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Do Dhiscovesy avn Devenorvest Procravs

The Company's drug dizcovery and development programs and their siatus are summarized in
Figurs Z, The Izt hand coamn indicates e Campany’s lead compounds and their therapeulic imlication.
The bar charl ilbastrates the phase of compound development and andicipated dales for flng THD
applicalions or inilialing various plises of clinical mials. The pmgmress of research and developmen
projects is difficuli to predict with certalmy and is inherenty subjsot w the complicationg and delays
encountered in conmection with the utlization of unproven tcchnodogy. Accordingly, there can be na
tesuranee that the Compeny will achicve the milesands sel forth below by the anticipated datss or at all,
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CT-1500

CT-1500 ig the Company s propriclzry conthination of pentoxifylfine {Tremtal) with a quinolone
antibiotsc (Cipng). The inilial devedopment effons of the Company weee based on e discovery that Trental,
a comnpriund owned by HRPT and approved for the treatment of an indicarion uneelated 1o those being
pursucd hy the Company, had temporary therapeurc benefits when administered o BMT recipients at
recommended dosage levels. Iowever, when the Company trizd to increase the therapeulic benelits of
Tremtal by increasing the dosage level. patients suffered intolerable side efectz. CTT then diszovered thar
the uze of Cipre, an antibdatic compound owned by Miliss, when ud i combimation with Trenrs), reslied
m significant therzpeutic benelis willumd undue side effats. Althomgh CT-1500 has proven effective in

e



Phags IT cliricel ifals wi4th BMT reclplents ond In patlepts recelving TL-2 therapy for kidney cancar, the
Epplication of thiz therapeatic approach to a broad renge of discpses is imiied for several repsona. Flro,
Cipec 1 4 broad spoctmum antibiotic that shoold not be admimistercd on a Jong-lerm basgis, thos limiting ™o
uee of CT-150C in chronic applications, Szcond, fraquent dosing inkeryals are required for CT-1500; third,
clues b liesveditan y dollensmes ol all pabecls ane capabile of peneralang wiad the Company believes is e
avtive redabeilite (CT-150R) when acmioislens] €CT-1500. T alitioe, e Comepany v lave o oblan
Heenses from third ponties for the use of Trental and Clpro, hath of which hive been patenied in (b Tniusd
Seabes nd shoecad.  Although the only emaining patents for Trenral am U5, patems cxpiring in Mandh 1997,
the U1.5. and forelgn patents for Cipro hase significand remalndng Hves.

Climical Tra Fealts, CT1's clindesl tdals 10 date have indicsed that CT-1500 safely improves the
overall recovery of humans undergoing BMT and reduces the toxic dosc-limiting of T1-2 r2otaem.  CTI
sciemtists believe that these results are accomplished through rogulation of the Bursten Pathw iy, thus
anslcraung or paevenling te potentially damagmg effzcE relting fom actovation of this pathway,
The imlmanl aml subseguenl cnmplicalions associated wilh BAMT patients provide a paticularly oseful
. comiext for examining the benaficial effacrs of hlocking e sclivaion of lle Busien Pallieay, Such
potlents exkibit life--hreaening inflammadon and sevem amtoimamme-like rlisaases believed] (o be Bnked
o the actvathen of this partheway. Desplte the growing use of BMT in the treamenn of cancer, sucoesafinl
outcomes of BMT therapies ars limited primarity by the failore of the transplant 10 cure the discascs and
by le: damape cauged o palents by e high doses of radisticn and chemctherapy administsted 10

erulicate theic comoer.

I ihe Phase 11 clinical tdals, CT-130K) was administersd to 77 palients rcoiving three types of DMT.
Twenty s2ven petients received bune marmw dunaed [oom & genedically similar bwoles o sten 20
patlents pecetved maroe from donors thit were unrelated or penedically mimnaictssl, @ enwp al Tugh risk
for proft wersos host disease (GvHDY - an Immune disorderd ond orgim rejaeriem; amd dhe namaining
15 paticnts reccived transplama of thoie own Bonc marrow,,

The admindzoration of CT-1500 improvod the veenll moovery of patienls receivine sach e of
transpland when cor sared o the patients receiving standard transplant therpics. The fellowing alinical
trial data dememstrate the effectiveness of CT-1500 whan used in two particularly high risk groups of
BMT recipients: panants with advanced lsukemia and lvmphoma who bave a high nsk of organ toxicily
and diseass relapes and a second growp of patisnts who have received bong marmow [ransplants from
urrelated, mismatched doners (& type of runsplant at high risk ko severe GvHD and grall mjedion}. I
ench seming, CT- 1500 wos ndministerad with the standard treafmann regiman in sn attempr o bleek
sctivadon of the iImmune and inflammeatory pesponse.

