
Figure 6       Liposarcoma predose                        Day 28  and post 2 doses 

Hypothesis: In a randomized controlled study, Intratumoral INT230-6 dosed 
alone into a few large tumors will increase overall survival for patients with 
metastatic sarcomas compared to the best systemic, standard-of-care therapies
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Objectives:
Primary:
• To compare overall survival (OS) for INT230-6 vs US standard-of-care (SOC) in 

participants with unresectable or metastatic liposarcoma, undifferentiated 
pleomorphic sarcoma or leiomyosarcoma

Secondary:
• To compare OS for INT230-6 vs US SOC in participants with leiomyosarcoma
• To compare OS for INT230-6 vs US SOC in participants with liposarcoma
Exploratory:
• To compare the incidence of grade 3 or higher drug-related adverse events (AEs) of 

INT230-6 vs US SOC in participants with aSTS 
• To compare the QoL using the European Organization for Research and Treatment of 

Cancer Quality of Life Questionnaire 30-item Core Module (EORTC QLQ-C30) 
questionnaire of INT230-6 vs US SOC in participants with aSTS

PHASE 3 TRIAL DESIGN

METHODS 
This is a study to evaluate a novel, new drug product administered intratumorally by an 
interventional radiologist or an equivalently trained physician using image guidance compared to 
systemically dosed second- or third-line US standard of care chemotherapy. Patients will be 
randomized 2 to 1 to INT230-6 or pazopanib, trabectedin, or eribulin (selection of SOC depends 
on the sarcoma subtype). See schema is shown (Figure 9).
The participants will undergo in  4 phases: screening, treatment, maintenance, and follow-up in 
the study. Study visits, tumor and endpoint assessments will occur as indicated in the procedural 
outlines as part of a schedule of events. 
Figure 9

As this is a survival study, there is no crossover allowed between US SOC and INT230-6. Disease 
progression will be determined by the World Health Organization (WHO) Criteria in conjunction 
with evaluation of the post-treatment scans.  Dosing beyond radiographic progression is allowed 
should tumors have low levels residual cancer on scans post baseline.
Participants will be prospectively stratified into 1 of 3 histologically defined aSTS strata: 
• leiomyosarcoma 
• liposarcoma (dedifferentiated, myxoid, round cell and pleomorphic)
• undifferentiated pleomorphic sarcoma

References and Acknowledgements 
CONTACT

Sant P. Chawla, M.D. FRACP
Cancer Center of Southern California
Email: santchawla@sarcomaoncology.com
Telephone:
2811 Wilshire Boulevard, Suite 414,
Santa Monica, CA 90403

Intensity Therapeutics, Inc. 
Lewis H. Bender, MS, MA, MBA
Email: LBender@intensitytherapeutics.com
Phone: (203) 221-7377
One Enterprise Drive
Shelton, CT 06484
Twitter @IntensityInc
Website: www.Intensitytherapeutics.com

STATISTICAL METHODS
The SAP will be finalized prior to database lock, and it will include a more technical and 
detailed description of the statistical analyses described in this section; including 
definitions and data handling rules. This section is a summary of the planned statistical 
analyses of the most important endpoints including primary and key secondary 
endpoints.

In general, there will be no imputation of missing values unless specified otherwise. For 
example, for time to event analyses, participants who are lost to follow-up or have not 
had the event of interest at the time of the analysis will have their event time censored.

INT230-6 when administered IT will improve OS when compared with US SOC in 
participants with aSTS. INT230-6 when administered IT into tumors per protocol will 
improve median overall survival to 21.5 months from 14 months when compared with 
second- and third-line US SOC for the all-treated defined population of aSTS 
participants.

A closed testing procedure that controls the familywise error rate in the strong sense at 
the overall 5% level will be applied. The statistical comparisons for the primary efficacy 
endpoint will first be adjusted for 2 interim analyses. The first interim analysis will be 
conducted when 40% of the total number of participants have OS events (deaths) occur 
and will use an alpha level of 0.0039. The second interim analysis will be conducted 
when 60% of the total number of participants have OS events (deaths) occur and will 
use an alpha level of 0.0184. The final analysis will be conducted when 80% of the total 
number of participants have OS events (deaths) occur and will use an alpha level of 
0.043.

Through March 18, 2025, the study had randomized 23 participants.

Age
1. Participant is of any sex and must be ≥ 18 years old and provide written informed consent to participate in 

the study.
Type of Participant and Disease Characteristics
2. Histologically proven, unresectable, locally advanced, or metastatic STS only of the following subtypes: 

liposarcoma (dedifferentiated, myxoid, round cell or pleomorphic), leiomyosarcoma, and undifferentiated 
pleomorphic sarcoma. Participant must have a pathology report indicating the diagnosis of their STS. 

