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to  o u r  S H a r e H o l d e r S

Dear Synta Shareholders,

Synta has made tremendous progress this past year in advancing 

our lead anti-cancer drug, the Hsp90 inhibitor ganetespib. 

The concept of inhibiting Hsp90, a molecular chaperone or 

“caretaker protein,” as a novel way of treating cancer was first 

proposed almost 20 years ago. Over the past ten years interest  

has grown in this approach as results confirmed that targeting 

Hsp90 attacks the underlying drivers of cancer in a way that is  

distinct from, and potentially complementary to, the two most 

common approaches today: chemotherapy, which blocks cell  

division non-specifically, and “targeted” agents, such as kinase 

inhibitors and monoclonal antibodies, which bind to and block  

the activity of one or more cancer-promoting proteins.

Many proteins require chaperone proteins to help them form  

and maintain the correct shape. Hsp90 is the chaperone whose 

clients include the most common and well-studied cancer- 

promoting proteins, such as EGFR, HER2, KIT, AKT, and VEGFR. 

Blocking Hsp90 leaves these proteins unable to function,  

leading to cancer cell death.  

In 2011 Synta achieved four key objectives critical to unlocking  

the potential of Hsp90 inhibition for treating patients with a  

broad range of cancer types:

1. Establishing favorable safety

In over 500 patients treated to date, across more than 20 clinical 

trials, ganetespib has shown a favorable safety profile without  

the dose-limiting liver or ocular toxicities associated with other 

Hsp90 inhibitors. In addition, ganetespib has not shown typical 

chemotherapy-related toxicities such as hair loss, serious bone 

marrow toxicity, nausea, or vomiting.  

2. Demonstrating durable clinical activity

In certain patients whose cancer growth was being driven by 

known Hsp90 client proteins, rapid and durable responses were 

observed following treatment with ganetespib. The results were 

particularly compelling as many of these patients had exhausted 

all available treatment options – having failed to respond to, or ex-

perienced rapid progression of their condition following multiple 

prior therapies. In addition, ganetespib was administered to these 

patients as a monotherapy, without any other anti-cancer drugs.  

3. Identifying molecularly-de�ned patient populations  

with high potential for bene�t, and rapid potential path  

to registration

Identifying which patients are most likely to benefit from  

treatment based on the molecular profile of their cancer is a  

tremendously exciting advance, one more step towards the  

vision of personalized medicine: the right drug, for the right 

patient, at the right time. In addition to transforming patient care, 

the personalized medicine approach offers great advantages to 

drug developers, including the potential for smaller, faster trials, 

and easier regulatory and reimbursement reviews. We feel very 

fortunate to be on the cutting edge of this approach with promis-

ing evidence of ganetespib activity in patients with ALK positive 

lung cancer, mutant KRAS lung cancer, mutant BRAF lung cancer, 

HER2 positive breast cancer, and triple-negative breast cancer.  

4. Derisking the path to registration

In 2011 we worked closely with leading lung and breast cancer 

physicians to plan what we believe is a truly innovative clinical 

trial strategy, designed to reduce risks and increase the efficiency 

of our path to marketing approval. Our GALAXY trial in second-

line lung cancer, for example, is designed as a two-stage process. 

Molecular profiles and other disease characteristics of patients 

enrolled in the well-powered, 240-patient, first stage of the  

study will help further identify the most promising populations  

to advance into the second-stage, Phase 3 portion. Our trials in 

ALK positive lung cancer, HER2 positive and triple-negative breast 

cancer diversify our approach – single-agent vs. combination, 

multiple indications, multiple genetic markers of sensitivity –  

and increase the likelihood of achieving our goal of rapidly and 

efficiently bringing ganetespib to patients.  

While our primary focus is on the very exciting recent results  

with ganetespib, we continue to advance a number of our other 

promising internal programs – including elesclomol in AML and 

ovarian cancers and our CRACM inhibitor program for inflam-

matory diseases. These programs and other next-generation  

programs we are working on provide an exciting future pipeline 

for Synta, beyond ganetespib. 

Our mission to extend and enhance the lives of patients with 

serious medical conditions by bringing innovative new drugs to 

market continues to motivate all of us here at Synta. We eagerly 

look forward to important clinical results in 2012 that we believe 

will further validate the results from this past year and bring us 

closer to realizing our vision.

We remain grateful for your support and interest in Synta.

Safi R. Bahcall, Ph.D.

