/kg) on Days 2, 4 + Tec 1.5 mgfkg on Days 8, 15, 22; Dara 1800 mg on Days 1, 8,15, 22;

Dex (pre-med) on Days 1, 2, 4, and B. Cycle 2QW. Tec 15 mgfkg and Dara 1800 mg on Days |, 8,15, 22. Cycles 3-6 Q2W: Tec 3 mg_fkg
and Dara 1800 mg on Days 1, 15. Cycles 7+ Q4w: Tec 3 mg/kg and Dara 1800 mg on Day 1.

« Primary endpoint: PFS per IRC
+ Key secondary endpoints: > CR and ORR, MRD negativity (10-5), 0S, MySIm-Q total symptom score

< DECERA
By ow :

":-:_f: EE SN g:;:::j::" Katecs ASH 2026, Afstr LBAG, Costa MEIM. 2025, Pulilished Onéne December 9, 2026 Shicher credit: &
deceracinicnlogm feducotion
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Kompetenz-Centrum

Neue Entwicklungen: Beispiel MajesTEC-3 Onkologie

No. at Risk

A Progression-free Survival

Percentage of Patients Surviving
without Disease Progression

36-Mo progression-free survival
i

DPd or DVd

100+
83.4 (95% Cl, 78.2-87 4)
804 !
60+ i
29.7 (95% Cl, 23.6-36.0)
40 !
Hazard ratio for disease progression or death, I
209 0.17 (95% Cl, 0.12-0.23) :
P<0.001 i
0 T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months

Teclistamab—daratumumab 291 262 249 240 240 233 230 227 222 218 214 142 89 34 9 0 0
296 254 218 188 167 149 135 124 112 99 87 52 26 14 3 1 0

DPd or DVd

HHH#— Teclistamab-daratumumab

" | EMA/VRID000322279

Tecvayli

Teclistamab

Extension of indication to include in combination with daratumumab treatment of adult patients
with relapsed or refractory multiple myeloma who have received at least one prior therapy for
TECVAYLI, based on interim analysis data from the pivotal study MajesTEC-3
(84007957MMY3001). This is an on-going multicentre, randomised, open-label, Phase 3 study
to determine whether adding teclistamab to daratumumab (Tec-Dara) is more efficacious than
adding pomalidomide/dexamethasone (DPd) or bortezomib/dexamethasone (DVd) to
daratumumab in participants with multiple myeloma who previously received 1 to 3 prior line(s)
of therapy. As a consequence, sections 4.1, 42, 44 47,48, 5.1, 5.2 and 6.6 of the SmPC are
updated. The Package Leaflet is updated accordingly. References to the conditional MA have
been removed throughout the document. Additionally, the MAH took the opportunity to update the
latest renewal date in section 9 of the SmPC, the list of local representatives in the Package
Leaflet and made editorial changes throughout. And updated RMP version 6.1 has been
submitted. As part of the application, the MAH is requesting a 1-year extension of the market
protection

36-Mo overall survival
i

100 !
£3.3 (95% CI, 78.3-87.2)
I
2 30 Teclistamab-daratumumab
=
2
=
2 &0
& DPd or DVd
s 65.0 (95% Cl, 58.8-70.5)
o 40 i
8 i
] |
g !
g :
P<0.0001 i
I
0 T T T T T T T T T T T T T T T 1
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at Risk Months
Teclistamab—daratumumab 291 272 259 252 249 247 246 243 230 232 227 160 100 40 9 0 0O
DPd or DVd 296 285 274 265 250 235 229 221 218 208 190 127 &6 33 5 1 0

Figure 2. Overall Survival.

Shown is the Kaplan—Meier estimate of overall survival at 36 months among the patients in the teclistamab—daratumumab
group and the DPd or DVd group; shading indicates 95% confidence intervals, and tick marks indicate censored data. At a
median follow-up of 34.5 months, the treatment effect on overall survival significantly favored teclistamab—daratumumab
as compared with DPd or DVd. The P value was calculated by the log-rank test, stratified according to the International
Staging System (stage | vs. stage Il or l1l) and the number of lines of previous therapy (one vs. two or three). The widths
of the confidence intervals have not been adjusted for multiplicity and may not be used in place of hypothesis testing.

Seite 9
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Kompetenz-Centrum
Neue Entwicklungen: Beispiel MajesTEC-9 Q/om«f’logie

— Mina R et al.; ASCO 2026: Phase-3-Vergleich Teclistamab-Monotherapie vs. Pomalidomid/
Bortezomib/Dexamethason (PVd/Kd) (IC; 69% Kd) bei r/r MM (1 — 3 Vortherapien)
— Stadium lll. ca. 14%, Vortherapie: Pl 86%, IMiD 100%, anti-CD-38 100%; refraktar auf letzte L. ca. 92%

A Progression-free Survival
100~ 18-mo Progression-free survival
1
g - 69.8 (95% Cl, 63.7-75.1)
= |
& i
60— !
s ! Teclistamab
g" 40— i Hazard ratio for disease progression
§ ! or death, 0.29 (95% Cl, 0.23-0.38)
S 204 : —— P<0.001
o 26.9 (95% Cl, 21.1-33.0)
0 i T i T T i T T T |
0 3 6 9 12 15 18 21 24 27 30
Months since Randomization
No. at Risk
Teclistamab 296 258 239 206 172 141 92 57 27 6 0
PVd or Kd 297 199 162 112 74 51 33 16 6 1 0

