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Endpoint IMFINZI with Placebo with Gemcitabine
Gemcitabine and and Cisplatin
Cisplatin (n=344)
(n=341)
Median in months (95% CI)’ 7.2 5.7
(6.7,7.4) (5.6,6.7)
Hazard Ratio (95% CI)f 0.75 (0.63, 0.89)

p-value?

0.001

* Kaplan-Meier estimated median with 95% CI derived using Brookmeyer-Crowley method.
1 Based on Cox proportional hazards model stratified by disease status and primary tumor location.
I 2-sided p-value based on a stratified log-rank test compared with alpha boundary of 0.030.
§ 2-sided p-value based on a stratified log-rank test compared with alpha boundary of 0.048.

The investigator-assessed ORR was 27% (95% CI: 22% - 32%) in the IMFINZI plus chemotherapy arm
and 19% (95% CI: 15%-23%) in the chemotherapy alone arm.

Figure 5. Kaplan-Meier Curves of OS in TOPAZ-1 Study
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14.4 Hepatocellular Carcinoma (HCC)
Unresectable HCC - HIMALAYA

The efficacy of IMFINZI in combination with tremelimumab-actl was evaluated in the HIMALAYA
study (NCT03298451), a randomized (1:1:1), open-label, multicenter study in patients with confirmed
uHCC who had not received prior systemic treatment for HCC. Patients were randomized to one of two
investigational arms (IMFINZI plus trememlimumab-actl or IMFINZI) or sorafenib. Study treatment
consisted of IMFINZI 1,500 mg in combination with tremelimumab-actl as a one-time single intravenous
infusion of 300 mg on the same day, followed by IMFINZI every 4 weeks; IMFINZI 1,500 mg every 4
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weeks; or sorafenib 400 mg given orally twice daily, until disease progression or unacceptable toxicity.
The efficacy assessment of IMFINZI is based on patients randomized to the IMFINZI plus
tremelimumab-actl arm versus the sorafenib arm. Randomization was stratified by macrovascular
invasion (MVI) (yes or no), etiology of liver disease (hepatitis B virus vs. hepatitis C virus vs. others) and
ECOG performance status (0 vs. 1).

The study enrolled patients with BCLC Stage C or B (not eligible for locoregional therapy). The study
excluded patients with co-infection of viral hepatitis B and hepatitis C; active or prior documented
gastrointestinal (GI) bleeding within 12 months; ascites requiring non-pharmacologic intervention within
6 months; hepatic encephalopathy within 12 months before the start of treatment; active or prior
documented autoimmune or inflammatory disorders. Esophagogastroduodenoscopy was not mandated
prior to enrollment but adequate endoscopic therapy, according to institutional standards, was required for
patients with history of esophageal variceal bleeding or those assessed as high risk for esophageal variceal
bleeding by the treating physician.

Study treatment was permitted beyond disease progression if the patient was clinically stable and deriving
clinical benefit as determined by the investigator.

The major efficacy outcome measure was overall survival (OS) between the IMFINZI plus
tremelimumab-actl arm versus the sorafenib arm. Additional efficacy outcomes were investigator-
assessed progression-free survival (PFS), objective response rate (ORR) and duration of response (DoR)
according to RECIST v1.1. Tumor assessments were conducted every 8 weeks for the first 12 months and
then every 12 weeks thereafter.

The baseline demographics of the IMFINZI plus tremelimumab-actl and sorafenib arms were as follows:
male (85%), age < 65 years (50%), median age of 65 years (range: 18 to 88 years), White (46%), Asian
(49%), Black or African American (2%), Native Hawaiian or other Pacific Islander (0.1%), race
Unknown (2%), Hispanic or Latino (5%), Not Hispanic or Latino (94%), ethnicity Unknown (1%),
ECOG PS 0 (62%); Child-Pugh Class score A (99%), macrovascular invasion (26%), extrahepatic spread
(53%), viral etiology; hepatitis B (31%), hepatitis C (27%), and uninfected (42%).

Efficacy results are presented in Table 24 and Figure 6.