3. Participant must have received at least 1 line of therapy for STS and must have progressed following 
anthracycline-based or alternative standard therapies, except if medically contraindicated or refused by the 
participant. A participant cannot have received more than 2 prior regimens for unresectable, locally 
advanced or metastatic STS.

4. Participant must have measurable disease per RECIST 1.1 criteria.

5. Participant must have at least 1 target tumor ≥ 2 cm suitable for injection using routine image guidance 
measurable by CT or MRI. 

6. Participant must have an ECOG performance status of 0, 1 or 2.

7. Participant must have adequate organ function as defined by screening laboratory values that must meet the 
following criteria:

a. Neutrophils ≥ 1500/μL (≥ 1.5× 109/L).

b. PT and INR ≤ 1.5× ULN, platelets ≥ 100,000/μL (≥ 10 × 109/L); hemoglobin ≥ 9 g/dL. Criteria must be met 
without erythropoietin dependency and without packed red blood cell transfusion within the last 
2 weeks.

c. Creatinine within normal range; or calculated creatinine clearance > 50 mL/min by the Cockcroft-Gault 
equation.

d. ALT SGOT/ AST SGPT ≤ 2.5× ULN without, and ≤ 5× ULN with hepatic metastases.

e. Bilirubin ≤ 1.5× ULN (except participants with Gilbert’s syndrome, who must have total bilirubin < 3.0 
mg/dL [< 52 µmol/L]).

f. Creatine phosphokinase < 2.5× ULN
Sex and Contraceptive/Barrier Requirements
8. A female participant is eligible to participate if she is not pregnant (as demonstrated by pregnancy testing 

prior to each treatment; performed at least monthly), not breastfeeding, and at least 1 of the following 
conditions applies: 

a. Not a WOCBP. Women of non-childbearing potential are defined as women with functioning ovaries 
with a documented history of tubal ligation or hysterectomy or females who are post-menopausal, as 
defined by 12 months of spontaneous amenorrhea with an appropriate clinical profile, e.g., age 
appropriate, > 45 years, in the absence of hormone replacement therapy. In questionable cases, a blood 
sample for FSH and estradiol will be obtained to confirm childbearing potential. 

b. A WOCBP who may become pregnant or who is sexually active with a partner and who could become 
pregnant agrees to use a highly effective form of contraception during the study and for at least 7 
months after the end of study intervention for highly effective methods of contraception). 

9. Male participants with female partners of childbearing potential must agree to use contraception and refrain 
from sperm donation during the study and for 6 months after the end of study intervention.

Informed Consent
10. Participant is capable of giving signed informed consent and provides written informed consent for the study, 

which includes compliance with the requirements and restrictions listed in the ICF and in this protocol.

EXCLUSION CRITERIA 
Medical Conditions

1. Prior primary or metastatic brain or meningeal tumors unless clinically and radiographically 
stable as well as off steroid therapy for at least 2 months.

2. History of severe hypersensitivity reactions to US SOC agents and vinblastine or cisplatin or 
other products of the same class and their excipients.

3. Histologically proven, unresectable, locally advanced or metastatic STS subtypes other than 
those specified, for example excluded subtypes include liposarcoma (well differentiated), 
desmoid or dermatofibrosarcoma protuberans.

4. Other prior malignancy, except for adequately treated basal or squamous cell skin cancer or 
superficial bladder cancer, or any other cancer from which the participant has been disease-free 
for at least 2 years.

5. Underlying medical condition that, in the investigator’s opinion, 

a. will make the administration of study intervention hazardous or obscure the interpretation 
of toxicity determination or AEs.

b. Makes the potential subject lack the capacity to provide informed consent to participate 
on their own behalf. Consent via legally authorized representative is not permitted

6. Concurrent medical condition requiring the use of immunosuppressive medications, or systemic 
corticosteroids (topical steroids are permitted); systemic corticosteroids must be discontinued 
at least 4 weeks prior to dosing.  

7. Use of other investigational drugs (drugs not marketed for any indication) must be discontinued 
at least 28 days prior to study intervention administration. 

8. Participants who have visceral lesions( intra-abdominal or pulmonary) that require 
uninterrupted anticoagulants of any type or are on daily aspirin therapy or NSAIDS. 

9. Known significant chronic liver disease, such as cirrhosis or active hepatitis (potential 
participants who test positive for hepatitis B surface antigen or hepatitis C antibodies are 
allowed provided they do not have active disease requiring antiviral therapy).

10. Myocardial infarction within 6 months before enrollment, New York Heart Association Class II or 
greater heart failure, uncontrolled angina, severe uncontrolled ventricular arrhythmias, clinically 
significant pericardial disease or electrocardiographic evidence of acute ischemic or active 
conduction system abnormalities.