06-2026 Zimmer_KCO DOI: 10.1056/NEJM0a2603870 Seite 10




Kompetenz-Centrum

Neue Entwicklungen: Beispiel MajesTEC-9 Onkologie

100- Teclistamab 18-mo Overall survival
79.2 (9 59% C |' 73.5-83 .8) Figure S4. Minimal Residual Disease Negative Complete Response or Better Rates at the
g 0 10-% Threshold in the Intent-to-Treat and Next-Generation Flow Cytometry-Evaluable
< Sets.
w
-E 60 ! 0 OR. 680 5% 1. 305.15.10)
= | : 6. , 3.05-15.
5 68.6 (95% Cl, 62.4-74.0) . : 86.4
o i g w i
L) ol i
o 40 : 5 70 i
° | o |
E } (i B0 :
) g RR, 5.76 (95% Cl, 3.69-9.01) I
3 | -] - OR, 8.56 (95% Cl, 5.14-14,26) :
s 20— Hazard ratio for death, 0.60 ! e i
s 38.5 !
. (95% Cl, 0.43-0.83) | e ;
P=0.002 | g~ ;
20 i
0 T T T L T i T T T L :
0 3 6 9 12 15 18 21 24 27 30 n 6.7 i
0 H
: s - Teclistamab PVd/Kd Teclistamab PVd/Kd
Months since Randomization WORSRNR] MO a—— P
N R' k Intent-to-Treat NGF-Evaluable Set
o. at Ris
Teclistamab 296 280 263 237 195 159 107 66 33 11 0 Figure shows minimal residual disease (MRD) negative (10~°) complete response (CR) or better
rate, which refers to patients who achieved minimal residual disease—negative status within 3
Pvd or Kd 297 264 243 210 172 137 91 >4 25 8 0 months prior to achieving a complete response or better or at any time after complete response or
better and prior to disease progression or subsequent antimyeloma therapy. provided that the
06-2026 Zimmer_KCO DOI: 10.1056/NEJM0a2603870 Seite 11




KCO-Empfehlungen Qﬂ Kompetenz-Centrum

— Auf Basis der derzeit verfligbaren Erkenntnislage
— Frihzeitige Einbindung von CAR-T-Zellzentren bei potentieller CAR-T-Zelltherapie im Verlauf

— Therapiestrategie entsprechend zugelassener Optionen in Abhangigkeit von Krankheits- und Patienten-
spezifischen Faktoren, der Vortherapie/n und dem Therapieziel

— Studieneinschluss prufen

— Sofern Frage: BCMA-gerichtete ADC-Therapie vs. BCMA-gerichtete BiTE-Therapie: nach IMWG BITE
empfohlen; Belantamab ab der 2. Linie zugelassen, BiTE derzeit erst zugelassen nach 3 Vortherapien

— BCMA-gerichtete Therapie sollte vor BCMA-CAR-T-Zelltherapie vermieden werden

— BIiTEs (TCE) sollten vor Apherese fiir eine CAR-T-Zelltherapie vermieden werden

(wenn doch BIiTE-Vortherapie: dann ,,wash-out” von mind. 4 Wochen (EMN); Hinweis: keine Evidenz zu Pat. neuerer Studien)

(fiir potentiell kiinftige Fragestellungen, wie z. B. CAR-T nach MajesTEC-3 oder MajesTEC-9: bisher keine Daten)
— HD-Alkylantien und Bendamustin sollten vor Apherese fiir eine CAR-T-Zelltherapie vermieden werden
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KCO-Empfehlungen Qﬂ Kompetenz-Centrum

— Bridging (ca. 6 - 8 Wo.) vor CAR-T-Zelltherapie bei hoher Tumorlast empfohlen
— Bridging: u. a. Chemotherapie-, anti-CD38-, PI-Kombination, ggf. GPRC5D-BITE nicht ausgeschlossen

— Bei Pat. mit raschem Progress und nicht geeignet fiir CAR-T-Zelltherapie: andere Optionen, ggf. BIiTE;
hohe Tumorlast ungtinstiger Prognoseparameter fur CAR-T

— Sofern Pat. geeignet: BCMA-gerichtete BiTE-Therapie vs. BCMA-gerichtete CAR-T: nach Leitlinien Vorzug
CAR-T; Hinweis: neue Datenlage (u. a. MajesTEC-9): vergleichende Studien erforderlich

— Daten fiur BiTE (BCMA, GPRC5D) nach CAR-T: vorhanden; Erfolg fiir BCMA-gerichtete BIiTE eingeschrankt
— Datenlage nach BCMA-CAR-T: insgesamt eingeschrankt
— Nach CAR-T: moglichst Studieneinschluss prufen

— Sozialmedizinische Bewertungen: entsprechende zugelassene Optionen, verfugbarer Evidenz,
Einzelfallbewertung (im Falle von OLU); Hinweis moglichst auf Studienteilnahme
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