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Open-label, dose-escalating clinic
al trial of Survivin-responsive con
ditionally replicative adenovirus (
Surv.m-CRA-1) by local administr
ation to evaluate the safety / toler
ability and preliminary efficacy in
patients with advanced solid tum
ors (Phase I trial).

Phase I clinical trial of a local ad
ministration of Survivin-responsiv
e conditionally replicative adenov
irus (Surv.m-CRA-1) in patients wi
th advanced solid tumors.
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HEAT U EEIEE R ORISR & 72 5 | Advanced solid tumors for whom
ZLEESA (EFEMEEEEEE. | no standard therapy is available (
IR E S, AR REESE | primary malignant bone tumor, m
. BRSPS ) etastatic malignant bone tumor, p

rimary malignant soft tissue tumo
r, metastatic malignant soft tissue
tumor)
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y of a local administration of Surv
.m-CRA-1 in patients with advanc
ed solid tumors.

Adverse events and side effects

1) Detection of adenovirus in peri
pheral blood

2) Urinary excretion of Adenoviru
S

3) Adenoviral titer
4) Cytokines

5)
)

6) Reduction rate in long diamete

Local response rate

r of the tumor

7) Pathological evaluation for tum
Or Necrosis

8) Adenovirus infection in tumor
9) Performance status and visual
analogue scale
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i Al/Intervent
ions/Control_1

Surv.m-CRA- 1 Hi[a| iz N 5

Single, intratumoral administratio
n of Surv.m-CRA-1

i+ A2/Intervent
ions/Control_2

1+ A3/Intervent
ions/Control_3

4 A4/Intervent
ions/Control_4

1+ A5/Intervent
ions/Control_5
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ions/Control_6
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7) S HU LDV I NS,
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NEZRErvE =8 g/dL
HIMERE = 2,000 /L

/i = 70,000 /L

AST (GOT) =100 U/L

ALT (GPT) =100 U/L

WYY E Y = 1.5 mg/dL

ME 7L 79 =y < 2.0 mg/dL
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10) RIGEE~ND SN DT, R
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1) Pathologically diagnosed as on
e of followings;

primary malignant bone tumor
metastatic malignant bone tumor
primary malignant soft tissue tum
or

metastatic malignant soft tissue tu
mor

2) More than 4 weeks has passed
since prior standard treatment

3) No standard therapy is availabl
e

4) With a measurable disease of s
hort, long diameters and height a
nd the lesion has enough volume
to be injected with Surv.m-CRA-1.
5) Aged 20 years or older and you
nger than 85 years at the time of
consent.

6) Performance status of 0-2.

7) Life expectancy of longer than
3 months

8) Adequate organ function as def
ined below:

Hb => 8 g/dL

WBC => 2,000 /microL

PIt => 70,000 /microL

AST(GOT) <= 100 U/L

ALT(GPT) <= 100 U/L

Total bil <= 1.5 mg/dL

Serum Cr <= 2.0 mg/dL

9) Use of effective contraception,
if procreative potential exists.

10) Provide written informed cons
ent
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1) Patients with the following illne
Ss:

Severe heart disease, respiratory
disease, digestive disease or liver
disease.

Uncontrolled diabetes

Infectious disease that needs cont
inuous treatment

2) A history of allergic reactions t
o penicillin, pork or beef (includin
g milk)

3) Ongoing illness that requires i
mmunosuppressant or corticoster
oid administration

4) Currently active or past malign
ancies within the past five years
5) Uncontrollable fever or pain fr
om the tumor

6) Pregnant, breast-feeding or wo
man with positive pregnancy test
within 1 year after menopause.

7) Treated with non-approved dru
g within 4 weeks of study entry.

Setsuro Komiya

Graduate School of Medical and
Dental Sciences, Kagoshima Univ
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Department of Orthopaedic Surge
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