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Sandy Coombs  
 
Welcome to the Alkermes plc webcast to discuss ALKS 4230, our lead investigational 
agent in oncology. I’m Sandy Coombs, Vice President of Investor Relations at Alkermes. 
With me today are Craig Hopkinson, our Chief Medical Officer and Senior Vice President of 
Medicines Development and Medical Affairs and Mark Namchuk, our Senior Vice President 
of Research, Pharmaceutical and Non-Clinical Development. 
 
Please note that during today’s webcast we will reference slides that are available on the 
Investors section of the Alkermes website.   
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We will be making forward-looking statements based on our current expectations relating 
to, among other things, the clinical development of ALKS 4230 and the potential 
therapeutic value of ALKS 4230.  These forward-looking statements are neither promises 
nor guarantees and are subject to a high degree of uncertainty and risk.  The risk factors 
included in slide 2 of the Investor Presentation accompanying this webcast, in our press 
release issued this morning, and in our SEC filings could cause our actual performance and 
results to differ materially from those expressed or implied in the forward-looking 
statements.  We undertake no obligation to update or revise the statements provided on 
this call as a result of new information or future results or developments.  Our prepared 
remarks today will include preliminary data from certain clinical trials.  These data may 
change as patient enrollment continues and as more patient data becomes available, and 
may not be indicative of final data from such trials or results of future clinical trials. 
   
  



3 

Slide 3 

 
 

Mark Namchuk will start with a brief overview of the IL-2 mechanism, followed by an 
introduction to ALKS 4230, and a brief discussion of certain ALKS 4230 non-clinical data. 
 
Craig Hopkinson will then discuss preliminary clinical data emerging from our ARTISTRY 
clinical studies and provide an update on ongoing programs. 
 
Now, I’d like to turn the call over to Dr. Mark Namchuk. 
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Thank you, Sandy and good morning everyone. I'm going to spend the next 10 to 15 
minutes introducing you to ALKS 4230.  I will discuss both the molecular biology and the 
design concept that led to the genesis of 4230 and also some of the underlying nonclinical 
data that encouraged its advancement into clinical development. My colleague, Craig 
Hopkinson, will then discuss some of the preliminary clinical data from the ARTISTRY 
program.  
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ALKS 4230 owes its roots to one of the first immunotherapies that delivered durable 
responses, namely Proleukin or Recombinant Human IL-2, which is an approved treatment 
for metastatic melanoma and renal cell carcinoma. 
 
Broader adoption of the therapy has been precluded by its side effect profile, notably 
vascular leak syndrome and severe hypotension, which are, in part, driven by IL-2’s 
activation of vascular endothelial cells.  
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In addition to its toxicity profile, another limitation of IL-2 is its expansion of immune 
suppressive regulatory T cells, which I will refer to going forward as T regs. 
 
As shown here in illustration, there are two different types of IL-2 receptor complexes: 
referred to as the intermediate-affinity and high-affinity receptors.  
 
The intermediate-affinity receptor is a dimeric receptor, composed of beta and gamma 
subunits, and is commonly expressed on CD8+ T cells and Natural Killer, or NK, cells.   
 
The high-affinity IL-2 receptor is trimeric, with the alpha subunit located alongside the beta 
and gamma components.  It is expressed on immunosuppressive T regs and vascular 
endothelial cells. 
 
When IL-2 binds to the intermediate-affinity receptor, shown here on the right, the binding 
initiates a cascade of intracellular signaling that leads to the activation and proliferation of 
CD8+ T cells and NK cells, which are associated with cancer-fighting immune responses.  
 
However, IL-2 also activates and expands T regs by binding to the high-affinity receptor, as 
shown here on the left. These cells act as a brake on the immune system and dampen 
immune responses, thereby limiting the anti-cancer effect of CD8+ T cells and NK cells.  
 
