On behalf of Jazz Pharmaceuticals
You are invited to attend an expert-led discussion

Transforming First-line Treatment in HER2-Positive

Advanced Gastroesophageal Adenocarcinoma With
ZIIHERA® (zanidatamab-hrii)

Meeting Objectives:

® Review the unmet need to improve long-term survival outcomes in 1L HER2-positive advanced GEA

® Explore the mechanism of action and clinical profile of ZIIHERA-based regimens in 1L HER2-positive advanced GEA
® Discuss proactive management strategies to help mitigate diarrhea with ZIIHERA

Indications

ZIIHERA (zanidatamab-hrii) 50 mg/mL is indicated:

@ In combination with fluoropyrimidine- and platinum-containing chemotherapy and tislelizumab-jsgr, as first-line
treatment for adult patients with HER2-positive (IHC 3+ or IHC 2+/ISH+) unresectable locally advanced or metastatic
gastric, gastroesophageal junction, or esophageal adenocarcinoma, as detected by an FDA-authorized test.

@ In combination with fluoropyrimidine- and platinum-containing chemotherapy, as first-line treatment for adult patients
with HER2-positive (IHC 3+) unresectable locally advanced or metastatic gastric, gastroesophageal junction, or
esophageal adenocarcinoma, as detected by an FDA-authorized test.

IMPORTANT SAFETY INFORMATION

WARNING: DIARRHEA and EMBRYO-FETAL TOXICITY

e ZIIHERA, in combination with fluoropyrimidine- and platinum-containing chemotherapy, with or without
tislelizumab-jsgr, can cause severe diarrhea, including life threatening and fatal cases. Use antidiarrheal
prophylaxis during the first cycle when ZIIHERA is given in combination with these drugs. Manage with
antidiarrheals and supportive measures as clinically indicated. Interrupt, reduce the dose or discontinue
ZIIHERA based on severity.

e Embryo-Fetal Toxicity: Exposure to ZIIHERA during pregnancy can cause embryo-fetal harm. Advise
patients of the risk and need for effective contraception.

Please see additional Important Safety Information below.

Program Details: Program Location: Featuring Faculty Presenter:

October 21st, 2026 High Societe WALID L. SHAIB, MD
6:00 pm 22115 Michigan Ave Oncologist / Hematologist
Dearborn, MI Northwest Georgia Oncology

To register for this event, follow the registration link (if applicable) or reach out to the program host listed below.

Jim Sebring
(248) 420-5500| jim.sebring@jazzpharma.com

IMPORTANT SAFETY INFORMATION (cont.)

Diarrhea: ZIIHERA can cause severe diarrhea.

When ZIIHERA is used in combination with fluoropyrimidine- and platinum-containing C

chemotherapy with or without tislelizumab-jsgr, severe, life threatening, and fatal cases :

of diarrhea can occur despite loperamide prophylaxis. The risk of severe and life Z I I H E R A®
threatening diarrhea is higher when ZIIHERA is administered with chemotherapy and . .
tislelizumab-jsgr, with a higher risk in patients aged = 65 years compared to younger (ZOnIthO mab-hru)
patients. Advise patients to increase oral fluids, begin antidiarrheals, and notify their 50mg/ml Injectionfor IV

healthcare provider immediately if diarrhea occurs.



Administer antidiarrheal prophylaxis with loperamide in cycle 1 for all patients receiving ZIIHERA in combination with
fluoropyrimidine- and platinum-containing chemotherapy with or without tislelizumab-jsgr. Begin loperamide at the first loose
stool when ZIIHERA is administered in combination with chemotherapy. Administer fluids, electrolytes,

and additional antidiarrheal agents as necessary. Before modifying the dose of ZIIHERA, evaluate, modify or discontinue drug(s)
contributing to diarrhea in accordance with their respective prescribing information. Withhold, reduce the dose, or permanently
discontinue ZIIHERA based on severity.

If treating patients with ZIIHERA in combination with FOLFOX, do not administer the fluorouracil bolus.

ZIIHERA in combination with chemotherapy and tislelizumab-jsgr

Diarrhea was reported in 85% of 330 patients in clinical studies, including Grade 4 (2.1%), Grade 3 (24%), and Grade 2 (31%)
events. Fatal outcomes resulting from diarrhea occurred in 1.5% of patients. Diarrhea leading to dose reduction of ZIIHERA
occurred in 10% of patients, and permanent discontinuation of ZIIHERA occurred in 3.9% of patients.