Table 24. Efficacy Results for the HIMALAYA Study

Endpoint IMFINZI and Sorafenib
Tremelimumab-actl (N =389)
(N=393)

(0N

Number of deaths (%) 262 (66.7) 293 (75.3)
Median OS (months) 16.4 13.8
(95% CI) (14.2, 19.6) (12.3, 16.1)
HR (95% CI)* 0.78 (0.66, 0.92)
p-valuet ¥ 0.0035

PFS
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Endpoint IMFINZI and Sorafenib
Tremelimumab-actl (N =389)
(N=393)
Number of events (%) 335(85.2) 327 (84.1)
Median PFS (months) 3.8 4.1
(95% CI) (3.7,5.3) (3.7,5.5)
HR (95% CI)" 0.90 (0.77, 1.05)
ORR
ORR % (95% CI)% 1 20.1 (16.3,24.4) 5.1(3.2,7.8)
Complete Response n (%) 12 (3.1) 0
Partial Response n (%) 67 (17.0) 20 (5.1)
DoR
Median DoR (months) (95% CI) 22.3 (13.7,NR) 18.4 (6.5, 26.0)
% with duration > 6 months 82.3 78.9
% with duration > 12 months 65.8 63.2

*HR (IMFINZI and tremelimumab-actl vs. sorafenib) based on the stratified Cox proportional hazard model.

" Based on a stratified log-rank test.

! Based on a Lan-DeMets alpha spending function with O'Brien Fleming type boundary and the actual number of
events observed, the boundary for declaring statistical significance for IMFINZI and tremelimumab-actl vs.
sorafenib was 0.0398 (Lan and DeMets 1983).

$ Confirmed complete response or partial response.

T Based on Clopper-Pearson method.

CI=Confidence Interval, HR=Hazard Ratio, NR=Not Reached

Figure 6. Kaplan-Meier Curves of OS
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14.5 Endometrial cancer

Advanced or Recurrent IMMR Endometrial Cancer - DUO-E

IMFINZI was evaluated in combination with carboplatin and paclitaxel in DUO-E (NCT04269200), a
randomized, multicenter, double-blind, placebo-controlled trial in patients with advanced or recurrent
endometrial cancer. The trial enrolled patients with newly diagnosed Stage III disease (with measurable
disease per RECIST v1.1), or newly diagnosed Stage IV disease. The trial also enrolled patients with
recurrent disease with a low potential for cure by radiation therapy or surgery. For patients with recurrent
disease, prior chemotherapy was allowed only if it was administered in the adjuvant setting and at least 12
months had elapsed from the date of last dose of chemotherapy to the date of relapse. The trial included
patients with epithelial endometrial carcinomas of all histologies, including carcinosarcomas. Patients
with endometrial sarcoma were excluded, and patients who had active autoimmune disease or a medical
condition that required immunosuppression were ineligible.

Randomization was stratified by tumor mismatch repair (MMR) status (proficient or deficient), disease
status (recurrent or newly diagnosed), and geographic region (Asia or rest of the world). MMR status was
assessed using an immunohistochemistry tumor tissue test.

Patients were randomized (1:1:1) to one of the following treatment arms:

e [MFINZI 1,120 mg in combination with carboplatin and paclitaxel every 3 weeks for a maximum
of 6 cycles. Following completion of chemotherapy treatment, patients received IMFINZI 1,500
mg every 4 weeks as maintenance treatment until disease progression.

e Placebo in combination with carboplatin and paclitaxel every 3 weeks for a maximum of 6 cycles.
Following completion of chemotherapy treatment, patients received placebo every 4 weeks as
maintenance treatment until disease progression.

e An additional investigational combination regimen.

Treatment was continued until Response Evaluation Criteria in Solid Tumors (RECIST) v1.1-defined
progression of disease or unacceptable toxicity. Assessment of tumor status was performed every 9 weeks
for the first 18 weeks and every 12 weeks thereafter.

The major efficacy outcome measure was progression-free survival (PFS), determined by investigator
assessment using RECIST 1.1. Additional efficacy outcome measures included overall response rate
(ORR), duration of response (DOR) and overall survival (OS).

Among 95 patients with AMMR tumor, the baseline characteristics were median age of 63 years (range:
34 to 85); 47% age 65 or older; 62% White, 31% Asian, 2% Black or African American; 7% Hispanic or
Latino, 1% American Indian or Alaska Native, and 4% other or not reported; ECOG PS of 0 (55%) or 1
(45%); 48% newly diagnosed (11% Stage III and 38% Stage IV) and 52% recurrent disease. The
histologic subtypes were endometrioid (78%), mixed epithelial (6%), carcinosarcoma (5%), serous (4%),
undifferentiated (1%), and other (5%).

While a statistically significant improvement in PFS was observed in the overall population for IMFINZI
with carboplatin and paclitaxel compared to carboplatin and paclitaxel alone, based on an exploratory
analysis by MMR status, the PFS improvement in the overall population was primarily attributed to
patients with dMMR tumors.
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Efficacy results for DUO-E are summarized in Table 25 and Figure 7 for patients with AMMR tumors.
OS data in this subpopulation at the time of PFS analysis were immature with 26% of patients who died.

