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Evolution of the PSMA Therapeutic Platform

From the initial development of a single product, our novel prostate-specific membrane antigen (PSMA) technology has evolved
to the point where we now have a number of potential new PSMA-based therapeutic candidates in preclinical development. First
identified by researchers at Memorial Sloan-Kettering Cancer Center using a monoclonal antibody supplied by us, it is now clear that
the PSMA antigen is an important target that may play a vital role in a variety of cancers. This new understanding could lead to the
creation of exciting new therapeutic and diagnostic applications, opening new market opportunities as our research and development
continues to move forward.

What makes the potential of the PSMA antigen so intriguing, particularly in relationship to the field of oncology, is that it is
produced in great abundance in prostate cancer—and that it is found in the newly formed blood vessels associated with most solid
tumors. The ubiquity of the PSMA molecule in solid tumors makes it a unique focus for treatment and diagnosis. For example, using
monoclonal antibodies it may be possible to deliver therapeutic and diagnostic payloads directly to a tumor site. The fact that PSMA
is found in the newly formed blood vessels associated with a variety of solid tumors, such as breast, colon, lung, and other cancers,
raises even more possibilities. In the past several years, extensive research into the overall phenomenon of angiogenesis—the
creation of new blood vessels in tumors—suggests that the antigen’s unique properties may lead to the development of anti-
angiogenesis therapies in these, and possibly other cancers.

To expand the PSMA platform to its fullest potential, we are pursuing novel product opportunities both alone and through external
research collaborations. Our research and development activities range from molecular imaging agents to determine the extent and
location of disease and monitor for response to cytotoxic therapy to novel monoclonal antibody-based therapeutic approaches and
cancer vaccines that may one day help limit or eliminate the development of prostate cancer in men. Preclinical planning is under-
way for new therapeutic applications utilizing the monoclonal antibody in ProstaScint, while other programs are advancing into
human clinical trials.

Among the most far-reaching PSMA product candidates in preclinical studies are several therapeutic cancer vaccine approaches
designed to stimulate the body’s own defense mechanisms to seek out and destroy PSMA-expressing cells. The first such vaccine
product candidate, which consists of a recombinant soluble version of the PSMA protein combined with an immune stimulant, is
currently in Phase | clinical studies. These potential product candidates, still in the early stages of discovery, may one day play a role

in treating prostate and other cancers.

Imaging of tumors in animals Imaging of human tumors transplanted
Cytogen founded and begins research demonstrates utility of in animals further demonstrates utility
and development activities. antibody linker. of antibody linker.
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The Potential of Quadramet

Quadramet is a unigue oncology product that pairs the targeting ability of a small molecule, bone-seeking phosphonate (EDTMP)
with the therapeutic potential of radiation {samarium Sm-153). Combined, these agents form an innovative molecule with a short
radioactive half-life that selectively concentrates in areas of new bone formation. Skeletal invasion by prostate, breast, multiple
myeloma, and other cancers often creates an imbalance between the normal process of bone formation and destruction. As a result,
many patients with metastatic bone disease suffer tremendous pain, which, for a variety of reasons, they often receive inadequate
relief. Because Quadramet selectively delivers radioactivity to areas of the skeleton that have been invaded by metastatic tumor, it
not only helps patients manage their pain, but it helps them maintain an active lifestyle as well. Unlike more commonly prescribed pain
treatments, Quadramet’s fast-acting, long-lasting non-opioid attributes are increasingly well received by both patients and physicians.

Even as Quadramet is helping relieve patient suffering today, newer and potentially broader therapeutic uses are aiready on
the horizon. While there have been historical barriers to the use of radiopharmaceuticals, these issues are fading in the face of new
clinical data—including our ongoing clinical study initiatives. We believe that the expanded use of Quadramet offers great potential
for us, not only within its current pain treatment indication, but in future indications that combine Quadramet with frequently used
chemotherapies. What makes this combination so potentially potent is that many anti-cancer agents also make tumor cells more
susceptible to the lethal effects of radiation, offering a strong synergistic rationale for pairing them with Quadramet.

A recent article published in The Journal of the National Cancer Institute discussed the advantages of using these types of
chemotherapeutic agents and Quadramet in just such a combination. As the need to treat metastatic bone disease continues to
expand, so does our clinical program to develop new combinations to meet that need. These new combinations offer significant
opportunities for us and potential therapeutic relief for patients. Due to its unique combination of nuclear, biologic and chemical properties,
we expect to initiate add

ional studies throughout 2005 designed to systematically evaluate Quadramet’s potential role as a targeted
oncology product in various settings, including both higher dose applications and combinations with chemotherapeutics, bisphosphonates,
and other potentially synergistic agents.