In order to optimize the anti-tumor effects of IL-2 signaling, one would want to selectively 
expand the tumor-killing effector cell population of CD8s and NKs, while avoiding the 
activation of immunosuppressive T regs. 
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Our goal for the ALKS 4230 program was to create a molecule that exclusively binds to the 
intermediate-affinity receptor and avoids binding to and activating the high affinity-receptor 
– thereby selectively expanding effector cell populations while preventing the IL-2-derived 
expansion of Tregs.   
 
Our design hypothesis was that this profile could lead to improved anti-tumor efficacy by 
minimizing the immune suppressive impact of T reg expansion and also mitigate the known 
side effects of IL-2, particularly around vascular leak. 
 
In designing 4230, our approach was to create a molecule that could take advantage of the 
natural differences between the two receptors. To do so, we leveraged our proprietary 
fusion technology and protein engineering capabilities to fuse IL-2 to the IL-2 alpha 
receptor subunit. The resulting molecule is a stable fusion protein inherently selective for 
the intermediate-affinity IL-2 receptor that does not require metabolic activation and never 
metabolizes to become native IL-2. 
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So, going back to our illustrated depiction of IL-2 receptor binding… 
…the fusion of IL-2 with the alpha subunit continues to allow binding of ALKS 4230 to the 
intermediate-affinity receptor, driving the expansion of CD8+ T cells and NK cells, that are 
immunostimulatory. 
 
However, ALKS 4230 is blocked from binding to the high-affinity receptor, due to its size 
and shape, resulting from the addition of the fused alpha subunit. This phenomenon is 
known as steric hindrance or steric occlusion.  By blocking 4230’s ability to bind to the 
high-affinity receptor -- by design – we limit the expansion of Tregs.  
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Let's take a look at this concept in high-resolution crystal graphic structures.  
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Shown here on slide 10 are ribbon diagrams of the x-ray crystal structures of the high-
affinity receptor complex on the left hand side of the slide, and the intermediate-affinity 
receptor complex on the right. The IL-2 alpha receptor subunit is shown in blue, the beta 
subunit in magenta and the gamma subunit in gray. 
 
The images on the bottom of the slide depict the same receptor complexes, rotated slightly 
– which allows us to see the cleft created by the subunits where IL-2 will eventually bind. 
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Let’s take a look now at how IL-2, shown in red, interacts with both receptor complexes.   
 
Looking first to the left side of the slide, at the high-affinity receptor complex…you can see 
that IL-2 fits nicely into the cleft formed between the blue alpha subunit and the beta-
gamma subunits.  The interaction between the surface of IL-2 with each of the 3 subunits, 
like a key fitting tightly into a lock, drives the increased affinity of IL-2 for the high-affinity 
receptor.  
 
On the right-hand side of the slide, you can see IL-2 binds to the beta-gamma subunits, but 
without the blue alpha subunit in place, the cleft that we saw in the high-affinity receptor is 
not present in the intermediate-affinity receptor.  
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Now I’ll spend a moment on how we designed ALKS 4230.  Shown here is a closer look at 
the same image as what’s on the previous slide, focusing on the interaction between IL-2 
with its high-affinity alpha receptor subunit. 
 
Going back to the idea of taking our lessons from nature – our goal was to design a 
construct that would allow us to take these 2 proteins, namely the alpha receptor subunit 
and IL-2, and fuse them to create a single stable polypeptide. 
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To do so, we utilized our proprietary PICASSO technology to enable circular permutation. 
We cleaved IL-2 to create a new opening with a C-terminus that is more proximal with the 
N-terminus of the alpha receptor subunit. 
 
Looking now at the upper right image of the slide, we then inserted two small linker 
peptides, shown in green, allowing us to fuse and create a single contiguous polypeptide 
that retains the 3-dimensional structural characteristics of IL-2 and the alpha subunit.  
Shown in the bottom right image, we have the newly formed ALKS 4230 molecule. 
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Now, taking the ribbon structure of ALKS 4230, shown in green on slide 14… 
 
On the right hand side, you can see that ALKS 4230 has maintained its ability to bind to 
the intermediate-affinity receptor.  
 
