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DNA Repair Mechanism Telomelysin Blocks the Repair of
after Radiation DNA Damages
Radiation P

Telomelysin infection\ ;

AVAW

E1B55k binds to MRN NBS1_
complex Mre
3 } Radso/

Activation of MRN x
degradation
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Blockade of ATM x/ATM/

DNA double
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MRN complex — 4
formation My Radso/
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' Phospholyration phospholyration

| of ATM

! i1 DNArepair blockade

: v Cell cycle checkpoint : : l v Cell cycle checkpoint

3 5 v'Activation of DNA repair : ; v'Activation of DNA repair
: DNA repair ! : . P
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(Kuroda et al., Cancer Res., 70: 9339-9348, 2010) 15
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B Orthotopic mouse model of human rectal cancer
TECHNICAL REPORTS
meédicine /\/ﬁ =
In vivo imaging of lymph node metastasis with A * Visualization of para-aortic LN metastasis
telomerase-specific replication-selective adenovirus by intratumoral injection of TelomeScan
Hiroyuki Kishimoto', Toru Koji ‘Watanabe', Shunsuke Kagawal™, Toshiya Fujiwara'2, into the primary tumors
Futoshi U"u“'xF imino i Kyo, Hiroyuki Mizuguchi®, Yuuri Hashimoto®, Yasuo Urata®,
Metastatic
Macroscopic Fluorescent Macroscopic Fluorescent
—
Metastatic
foci
B Orthotopic mouse model of human head & neck (tongue) cancer
* Visualization of neck LN metastasis by
intratumoral injection of TelomeScan
into the primary tumors
(Kuriharaet al, Clin Cancer Res, 15: 2335-2343, 2009)
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Nemunaitis et al., Mol. Ther., 18: 429-34, 2010

A Phase | Study of Telomerase-specific Replication
Competent Oncolytic Adenovirus (Telomelysin)
for Various Solid Tumors

John Nemunaitis', Alex W Tong**, Michael Nemunaitis', Neil Senzer'4, Anagha P Phadke*,

Cynthia Bedell', Ned Adams', Yu-An Zhang**, Phillip B Maples’, Salina Chen*, Beena Pappen,

James Burke®, Daiju Ichimaru®, Yasuo Urata® and Toshiyoshi Fujiwara’

‘Mary Crowie

alas, Texas, USA; *Texas Oncology PA, Dallos, Texas, USA; *Baylor Sammons Cancer Center,
. Billings Clinic, Billngs, Montana, USA; “Oncolys BioPharma, Tokyo, Japon; *Center for Gene and
pon

Cohort | 6) Cohort 1l (n=6)

< ahort) * M Cohortlll & =
o cohort ¥ - gut]
z ® <

E’ Cohort It -: _ . ;
= - ? .
5

The 2nd peak
in the plasma

19 19 29 39 49

ays PostViral Injection

M Safety

- Telomelysin was well tolerated (up to 5 x 10" vp).

- Most Adverse Events were mild to moderate.
B Pharmacokinetics

- Measurable levels in plasma after 1 - 3 hours.

- Virus shedding was evident at 7 and 14 days after treatment.
B Clinical Benefit

- Indication of reductionin treated tumor in some patients.

RETOTAASA L VEBRARE OB REEFRGER

Table 2 List of common® adverse events

Grade Grade  Grade  Overall
1 2 3,4 (N=16)
Cardiac arrhythmia
Supraventricular and 2 1 0 3
nodal arrhythmia—sinus
tachycardia
Gastrointestinal
Nausea 3 1 0 4
Constitutional Sypmtoms
Chills 1 5 0 6
Fatigue 7 2 0 9
Edema peripheral 1 2 0 3
Fever 3 0 &
Pain
Bone 2 1 0 3
Muscle 0 3 0 3
Extremity 2 1 0 3
Pain 3 1 0 1
Headache 3 1 0 4
Pulmonary/upper respiratory
Nasal cavity/paranasal 2 1 0 3
reactions
Dermatology/skin
FErythema 0 0 3 3
Injection site bruising 3 0 0 3
Injection site erythema 1 El 0 5
Injection site pain 4 2 0 &

"Occurring in >15% of patients (n = 16).
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“Investigator-initiated clinical srudy of Telomelysin in combination with radiotherapy
for head and neck cancer and thoracic malignancies.”
Okayama University Hospital

ETreatment schedule .
s (w7 w1 H m &
Day 4
> ﬂ- ) (Monday)
A BRI - Radiotherapy . .
v [ nnﬂ 23 5 times/week (Monday~Friday)
ST T PN NI 6 weds
» IR - | >
» EICIEIEIEY . . oy
(Friday) (Monday) (Monday)
Esophageal cancer Telomelysin i.t. Te[omelysm it Telomelysin i.t.

\ d

Endoscopic Endoscoplc Endoscopic )
Injection Injection Injection
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