Cytogen receives FDA clearance to
market OncoScint CR/0QV, the first
monoclonal antibody-based imaging
agent in the U.S.

Cytogen receives FDA clearance
to market both ProstaScint and
Quadramet in the U.S.
Company acquires exclusive U.S.

) ) n i n f
marketing rights to Quadramet from Cytogen announces issuance of patent

for prostate-specific membrane antigen

The Dow Chemical Company; Phase Il Cytogen completes Phase lli clinical
R ; ‘ (PSMAY}, a unique marker overexpressed
trials underway for the alleviation studies for both ProstaScint and
A . . on the surface of prostate cancer
of pain associated with metastatic Quadramet, files for approval to ‘
A ; cells and the target recognized by
bone disease. market each with FDA. S .
ProstaScint; Cytogen exercises
Phase HI clinical development Cytogen receives FDA clearance its exclusive option for the license
of ProstaScint underway in for repeat administration of to this technology from Memorial
prostate cancer. OncoScint CR/OV. Sloan-Kettering Cancer Center.
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Letter to Our Stockholders

Twenty-five years is a long time in the life of any company, especially in biotechnology where new discoveries can change
entire fields seemingly overnight. Not only has Cytogen survived in this dynamic landscape, it has advanced the field significantly
by developing novel products for both patients and the physicians who serve them. When Cytogen was incorporated in 1980,
we were a pioneer in the relatively new and untested field of monoclonal antibodies. At that time, many were skeptical
of the ultimate value of this new technology, and few predicted that antibody-based products would achieve their current level of
commercial success.

As this new field evolved, so did Cytogen. During our 25-year history, we refined our research goals to focus on developing
innovative molecules that could be used to build leading franchises. Our initial business model was based on our core competency in
research and development, relying on partnerships for the sales and marketing of our novel products.

Now more than ever, industry experts recognize that biotechnology companies may ultimately be the best at marketing their
cutting-edge products and we have been at the forefront of biotechnology’s evolutionary shift into the development and commercial-
ization of products that help fulfill unmet medical needs.

During our first quarter century, we have confronted many challenges, learned from those activities, and ultimately made the
development and expansion of our sales and marketing infrastructure a strategic priority. In 2004, we made great strides in this area, adding
a number of exceptionally talented and seasoned individuals who brought a new level of depth, expertise and energy to our manage-
ment team that | believe will allow us to take full advantage of the many opportunities ahead of us.

As evidenced by our record product revenues in 2004, this change had a positive effect on our commercial operations. More
importantly, it has helped focus our efforts in a number of other areas where we felt a change would result in more efficient and far
more dynamic operations.

Beyond record-setting product revenues, results delivered by our new management team over the past two years continue to
demonstrate Cytogen’s evolution and highlight our ability to successfully direct our future. As just a few examples, during this relatively

short time period we have improved our product portfolio, market capitalization, institutional ownership, and stockholders’ equity.

Cytogen expands and strengthens sales and marketing infrastructure.

Clinical development of Quadramet underway for both higher dose applications and combination approaches with potentially synergistic agents for
the treatment of solid and hematological malignancies.

Clinical investigators report that overexpression of PSMA, as determined using the ProstaScint monoclonal antibody, correlates with other adverse
prognostic factors and independently predicts disease recurrence in primary prostate cancer.

R — Prp— S - _ -

2004, and. Bevond

As a company,
we've adapted
successfully to
advances in the
area of science
and changes in
the business of
what we do.

New leadership has strength-
ened our company financially,
created value for our stockhold-
ers and sharpened our focus.
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T Lo \o_m::mm the fis :ﬁ 3;383@ bm<3m3w to _Um made c:amﬂ %m Pomﬂmom: >o$m3m3 . ﬁmoc:_:@ losses from' oom&:ozm and has'a 39 omc;m_ Qm:o_m:ov\ 52 ﬂm_wm mccm.ﬁm::m_ m.n,_
B vcﬂmcma to, the Second. >aam:ac3 the Company issued 50, 000 “Shares ‘of*Commén ,1 doubt about its - mm,U___Q to continug-as:a’ going concern; and that its ::m:o_m_ staterments . \
4 ,‘, _ mﬁoox to, the _uﬂoﬂmmm: Partners and thé: Company may’ be oc__@mﬂoa 1o pay two addis - do’not include. any ‘adjustments. Smﬁ might result from. %m outcome of fhat’ c:om:m_:s\ -
- A :o:m_ 3__mm8:m Um<3m:5 of an m@@ﬂm@m,m of $1.5 3____03 ‘upon certain clinical moc_,m%m. A ,mm_moﬁma ::mso_m_ m#mﬁoBoa _3939_03 o* 5@ Lo_a <m:::m _m mm *o__os\m T T \u
~ KBmﬁﬁm ﬂm@ma_:@ Sm_ _umz_> Qm<m_003m2 US@EBm >m a result; _: mooa Sm OoB_om,:< oL L NV a ,,, PO
! :w:_ ::_/\\ \; N \ ; a Coie U u:i; ,‘, ..,\ - \, \f, ,1\,\,‘ ,,,,, ® B R d NN ,,\s\i ' ,7 . _\_

