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Treatment options for my patients with metastatic nonsquamous non—small cell lung cancer have increased over the past decade.
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In my practice, an important development for the first-line treatment of nonsquamous metastatic non—small cell lung cancer was the approval of
KEYTRUDA in combination with pemetrexed and platinum chemotherapy for patients without EGFR or ALK genomic tumor aberrations, regardless of
PD-L1 expression. Before we begin discussing the data for KEYTRUDA, let’s take a look at Selected Safety Information.
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Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue and can affect more than one body system simultaneously. Imnmune-mediated
adverse reactions can occur at any time during or after treatment with KEYTRUDA, including pneumonitis, colitis, hepatitis, endocrinopathies, nephritis, dermatologic reactions, solid
organ transplant rejection, and complications of allogeneic hematopoietic stem cell transplantation. Important immune-mediated adverse reactions listed here may not include all possible
severe and fatal immune-mediated adverse reactions. Early identification and management of immune mediated adverse reactions are essential to ensure safe use of KEYTRUDA.

KEYTRUDA can cause severe or life-threatening infusion-related reactions, including hypersensitivity and anaphylaxis. It can also cause fetal harm when administered to a pregnant

woman.
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Now let’s get into the clinical trial data.
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KEYTRUDA was evaluated in KEYNOTE-189—a randomized trial in patients with nonsquamous metastatic non—small cell lung cancer who had no
prior systemic treatment for metastatic disease, no EGFR or ALK genomic tumor aberrations, and an ECOG performance status of 0 or 1. The trial
compared KEYTRUDA plus a platinum agent and pemetrexed, which we will abbreviate as KEYTRUDA plus plat/pem in this video, vs plat/pem

alone.
Patients who progressed on plat/pem alone could cross over to open-label KEYTRUDA as monotherapy. Take a moment to review the study design

for KEYNOTE-189.



Visual Shot length: 25 sec Annotations

Script

The primary efficacy outcome measures were overall survival and progression-free survival. Secondary efficacy outcome measures were objective
response rate and duration of response. As specified on the slide, patients who required systemic therapy due to an autoimmune disease, who
required immunosuppression, or who received certain doses of thoracic radiation were ineligible.
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In KEYNOTE-189, durable overall survival was observed with KEYTRUDA plus plat/pem vs plat/pem alone. At initial analysis, which had a median follow-up time of
10.5 months, superior overall survival was observed with KEYTRUDA plus plat/pem vs plat/pem alone as the risk of death was reduced by half. The percentage of
patients with an event was 31% with KEYTRUDA plus plat/pem vs 52% with plat/pem alone.
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At protocol-specified final overall survival analysis, which had a median follow-up time of 31.0 months, median overall survival with KEYTRUDA plus
plat/pem was 22.0 months vs 10.6 months with plat/pem alone.

As a reminder, these overall survival data included both nonexpressers and expressers of PD-L1.
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In an exploratory post-hoc analysis of KEYNOTE-189 that included 5 years of follow-up, the overall survival rate at years 1, 2, 3, 4, and 5, respectively, was 70%,
46%, 31%, 24%, and 19% with KEYTRUDA plus plat/pem and 48%, 27%, 17%, 14%, and 11% with plat/pem alone. The median overall survival for patients was
22.0 months with KEYTRUDA plus plat/pem and 10.6 months with plat/pem alone. As a reminder, these overall survival data included both nonexpressers and
expressers of PD-L1.
A limitation of this post-hoc analysis is that it was exploratory in nature and was based on an extended follow-up, which had a median of 64.6 months. No formal
statistical testing was planned for this analysis and, therefore, no statistical conclusions can be drawn. Trial participants in either study arm should receive
subsequent anti-cancer therapy. The rate of patients who crossed over from plat/pem to anti-PD-(L)1 therapy on or off study was 57.3%.
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Shown are the results for objective response rate and progression-free survival at initial analysis with median follow up time 10.5 months, both of
which showed the superiority of KEYTRUDA plus plat/pem vs plat/pem alone.

Median duration of response was also measured and showed 11.2 months for KEYTRUDA plus plat/pem vs 7.8 months for plat/pem alone.
Please take a moment to look at the results for these end points.
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In KEYNOTE 189, KEYTRUDA was discontinued for adverse reactions in 20% of patients.