When eompard 10 similsr misk groaps of patients with advanued Teokemio amd Tymphoma meeeiving,
elther a starderd rranspland regimen (consisting of high doses of radlathom snd chemothoragry, In addition
to cvebosparit and peedrusons) o a standacd regimen plus GRM-CSI (3 genetically engineersd cytokine).
the standard regimen plus C1-1500 therapy resolied in:

*  improvement of ope-year survival ratzs from 7% o 7% and two-year sumvival rates

from e 10 4%
= wigmilicanl anti-caoer efl=cl resulliog o @ edeclion mome-year cancer relapee ralai
(o 62% 00 15% am] wir-yeer cancer el raes Inog 62% & 23%

*  carmifivant prodechicon of vifal organs fomm ihe oxic offects of acole inllammeadion causesd

by rdiation and chemctherapy

= cquivalence v Ghi-CSF and granudocyts colony-stimularing foctoe O G-C8F) (based om

previougdy reperied studizs involving G-CSF) in promcting the recovery of white hlood
cells
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= supstionity to GM-CSF and G-CSF by promoting the rapid recovery of red blood cells
and platelets, neither of which 152 accomplished by these therapentics
*  glimination of all hife-threateming cases of GvHD, while enhancing palients” ability o
fipht general infection
In extended clinkeal studies, the pwodenlial beneficial effects of CT-1500 wene examined in padenTs
with refracymry menal cell canerr reociving (-7 Specesaful ooloome émong patients receiving L2
thernpy is limited by the wode side effects of the high dose of IL-2 requirsd to eradicate their cancer, The
ability 1o deliver highes dases of IL-2 by reducing s oxicities may allow better tumnar regponsss in such
palicns,

The sulis of this study conducted at the University of Washington ad recently presenled atb the
1953 American Sacizty of Clinical Oncology meeting are shown in Table 1.

Tams:1
Teacmisce or Ty
IL-2 [L-2 + CT-15M
COMELICATHON n—-33) in=18)
Kidney dvsfunction’ 3% 255
Metihobi: divturbomge! 1 3%
Infection 14% 1)
IL-2 aliscs mifirueation® 4T 11%

b Significs statdstical sipgnificance p valoe <0005

*  Tanoics percentage of patenis requiring discomtinuation of IL-2 dus 1o kidney
toxicloe, (p<0.01)

Whea comparsd o a cantrol groap of patients with advanced renal cell cances receiving IL-2 theagry,
patients who received IL-2 therapy plus CT-1300 had significantly less kidme=y, liver aml metabolic
dyztumclion while allowing moee duys of (ull doses of [L-2 0 b adminisroned,

Advanced Clinical Trialy Frovide “Fronf of Principle™

The Compamy hedieves its Phase T tdal resulis of CT- 1200 provided the following sdvantases for
CT-1501R (ProTec™), its second generition compeund:

Validerton af Technofogy. The Compony belicves it Phase IT CT-1500 clinical trials validated itz
proprietary therapevtic approach of regulating activity in the Bursten Pallvyay through compounds designed
10 targel activatdon of critical engymes in this pathvway.

Avcelerated Regubmory Process, The Company believes that because CT-1501R (ProTec™ | is the
active sgont of CT-1500, information regarding safety and dosing obtaned from Lhese clinical trials has
shomcnad certain aspects Of the repulatory process for ProTec™. Such safely and dosing information
appeared 0 be a lacdor w tee Compamy's meeiving regularory appoval @ inidare clindeal wrinks with
Frorfec™ an an expediben] hasis,