11. Uncontrolled intercurrent illness including, but not limited to, poorly controlled hypertension or 
diabetes, ongoing active infection or psychiatric illness/social situation that may potentially 
impair the participant’s compliance with study procedures.

12. Participants with a QTc of >450 ms for men and >470 ms for women, or with a history of serum 
electrolyte abnormalities known to prolong the QT interval such hypocalcemia, hypokalemia, 
and hypomagnesemia, or a family or personal history of congenital long QT syndrome.

13. Participants actively receiving therapy with strong Cytochrome P450 3A4 isoenzyme (CYP3A4) 
inhibitors (e.g., erythromycin, ketoconazole, itraconazole, voriconazole, clarithromycin, 
telithromycin, ritonavir, mibefradil).

14. Participants actively receiving therapy with medications that have the potential to prolong the 
QT interval, and the treatment cannot be either discontinued or switched to a different 
medication prior to starting study intervention.

15. Have a single tumor larger than 3,000 cc in volumeINCLUSION CRITERIA 

INT230-6 is a novel product with a unique dual anti-cancer mechanism. INT230-6 is 
designed to improve cancer treatment by more efficiently killing tumors, presenting antigen 
to activate immune system, and reducing the side effects associated with systemic 
therapies. Aqueous solutions of cytotoxic agents without the SHAO molecule are unable to 
be absorbed by high density, fatty, hard tumors such as breast cancer, sarcoma and 
pancreatic cancer (Figure 1). The tumor’s size determines the INT230-6 dose.

The drug is comprised of cisplatin (CIS) and vinblastine (VIN) co-formulated with a cell 
penetration and unique tissue dispersing enhancing molecule, 8-((2-
hydroxybenzoyl)amino) octanoate (SHAO), that enables drug movement throughout a 
tumor (including to hypoxic regions) and passive diffusion into cancer cells following 
intratumoral (IT) delivery (Bender_IJMS_2020)..

Figure 1

A clinical neoadjuvant study in women with localized breast cancer NCT04 confirms that a 
single INT230-6 injection can kill up to 95% of an injected tumor and recruit 
TILs.(Arnout_ASCO_2022_Poster 376) (Figure 2)

Figure 2

A patient with a 4.4 cm tumor received 1 dose of INT230-5 of 21.4 cc 3 weeks prior to 
surgery; resulting pathology showed <5% residual cancer, no existing cells had a nucleus. 

NOVEL, DIFFUSIVE INTRATUMORAL FORMULATION

STUDY POPULATIONS

RECIST / WHO CRITERIA ARE UNSUITABLE AS EFFICACY METRICS

Participant 
Analysis Set

Definition

All Enrolled All participants who sign an ICF will be included. Participant disposition will be tabulated using 
this data set.

Intent to Treat All participants who were randomized to any treatment group in the study – all liposarcoma, 
undifferentiated pleomorphic sarcoma or leiomyosarcoma subtype subpopulations. Treatment 
groups for analysis are those assigned at randomization. This group will be used for overall study 
efficacy analysis.

All Treated All participants who receive at least 1 dose or any partial dose of INT230-6 or US SOC. This 
population will be used for safety analyses. Treatment groups for analysis are those assigned at 
randomization. This is a subset of the Intent to Treat Analysis Dataset.

All 
Leiomyosarcoma 

All participants stratified into the leiomyosarcoma subtype subpopulation. This population will be 
used for efficacy analyses. Treatment groups for analysis are those assigned at randomization. 
This is a subset of the Intent to Treat Analysis Dataset.

All Liposarcoma All participants stratified into the liposarcoma subtype subpopulation. This population will be 
used for safety analyses and efficacy. Treatment groups for analysis are those assigned at 
randomization. This is a subset of the Intent to Treat Analysis Dataset.

ENROLLMENT 

INT230-6 INDUCES IMMUNE CELL INFILTRATION IN TUMORS
Biomarker studies from tumor tissue to enumerate the frequencies of CD3, CD4, CD8 foxP3, 
and Ki-67 expression in T cells in a solid tumor were conducted.  In 13 of 14 matched pair 
biopsies using INT230-6 alone, there was an increase in expression of CD4 and CD8 T-cell 
infiltrates into the tumor (Figure 6) after 2 doses of INT230-6 at day 28.

In the metastatic study IT-01, at least ten subjects dosed solely with the local intratumoral 
drug INT230-6 showed tumor size reduction of non-injected lesions in lymph nodes, liver, 
lung, perineum and retroperitoneal areas (i.e., abscopal effects to visceral lesions) (Figure 7). 
Ninety percent (90%) of the known apparent abscopal effect was seen primarily in subjects 
that received a dose > 40% of their TTB or about 20% of that patient population.