Table 25. Efficacy Results for Patients with dAMMR Tumors in DUO-E

IMFINZI with Carboplatin and
Endpoint Carboplatin and Paclitaxel
Paclitaxel N=49
N=46
PFS*
Number of events (%) 15 (32.6) 25 (51.0)
Median in months (95% CI)} (NII; II{\IR) ( 6.7?'? 48)
HR (95% CI) 0.42 (0.22, 0.80)
ORR N=42 N=42
ORR % (95% CI) 71.4 40.5
(554, 84.3) (25.6, 56.7)
Complete response % 12 (28.6) 4(9.5)
Partial response % 18 (42.9) 13 (31.0)
DOR
Median in months (range) NR 10.5
(2.4+,26.9+) (2.1+,25.2+)

* Investigator assessed.
! Calculated using the Kaplan-Meier technique.

CI=Confidence Interval, HR=Hazard Ratio, NR=Not Reached, + = response ongoing at last assessment.
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Figure 7. Kaplan-Meier curve of PFS for Patients with dMMR Tumors in DUO-E
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16 HOW SUPPLIED/STORAGE AND HANDLING

IMFINZI (durvalumab) Injection is a clear to opalescent, colorless to slightly yellow solution supplied in
a carton containing one single-dose vial either as:

e 500 mg/10 mL (50 mg/mL) (NDC 0310-4611-50).
e 120 mg2.4 mL (50 mg/mL) (NDC 0310-4500-12).

Store in a refrigerator at 2°C to 8°C (36°F to 46°F) in original carton to protect from light.
Do not freeze. Do not shake.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Immune-Mediated Adverse Reactions
Inform patients of the risk of immune-mediated adverse reactions that may require corticosteroid
treatment and interruption or discontinuation of IMFINZI [see Warnings and Precautions (5.1)],

including:
e Pneumonitis: Advise patients to contact their healthcare provider immediately for any new or
worsening cough, chest pain, or shortness of breath.
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e Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice, severe
nausea or vomiting, pain on the right side of abdomen, lethargy, or easy bruising or bleeding.

e Colitis: Advise patients to contact their healthcare provider immediately for diarrhea, blood or
mucus in stools, or severe abdominal pain.

e Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or
symptoms of hypothyroidism, hyperthyroidism, adrenal insufficiency, type 1 diabetes mellitus, or
hypophysitis.

e Nephritis: Advise patients to contact their healthcare provider immediately for signs or symptoms
of nephritis.

e Dermatological Reactions: Advise patients to contact their healthcare provider immediately for
signs or symptoms of severe dermatological reactions.

e Pancreatitis: Advise patients to contact their healthcare provider immediately for signs or
symptoms of pancreatitis.

e  Other Immune-Mediated Adverse Reactions: Advise patients to contact their healthcare provider
immediately for signs or symptoms of pancreatitis, aseptic meningitis, encephalitis, immune
thrombocytopenia, myocarditis, hemolytic anemia, myositis, uveitis, keratitis, and myasthenia
gravis.

Infusion-Related Reactions:

e Advise patients to contact their healthcare provider immediately for signs or symptoms of
infusion-related reactions [see Warnings and Precautions (5.2)].

Complications of Allogeneic HSCT:
e Advise patients of potential risk of post-transplant complications [see Warnings and Precautions

(.3)].

Embryo-Fetal Toxicity:

e Advise females of reproductive potential that IMFINZI can cause harm to a fetus and to inform
their healthcare provider of a known or suspected pregnancy [see Warnings and Precautions (5.4)
and Use in Specific Populations (8.1, 8.3)].

e Advise females of reproductive potential to use effective contraception during treatment and for 3
months after the last dose of IMFINZI [see Use in Specific Populations (8.3)].

Lactation:
e Advise female patients not to breastfeed while taking IMFINZI and for 3 months after the last
dose [see Warnings and Precautions (5.4) and Use in Specific Populations (8.2)].

Manufactured for:
AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850
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MEDICATION GUIDE
IMFINZI® (im-FIN-zee)
(durvalumab)
injection

What is the most important information | should know about IMFINZI?
IMFINZI is a medicine that may treat certain cancers by working with your immune system.

IMFINZI can cause your immune system to attack normal organs and tissues in any area of your body
and can affect the way they work. These problems can sometimes become severe or life-threatening
and can lead to death. You can have more than one of these problems at the same time. These
problems may happen anytime during treatment or even after your treatment has ended.

