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Summary

In this multi-institutional phase II study, VM-26 or Teniposide was administered to forty-two patients with
advanced colorectal cancer. Patients were initially treated at 60 mg/M? daily for 5 days with dose adjust-
ments depending on toxicity. One complete response and one partial response were observed lasting six and
four months respectively. Leukopenia was severe in 40% of patients. No drug related deaths were seen. In
this Southwest Oncology Group (SWOG) study, VM-26 appeared to have minimal benefit in advanced

colorectal cancer.

Introduction

VM-26 or Teniposide is a derivative of the root of
mandrake (Podophyllum peltatum). Wampler [1]
reported 7/25 (28%) response in advanced colorec-
tal cancer treated with 5-FU and VM-26 with a me-
dian survival of 37+ weeks. Woods [2] treated
small cell carcinoma of the lung with daily x 5
schedules with tolerable toxicity. In this Phase II
study, daily X 5 schedule has been instituted to de-
termine its efficacy and toxicity in advanced adeno-
carcinoma of the colon and rectum.

Materials and methods

Forty-two patients were registered from eight insti-
tutions. VM-26 was given at 60 mg/M?2 IV infusion
over 1/2 hour daily for 5 days every 28 days. Pa-
tients were eligible if the serum creatinine was < 2.0
mg/dl, serum bilirubin < 2.0 mg/dl, and perfor-
mance status < 2. Dose adjustment for subsequent
courses was allowable depending on nadir counts.

No patients had received previous chemotherapy.
Eleven patients previously received radiation thera-
py, all of them to the pelvis, but four weeks had
elapsed before VM-26 was started. Male to female
ratio was 3:2 with a median age of 62.5 years (range
24—80 years). The SWOG performance status was
0 for 20 patients, 1 for 19, and 2 for 3 patients.
Response and toxicity were determined according
to SWOG criteria.

Results

All registered patients were eligible, although re-
sponse could not be evaluated in six patients due to
toxicity or early refusal of additional therapy.
Response was seen in 2 of the 42 eligible patients
(5%; 95% confidence interval, 0.6% —16.2%). One
patient with an intrahepatic lesion had a complete
response after the third course. In addition, his
CEA decreased from 9 ng/ml to 0.7 ng/ml. His
complete response lasted for 6 months and he sur-
vived 18 months. One patient had a partial response
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with greater than 50% decrease in the size of lesions
in his right supraclavicular node and liver. This oc-
curred after two courses. His CEA decreased from
15.2 ng/mlto 4.6 ng/ml. This patient relapsed after
4 months and survived 11 months. Ten other pa-
tients (24%) had a period of stable disease. Thirteen
patients were placed on 5-FU and folinic acid at the
time of progression (L. Laufman, personal commu-
nication). Three patients were reported to have a
complete response lasting 10, 11, and 15 months.
Median duration of survival for all 42 patients was
9.4 months.

All 42 patients were evaluable for toxicity (Table
1). There were no drug related deaths. Severe to
life-threatening leukopenia was the most frequent
toxicity seen in 17 (40%) patients. Alopecia was a
finding not seen with weekly doses of VM-26 [3] but
moderate to severe alopecia occurred in 15 (30%)
patients. Two patients had life-threatening ana-
phylaxis. One patient developed severe shortness of
breath, flushing, and hypertension after receiving
20 mg VM-26. This patient’s infusion was discon-
tinued and the patient was given benadryl. The sec-
ond patient felt hot and swollen with chest and back
pain after 1-2 minute infusion. This patient was
hospitalized and given hydrocortisone. This reac-
tion was felt to be caused by the vegetable oil base
used in the preparation of VM-26. One patient had
blurring of vision so that therapy was discontinued.
One patient refused further therapy after his first
course. No reason was given. This patient had
shown a 25% decrease in the abdominal lesion and
supraclavicular nodes. Mild hypotension and flush-
ing occurred in three patients who continued treat-
ment without further adverse reactions.

Discussion

Locker et al. [4,5] treated 72 patients with advanced
colorectal carcinoma with VM-26 at 100 mg/M?2 IV
weekly. Eighteen patients had no prior chemothera-
py or radiotherapy. There were no objective
responses seen in 66 evaluable patients. Thirty pa-
tients with stable disease of two months or longer,
survived longer than the overall survival. In other
phase II trials with VM-26 in colorectal carcinoma,
two of 20 patients responded [6-8].

Table 1. Severe or life-threatening toxicity in 42 patients

Anaphylaxis 2 (5%)
Anemia 3 (7%)
CNS 1 (2%)
Leukopenia 17 (40%)
Nausea and Vomiting 2 (5%)
Thrombocytopenia 2 (5%)

In this SWOG study, one complete response and
one partial response were seen in 42 patients sug-
gesting minimal activity in patients with colorectal
cancer.
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