Figure 7

Abscopal Responses in 13 Tumors from 10 Subjects (Study IT-01) – Maximum Change in 
Longest Diameter of Uninjected Tumors

ABSCOPAL EFFECTS

SAFETY AND EFFICACY

The maximum severity of INT230-6 treatment-related adverse events (TRAEs) in STS 
patients was 6.7% grade 1, 60% grade 2, and 33% grade 3 (no related grade 4 or 5 AEs) The 
most common TRAEs were pain, fatigue, and nausea. 

The disease control rate of sarcoma patients was 93%. Uninjected tumors shrank. The 
median OS for INT230-6 alone (n=15) was 21.3 CI (4.7, NR) months (Figure 8). 

Figure 8

Kaplan-Meier Curve of Overall Survival for Advanced Soft Tissue Sarcoma subjects Treated 
with INT230-6 Monotherapy in Study IT-01 – All Treated Population

• INT230-6 was well tolerated as monotherapy and in combination with 
immunotherapies.

• INT230-6 is retained in the tumor and demonstrates direct tumor killing in injected 
lesions. 

• IHC results in injected lesions indicate dosing INT230-6 activates a T-cell mediated 
immune response.  

• Uninjected tumor regression reported (SITC 2021 abstract 501) supports a potential 
immune response.

• Data suggests that RECIST criteria have limitations in evaluating efficacy for INT230-6. 
Preliminary data suggests that INT230-6 may extend survival compared to historical data 
from published basket phase 1/2 studies in sarcoma subjects.

• An exploratory analysis suggests that overall survival improves for monotherapy subjects 
when INT230-6 is dosed to more tumors and a higher percentage of the patient’s total 
tumor burden

• Randomized controlled studies would are needed such as the INVINCIBLE-3 study to 
assess efficacy for of INT230-6 as monotherapy 

CONCLUSIONS FROM PRIOR CLINICAL STUDIES

PHARMACOKINETICS OF ACTIVE AGENTS
PK data showed that >95% of the active agents remain in the tumor. There was a dose 
dependent increase in plasma (Figure 5).  There were no dose-limiting toxicities up to 175 
mL (87.5 mg of CIS, 17.5 mg VIN). At 1 hour the plasma levels of a 5.4 mg IV dose of 
vinblastine is estimated to be ~200 ng/mL (Linkl) for an average sized person.
Figure 5

PK shows dose response independent of cancer type or location in body of the tumor.

CLINICAL STUDY IN METASTATIC CANCERS
An open-label, phase 1/2 study (IT-01 NCT03058289) was completed with locally advanced, 
unresectable, or metastatic adult patients with 11 STS subtypes (primarily leiomyosarcoma, 
liposarcoma, and UPS). Patients had a median of 3 prior lines of therapy. Data from the IT-
01 study indicates INT230-6 increases influx of antigen presenting cells (APCs) to the tumor 
microenvironment and increases the amount and quality of expressed antigens. On pre- 
and post-treatment biopsies following two INT230-6 treatments in humans, a reduction in 
Ki67+ cells, FoxP3 and viable tumor cells were observed, with increases in CD4 and CD8 T-
cells in the tumor micro-environment using whole section image analysis of paired samples 
for assessment (ASCO_2023_Poster 502).

 

INT230-6 can cause tumors to become necrotic and cystic. Scan images will appear darker in 
contrast in necrotic and cystic portions compared to an active tumor at baseline (Figure 3). 
When treating tumors in maintenance or beyond progression using INT230-6, it is essential 
to characterize whether tumors are active, necrotic, or cystic to determine the optimal 
treatment site within the tumor and the appropriate dose of drug.  Examples of changes in 
sarcoma tumors over time are shown below for two tumors from a patient in the IT-01 
study, who had two sacral sarcomas, both of which had been injected.  Considerable 
changes are observed in levels of active disease, necrosis, and cyst formation over time.

Figure 3    March 2018 (Pre-Dose)              October 2018 (7 months later)

Scans show a significant reduction in active cancer from two sacral sarcoma (chordoma) 
lesions as evidenced by the lower contrast.  Over time, tumors could also grow larger in 
volume before eventually shrinking.  

INT230-6 CAUSES TUMOR NECROSIS AND CYST FORMATION
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Changes in a tumor’s longest diameter over time and the tumor’s corresponding volume 
change calculated from 3 dimensions using the modified ellipsoid formula (Figure 4).  Each 
line represents an injected tumor from a subject receiving INT230-6.  Tumors diameters 
having a size increase or that were stable often shown a decrease in volume. 

Figure 4
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