The most common adverse reactions resulting in permanent discontinuation of KEYTRUDA were pneumonitis and acute kidney injury.
Adverse reactions leading to the interruption of KEYTRUDA occurred in 53% of patients; the most common adverse reactions or laboratory
abnormalities leading to interruption of KEYTRUDA (=2%) were as follows: neutropenia, fatigue/asthenia, anemia, thrombocytopenia, diarrhea,
pneumonia, increased blood creatinine, dyspnea, febrile neutropenia, upper respiratory tract infection, increased ALT, and pyrexia.
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This graph summarizes the adverse reactions that occurred in at least 20% of patients treated with KEYTRUDA and platinum/pemetrexed, which
included: nausea, constipation, diarrhea, vomiting, fatigue/asthenia, pyrexia, decreased appetite, rash, cough, and dyspnea.

Please take a moment to review this information.
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Let's continue to review the safety profile of KEYTRUDA.
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KEYTRUDA belongs to a class of drugs that potentially induces immune-mediated adverse reactions. These immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue,
can affect more than one body system simultaneously, and can occur any time after starting treatment, including after discontinuation. Important immune-mediated adverse reactions listed here may not include all
possible severe and fatal immune-mediated adverse reactions.

Early identification and management of immune-mediated adverse reactions are essential to ensure safe use of KEYTRUDA. Monitor patients closely for symptoms and signs that may be clinical manifestations of
underlying immune-mediated adverse reactions. If inmune-mediated adverse reactions are suspected, exclude alternative etiologies and institute medical management promptly.

Withhold or permanently discontinue KEYTRUDA depending on severity of the immune-mediated adverse reaction. In general, if KEYTRUDA requires interruption or discontinuation, administer systemic corticosteroid
therapy as indicated on the screen. Consider administration of other systemic immunosuppressants in patients whose adverse reactions are not controlled with corticosteroid therapy.
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This screen gives an overview of selected immune-mediated adverse reactions associated with KEYTRUDA. These include pneumonitis, colitis, hepatitis, adrenal insufficiency, hypophysitis, hyperthyroidism, nephritis, dermatologic reactions,
thyroiditis, type 1 diabetes mellitus (which can present with diabetic ketoacidosis), and, most commonly, hypothyroidism. This table shows the incidence of selected immune-mediated adverse reactions by overall incidence and Grades 2, 3, 4,
and 5.

It is important to note that the incidence of pneumonitis is higher in patients who have received prior thoracic radiation.
Please take a moment to review the information on the screen.
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This screen shows how the selected immune-mediated adverse reactions associated with KEYTRUDA observed in clinical trials were managed. This includes the percentage of patients whose adverse reaction led to permanent discontinuation of treatment, treatment being withheld, systemic corticosteroid
administration, and the resolution of the selected immune-mediated adverse reactions.

Additional immunosuppressant therapy was required in 4.2% of patients with colitis and in 11% of patients with hepatitis.

Of those with adrenal insufficiency or hypophysitis who required systemic corticosteroids, the majority of patients remained on systemic corticosteroids.
The majority of patients with hypothyroidism required long-term thyroid hormone replacement.

All patients with type 1 diabetes mellitus required long-term insulin therapy.

This screen also shows information about patients who were withheld and reinitiated KEYTRUDA.

Please take a moment to review this information.
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Importantly, KEYTRUDA can cause immune-mediated rash or dermatitis. Exfoliative dermatitis, including Stevens-Johnson syndrome, drug rash with eosinophilia and systemic
symptoms, and toxic epidermal necrolysis, has occurred with anti-PD-1/PD-L1 treatments.

Additional clinically significant immune-mediated adverse reactions, which occurred at an incidence of <1% (unless otherwise noted) in patients who received KEYTRUDA or were
reported with the use of other anti-PD-1/PD-L1 treatments, are presented on the screen for your review. Severe or fatal cases have been reported for some of these adverse reactions.
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KEYTRUDA can also cause severe or life-threatening infusion-related reactions, including hypersensitivity and anaphylaxis.

