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The lifting of a partial clinical hold imposed on aldoxorubicin improves 
clarity on its future development and enables the firm to maintain its 
existing timeline projections for the ongoing clinical trials. CytRx is 
confident its funds on hand should be sufficient to reach top-line data in 
mid-2016 from its Phase III study in second-line soft tissue sarcoma (STS). 

Year end Revenue 
($m) 

PBT* 
($m) 

EPS* 
($) 

DPS 
($) 

P/E 
(x) 

Yield 
(%) 

12/12 0.1 (20.9) (0.91) 0.0 N/A N/A 
12/13 0.3 (27.5) (0.83) 0.0 N/A N/A 
12/14e 0.0 (47.2) (0.87) 0.0 N/A N/A 
12/15e 0.0 (60.7) (1.06) 0.0 N/A N/A 

Note: *PBT and EPS are normalised, excluding intangible amortisation, exceptional items 
and share-based payments. 

Partial hold lifted; timeline targets maintained 
The FDA has removed the partial clinical hold imposed on aldoxorubicin 
randomised clinical trials (RCTs) since November 2014. CytRx is amending the 
RCTs to include blood electrolyte tests before treatment to avoid risks in patients 
with acidosis. The RCTs, including the Phase III study in STS, should resume 
recruitment over the next few weeks. CytRx maintained its previous guidance for 
completion of the STS Phase III study enrolment by year end 2015, with top-line 
data in mid-2016 and possible commercialisation in 2017. 

Phase IIb STS overall survival (OS) data released 
OS for the aldoxorubicin arm of the Phase IIb (n=123) first-line STS trial was 16.0 
months vs 14.4 months for the doxorubicin arm (p=0.21). Top-line data from late 
2013 showed significant benefits in progression-free survival (PFS), the primary 
endpoint. As this trial was not powered to detect improvements in OS, we do not 
believe the lack of statistically significant OS data would negatively affect the 
prospects of the ongoing Phase III STS study, particularly given that the primary 
endpoint of this trial will be PFS, not OS. 

Interim GBM and Kaposi's sarcoma (KS) clinical data 
Preliminary Phase II data in glioblastoma multiforme (GBM; n=12) and KS (n=9) 
showed indications of a treatment effect. CytRx interprets the GBM findings as 
suggesting that aldoxorubicin can effectively cross the blood-brain barrier. The 
company expects to provide more data from these studies by mid-2015.  

Valuation: $286m equity value provides upside 
We estimate CytRx had $77.7m net cash at end-2014, and the firm estimates its 
resources should be sufficient to attain top-line STS data. With the lifting of the 
clinical hold, we have raised our success probability estimates for aldoxorubicin 
from 60% to 67.5% in STS, leading to a new pipeline rNPV of $208.5m (vs 
$182.0m previously). Including our year-end 2014 net cash estimate provides an 
equity valuation of $286.2m, or $5.05 per share. 
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Update: Partial clinical hold lifted 

CytRx announced on 20 January 2015 that the US FDA has removed the partial clinical hold1

Exhibit 1: Aldoxorubicin clinical development programmes 

 
imposed on the company’s aldoxorubicin clinical trials since November 2014, following the death of 
a patient with metabolic acidosis who had received the drug under a compassionate-use basis. 
CytRx proposed to amend the procedures of its RCTs such that patients would be tested for 
acidosis (ie through a simple blood electrolyte test) before receiving treatment. The FDA accepted 
the firm’s amendment and lifted the hold, which will allow the resumption of recruitment for the 
firm’s RCTs, including the Phase III trial (NCT02049905) in second-line soft-tissue sarcoma (STS). 
The company expects the institutional review boards (IRBs) of its RCT sites’ will approve the 
revised trial protocols shortly and that these sites will be prepared to start enrolling new patients 
over the next few weeks. CytRx maintained its previous guidance for completion of the STS pivotal 
Phase III study enrolment by year end 2015, with top-line data in mid-2016 and possible 
commercialisation in 2017. 

