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Prospective study evaluating the treatment outcomes for localised
recurrent, resectable retroperitoneal liposarcoma (ReLaPSe)
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Sarcoma Immunotherapy

Article https://dol.org/10.1038/s43018-024-00726-z

Arandomized, non-comparative phase 2
study of neoadjuvant immune-checkpoint
blockadeinretroperitoneal dedifferentiated
liposarcoma and extremity/truncal
undifferentiated pleomorphicsarcoma
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Table 2 | Patient characteristics at baseline and clinical end points by treatment group

Factor Category Retroperitoneal DDLPS Extremity/trunk UPS
Overall, Nivolumab, Ipilimumab/ Overall, Nivolumab+nivolumab/ Ipilimumab/ nivolumab+
n=17 n=8 nivolumab,n=9 n=10 RT,n=6 nivolumab/RT, n=4

Other 1(6%) - 1(M%) - - -

Race, n (%)

White 16 (94%) 8 (100%) 8(89%) 10 (100%) 6 (100%) 4 (100%)
0 6 (35%) 2 (25%) 4 (44%) 9 (90%) 5(83%) 4 (100%)

No. of previous

e ) 1 7 (41%) 4(50%) 3(33%) - - -

22 4(24%) 2 (25%) 2 (22%) 1(10%) 1(17%) -
S -, 7, & o 20

1 3(18%) 0 3(33%) 1(10%) 1(017%) 0
No. of doses received, 2 2(M%) 1(12%) 1(11%) 2(20%) 0 2(50%)
median (IQR) 3 12 (71%) 7 (88%) 5 (56%) 0 0 0

4 N/A N/A N/A 7 (70%) 5 (83%) 2 (50%)

RO - - - 9 (90%) 5(83%) 4 (100%)

R1 - - - 1(10%) 1(17%) 0
Resection margins

RO/R1 15 (88%) 6 (75%) 9 - - -

R2? 2(12%) 2 (25%) 0 0 0 0

Sarculator OS, 23%(15,38) 18(13,22) 31(23, 46) 81%(79,82) 80(79,86) 81(78, 81)

median % (IQR)°

Sarculator DFS, 2% (1,14) 1% (0, 5) 10% (1,14)

median % (IQR)°

Sarculator distant 22% (20,24) 22(20,34) 22 (20, 26)

metastasis at 5 years,

median % !IQR!

Relapse: yes, n (%) 9(53%) 5(63%) A (44%) 3(30%) 3(50%) 0

Locoregional 7 (42%) 5(63%) 2(22%) 0 0 0

Firstsite of relapse

4 Distant 2 (12%) 0 2(22%) 3(30%) 3(50%) 0
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Sarcoma Immunotherapy

Significant Pathologic Response in UPS

e DDLPS

NED 36 months follow-up

RECIST +74%

DDLPS

Path Response:
Hyalinization = 30%

Ja% hyalinization
1(12.5%) 20% viable

B KMo Response
B Response
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nivolumab ipilimumabfnivolumab
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B Ko Response
B Response
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85% hyalinization
0% viable

i ipilimumab/nivolumab
nivolumab/RT +nivolumab/RT

Roland et al, Nature Cancer 2024 Pre-ICB
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Sarcoma Immunotherapy

No association between RECIST and path response
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No association between RECIST and survival
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Sarcoma Immunotherapy

9 DDLPS h ups
melem Nivolumab s Ipilimumab/nivolumab st Nivolumab/XRT s [pilimumab/nivolumab
+ nivolumab/XRT
100% A Sarculator: 2% 100% e =
75% 75% -
m w L] L ]
L 50% o ¢ 1 L 50% -
25% 25%
' Sarculator: 81%
0% 0%
I I I I I I I I I I I I I I I I I I
0] 6 12 18 24 30 36 42 48 0] 6 12 18 24 30 36 42 48
Time from surgery (months) Time from surgery (months)
No. at risk No. at risk
Nivolumab 8 8 7 4 3 1 1 0 0 Nivolumab/XRT 5 4 4 3 2 1 1
Ipilimumab/nivolumab 8 6 5 5 4 3 3 1 1 Ipilimumab/nivolumab 4 4 4 4 4 2 2 2

+ nivolumab/XRT

No association between path response or PD-1 status and survival
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Sarcoma Immunotherapy

B cells are associated with survivaland

immunotherapy responsein sarcoma

Histology
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MCP-counter

Gene expression-based
TME deconvolution tool

C Immunosuppression I NN "[ “ ||| | | | 8.7 x 10~
T cell activation 3.5 x 1021
T cell survival | 22 %10-17 a mA OB Hc OD MWE
Regulatory T cells | I II 35 x 102 s o=t I s E—
Class | MHC 6.5 x 1079 synovial sarcomas (n=ce) [ . 2 20
Myeloid cells chemotactism | 7.1 x107® ues (n=157) [ . a0
TLSs | l [0 1.4 x 107°® oese-0) N 002
d PD1 I l ” 84 x qo2¢  Mvecwoscoras-o N 00 N0 .
] adl 222 IS 22 s
PDL1 | | | ‘ 1 ’ 4.2 x 108 ST
Bl e | 22 x 1071 Tt v T s
—d4 0 4 CTLA4 | 1.4 x 1022 0 20 0 50 a0 100
Gene/metagene TIM3 | | I Il I 5.3 x 1024 Fraction of tumors (%)
Z-score LAG3 1 4.1 x 1073
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Increased TLS

after treatment
in DDLPS

TLS associated
with survival

f DDLPS, surgery

TLS by CD20/CD21 IHC
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Sarcoma Immunotherapy

Intratumor heterogeneity

CD8 single stains intratumor heterogeneity

Pathologic response
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Sarcoma Immunotherapy

Conclusion

Good activity in UPS
? Reasonable outcomes in DDLPS given high risk population
TLS remains important biomarker

Need better surrogate outcome
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Sarcoma Immunotherapy

Future Directions

Long term data for UPS
« SARCO032 at ASCO

In DDLPS - combination needed
« Adria/PD1
e PD1+ XRT

Need to standardize surrogate outcomes
* Necrosis vs hyalinization
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