However, on the left-hand side, due to its size and shape, ALKS 4230 is sterically 
precluded from binding to the high-affinity receptor.  
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So to summarize, as a design concept, we wanted to build something that would  
be inherently selective for the intermediate-affinity receptor – thereby selectively expanding 
CD8+ and NK cells, with negligible effects on regulatory T cells, and potentially decreasing 
the side effects that limited the use of IL-2, such as vascular leak. 
 
The resulting molecule, ALKS 4230, is a stable fusion protein that is immediately active 
upon systemic entry and never metabolizes to become native IL-2.  
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Now I’ll show you some non-clinical data that supports our design rationale and 
encouraged us to move ALKS 4230 into the clinic.  
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Here are in vitro data collected from human cell lines expressing the high-affinity and 
intermediate-affinity IL-2 receptors.   
 
In this assay, we looked at STAT5, the first signal activated downstream of receptor 
engagement.  The black line shows recombinant human IL-2 and the green line shows 
ALKS 4230. 
 
In the left-hand graph, you can see that ALKS 4230 is nominally more potent than 
Recombinant Human IL-2 signaling through the intermediate-affinity receptor.  
 
On the right-hand side, what you see is that we have driven a significant decrease in 
potency in the ability of ALKS 4230 to signal through the high-affinity receptor, in 
comparison to recombinant human IL-2. 
 
These data support our design hypothesis of the selectivity of ALKS 4230 for the 
intermediate-affinity receptor.  
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To further characterize the activity of ALKS 4230, we studied isolated primary human cells 
from healthy donors. While in the previous slide we saw the activation of STAT 5 in human 
cell lines that expressed the high affinity and intermediate affinity receptors, here we 
wanted to see how the selectivity for the receptors translated into activating 
immunostimulatory and immunosuppressive human cells.  
 
We are again measuring STAT 5 activation, which as I mentioned earlier, is a marker of 
activation of the receptor. 
 
In the left two graphs, you see that for activation of the Treg population, there is a big shift 
in potency between IL-2 and ALKS 4230. ALKS 4230 is almost 400-fold less potent in 
activating Tregs in comparison to recombinant human IL-2. 
 
Moving to the graphs on the right – when we look to activation of natural killer cells as well 
as the important subsets of CD8+ T cells, including effector and central memory CD8s, 
ALKS 4230 is equally potent, if not a little bit more potent, in activating them as compared 
to recombinant human IL-2. 
 
These data show that the selectivity for the intermediate-affinity receptor that we saw 
demonstrated by the data in the previous slide translated to the selective activation of 
CD8+ T cells and NK cells, with minimal activation of T regs. 
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We confirmed our design hypothesis in vitro, but next asked ourselves, does this concept 
hold up in vivo?  
 
Here on slide 19 is a snapshot of data looking at the pharmacodynamic response to ALKS 
4230. Here we are looking at absolute cell numbers from the spleen of healthy mice. 
Recombinant human IL-2 is shown in gray and ALKS 4230 in green.  
 
The left two panels show that both IL-2 and 4230 demonstrated a dose-dependent effect 
on the expansion of CD8+ and NK cells, with 4230 driving slightly more expansion.  
 
But importantly, on the far right panel of the slide, recombinant human IL-2 drove 
significant expansion of the Treg population, as predicted, whereas ALKS 4230 
demonstrated negligible effects on that immunosuppressive cell population. 
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Here are the same data you’ve just seen, but plotted as a ratio.  The blue and green bars 
depict the ratio of expansion of CD8+ and NK cells relative to T reg cells, respectively.  
 
The data show that 4230 is in the vicinity of 100 to 300 times more selective in expanding 
the effector cell population versus the Treg population, as compared to recombinant human  
IL-2. 
 
We saw similar selective expansion in non-human primates as well. For example, in non-
human primates, 0.1 mg/kg ALKS 4230 dosed once-daily for five days resulted in an 
approximate 600% increase in CD8+ T cells with minimal changes in the number of Tregs. 
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Going back to our design hypothesis, we wanted to investigate whether the improvement in 
the ratio of effector cells to regulatory T cells could drive improvement in anti-tumor 
efficacy, when compared to IL-2.  
 
