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Abscopal Effect on Metastatic Tumor Induced by Oncolytic Virus

of H101 Combining with Local Heating
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[ABSTRACT] BACKGROUND & OBJECTIVE: The abscopal effect on the
tumors is a distant antitumor activity induced by local treatments. The study
was to observe the induction of abscopal effect by the combination of H101
oncolytic virotherapy with local heating. METHODS: Five patients with
histologically confirmed, surgically unresectable metastatic malignant tumors
(2 nasopharyngeal carcinomas, 1 pulmonary carcinoma, 1 parosteal sarcoma
and 1 bladder carcinoma) that had definitely failed to the conventional
chemotherapy and radiotherapy or refused these therapies were enrolled in
this experimental therapy. All patients were treated with local intra tumor
injection of H101 (5x10""~15x10" VP) combined with 60-min heating at 42°C.
RESULTS:
injected and non-injected tumors and have survived for a long period up to

Two patients were cured with complete regressions of both

date. Three patients responded to the novel therapy variously and eventually
died from the disease, who survived 29, 15 and 13 months, respectively.
CONCLUSION: The abscopal antitumor effect could be induced by the
combination of H101 local intratumoral injection with heating.
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Figure 1  CT scans performed during oncolytic virotherapy-heating treatment in case 2

A: A nodule measuring 3.1 emx2.5 em in the right lung and B: A small metastasis (arrow) in left lung before the treatment. C:
The uneventful stabilization of primary tumor and D: The complete resolution of metastatic mass on the CT re-examination after one
cycle of treatment. E: Obvious regression of primary tumor with fibrotic change after 2 more courses of treatment combined with X-

radiotherapy. F: CT guided percutaneous intratumoral injection of H101.
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Table 1 The main treatments of 5 cases
Metastasis
Case Sex Age  Histological diagnosis Clinical phase - - Treatment history
Location Number Size
1 Male 59  Differentiated squamous ~ TIN3MO(IV)  Right neck 2 3.3 emx2.5 cm  Curative radiotherapy on primary
cell nasopharyngeal x0.6 cm tumor
carcinoma 4.7 emx2.6 em  Resection of rudimental tumor
x2.2 cm Palliative radiotherapy
2 Male 69  Lung adenocarcinoma TINOMI(IV)  Left lung 1 0.5 emx0.5 em  None
Female 20  Parosteal sarcoma TANOMI(IV)  Right lung 2 0.6 cmx0.6 cm X radiotherapy on primary tumor
4 Female 59  Differentiated squamous ~ TIN3MO(IV) Ipsilateral submental 1 4.0 cmx4.0 em  Curative radiotherapy on primary
cell nasopharyngeal lymph node tumor
carcinoma 3 cycles of PF chemotherapy
5  Male 64  Bladder transitional cell ~ TIN4MO(IV)  Bilateral inguinal 2 1.6 cmx1 cm Partial bladder resection
carcinoma lymph node Chemotherapy Irrigation of Bladder

Curative  bladder resection and

bladder reconstruction
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Figure 2 CT scans of case 3 performed at different time were listed in column with arrangement of the
comparative coronal planes in row.
A:Initial CT, performed before therapies, showed a huge dorsal mass with invasion into costal bones (row 1) and two right lung metastases
(arrow 2 and 3). B:CT after radiotherapy revealed a new location of metastasis in the right posterior segment (arrow 4) without response of dorsal
primary tumor (arrow 1). C:CT, after 4 cycles of chemotherapy in association with oncolytic virotherapy-heating treatment, showed evident
response of primary tumor (row 1) and regression of a lung metastasis (row 2), however, tumor deterioration with new metastatic multiple nodules
in the lung (arrow 5) and mediastinum (arrow 6). D:CT after 18 cycles of mono-oncolytic virotherapy-heating treatment showed almost completely

regressed metastatic lesions (arrow 3-6) with stabilization of dorsal primary tumor (arrow 1).
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Figure 3 Photos of tumor masses and ultrasonogram of the

ipsilateral submental lymph node in case 4
A:Masses before the treatment with the sizes of 3.3 c¢m x5.2 c¢m
(upper) and 1 emx1 em (lower) in the right neck. B:Ultrasonogram
of the ipsilateral submental lymph node identified a regularly shaped
homogeneous lesion. C:Masses after treatment without evident response
to the therapy. D:Post-treatment ultrasonogram showed the ipsilateral
submental lymph node with several irregularly shaped low-echoic

lesions.
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Figure 4 CT scans performed during oncolytic virotherapy-

heating treatment in case 5
A :Before treatment, CT revealed suprapubic mass measuring 5.4 cmx
6.4 cm and bilateral inguinal lymphadenopathy. B:After 1 cycle of
treatment , CT revealed downsized suprapubic tumor with 3.6 emx4.2 ¢cm

in size containing multiple oncolytic area (arrows ).
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Table 2 Clinical efficacy of 5 cases
H101 intratumoral injection Heating Survival
Case Response
Location Size Dose(VP)  Cycle Location Temperature(°C) Time(min) (month)
I Lower mass on right neck 4.7 emx2.6 cmx2.2 em  5x10" 2 Lower mass on right neck 42 60 CR >50
2 Mass in right lung 3.1 emx2.5 em 5x10" 3 Mass in right lung 42 60 CR >34
3 Mass on the back 15 emx21 cm 5x10" 22 Mass on the back 42 60 SD 29
4 Upper mass on left neck 3.3 emx5.2 cm 10x10" 2 Upper mass on left neck 42 60 SD 15
5 Mass on the pubic ymphysis 3.3 cmx5.2 ¢cm 15x10" 1 Not done - - PR 13
CR :complete response; PR :partial response; SD:stable disease; PD:progression disease
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Figure 5 Photos of tumor masses in Case 1 during the

oncolytic virotherapy-heating treatment.
A :Masses before the treatment with the sizes of 3.3 emx2.5 cmx0.6 ¢cm
(upper) and 4.7 emx2.6 ecmx2.2 ecm (lower) in the right neck. B:
Masses after one cycle of treatment with the sizes of 2.5 emx2.3 c¢mx
0.6 cm  (upper) and 4.4 cmx2.0 cmx1.1 cm  (lower) in the right

neck. C:Two masses completely regressed after two cycles of treatment.
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