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Univariate analysis Multivariate analysis
Variables B HR(95%Cl) P HR(95%Cl)
Age, median (range) 63(26-94)
Age>60 years 131/231(56.7%) 0.005 1.599(1.151,2.221) 0024 2.321(1.117,4.825)
Male 155/231(67.1%) 0.137 1.305(0.919,1.854)
Stage TI~IV 204/231(88.3%) 0.127 1.537(0.885,2.670)
ECOG=22 79/231(34.2%) 0.000 1.931(1.384,2.694) 0.044 2.443(1.026,5.815)
B symptoms 150/231(64.9%) 0.203 1.248(0.887,1.756)
WBC<10000/mm* 42/231(18.2%) 0.496 1.147(0.772,1.705)
Platelets<100000/mm’ 43/231(18.6%) 0.148 1.357(0.897,2.053)
Anemia 142/231(61.5%) 0.021 1.459(1.058,2.010) 0559 0.800(0.378,1.691)
NLR<4.635 119/231(51.5%) 0.029 1.429(1.038,1.967) 0.187 0.597(0.278,1.283)
LDH>ULN 144/221(65.2%) 0.001 1.880(1.295,2.728) 0049 2.560(1.005,6.516)
Alb<3.5 g/dL 108/230(47.0%) 0.001 1.747(1.263,2.416) 0261 1.524(0.732,3.173)
Hypergammaglobulinemia = 75/228(32.9%) 0310 v‘ 1.192(0.849,1.675)
B2M>ULN 131/207(63.3%) 0.000 1.997(1372,2.906) 0317 0.590(0.209,1.660)
Eosinophil<0.02 193/231(83.5%) 0.000 0.487(0.328,0.723) 0461 1.561(0.478,5.102)
Extranodal sites>2 46/231(19.9%) 0.460 1.141(0.804,1.619)
Bone marrow involvement | 64/229(27.9%) 0.154 1.304(0.905,1.877)
Pneumonia 199/231(86.1%) 0532 1.166(0.720,1.888)
Splenomegaly 135/231(58.4%) 0.022 7 1.470(1.057,2.043) 0013 3.117(1.267,7.664)
Hepatomegaly 22/230(9.6%) 0.331 1.285(0.775,2.132)
Rash 39/231(16.9%) 0382 1.199(0.798,1.801)
Joint pain 12/230(5.2%) 0434 1.309(0.667,2.571)
Serous cavity effusion 120/231(52.4%) 0.024 1.453(1.051,2.008) 0284 1.495(0.717,3.117)
Ki67>45% 55/230(23.9%) 0.005 1.726(1.181,2.522) 0792 0.894(0.388,2.058)
SUVmax>12 81/138(58.7%) 0.036 1.628(1.032,2.569) 0.183 1.716(0.775,3.801)
CD20+ 124/225(55.1%) 0.026 0.686(0.493,0.955) 0.087 0.557(0.285,1.089)
CD30+ 102/111(91.9%) 0.987 0.995(0.536,1.845)
DBIL>6.8 52/231(22.5%) 0.002 1.782(1.236,2.569) 0346 0.637(0.249,1.628)
EBER-ISH 133/203(65.5%) 0.983 1.004(0.699,1.442)
ff;;ggf =500 54/128(42.2%) 0.011 1.763(1.141,2.726) 0.803 0.899(0.390,2.074)

NLR, neutrophil to lymphocyte ratio; SUVmax: standard uptake value of lymph node in PET-CT. ULN: Upper limit of normal. LDH >ULN: the elevated LDH, LDH >245 [U/L. Splenomegaly:
the long diameter of the spleen >12 cm on US or CT, the vertical diameter of spleen >13 cm on PET/CT. 2M: B2 microglobulin.
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Characte N P value (OS) P value (PFS)
Category 1 CHOP-like 100
0.589 0.435
GDP-like 43
Category 2 CHOP-like 100
0.482 0.754
PET-like 40
Category 3 GDP-like 43
0.818 0.708
PET-like 40
Category 4 CHOP 53
0.545 0.943
CHOPE 11
Category 5 Epigenetics 71
0.743 0.705
Non-epigenetics 139
Category 6 Anthracycline 100
0.681 0.891
Non-anthracycline 110
Category 7 Gemcitabine 51
0.985 0.941
Non-gemcitabine 159

CHOP, Cyclophosphamide + Hydroxydoxorubicin + Oncovin + Prednisone; CHOPE, CHOP + Etoposide; GDP, Gemcitabine + Cisplatin+ Dexamethasone; GDPT, GDP + Thalidomide; PET,
Prednisone + Etoposide + Thalidomide; CPET, Cedaramine + Prednisone + Etoposide + Thalidomide.
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Adverse prognostic factor PIT PIAI AITL score AITL model

Age 260 y + + + + +
ECOG>2 + + + i +¥
LDH>ULN + + +
Stage IlI-IV ‘
Extranodal sites>2 + 1

Bone marrow involvement +

B symptoms +
Splenomegaly +

Thrombocytopenia
(<150 000/mm3)

Ki-67280% ¥
CRP>ULN +

B2M>ULN +

* ECOG=22 in AITL model and ECOG>2 in the other 4 models; CRP>ULN: C-reactive protein>5; B2M>ULN: B2M>3.
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313 patients diagnosed with hepatic epithelioid hemangioendothelioma and hepatic
hemangioendothelioma, along with related variables, were included in the study

The 313 patients were divided into a training
set and a validation set in an 8:2 ratio.

Traditional univariate and multivariate
COX regression analyses were performed

to identify variables associated with survival . . ,
fy 10 survival-related machine learning models were analyzed

4 reliable machine learning models were selected
based on AUC, Calibration Curve, and DCA

Feature importances including Age , Surgery and so on

. T —- " <— ) ) ‘ .
Subgroup analysis of surgery were ranked using machine learning interpreters
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