Indication Stage  Catalyst(s) 
Soft tissue sarcoma (STS) Phase III  Enrolment completed by YE15; PFS data mid-2016 
Small cell lung cancer (SCLC) Phase IIb  Enrolment completed by YE15; PFS data in H216 
Glioblastoma multiforme (GBM) Phase II  Additional interim data in Q215 
Kaposi's sarcoma  Phase II Results in Q215 
Combination with Gemcitabine in metastatic solid tumors Phase Ib  Complete enrolment Q315; early data H215 
Combination with ifosfamide/mesna in advanced sarcomas Phase Ib  Complete enrolment Q315; early data H215 
Source: Company documents 

Overall survival (OS) data from Phase IIb STS study released 
CytRx reported top-line data from the 123-patient Phase IIb study in first-line STS in late 2013, and 
progression free survival (PFS) was the primary endpoint. The Phase IIb trial compared 
aldoxorubicin (n=83, dosed at 350mg/m2) to doxorubicin (n=40, dosed at 75mg/m2), dosed every 
three weeks for up to six cycles, in patients with first-line metastatic, locally advanced or 
unresectable STS. Both investigator assessment and central lab reviews showed an 80-100% 
improvement in PFS with aldoxorubicin vs doxorubicin, which met statistical significance. 

On 22 January 2015, CytRx reported secondary endpoints including overall survival (OS) and 
response rate data, including overall response rates (ORR), from the study. The aldoxorubicin arm 
had a median OS of 16.0 months vs 14.4 months for doxorubicin (p=0.21), which did not meet 
statistical significance. Median OS among treatment-naive patients, who accounted for 90% of the 
study participants; was 16.0 months for aldoxorubicin-treated patients versus 14.0 months for the 
doxorubicin arm (p=0.14). CytRx also reported that aldoxorubicin-treated patients demonstrated a 
41% likelihood of surviving more than two years, compared to a 20% probability for doxorubicin-
treated patients. The full Phase IIb results are summarised in Exhibit 2. 

We are not surprised that the OS difference between both arms did not meet significance, given 
that this study was not powered to detect differences in OS. A key reason for this limitation is that 
only six cycles of differentiated treatment (ie aldoxorubicin vs doxorubicin) were given to each 
patient (with no planned differences in the subsequent treatment protocols for both arms). The 
ongoing Phase III study differs from the Phase IIb trial in that aldoxorubicin is being dosed until 
tumour progression (and is not limited to a maximum of six cycles). In addition, while the Phase IIb 
trial was in first-line STS, the Phase III study is investigating aldoxorubicin in second-line STS. More 
importantly, the primary endpoint for the Phase III trial is PFS, not OS, and was agreed on by the 
FDA through a Special Protocol Assessment. We reiterate that pazopanib (Votrient, GSK) received 
                                                           
1 Under the partial clinical hold, previously enrolled patients were allowed to continue receiving drug, but no 

additional patients could have been recruited or dosed until the hold was lifted. 
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approval in second-line STS following statistically significant improvements in PFS (the submitted 
OS data did not meet statistical significance). Hence, there is precedent for PFS data leading to 
approvals in second-line STS.  

Exhibit 2: Phase IIb first-line STS efficacy results (intent-to-treat) 
Treatment Aldoxorubicin Doxorubicin p-value Hazard ratio 
Number of patients 83 40   
Median OS (months) 16.0 14.4 0.21 0.73 
Median OS (months) amongst 
treatment-naïve patients  

16.0 14.0 0.14  

Scans read by investigator       
PFS (months) 8.4 4.7 0.0007 0.419  
% with tumour shrinkage 65.4 41.2   
Complete response (%) 2.4 0.0   
Partial response (%) 19.3 5.0   
ORR (%) 21.7 5.0   
Scans read by central lab     
PFS (months) 5.7 2.8 0.024 0.584  
% with tumour shrinkage 60.8 39.4   
Complete response (%) 0.0 0.0   
Partial response (%) 23.8 0.0   
ORR (%) 23.8 0.0   
Source: Company documents  

Safety data showed that while aldoxorubicin-treated subjects experienced more frequent cases of 
grade 3 or 4 neutropenia (40% vs 20%) or nausea/vomiting (7% vs 0%), these were not treatment-
limiting and, further, none of the aldoxorubicin patients had clinically significant cardiotoxicity (vs 
~10% on the doxorubicin arm). 

