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An Int ravenous  Phase I Trial  o f  PVT01, a RelOcat ion-Competent  
Virus,  in the  Trea tmen t  of  Pat ients  with Advanced Solid Cancers  
R.M. Lorence, A.L. Pecma, N. Rizvi, G.I. Cohen, N.J. Meropo], D. Ste~rt~ 
J.L. ~ l l  J.D. O'Neil, W.S. Grome, M.K. Barn•t, andH. Rabin. 
Pro-Virus, Inc., Gaithereburg, A4D; Hackensack Univ. Med. Center, 
Haci~mack, N J," Georgetown Univ. Med. Center, Washington, DC; Greater 
Baltimore Med. Center, Baltimore, MD; Fox C'Tw~e Cancer Center, 
Philadelphia, PA; Univ. o f  Pennsylvania Med. Center, Philadelphia, PA 
Late-stage cancer patients (N=79) were enrolled in a phase I trial o f  
intravenous PV701, an oncolytic strain o f  Newcastle disease virus. The 
dose was escalated between cohorts to a dose intensification o f  >100- 
fold. The most common AEs were flu-like symptoms. These AEs 
occurred prin~pally on the first dose (I .2E+I0 PFU/m 2) and were 
reduced with each subsequent dose. Fkst dose "des~t}.~tiT~l;ion" 
p~m~ted  a 10-fold increase for all subsequent doses, Tumor-site 
specific AEs [tumor inflammation, dyspnea only in patients with lung 
tumors, and elevated transaminases only in patients with liver 
metastasis] were also observed. One renal cancer patient, with an 8 cm 
lung tumor and baseline reduced pulmonary capacity, died o f  
respiratory f a i ~ e  with severe edemaFmflanmutfion manifested 
predominately in the tumor-bearmg lung. Sisns o f  effca~y were 
observed, especially at the hi~her dose levels Of PV701. These included 
two radiographic objective responses (CK-head and neck; Pg-colon), 1 
histologic PR (mesothefioma) and 6 cases o f  measurable tumor 
reductions` Progression-free survival o f  4-30 months (ongoing) was 
observed in 13 patients. PV70I partidea in tumor t l t ~ ¢  obtained after 
11 months o f  therapy were shown by EM. A lymphoplasmacyfic 
infiltrate in that tumor tissue also was noted, Additional clinical studies 
(phase I and phase 11) are planned. 

predinical  Studies with PV701, a Replication-Competent Oncolyfic 
Strain of Newcastle Disease V'n-us. 
M.S. ~ W.S. Grome, C.S. Dulum, P.T. Be•sin, T.S. Leitner, B.A. Incao, 
JD. O'Neil, H. Ratnn, R.M. Lormce. Pro-Firus, Inc. Ga/thersburg, MD, USA 

PV701, a naturally attenuated, replication-conlpetent isolate of  a 
Newcastle disease virus vaccine strain exhibited potent end selective in 
vitro la'lllnS o f  eighty percmt (43/54) of  h-man tumor celis evaluated 
relative to normal cells. High rates o f  tumor regression were observed 
u.~ng human tumor xenografls implanted in athymic mice following a 
single intratumoral injection Of PV701 (>75% complete end part~l 
regression with 3E+8 PFU in five tumor lines tested). Efficacy in the 
treatment of  ovarian t~nmrs was also demonstrated by the intraperitoneal 
route. Intravenous adminlgtration o f  PV701 could elicit complete 
regres~on of  subcutaneous fibrosarcoma xenografls at doses less than 
1/100 o f  the IV MTD (6E+6 vs 8E+8 PFU). Three days following a 
~in~le IV adminL, gration ofPV701, high concentrations ofinfect/ous virus 
were recovered from tumor. By contrast, no infectious virus was 
recovered from normal heart, lung, brain, liver or kidney reflecting the in 
v/vo tumor c~l specificity o f  PV701 in this model  No tumor regressions 
were obse~ed with UV-kWed PV701, demonstrating that replication- 
competent virus is required for efficacy. A repeat IV dose regimen was 
more efficacious than a single dose regimen. In repeat dosing studies the 
initial dose lessened the toxicity of  subsequent doses, D e s e n ~ c o  to 
toxicity is is consistent with the demoush-ated role of  pro-inflammatory 
cytokmea like TNF-alpha in mediating PV70I toxicity. Thus, repeat 
d o r a  S with PV701 increased efficacy without increased toxicity. These 
studies provided data to support an intravenous phase I clinical trial o f  
PV701 for the treatment o f  patients with advanced solid cancers. 
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Systemic administration of replication-selective adenoviruaes. 

D.Kim. Viral and C-erie ThercqTy Program, Imperial Cancer Ruearch Fund, Molecular 
Oncology Untt, Hammersmith Hospital, London, UK 

Replication-selective viruses and bacteria are being developed for the treatment of 
canc~', d11520 (Onyx-015 or CI-1042, Pfizer) is an EIB-55kD gane-deicted r e p l i ~  
selective sdenoviros (1-4) that wts the first genctically-anSinesred, replication-selective 
virus to anter trials in humans. We used • staged clinical developmemt approach that 
proceeded from intrttumoral (Lt.) to intrspedtoneal (i.p.), intr~srterisl (i.•.) and 
eVantUltliy i~tlVealOtlS (Lv.) •dmini~ltiOa. Over 230 cancer pationts have ham treated 
to date, includin$174 Lt. (head and neck, pancreatic,, GI met. to liver), 16 Lp. (ovarian), 
31 LL (hepatic srtevy for coinrectal met. to livex), 10 Lv. (hm$ met., any car~inona). 
d11520 has been wall-tolentted by all routes of admlni~ltion, including doses ofup to 
2x1012 particles i.a. and 2x1013 psrtkles Lv.. Common toxicities included fever 
(typically ~ede 2-3 i.a./Lv.), ••thesis and injection site pain (i.t.)~ Clinically-relevant 
hepatotoxicity due to d11520 was not demonstrated, although txansieat 8rede 1-2 
mmssminitis was documented in some p , ~ u  following i.v. infusion at doses >2xi012 
partlclet l~produclble evideaca of viral replication was obtained (within <I0 days) 
foliowin 8 I) it., La. and Lv. edministration, 2) in head and neck and colore~al cancer 
lu,ti~ts but nee in pan,ink (i.t.) e~ ovari~ (i.p.) c~inomas, no pstinat had repllcati~ 
documented >10 days a~e~ treatment. Sinl0e aseat-induoed objective tumor t~mions 
wen demonstrated in head and neck cancers (15-20%) but not iu pan~ettic, colorec~d, 
ovarian or metastatic lung tumom Evideaca for potantinl synergy with chemotherapy has 
been obtahred from head and neck (Lt.) and colorectal canc4~ patients (La.) (5) (6). IL-I, 
IL-6, IL-10, imerfeTon-gamma and TNF levels •H increased acutely following i.a. and/or 
Lv. •dmlnimatlon (6) (7~ 

Give~ tsc tied= d o c m n : ~  of safety and feasibility with this approach followin 8 
aa.h, lmatlon, bet the lack of slStLifir, m ~ asont emcacy to date with 

411520, we carried out preslinlcal studies of intrevanons Ize:t_ ~ t  with a slpificantly 
more potent adanovlrus d1922/947 (EIA mutant) in nude moose-human tumor xeaosraft 
models; antitumoral effficacy was ~anificantly supreior to d]1520 in all models, and 
equivalant to m eve• superior to wildtype adanevlms Lv. The replicatfon-selective virus 
approach has promise as a systemic treatment for cancer. 