N c S, RN




. ST P N e 2N N . R N AR . - R N R A
L BRTERERORIC A ,,A,,w,_ .4,,, st , .. :. > ey N PSRN , L & N . T , ,,\,U
\ B ,‘ AT < P :,,\W,. ; ,,.n SN o n,, D DmuSoa Om_m >chEoO m:h moom [T _mQEmomQ u_o se UmN_c@oom: >__E cwmp Dm: m:cm T
vl T PR o ‘\ K AR >_o>zom.amw_ moom Ucm moom Ul Y Um:EmU m: 1> AleAanoadses ! moow pue ‘.moom_c_ onuaAs) JOBNUOD pue mwcmo__ se m:cm>9 W
ey wm:cm>9 Um:mzmc ay} 4o o0’ owmw pue ooo Nm& U@N_:@,ow,m_ >cquoo oYl moom «m:m:,q v UmEmEU_mS 19°000" om:w pue oo mmvm U@N_cmooo_ pue mmh a5ua0j| U@N_:moom_ >_wzo_>m5 > e
T Mt senugAs! Umtm:mo UmN_:oEmc: mc_c_mEmh alj le} cozm_m,moom ‘ayriel 1oty mcozm_mao - s o oy ISRk zoﬁE_xo_Qam um:QwU >cmano 3y ooom w101 avs 6 co:aoum ay e
- \,\_ - jo EwEm«Em cma_o__Omcoo @c;chE_ouom DU} Ul 9NUSAS 10BIIUOD PR asual| mm U@NE SLgum uoliosuuoD Uy "9NuBASI 83 JSUBDI LI QNI w (% >_9mE_onQm U@N_cmoom_ Ueboky ' .
o -@oow_ mm>> uo w 6 5 J0 8nudpas Um:mhmo D@N_tOEMC:\@c_c_mEm_ aup ::mmg e mm ‘pue: o ,mmmr mc:ﬂ Ul aInjusy E_o_, mE Q \So_o:comz <_>_wa mé 16. mc_mcmo m£ £_>> co;omccoo c_ R
S Umgmc_c:m: SEM wmcmo ,.mmmv Byl moom 63@:4 Uy Uo:ma mocmEhotm.a U.BmE:mm eyYl- T A o, E Ty A
o v >o>oacmN_c@oom_ 8 OF:'s1500 vmwmmoowwm‘wo BM 99}'95U89)| colm ja uol| W g'2$ paLeep, . T (Borve)s (€22'9)% Amom o) Awmh mvw PR
- uedwo) ayy ‘000 Ul L0} 'ON. gVS Jo uol ope a8y} yum UQIOAUUOD | "9y Asudol| .. I : N PR
S m_omcca@ ‘uou, O o_: e, 'sBuiyy 550 mcoEm _oh,o@cmcoxm ul xa|lag ol .EEMED,QDO D GvEve " T @mm_m S mom‘m ~66L's ,,, : ’ wmmcmaxm _SQ -0
. vy : e v el $ -6 2. g wEooc_ ﬁmhmE_ Lo
A s1yb 1 @c:mv:aE auy Umm:mo__ >cmano w£ EmEmm:@m thmamm B opyn w@mrc_ _ T Sk R A S N . i § I
BN e RN wm:cm\,@ U@E_@ Joripoid jo 1s09' 5., >_o>:omam@ £002: Ucm voom ui E_\,_<EQ<DO ,;voow ‘LEdequisdsd - . 200z | €00C - 'HO0T . s «wbc\mﬂﬁz w SAORE ) -
- _Josales syt co Ummmp xa|19g Q,w@w,:maxm b_m\Ao_ 10 000 mmvw pUE UOIW, 2" LG Um?oom: oo ﬂco_amoc_v o PSpUT JeSA AYKIoY [N ,. Ao A
T . ose cm@oio ( mzoz 9s) oweife 8u) Jo pouad mocmELOth UQmE:mw a4} SI YOILM \”/ V.Am,mm_o,:mmv mmc:_u%oﬁt I B G S \,va N
. L ,m_mm; m>_\m\§ >_QmE_x9Qam fm>o SISBQ aUlf- E@_m:w e :oémN_:oEm @c mp ,m\_‘ucm Emcm S u d 5 4 ,, ST S
) co : mocm_mﬁ Uwﬁmn__om“coo @ci:mg&ooom =S ur’ mmh mm:mo_ Hm__>_<mD<DO ay} mm €002 ‘Ut S o ] . choo o .
- » peziended sem co I 0°g$yo Eoc;mo_ mwcwo__ Eoc -dn oc‘r xm:mm woyj, m:co>m_ Alghos J ! ,,BN:T,_@ T : ; c_ocmE b.:cm m_mo_EmE ocm wm:___gm__ eioL S
{ mmw_womimmco_ ou :m@oioém_\/_«ﬁo«jc,ﬁ mo_mw mch@“m:cm\%& 1onpoud @c_v_oom: . 280 n o18) - :_U_BE z_sc,m ngEmE _EQ -
. uebag, quswoaibe JBUI yum 1o0UBPIODDE ur, Ucm,moom | 1snBny _uo Fm__\,_<m_o<30 N g Ve 0
- v oy, mE@:, Buiasied Uo:zaomob cw@oio,._ao;_m_scom@ ,®£ 30} @c_ocmcc Riessd - Grm mC& :82. _‘Nv “ L
’ .+ -08U Aug @c\_c:wﬁo uaBoIAD o:om.ﬁzm Fm_>_<mo<30 Jo sajes’ 932 Lo Ummmg mm.:_m\SH m ,86€" 9 ; 'gez'ee s
: <. pue uoy|! E 0,8% 10 juawAed Eo:a: cm‘_oh mmcm:oxm ul.eduawy c:m|_ pue BOLISUY c:oZ vn L6eL zes ,, . .
S Ul .E_>_<mo<30 o1's1ybu Bunexsew aunboier 0] o_chom._v.‘._oc_.,wm:owm_onmn_ xm:mm_ o mmr\ - mww - I
oo £_>> EmEmm_@m Ue o Um:mzcm Umc;_;mé .@moc:occm >:mQEoo_m£ ‘€002, mcz_, c_‘ e YL eaLs 5 Lo