Preliminary GBM Phase II findings suggest BBB penetration 
In January, CytRx announced interim data drawn from 12 patients of its ongoing second-line Phase 
II study (NCT02014844) in unresectable glioblastoma multiforme (GBM), an aggressive primary 
brain tumour. We estimate that there are 11,000 new cases of GBM in the US per year. CytRx’s 
rationale for evaluating aldoxorubicin in brain tumours is drawn from preclinical data suggesting the 
compound can cross the blood-brain barrier (BBB) in animal models (possibly due to its linking with 
circulating albumin).  

CytRx reported that prolonged stable disease and tumour shrinkage was observed in several 
patients to date, including one patient with a complete response (no microscopic evidence of 
tumour when tissue was examined after resection). These indications of therapeutic activity were 
observed at both of the dose levels (250mg/m2 and 350mg/m2) tested in the study. CytRx 
interprets the preliminary data as suggesting that aldoxorubicin can cross the human BBB more 
effectively than currently existing doxorubicin formulations. The targeted recruitment for the study is 
up to 30 persons, and the firm expects to report additional data before mid-2015, including 
potentially at the ASCO 2015 meeting (which is scheduled between 29 May and 2 June).  

Early Phase II KS data 
In January CytRx also released interim results from its ongoing Phase II study (NCT02029430) of 
aldoxorubicin in HIV-infected patients with KS. KS is the most common cancer in HIV-affected 
patients and often generates skin lesions, but can also affect other organs. Data from nine patients 
showed that aldoxorubicin treatment led to a decrease in skin lesions and the number of cancer 
cells expressing KS virus DNA in all these cases. Of the six patients with lung tumors, four patients 
(66%) demonstrated either a partial or complete response, with no patients demonstrating 
progression. These signals of clinical effectiveness in KS occurred at aldoxorubicin doses of 100 or 
150mg/m2, which are well below the doses used in the other aldoxorubicin trials (eg patients in the 
Phase III STS study are dosed at 350mg/m2). If future aldoxorubicin KS data at 100 or 150mg/m2 
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show efficacy within an acceptable adverse event profile, the drug could become a viable therapy 
for this indication. The current standard of care for severe KS is liposomal doxorubicin, which can 
cause significant toxicity, and CytRx expects that aldoxorubicin’s more targeted form of drug 
delivery (vs doxorubicin) could lead to fewer haematological adverse events. The KS Phase II study 
has a targeted enrolment of 30 patients and CytRx has submitted study data for presentation at the 
2015 ASCO meeting. If final results are positive, CytRx will discuss a possible pathway for 
registration of aldoxorubicin in this indication with the FDA. KS is an orphan indication and the 
American Cancer Society estimates that the US incidence of KS is ~1,900. 

Financials and valuation 

CytRx reported cash, cash equivalents and short-term investments of $90.0m on 30 September 
2014. Management guided that its expenditures for the subsequent 12 months would be in the 
range of $62.5m, with $48m earmarked for aldoxorubicin clinical studies. However, given the partial 
clinical hold affecting study recruitment for much of Q414, we anticipate that R&D costs (and thus 
overall cash burn) in Q414 were below the above guidance. By comparison, CytRx’s burn rate 
(operating cash flow plus net capex) for 9m14 was $29.4m. 