President and Chief Executive Officer 

Synta Pharmaceuticals Corp.
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Encouraging Signs of Activity in Non-Small Cell Lung Cancer

Results from a Phase 2 trial of ganetespib monotherapy in  

patients with advanced non-small cell lung cancer (NSCLC)  

presented at the American Society of Clinical Oncology (ASCO) 

2011 annual meeting demonstrated an overall disease control rate 

of 54% at 8 weeks. Particularly promising activity was observed 

in patients with specific gene mutation profiles. Six of the eight 

patients with ALK gene rearrangements experienced tumor shrink-

age, including four patients who exhibited durable, objective 

responses. Tumor shrinkage also was observed in several patients 

whose tumors had a KRAS mutation, a population for which there 

is no approved targeted therapy.

In preclinical studies, ganetespib has demonstrated synergistic 

effects with taxane chemotherapy and other existing therapies 

widely used in the treatment of NSCLC. To this end, the ongoing 

GALAXY Trial™ is further exploring the development of gane-

tespib as a combination therapy with the docetaxel (Taxotere®),  

in patients with advanced NSCLC.

Pivotal Role for Hsp90 Inhibitors

“ Today, the newer Hsp90 inhibitors have a strong 

potential to advance the therapeutic algorithm  

for patients with non-small cell lung cancer. Due to 

improved therapeutic index, we anticipate robust 

efficacy in current clinical trials both as a standalone 

therapy in molecularly selected sub-groups and with 

combination approaches. This is an exciting turning 

point for both the pharmaceutical companies de-

veloping therapies and the many patients who will 

benefit as a result.” 

     —  Suresh S. Ramalingam, M.D., Associate Professor and Direc-

tor, Division of Medical Oncology at Emory University Winship 

Cancer Institute at the 2011 annual meeting of the American 

Society for Clinical Oncology (ASCO).

Ganetespib is a potent, small-molecule inhibitor of heat 

shock protein 90 (Hsp90), an essential chaperone protein 

which controls the folding and activation of several onco-

proteins that drive tumor development and progression. 

Many solid and hematologic tumors are dependent on 

or become “addicted” to Hsp90 client proteins, includ-

ing several clinically validated targets such as ALK, HER2, 

EGFR, VEGFR, BCR-ABL and BRAF. Existing cancer therapies 

are generally directed against one or a small number of 

potential targets. Hsp90 inhibition, on the other hand, 

inhibits a diverse collection of relevant oncology targets 

simultaneously.

Synta’s therapeutic candidate, ganetespib, is designed to 

overcome the major limitations seen with other Hsp90 

inhibitors, such as dose-limiting ocular and liver toxicities. 

In more than 500 patients treated in over 20 clinical trials 

to date, ganetespib has been well-tolerated. The most 

common adverse event experienced by patients is mild or 

moderate transient diarrhea, which has been manageable 

with standard supportive care.

In these trials, ganetespib has shown clear anti-cancer 

activity, including durable responses observed in certain 

patients with advanced metastatic cancers who failed  

to respond to, or progressed following treatment with 

multiple prior therapies. The results suggest promise in 

using ganetespib to treat cancer in two ways. The �rst is 

as a monotherapy, in patients with speci�c tumor genetic 

pro�les that are highly vulnerable to Hsp90 inhibition. 

This is the promise of “personalized medicine.” The 

second is in combination therapy, based on the ability of 

Hsp90 inhibition to potentiate the effect of widely-used 

anti-cancer therapies. Both of these approaches are being 

evaluated in our clinical trials.

We believe ganetespib is uniquely positioned to be the 

�rst Hsp90 inhibitor to unlock the potential of this new 

approach for treating cancer.

Ganetespib 



opening opportunities in molecularly defined populations
Anaplastic Lymphoma Kinase Positive (ALK+) Non-Small  

Cell Lung Cancer 

Rearrangements in the gene encoding ALK drive tumor growth in 

approximately 5% of NSCLC patients. Because of the critical role 

that Hsp90 plays in stabilizing ALK, this genetic subset of NSCLC 

was predicted to be sensitive to ganetespib therapy. Clinical trial 

results of ganetespib monotherapy in advanced pretreated ALK+ 

NSCLC patients presented in 2011 demonstrated a 50% objective 

response rate, with responding patients remaining on treat-

ment for an average of approximately one year. This represents 

a major improvement compared to historical results in advanced 

pretreated NSCLC, with response rates less than 10% and typical 

progression times of two to three months.  

The results with ganetespib, while still early and in a small patient 

population, are comparable to those observed in clinical trials 

evaluating Pfizer’s crizotinib (Xalkori®), a direct inhibitor of ALK 

that recently was approved by the FDA. To confirm this activity  

on a broader scale, Synta is initiating a global clinical trial evaluat-

ing ganetespib as a monotherapy in ALK+ NSCLC patients naïve 

to crizotinib treatment. Preliminary results from this trial are 

expected in Q4 2012.