Fatal and other serious complications can occur in patients who receive allogeneic HSCT before or after anti-PD-1/PD-L1 treatments. Transplant-related complications include hyperacute
GVHD, acute and chronic GVHD, hepatic veno-occlusive disease after reduced intensity conditioning, and steroid-requiring febrile syndrome (without an identified infectious cause).

It's also important to note that, in multiple myeloma, treatment of patients with an anti-PD-1/PD-L1 treatment in combination with a thalidomide analogue and dexamethasone is not
recommended.
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KEYTRUDA is associated with immune-mediated adverse reactions, which may be severe or fatal. Early identification and management of such reactions are essential to ensure safe use of KEYTRUDA.
Monitor patients closely for symptoms and signs that may be clinical manifestations of underlying immune-mediated adverse reactions. If inmune-mediated adverse reactions are suspected, exclude alternative

etiologies and institute medical management promptly.
Withhold or permanently discontinue KEYTRUDA depending on severity of the immune-mediated adverse reaction. In general, if KEYTRUDA requires interruption or discontinuation, administer systemic
corticosteroid therapy as indicated on the screen. Consider administration of other systemic immunosuppressants in patients whose adverse reactions are not controlled with corticosteroid therapy.

Toxicity management guidelines for adverse reactions that do not necessarily require systemic steroids (eg, endocrinopathies and dermatologic reactions) are discussed on the following screens.
Additional monitoring and management considerations for selected immune-mediated adverse reactions are also discussed.



Visual Shot length: 25 sec Annotations

Script

Now let’s review specific considerations for monitoring and managing certain immune-mediated adverse reactions.

Immune-mediated colitis may present with diarrhea. In patients with corticosteroid-refractory immune-mediated colitis, CMV infection/reactivation has
been reported. Consider repeating infectious workup in these patients to exclude alternative etiologies.
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Monitoring and management considerations for patients with immune-mediated endocrinopathies are shown here.

KEYTRUDA can cause primary or secondary adrenal insufficiency. For Grade 2 or higher adrenal insufficiency, initiate symptomatic treatment, including hormone replacement as clinically indicated. Withhold KEYTRUDA depending on severity.
Hypophysitis can present with acute symptoms associated with mass effect such as headache, photophobia, or visual field defects. Hypophysitis can cause hypopituitarism. Initiate hormone replacement as indicated. Withhold or permanently
discontinue KEYTRUDA depending on severity.

Thyroiditis can present with or without endocrinopathy. Hypothyroidism can follow hyperthyroidism. Initiate hormone replacement for hypothyroidism or institute medical management of hyperthyroidism as clinically indicated. Withhold or permanently
discontinue KEYTRUDA depending on severity.

Type 1 diabetes mellitus can present with diabetic ketoacidosis. Monitor patients for hyperglycemia or other signs and symptoms of diabetes. Initiate treatment with insulin as clinically indicated. Withhold KEYTRUDA depending on severity.
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Topical emollients and/or topical corticosteroids may be adequate to treat mild to moderate nonexfoliative rashes. Withhold or permanently discontinue
KEYTRUDA depending on severity.

Uveitis, iritis and other ocular inflammatory toxicities can occur. Some cases can be associated with retinal detachment. Various grades of visual impairment,
including blindness, can occur. If uveitis occurs in combination with other immune-mediated adverse reactions, consider a
Vogt-Koyanagi-Harada-like syndrome, as this may require treatment with systemic steroids to reduce the risk of permanent vision loss.
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Monitor patients for signs and symptoms of infusion-related reactions. Interrupt or slow the rate of infusion for Grade 1 or Grade 2 reactions. For
Grade 3 or Grade 4 reactions, stop infusion and permanently discontinue KEYTRUDA.
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Patients who receive an allogeneic hematopoietic stem cell transplant before or after anti—-PD-1/PD-L1 treatments should be followed closely for
evidence of transplant-related complications.

Consider the benefit vs risks of using anti—-PD-1/PD-L1 treatments prior to or after an allogeneic HSCT.
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It is important to know that KEYTRUDA can cause harm to a fetus if administered to a pregnant woman. Patients of reproductive potential should be
advised to use effective contraception and not to breastfeed during treatment and for 4 months after the final dose.
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For more details and before prescribing KEYTRUDA, please read the accompanying Prescribing Information. The Medication Guide also is available.
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