Shown here is a B16-F10 model of lung cancer colonization in mice.  What we are 
studying here is whether IL-2 or ALKS 4230 can prevent the formation of melanoma 
colonies in the lung.  
 
On the graph, the vehicle is shown in the far left box. Moving to the right, shown in the 
next three gray boxes is recombinant human IL-2 dosed up to its maximum tolerated dose, 
followed by ascending doses of ALKS 4230 shown in the green boxes.  
 
As seen in these data, the maximal efficacy achieved by recombinant human IL-2 was 
about 71% inhibition of tumor colony formation.  Contrast that to the right-hand side 
panels where ALKS 4230 was also dosed up to its maximum tolerated dose for this model, 
and you see that at the two higher doses there was nearly complete inhibition of tumor 
colony formation.  
 
These data suggest that improvement in the ratio of effector to Treg cell populations could 
potentially drive superior efficacy for ALKS 4230, when compared to IL-2. 
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So in summary, our design concept was to create a molecule that would selectively bind to 
the intermediate affinity receptor. To do this, we took advantage of the natural differences 
between the structure of the high affinity and intermediate affinity IL-2 receptors to create a 
fusion protein, ALKS 4230, which inherently binds and signals through the intermediate 
affinity receptor.  
 
Our non-clinical data in mice showed that this selectivity leads to expansion of the desired 
CD8+ and NK cell populations, with negligible expansion of regulatory T cells. We 
conducted equivalent research in non-human primates, where we saw a similar result and, 
as Craig will introduce to you in a moment, we've seen similar data to date in the context of 
human studies. 
 
Finally, we were able to show that the selectivity of 4230 in the expansion of the effector 
cell population drove superior anti-tumor efficacy in a nonclinical model, as compared to 
recombinant human IL-2. 
 
And with that, I'll hand the discussion over to Craig. 
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Thank you, Mark.  
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The clinical development program for ALKS 4230 is progressing on multiple fronts, with 
two ongoing phase 1/2 studies as part of our ARTISTRY clinical program, and a recently 
announced Phase 2 study in collaboration with the Fred Hutchinson Cancer Research 
Center, which will leverage the resources of ION, the Immune Oncology Network. 
 
The study farthest along in enrollment to date is ARTISTRY-1, evaluating 4230 
administered intravenously in both monotherapy and combination therapy settings. The 
preliminary data from this study are the primary focus of our update at SITC this week.   
 
In addition, we initiated ARTISTRY-2 earlier this year. This phase 1/2 study is evaluating 
the safety, tolerability and efficacy of ALKS 4230 administered subcutaneously as both 
monotherapy and in combination with pembrolizumab, looking at both once-weekly and 
once-every-three-week dosing regimens. 
 
In addition to ARTISTRY-1 and 2, we recently announced a research collaboration with the 
Fred Hutchinson Cancer Research Center. The collaboration includes a planned phase 2 
trial, known as ION-01, which is designed to evaluate ALKS 4230 in combination with 
pembro in patients with advanced or recurrent head and neck squamous cell carcinoma 
who did not achieve complete remission with checkpoint inhibitor therapy.  We expect this 
phase 2 study to begin in the coming weeks. 
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Turning back to the data being presented at SITC: the first poster we presented today 
contains preliminary efficacy and safety findings from ARTISTRY-1.  Data presented in the 
poster and discussed on this webcast are as of the cutoff date of August 2, 2019, unless 
otherwise noted.  
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ARTISTRY-1 is a phase 1/2 study evaluating the safety, tolerability and pharmacodynamic 
effects of ALKS 4230 in patients with refractory advanced solid tumors, in both 
monotherapy and combination settings.   
 
In ARTISTRY-1, ALKS 4230 is administered as a 30-min IV infusion dosed once-daily for 
five consecutive days.  We selected this dosing regimen for this initial study to mirror the 
dosing of high-dose IL-2. While not optimized from a dosing perspective, this regimen 
allowed for a useful benchmark for pharmacodynamic effects observed with ALKS 4230. 
 