Call or see your healthcare provider right away if you develop any new or worsening signs or
symptoms, including:
e Lung problems.

o cough o shortness of breath o chest pain
¢ Intestinal problems.
o diarrhea (loose stools) or more frequent o severe stomach-area (abdomen) pain or
bowel movements than usual tenderness

o stools that are black, tarry, sticky, or
have blood or mucus
e Liver problems.

o yellowing of your skin or the whites of o dark urine (tea colored)
your eyes o bleeding or bruising more easily than
o severe hausea or vomiting normal

o pain on the right side of your stomach-
area (abdomen)
¢ Hormone gland problems.

o headaches that will not go away or o urinating more often than usual
unusual headaches o hair loss
o eye sensitivity to light o feeling cold
o eye problems o constipation
o rapid heartbeat o your voice gets deeper
o increase sweating o dizziness or fainting
o extreme tiredness o changes in mood or behavior, such as
o weight gain or weight loss decreased sex drive, irritability, or
o feeling more hungry or thirsty than usual forgetfulness
¢ Kidney problems.
o decrease in your amount of urine o swelling of your ankles
o blood in your urine o loss of appetite
e Skin problems.
o rash o painful sores or ulcers in mouth or nose,
o itching throat, or genital area
o skin blistering or peeling o fever or flu-like symptoms

o swollen lymph nodes
e Pancreas problems
o painin your upper stomach area o loss of appetite
(abdomen)
o severe nausea or vomiting
e Problems can also happen in other organs and tissues. These are not all of the signs and
symptoms of immune system problems that can happen with IMFINZI. Call or see your
healthcare provider right away for any new or worsening signs or symptoms, which may
include:
o chest pain, irregular heartbeats, shortness of breath or swelling of ankles
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o confusion, sleepiness, memory problems, changes in mood or behavior, stiff neck, balance
problems

o tingling, numbness or weakness of the arms or legs

o double vision, blurry vision, sensitivity to light, eye pain, changes in eye-sight

o persistent or severe muscle pain or weakness, muscle cramps, joint pain, joint stiffness or
swelling

o low red blood cells, bruising

¢ Infusion reactions that can sometimes be severe or life-threatening. Signs and symptoms of
infusion reactions may include:

o chills or shaking o dizziness

o itching or rash o feel like passing out
o flushing o fever

o shortness of breath or wheezing o back or neck pain

e Complications, including graft-versus-host disease (GVHD), in people who have received a
bone marrow (stem cell) transplant that uses donor stem cells (allogeneic).
These complications can be serious and can lead to death. These complications may happen if you

underwent transplantation either before or after being treated with IMFINZI. Your healthcare provider
will monitor you for these complications.

Getting medical treatment right away may help keep these problems from becoming more
serious.

Your healthcare provider will check you for these problems during your treatment with IMFINZI. Your
healthcare provider may treat you with corticosteroid or hormone replacement medicines. Your
healthcare provider may also need to delay or completely stop treatment with IMFINZI, if you have
severe side effects.

What is IMFINZI?
IMFINZI is a prescription medicine used to treat adults with:

e atype of lung cancer called non-small cell lung cancer (NSCLC).

¢ IMFINZI may be used in combination with chemotherapy that contans platinum prior to surgery and
alone after surgery when your NSCLC:

= can be removed by surgery, and
= is not known to have an abnormal “EGFR” or “ALK” gene.
¢ IMFINZI may be used alone when your NSCLC:
= has not spread outside your chest
= cannot be removed by surgery, and
= has responded or stabilized with initial treatment with chemotherapy that contains
platinum, given at the same time as radiation therapy.

e IMFINZI may be used in combination with tremelimumab-actl and chemotherapy that contains

platinum when your NSCLC:
= has spread to other parts of your body (metastatic), and
= does not have an abnormal “EGFR” or “ALK” gene.

e atype of lung cancer called small cell lung cancer (SCLC). IMFINZI may be used with the
chemotherapy medicines etoposide and carboplatin or cisplatin as your first treatment when your
SCLC:

= has spread within your lungs or to other parts of the body, (extensive-stage small cell lung
cancer, or ES-SCLC).

e atype of cancer called biliary tract cancer (BTC), including cancer of the bile ducts
(cholangiocarcinoma) and gallbladder cancer. IMFINZI may be used in combination with
chemotherapy medicines gemcitabine and cisplatin when your BTC:

= has spread to nearby tissues (locally advanced), or
= has spread to other parts of the body (metastatic).

e atype of liver cancer that cannot be removed by surgery (unresectable hepatocellular
carcinoma or uHCC). IMFINZI is used in combination with tremelimumab-actl to treat uHCC.

e atype of uterine cancer called endometrial cancer. IMFINZ| may be used in combination with
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chemotherapy medicines carboplatin and paclitaxel followed by IMFINZI alone when your
endometrial cancer:

e has spread (advanced) or has come back (recurrent), and

e alaboratory test shows that your tumor is mismatch repair deficient (dMMR).