CytRx is guiding that, assuming study recruitment proceeds as per management’s target and that 
PFS trends are in line with expectations and historical norms, current funds on hand should be 
sufficient to bring the company to top-line PFS data from the Phase III STS study in mid-2016. 
However, should the study take longer than currently anticipated, and/or if costs exceed current 
guidance, CytRx may need to raise funds before reaching Phase III STS data. We continue to 
assume that CytRx will raise $30m in financing in Q3162

As the aldoxorubicin clinical hold has been lifted, thereby reducing a portion of the outstanding 
development risk, we are raising our probability of success estimates slightly for the aldoxorubicin 
programmes in our valuation. We once again apply a 67.5% of success to STS (which we had 
lowered from 67.5% to 60.0% after the clinical hold was announced), and we are raising our 
success probability estimates for the GBM and small cell lung cancer (SCLC) programmes to 
27.5% from 25.0%.  

 and an additional $20m in 2017. As per 
our usual policy, we nominally attribute this funding requirement to long-term debt. Management 
may also pursue an aldoxorubicin out-licensing transaction for the Asia/Japan territories over the 
next 12 months, which could be seen as a non-dilutive method to strengthen its balance sheet.  

While early GBM Phase II suggestions of BBB penetration appear promising, we await completion 
of this study before making more material adjustments to our success probability estimates for this 
indication. For SCLC, our forecasts are based on a 2020 potential launch year, which assumes that 
a Phase III study will be needed for approval in this indication following completion of the ongoing 
132-patient Phase IIb open label (NCT02200757) SCLC trial. In the event of exceptional Phase IIb 
SCLC data, CytRx could potentially file for an accelerated approval in this indication without having 
to perform an additional study; this could lead to commercialisation as early as 2018 and provide 
upside to our valuation. However, our base case scenario does not assume an accelerated 
approval pathway in SCLC. 

                                                           
2 6.4m share purchase warrants at an exercise price of $4.48/share are outstanding and expire on 1 August 
2016. If Phase III STS data are positive and the share price rises above $4.48, the exercise of these warrants 
(for proceeds of up to $28.7m) could help fill the funding gap and/or delay the need for financing. 
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Exhibit 3: CytRx rNPV assumptions 
Product Indication rNPV 

($m) 
rNPV / 

share ($) 
Probability 
of success 

Launch 
year 

Peak WW 
sales ($m) 

Max 
royalty 

Aldoxorubicin Soft tissue sarcoma (STS) 195.5 3.46 67.5% 2017 460.2 25% 
Aldoxorubicin Glioblastoma multiforme (GBM) 66.1 1.17 27.5% 2019 433.4 25% 
Aldoxorubicin Small cell lung cancer (SCLC) 170.7 3.02 27.5% 2020 1,181.3 25% 
R&D Expenses  (78.0) (1.38)     
SG&A Expenses  (60.7) (1.07)     
Net capex, NWC & taxes (85.0) (1.50)     
Total rNPV  208.5 3.68     
Net cash (Q414e)  77.7 1.37     
Total equity value  286.2 5.05     
FD shares outstanding (m) 56.7*      
Source: Edison Investment Research. Note: *FD shares outstanding assumes added dilution of 0.95m shares 
due to treasury method (exercise of in-the-money options/warrants, with proceeds used to repurchase shares 
at current market price). 