Recent laboratory results suggest that ganetespib can overcome 

common mechanisms of resistance to crizotinib, and that a com-

bination approach – simultaneous treatment with ganetespib and 

crizotinib – has potential to provide greater benefit than either 

agent alone. Trials evaluating these additional opportunities are 

planned.

Path to Expansion: HER2+ and Triple Negative Breast Cancer 

Phase 2 clinical trial results of ganetespib monotherapy in heavily 

pretreated patients with HER2 positive and triple negative meta-

static breast cancer (TNBC) presented by researchers from Memo-

rial Sloan Kettering Cancer Center in late 2011 demonstrated the 

therapeutic potential of Hsp90 inhibition in these patient groups.  

Fifteen percent of the patients with HER2 gene amplification,  

who had received prior trastuzumab (Herceptin®), experienced a 

partial response and an additional 46% achieved stable disease. 

Significant tumor shrinkage was observed in one patient with 

TNBC, a disease for which no targeted therapies currently are 

approved. This activity is consistent with the partial response 

observed for a patient with TNBC in an earlier Phase 1 study of 

ganetespib. A clinical trial in HER2 positive and TNBC patients will 

be initiated in the second quarter of 2012 with preliminary results 

anticipated by year end. Two additional investigator-sponsored 

trials in breast cancer are expected to start later in 2012.

Potential to be First Hsp90 Inhibitor to Demonstrate  

Ef�cacy in a Randomized Trial

The ongoing, randomized Phase 2b/3 GALAXY Trial is evaluating 

ganetespib treatment combined with standard-of-care docetaxel 

vs. docetaxel alone in patients with advanced NSCLC who have 

progressed after one prior systemic therapy. The ongoing Phase 

2b portion will evaluate efficacy based on progression-free  

survival (PFS) with results guiding the design and choice of patient 

population for the Phase 3 portion of the study. Interim results 

from the Phase 2b portion of the GALAXY Trial are expected in 

the second quarter of 2012, with updated PFS and overall survival 

(OS) results later in the year.

Multiple Ongoing Trials

 Ganetespib is being evaluated in more than 20 

investigator-sponsored trials (ISTs), both as a 

monotherapy and in combination with widely-used 

anti-cancer treatments, including trials in breast, 

prostate, colon, gastric, pancreatic, melanoma, and 

liver cancer as well as certain types of leukemias.



SAFE HARBOR STATEMENT
This annual report contains forward-looking statements about Synta Pharmaceuticals Corp. Such forward-looking statements can 
be identified by the use of forward-looking terminology such as “will”, “would”, “should”, “expects”, “anticipates”, “intends”, 
“plans”, “believes”, “may”, “estimates”, “predicts”, “projects”, or similar expressions intended to identify forward-looking  
statements. Such statements, including statements relating to the timing and progress of our clinical and preclinical programs,  
the potential efficacy of ganetespib, our financial position, and our strategic plans, reflect our current views with respect to future 
events and are based on assumptions and subject to risks and uncertainties that could cause actual results to differ materially  
from those expressed or implied by such forward-looking statements, including those described in the “Risk Factors” section of our 
Form 10-K for the year ended December 31, 2011 as filed with the Securities and Exchange Commission. Synta undertakes no obli-
gation to publicly update forward-looking statements, whether because of new information, future events or otherwise,  
except as required by law.
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Investors
For access to Synta Pharmaceuticals Annual Meeting materials using your  
smart phone, scan this quick response (QR) code. Here you can view the  
2011 Form 10-K and Notice of 2012 Annual Meeting and Proxy Statement.

© Synta Pharmaceuticals Corp. 2012. All rights reserved.

“ Synta Pharmaceuticals Corp.”, the GALAXY Trial™ and the Synta corporate logo are the property  
of Synta Pharmaceuticals Corp. Other service marks, trademarks and trade names appearing in this  
document are the property of their respective owners.

anticipated 2012 milestones

» GalaXY Stage 1 (240 pt phase 2b): interim pFS data » alK+ nSClC interim data ~     
» GalaXY Stage 1: final pFS data  » Her2+ breast cancer interim data
» GalaXY Stage 1: preliminary oS data  »triple-negative breast cancer interim data
» Initiate Gala XY Stage 2 (phase 3)   » additional data ISts / cooperative groups

Synta has laid out an innovative clinical trial strategy for 2012 intended to reduce risks and increase 
the efficiency of our path to marketing approval. anticipated milestones include: 