ARTISTRY-1 is comprised of three distinct parts:  monotherapy dose-escalation, 
monotherapy dose expansion and a combination therapy stage with the checkpoint inhibitor 
pembrolizumab.   
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The Part A monotherapy dose escalation stage was designed to assess safety and 
pharmacodynamic markers, and to study the immuno-stimulatory effects of 4230, with the 
goals of establishing a recommended phase 2 monotherapy dose and identifying the 
maximum tolerated dose. 
 
With expectations of potent biologic activity, we began dose escalating at low levels of 
ALKS 4230 in an in-patient setting. Most patients that enrolled in Part A were refractory 
patients with progressive disease and with very limited treatment options.  
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Slide 28 provides a closer look at the patient disposition for the first 36 patients from the 
five completed dosing cohorts in the ARTISTRY-1 monotherapy dose escalation stage.  
 
Upon entry to the study, these patients had advanced disease across a variety of solid 
tumor types, including melanoma, prostate and renal cell carcinoma, and had a median of 
three prior lines of therapy, including prior treatment with checkpoint inhibitors. 
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Slide 29 outlines the safety summary from Part A. The side effect profile across the five 
completed cohorts was generally consistent with what one would expect to see with 
cytokine therapy, such as fever, chills and low-grade hypotension.  No Grade 4 or 5 
treatment-related AEs were reported, and importantly, no signs of vascular leak syndrome—
the hallmark toxicity associated with high-dose IL-2—were observed. 
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Data from the five completed dose-escalation cohorts, spanning doses of 0.1 to 6 
micrograms/kg of ALKS 4230, demonstrated dose-dependent pharmacodynamic effects on 
the numbers of circulating NK cells and CD8+ T cells. ALKS 4230 had minimal, non-dose 
dependent effects on immunosuppressive regulatory T cells.  
 
Note that the Y-axis scale on the Treg graph has been narrowed here in order to clearly 
visualize the individual dose levels and demonstrate the non-dose dependent effects.  
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On slide 31, we focus in on the cell expansion for the 3 and 6 microgram/kg doses. Based 
on the biologic activity demonstrated and the safety and tolerability profile we observed for 
these two doses, we advanced them into the expansion cohorts for ARTISTRY-1, and in 
June of this year, selected 6 micrograms/kg as the recommended monotherapy phase 2 
dose.  
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Turning to slide 32. This swimmer’s plot shows the target lesion response in those patients 
who received 3 and 6 microgram/kg doses in the monotherapy dose escalation phase of 
ARTISTRY-1.  
 
While we didn’t expect to see much in terms of efficacy activity in this refractory, all-comer 
population, and the focus of Part A was primarily to collect PK, PD and safety data, we did 
observe disease stabilization starting at the 3 microgram/kg dose level.   
 
As we reported earlier this year, 8 of the 14 patients who completed on-study first scans 
demonstrated stable disease on monotherapy treatment.  Clinical benefit appeared to be 
maintained as the majority of these 8 patients continued to have stable disease upon their 
second scan. All patients have since discontinued therapy.  One patient rolled over into the 
combination stage of the study prior to discontinuation, and I will speak to his case next.  
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This patient, with heavily pre-treated, advanced progressive pancreatic carcinoma, had 
prolonged stable disease on ALKS 4230 monotherapy and went on to enroll in the Part C 
combination stage of ARTISTRY-1.  
 
This patient is a 70-year-old male who was diagnosed in 2015 and had been heavily pre-
treated with 5 prior lines of therapy.  The patient enrolled in ARTISTRY-1 in April 2018 
and received ALKS 4230 as a single-agent therapy at the 6 microgram/kg IV dose.  The 
patient was able to stay on monotherapy for about 10 months, with stable disease 
maintained for approximately six months. Despite multiple comorbidities, he tolerated 
monotherapy treatment well, with drug-related side effects of fever, chills and neutropenia, 
but no drug-related serious adverse events. 
 