As shown in Exhibit 3, we determine an rNPV of $208.5m for CytRx (above our previous rNPV of 
$182.0m) which, net of $77.7m estimated Q414 net cash, yields an equity valuation of $286.2m, or 
$5.05/share.  
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Exhibit 4: Financial summary 
  US$(000) 2012 2013 2014e 2015e 2016e 
31-December   IFRS IFRS IFRS IFRS IFRS 
PROFIT & LOSS         
Revenue     100 300 0 0 0 
Cost of Sales   0 0 0 0 0 
Gross Profit   100 300 0 0 0 
General & Administrative   (8,353) (10,274) (10,482) (8,543) (8,713) 
Research & Development   (12,685) (17,500) (37,054) (52,575) (38,000) 
EBITDA     (20,938) (27,474) (47,536) (61,118) (46,713) 
Operating Profit (before exceptionals)   (21,052) (27,594) (47,672) (61,290) (46,904) 
Exceptionals (including change on warrant derivative liability) 2,958 (20,027) 19,588 0 0 
Other   0 0 0 0 0 
Operating Profit   (18,094) (47,622) (28,084) (61,290) (46,904) 
Net Interest   132 138 464 564 27 
Profit Before Tax (norm)     (20,920) (27,457) (47,208) (60,726) (46,877) 
Profit Before Tax (FRS 3)     (17,962) (47,484) (27,620) (60,726) (46,877) 
Tax   (2) (2) 0 0 0 
Minority interests   0 0 0 0 0 
Profit After Tax and minority interests (norm) (20,922) (27,458) (47,208) (60,726) (46,877) 
Profit After Tax and minority interests (FRS 3) (17,964) (47,485) (27,620) (60,726) (46,877) 
        Average Number of Shares Outstanding (m)  23.0 32.9 54.4 57.1 58.7 
EPS - normalised ($)     (0.91) (0.83) (0.87) (1.06) (0.80) 
EPS - normalised and fully diluted ($)     (0.91) (0.83) (0.87) (1.06) (0.80) 
EPS - (IFRS) ($)     (0.78) (1.44) (0.51) (1.06) (0.80) 
Dividend per share ($)   0.0 0.0 0.0 0.0 0.0 
        BALANCE SHEET        
Fixed Assets     539 476 1,157 1,265 1,382 
Intangible Assets   184 184 184 184 184 
Tangible Assets   356 292 974 1,081 1,198 
Current Assets     39,692 41,024 79,891 23,140 10,310 
Cash   14,344 11,483 27,118 20,988 8,158 
Other   1,348 2,456 2,152 2,152 2,152 
Current Liabilities     (10,066) (30,839) (13,196) (13,196) (13,196) 
Creditors   (10,066) (30,839) (13,196) (13,196) (13,196) 
Short term borrowings   0 0 0 0 0 
Long Term Liabilities     0 0 0 0 (30,000) 
Long term borrowings   0 0 0 0 (30,000) 
Other long term liabilities   0 0 0 0 0 
Net Assets     30,166 10,661 67,853 11,209 (31,503) 
        CASH FLOW        
Operating Cash Flow     (19,176) (23,889) (41,454) (57,035) (42,549) 
Net Interest    132 138 464 564 27 
Tax   0 0 0 0 0 
Capex   (142) (42) (660) (280) (308) 
Acquisitions/disposals   0 0 0 0 0 
Financing   21,477 24,095 80,536 0 0 
Net Cash Flow   2,291 302 38,886 (56,751) (42,830) 
Opening net debt/(cash)     (36,046) (38,344) (38,568) (77,739) (20,989) 
HP finance leases initiated   0 0 0 0 0 
Other   7 (78) 286 0 0 
Closing net debt/(cash)     (38,344) (38,568) (77,739) (20,989) 21,841 
Source: Edison Investment Research, CytRx reports 

  



 

 

 