‘ ? . P [

N OZ_ mm_IO._.<IOm<d xmn_zmm_ -

,oE m_mo_SoomEhm:n_ sojueboly 9 o|deled mE:ooo<

E : “

- -/ N o P . N h
S - w,_, - } s mr,om u ooo mmww — 3 >tmd Umﬁm_m: m ‘uonesodion) :m@ogo oj m5m>ma mE:ooo< S
- ; Cone PRI e T:alno3 mmmms_ms_ anv mm_t.__m<: -
h _ucm N—om c@:o:: 500z Ui am> EQ u m&,o_ E:E_c_E — e —— T
,_ B _msccm aining moom put moom voom ho\c mm‘_oh mmcogxm b_m\»o_ ul co wo'Ls Um _oow_ pson BOOCT, eocwx B N A \.«%:wm:w&/:fmf:_o,sm\i c

;9@9@ sl _m>mco_5>> EmE>mQ E:E_c_E _msccm U@Qcma:@ e ho\ EE<¢Q<DO 0 mm_mm
wm _m>o_ \soo >ma -0l >cmano wE mm__acmz,_ EmEmm_@m

pETH] bo moﬁcmema uo Ummmo‘

'
. i

, ) mj ncm mvmcmo mu:_oc_ ol EQ_:Q By Ucmaxm oy mmmr uy UmvcmEm ‘Semn wmcmo_ m_cp
L mSSm Um“_ca,mcfc_.mmmmamme mcon o;mm_noowmo lo} Emc:m.w: a4y oy, .D_>_<W_O<DO

N "y

oo _9 >:mano _mo_Emco mog aul Eo: mmcmo; SNISN[OX8 cm cm::com usboY '’ ce6l Ul

N L ETE >z<asooa<o.sm:o moq ETTTRY)

X mco quo *o mEmEQSw @c_>cmanoom oE Ui enudnes Gm:coo se m@o_me ;o:w hob

- _>_m>_6m%9 ‘000°€S$’ pue o@o SN@ 000" 85 LENETEY 8989 Auediuog, ou Noom,

e N

L Ucm moom voom Buiing. 92:m> E_oﬁ ayIol mmo_iom ;c@EQo_®>mU pue cohmwwmg U@:E__

f

\




[ N RSN cr ‘ ) - N A P
N \ . < > . N - . T
N ' N - . | ' - AN -~ - - < N

L Zoﬁmm to Oo:wo_amgm m_:m:n_m_ S mﬁmBm:S T e s Cbaen dorporstion ana subsidiies | -
) ?E::E:: _— T N T RN ,\1\‘ Tl T PR I S o
‘u,.. m.mqo_. _<_<mmw woc_mm z_mc_o>_. _z_>m_zo INC,’ PR - T I _s>qm_qmo:.\_zo R T B S BN

LA Ny o ~ o N
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