During this monotherapy treatment phase, the patient’s CA 19-9 tumor marker levels 
dropped from 2571 Units / ml at study entry to 673 Units / ml. 
 
Following 10 months on monotherapy treatment, the patient rolled over to the combination 
stage and remained on therapy for an additional 4.5 months. Remarkably, he maintained 
his ECOG performance status of 1 throughout his time in the ARTISTRY-1 study. 
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Based on data from the dose escalation stage, in June, we identified 6 microgram/kg of 
4230 as the recommended phase 2 monotherapy IV dose. Data from this dose 
demonstrated the tolerability profile we set out to achieve for 4230 along with the desired 
lymphocyte cell expansion without corresponding IL-2-induced Treg activation in dose-
escalation.  Notably, the maximum tolerated dose of IV ALKS 4230 has not yet been 
reached, and we will continue to dose escalate until we reach MTD in order to establish the 
full potential dose range.  
 
Based on identification of the recommended phase 2 dose, we initiated the phase 2 
expansion portion of ARTISTRY-1 to evaluate ALKS 4230 as monotherapy in patients with 
renal cell carcinoma or melanoma who are refractory to prior PD-1 therapies. Following 
disease progression on PD-1 therapy, these patients often have very limited treatment 
options.     
 
In this monotherapy expansion cohort, we will assess objective efficacy measures, and the 
safety and tolerability of ALKS 4230.   
 
In this monotherapy expansion stage, following four cycles in good standing or upon 
progressive disease, patients are eligible to roll over into the combination with pembro 
stage of the study at the investigators’ discretion. Given that most responses on high-dose 
IL-2 occur in the first 12 weeks of treatment, we believe we will be able to capture ALKS 
4230’s monotherapy activity in this study while addressing the realities of a competitive 
clinical study enrollment landscape and ethical considerations. Further, since all patients 
are PD-1 refractory at enrollment, the opportunity to revisit PD-1 following exposure to 
ALKS 4230 could provide interesting new data related to priming of the immune system. 



35 

 
We are actively enrolling this monotherapy expansion portion of the study in both inpatient 
and outpatient settings, and plan to present data at a future medical meeting. 
 
Given the cell expansions we observed in Part A and the known monotherapy efficacy that 
high-dose IL-2 has demonstrated in these indications, our hypothesis remains intact that 
there is potential for ALKS 4230 to have monotherapy efficacy in renal cell carcinoma and 
melanoma. 
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In parallel to the ongoing monotherapy dose escalation and expansion cohorts, we have 
been steadily enrolling patients in the Part C combination stage of ARTISTRY-1, evaluating 
ALKS 4230 in combination with pembro in a variety of tumor types, in both in- and 
outpatient settings. Cohorts being evaluated include PD-1 approved tumor types in both 
refractory and treatment naïve patients, as well as in certain PD-1-unapproved tumor types.  
 
Anti-tumor response and duration of response assessments in Part C are based on 
investigator-assessed, immune-related response, or iRECIST criteria, AND independent, 
central, blinded radiographic review per Response Evaluation Criteria in Solid Tumors, or 
RECIST 1.1 criteria. The scans are performed approximately 5 to 6 weeks apart. 
 
Data being presented at SITC are primarily from the PD-1 unapproved cohort, as well as 
the previously mentioned monotherapy rollover patient. 
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First, let’s look at the patient demographics from the cohort of PD-1 unapproved tumor 
types.  A total of 25 patients with a median age of 54 enrolled and the majority of patients 
were female. Patients had a wide variety of tumor types including ovarian, colon, triple 
negative breast cancer and PD-L1 negative non-small cell lung cancer.  
 
Patients had a median of three prior lines of therapy and were all progressive at time of 
enrollment. 
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Slide 37 outlines the summary of safety data from the PD-1 unapproved patients as well as 
the pancreatic cancer patient that rolled over from monotherapy dose escalation. 
 