CytRx | 25 February 2015 7 

Edison, the investment intelligence firm, is the future of investor interaction with corporates. Our team of over 100 analysts and investment professionals work with leading companies, fund managers and investment banks 
worldwide to support their capital markets activity. We provide services to more than 400 retained corporate and investor clients from our offices in London, New York, Frankfurt, Sydney and Wellington. Edison is 
authorised and regulated by the Financial Conduct Authority (www.fsa.gov.uk/register/firmBasicDetails.do?sid=181584). Edison Investment Research (NZ) Limited (Edison NZ) is the New Zealand subsidiary of Edison. 
Edison NZ is registered on the New Zealand Financial Service Providers Register (FSP number 247505) and is registered to provide wholesale and/or generic financial adviser services only. Edison Investment Research 
Inc (Edison US) is the US subsidiary of Edison and is regulated by the Securities and Exchange Commission. Edison Investment Research Limited (Edison Aus) [46085869] is the Australian subsidiary of Edison and is not 
regulated by the Australian Securities and Investment Commission. Edison Germany is a branch entity of Edison Investment Research Limited [4794244]. www.edisongroup.com 
DISCLAIMER 
Copyright 2015 Edison Investment Research Limited. All rights reserved. This report has been commissioned by CytRx and prepared and issued by Edison for publication globally. All information used in the publication of 
this report has been compiled from publicly available sources that are believed to be reliable, however we do not guarantee the accuracy or completeness of this report. Opinions contained in this report represent those of 
the research department of Edison at the time of publication. The securities described in the Investment Research may not be eligible for sale in all jurisdictions or to certain categories of investors. This research is issued 
in Australia by Edison Aus and any access to it, is intended only for "wholesale clients" within the meaning of the Australian Corporations Act. The Investment Research is distributed in the United States by Edison US to 
major US institutional investors only. Edison US is registered as an investment adviser with the Securities and Exchange Commission. Edison US relies upon the "publishers' exclusion" from the definition of investment 
adviser under Section 202(a)(11) of the Investment Advisers Act of 1940 and corresponding state securities laws. As such, Edison does not offer or provide personalised advice. We publish information about companies in 
which we believe our readers may be interested and this information reflects our sincere opinions. The information that we provide or that is derived from our website is not intended to be, and should not be construed in 
any manner whatsoever as, personalised advice. Also, our website and the information provided by us should not be construed by any subscriber or prospective subscriber as Edison’s solicitation to effect, or attempt to 
effect, any transaction in a security. The research in this document is intended for New Zealand resident professional financial advisers or brokers (for use in their roles as financial advisers or brokers) and habitual 
investors who are “wholesale clients” for the purpose of the Financial Advisers Act 2008 (FAA) (as described in sections 5(c) (1)(a), (b) and (c) of the FAA). This is not a solicitation or inducement to buy, sell, subscribe, or 
underwrite any securities mentioned or in the topic of this document. This document is provided for information purposes only and should not be construed as an offer or solicitation for investment in any securities 
mentioned or in the topic of this document. A marketing communication under FCA rules, this document has not been prepared in accordance with the legal requirements designed to promote the independence of 
investment research and is not subject to any prohibition on dealing ahead of the dissemination of investment research. Edison has a restrictive policy relating to personal dealing. Edison Group does not conduct any 
investment business and, accordingly, does not itself hold any positions in the securities mentioned in this report. However, the respective directors, officers, employees and contractors of Edison may have a position in any 
or related securities mentioned in this report. Edison or its affiliates may perform services or solicit business from any of the companies mentioned in this report. The value of securities mentioned in this report can fall as 
well as rise and are subject to large and sudden swings. In addition it may be difficult or not possible to buy, sell or obtain accurate information about the value of securities mentioned in this report. Past performance is not 
necessarily a guide to future performance. Forward-looking information or statements in this report contain information that is based on assumptions, forecasts of future results, estimates of amounts not yet determinable, 
and therefore involve known and unknown risks, uncertainties and other factors which may cause the actual results, performance or achievements of their subject matter to be materially different from current expectations. 
For the purpose of the FAA, the content of this report is of a general nature, is intended as a source of general information only and is not intended to constitute a recommendation or opinion in relation to acquiring or 
disposing (including refraining from acquiring or disposing) of securities. The distribution of this document is not a “personalised service” and, to the extent that it contains any financial advice, is intended only as a “class 
service” provided by Edison within the meaning of the FAA (ie without taking into account the particular financial situation or goals of any person). As such, it should not be relied upon in making an investment decision. To 
the maximum extent permitted by law, Edison, its affiliates and contractors, and their respective directors, officers and employees will not be liable for any loss or damage arising as a result of reliance being placed on any 
of the information contained in this report and do not guarantee the returns on investments in the products discussed in this publication. FTSE International Limited (“FTSE”) © FTSE 2015. “FTSE®” is a trade mark of the 
London Stock Exchange Group companies and is used by FTSE International Limited under license. All rights in the FTSE indices and/or FTSE ratings vest in FTSE and/or its licensors. Neither FTSE nor its licensors 
accept any liability for any errors or omissions in the FTSE indices and/or FTSE ratings or underlying data. No further distribution of FTSE Data is permitted without FTSE’s express written consent. 
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