It is not known if IMFINZI is safe and effective in children.

Before you receive IMFINZI, tell your healthcare provider about all of your medical
conditions, including if you:

have immune system problems such as Crohn's disease, ulcerative colitis, or lupus

have received an organ transplant

have received or plan to receive a stem cell transplant that uses donor stem cells (allogeneic)
have received radiation treatment to your chest area

have a condition that affects your nervous system, such as myasthenia gravis or Guillain-Barré
syndrome

e are pregnant or plan to become pregnant. IMFINZI can harm your unborn baby

Females who are able to become pregnant:

o Your healthcare provider will give you a pregnancy test before you start treatment with
IMFINZI.

o You should use an effective method of birth control during your treatment and for 3 months
after the last dose of IMFINZI. Talk to your healthcare provider about birth control methods that
you can use during this time.

o Tell your healthcare provider right away if you become pregnant or think you may be pregnant
during treatment with IMFINZI.

e are breastfeeding or plan to breastfeed. It is not known if IMFINZI passes into your breast milk. Do
not breastfeed during treatment and for 3 months after the last dose of IMFINZI.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-

counter medicines, vitamins, and herbal supplements.

How will | receive IMFINZI?

e Your healthcare provider will give you IMFINZI into your vein through an intravenous (IV) line over
60 minutes.

IMFINZI is usually given every 2, 3 or 4 weeks.

Your healthcare provider will decide how many treatments you need.

Your healthcare provider will test your blood to check you for certain side effects.

If you miss any appointments, call your healthcare provider as soon as possible to reschedule your
appointment.

What are the possible side effects of IMFINZI?
IMFINZI can cause serious side effects, including:
See “What is the most important information | should know about IMFINZI?”

The most common side effects of IMFINZI when used with platinum-containing chemotherapy in adults
with NSCLC that can be removed by surgery include:

e low red blood cells (anemia) o feeling tired
e nausea e rash
e constipation e muscle or bone pain

The most common side effects of IMFINZI when used alone in adults with NSCLC that cannot be
removed by surgery include:

e cough e upper respiratory tract infections
o feeling tired e shortness of breath
¢ inflammation in the lungs e rash

The most common side effects of IMFINZI when used with tremelimumab-actl and platinum-containing
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chemotherapy in adults with metastatic NSCLC include:

e nausea e decreased appetite
o feeling tired or weak e rash
e muscle or bone pain e diarrhea

The most common side effects of IMFINZI when used with other anticancer medicines in adults with
ES-SCLC include:

* nausea o feeling tired or weak

e hair loss

The most common side effects of IMFINZ| when used with other anticancer medicines in adults with
BTC include:

o feeling tired e stomach (abdominal) pain
e nausea e rash

e constipation o fever

o decreased appetite

The most common side effects of IMFINZ| when used with tremelimumab-actl in adults with uHCC
include:

e rash e itchiness
e diarrhea e muscle or bone pain
o feeling tired e stomach (abdominal) pain

The most common side effects of IMFINZI when used with carboplatin and paclitaxel in adults with
endometrial cancer include:
¢ inflammation of the nerves causing
numbness, weakness, tingling or

decreased level of magnesium in the blood
increased liver function tests

burning pain of the arms and legs diarrhea

muscle or bone pain vomiting

nausea cough

hair loss decreased level of potassium in the blood
feeling tired shortness of breath

stomach (abdominal) pain
constipation
rash

headache
increased level of alkaline phosphatase in the blood
decreased appetite

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all of the possible side effects of IMFINZI. Ask your healthcare provider or pharmacist for
more information.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

General information about the safe and effective use of IMFINZI.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. If you
would like more information about IMFINZI, talk with your healthcare provider. You can ask your
healthcare provider for information about IMFINZI that is written for health professionals.

What are the ingredients in IMFINZI?

Active ingredient: durvalumab

Inactive ingredients: L-histidine, L-histidine hydrochloride monohydrate, a,a-trehalose dihydrate,
polysorbate 80, Water for Injection, USP.

Manufactured for: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850
By: AstraZeneca UK Limited, 1 Francis Crick Ave. Cambridge, England CB2 0AA
US License No. 2043
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IMFINZI is a registered trademark of AstraZeneca group of companies.
For more information, call 1-800-236-9933 or go to www.IMFINZIl.com
© AstraZeneca 2024

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 08/2024
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