The side effects observed have been generally consistent with what one would expect to see 
with cytokine therapy, and there is no emerging evidence of additive or synergistic toxicities 
in combination with pembro. The most common adverse events were fever, chills and low-
grade hypotension.  
 
Consistent with the Part A monotherapy data, no Grade 4 or 5 treatment-related AEs were 
reported, and importantly, as of October 31st, 2019, we have not observed any evidence of 
vascular leak syndrome. 
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The swimmer’s plot on slide 38 shows the overall response to ALKS 4230 and pembro 
combination therapy in the 25 patients who had PD-1 unapproved tumor types and the 
pancreatic carcinoma patient who rolled over from monotherapy. 
 
As I mentioned previously, these are patients with limited treatment options, who have 
progressed on prior therapy. 
 
Among the 26 patients included on this plot, 18 patients had evaluable scans. 12 of these 
18 patients achieved stable disease or better.  
 
This includes one ovarian carcinoma patient who had a confirmed partial response, and one 
metastatic triple negative breast cancer patient who had an immune-partial response, with 
a 50% reduction in target lesion size.  
 
We will review these cases in detail later. 
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Here is a waterfall plot of the best response by target lesion for the 17 patients who had 
evaluable scans in the PD-1 unapproved tumor types cohort.  
 
The area between the two gray horizontal lines indicate stable disease per RECIST criteria.  
Despite entering the study with rapidly progressing, refractory disease, the majority of 
patients in this cohort achieved stable disease. 
 
The 2 partial responses are shown on the far right of the graph. I’ll discuss these two 
patient cases next. 
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The first case is a 48-year-old female patient who had high-grade serous ovarian 
carcinoma, which was PD-L1 positive and BRCA wild-type. 
 
She had received 5 prior lines of therapy and had progressive disease prior to starting on 
combination therapy with ALKS 4230 and pembro in January 2019. 
   
At Cycle 2, she had achieved stable disease. At Cycle 4, she had a 60% decrease in her 
target lesion, and at Cycle 6, she achieved a confirmed partial response.  
 
Additionally, the patient demonstrated a complete normalization of her CA-125 tumor 
marker at Cycle 4, with a reduction from 282 Units / ml upon screening to 12.6 Units/ml 
at Cycle 10.  CA 125 is an established prognostic indicator of ovarian carcinoma.  
 
This patient tolerated therapy well, with no serious adverse events reported.  As of October 
31st, she remains on therapy and has been on ALKS 4230 for more than 10 months. 
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The second case is a 47-year-old female patient who enrolled in the study with a diagnosis 
of progressive metastatic triple negative breast cancer.  She had received 8 prior lines of 
therapy, and her best response to therapy had been progressive disease. 
 
She initiated on ALKS 4230 combination treatment with pembro in January 2019.   At 
initiation she had 2 target lesions. 
 
At Cycle 2 of treatment the patient demonstrated a 32% decrease in target lesions. At that 
time, small new lesions were identified – which is not uncommon with checkpoint inhibitor 
treatment.  
 
At Cycle 4, she had a 45% reduction of her target lesions from baseline along with 
reduction of her new lesions. At cycle 8, her target lesions had decreased by 53%. 
 
Due to the emergence of the new lesions, iRECIST criteria were applied. As I mentioned 
earlier, iRECIST allows for inclusion of the measurements of new target lesions, that 
subsequently decrease in size.   
 
At Cycle 4, based on the reduction of both the target lesions and the new lesions, the 
patient qualified for immune-partial response based on iRECIST. 
 
As of the August 2nd data cutoff, the patient had tolerated therapy well, having experienced 
primarily Grade 1 adverse events and intermittent Grade 2 tachycardia early on.  She had 
not experienced any serious adverse events and, as of October 31st, she remains on study. 
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Here is an abdominal scan of the patient, depicting one of the target lesions in her liver. 
 
As you can see, the target lesion decreased from 34 mm to 13 mm over 8 months of 
therapy, which is greater than 50% reduction from baseline. 
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The second poster we presented at SITC is a trials-in-progress poster on ARTISTRY-2.  
Status updates referenced here are from the cut-off date of August 2, 2019, unless 
otherwise noted.  
 
Earlier this year, we initiated ARTISTRY-2 to evaluate the potential of subQ administration. 
As I mentioned previously, the IV dosing regimen used in ARTISTRY-1 was chosen to 
mimic the administration route and schedule used for high-dose IL-2.  Data we presented 
last year at SITC demonstrated that, in non-clinical models, subQ administration of ALKS 
4230 with less frequent dosing led to similar expansion of immunostimulatory cell 
populations compared to IV administration of ALKS 4230.  
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ARTISTRY-2 is a Phase 1/2 study designed to explore the safety, tolerability and efficacy of 
ALKS 4230 administered subcutaneously once weekly and once every 3 weeks.  In the 
dose-escalation stage of ARTISTRY-2, patients receive an initial six-week lead-in of ALKS 
4230 monotherapy prior to moving into combination with pembro. The six-week lead-in 
serves three  purposes: the first is to assess the safety and tolerability of escalating subQ 
doses in order to identify the recommended phase 2 dose, the second is to study the 
pharmacodynamics of subQ administration of ALKS 4230, and the third is to provide 
potentially useful additional data points related to monotherapy efficacy. 
 
Once the recommended phase 2 subQ dose and dosing schedule are selected, the dose 
expansion phase of ARTISTRY- 2 is expected to evaluate multiple refractory solid tumor 
types in combination with pembro. 
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ARTISTRY-2 is off to a solid start and we have completed the first cohort of 7 patients at 
the 0.3 mg once-weekly subQ dose. 
 
6 of these 7 patients remain on treatment as of October 31st, and pharmacodynamic data 
from these patients have demonstrated NK and CD8+ T cell expansion consistent with our 
expectations, and with minimal activation of Tregs. 
 
Overall, the safety signals we have seen so far have been encouraging, and the most 
common adverse events were manageable.  Following a safety review of this initial cohort, 
we initiated the next two cohorts which are running in parallel: 0.6 mg once weekly and 
1.0 mg once every three weeks.  
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Looking across the entire ARTISTRY clinical development program, while the sample set is 
still small, the preliminary data we have collected to date are consistent with the profile 
that we would have anticipated at this stage, and we are encouraged by the initial signals 
of efficacy that we have seen with ALKS 4230, both as monotherapy and in combination 
with pembro.  
 
Looking ahead, we will continue enrollment in ARTISTRY-1, including the monotherapy 
dose expansion in renal cell carcinoma and melanoma and in combination with pembro in 
PD-1 approved tumor types, in patients that are treatment naïve as well as PD-1 refractory 
patients.   
 
In addition, based on interest from advisors and investigators, we recently expanded the 
combination therapy portion of ARTISTRY-1 to include three additional cohorts evaluating 
patients with first-line melanoma, second-line non-small cell lung cancer and second-line 
head and neck squamous cell carcinoma. Patients in these newly initiating cohorts will 
receive the 6 micrograms/kg dose of ALKS 4230 in combination with pembro. 
 
In ARTISTRY-2, we expect to complete enrollment and conduct the safety review of these 
next cohorts in the coming weeks.     
 
ALKS 4230 represents our first clinical asset in immuno-oncology and we look forward to 
sharing additional details in the future about other cytokines we have in our labs. We have 
taken important steps to build our internal capabilities, including strengthening our internal 
expertise in oncology, establishing a greater presence at major medical meetings, working 
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with clinical investigators, and enhancing our worldwide clinical operations capabilities to 
execute larger-scale cancer studies.  
 
I have spent a significant portion of my career focused in oncology, both in clinical 
development and Medical Affairs and I look forward to continuing that work at Alkermes as 
we work to advance ALKS 4230.   
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Sandy Coombs 
 
Thank you, Craig. This concludes our remarks, but we are happy to make ourselves 
available for follow-up should you have questions. Thank you for your interest in the ALKS 
4230 program. 
 
 
 
 
 