In cycle 1, diarrhea at Grade 4 severity occurred in 1.5% and Grade 3 severity occurred in 15% of patients despite use of
loperamide prophylaxis. The median time to onset for cycle 1 diarrhea was 6 days and median time to resolution was 18 days.

ZIIHERA in combination with chemotherapy

Diarrhea was reported in 81% of 395 patients in clinical studies, including Grade 4 (1.3%), Grade 3 (20%) and Grade 2 (33%).
Diarrhea leading to dose reduction of ZIIHERA occurred in 10% of patients, and permanent discontinuation of ZIIHERA occurred
in 1.8% of patients.

In cycle 1, diarrhea at Grade 4 severity occurred in 0.8% and Grade 3 severity occurred in 14% of patients despite use of
loperamide prophylaxis. The median time to onset for cycle 1 diarrhea was 6 days and median time to resolution was 18 days.

Embryo-Fetal Toxicity: Based on the mechanism of action, ZIIHERA can cause fetal harm when administered to a pregnant
woman. There are no human or animal data on the use of ZIIHERA in pregnancy. In literature reports, use of a HER2-directed
antibody during pregnancy resulted in cases of oligohydramnios and oligohydramnios sequence manifesting as pulmonary
hypoplasia, skeletal abnormalities, and neonatal death.

Verify the pregnancy status of females of reproductive potential prior to the initiation of ZIIHERA. Advise pregnant women and
females of reproductive potential that exposure to ZIIHERA during pregnancy or within 4 months prior to conception can result in
fetal harm. Advise females of reproductive potential to use effective contraception while receiving ZIIHERA and for 4 months
following the last dose of ZIIHERA.

Left Ventricular Dysfunction (LVD): ZIIHERA can cause decreases in left ventricular ejection fraction (LVEF).

Assess LVEF prior to initiation of ZIIHERA and at regular intervals during treatment. Withhold dose or permanently discontinue
ZIIHERA based on severity of adverse reactions.

The safety of ZIIHERA has not been established in patients with a baseline ejection fraction that is < 50%.

ZIIHERA in combination with chemotherapy and tislelizumab-jsgr

LVEF decrease (an absolute decline in LVEF of > 10%, resulting in a final value of < 50%) was observed in 9% of 330

patients in clinical studies. LVD leading to permanent discontinuation of ZIIHERA was reported in 3% of patients. Fatal
outcomes due to LVD occurred in one patient (0.3%). The median time to first occurrence of LVD was 6.9 months (range: 1.2 to
29.1 months). LVD resolved in 78% of patients.

ZIIHERA in combination with chemotherapy

LVEF decrease was observed in 5% of 395 patients. LVD leading to permanent discontinuation of ZIIHERA was reported in
1.0% of patients. The median time to first occurrence of LVD was 6.0 months (range: 1.4 to 15.0 months). LVD resolved in 70%
of patients.

Infusion-Related Reactions: ZIIHERA can cause infusion-related reactions (IRRs).

Prior to each dose of ZIIHERA, administer premedication to prevent potential IRRs. Monitor patients for signs and symptoms of
IRR during ZIIHERA administration and as clinically indicated after completion of infusion. Have medications and emergency
equipment to treat IRRs available forimmediate use.

If an IRR occurs, slow or stop the infusion, and administer appropriate medical management. Monitor patients until complete
resolution of signs and symptoms before resuming. Permanently discontinue ZIIHERA in patients with recurrent severe or life-
threatening IRRs.

ZIIHERA in combination with chemotherapy and tislelizumab-jsgr

An IRR was reported in 22% of 330 patients in clinical studies, including Grade 4 (0.3%), Grade 3 (1.2%), and Grade 2 (16%)
despite use of prophylaxis. IRRs leading to permanent discontinuation of ZIIHERA were reported in 0.3% of patients. IRRs
occurred on the first day of dosing in 17% of patients. Of all patients who experienced IRRs, 60% of reactions resolved within
the first day.
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ZIIHERA in combination with chemotherapy

An IRR was reported in 24% of 395 patients in clinical studies, including Grade 4 (0.3%), Grade 3 (1.5%), and Grade 2 (18%)
despite use of prophylaxis. IRRs leading to permanent discontinuation of ZIIHERA were reported in 1.3% of patients. IRRs
occurred on the first day of dosing in 22% of patients. Of all patients who experienced IRRs, 83% of reactions resolved within
the first day.

ADVERSE REACTIONS

ZIIHERA in combination with chemotherapy and tislelizumab-jsgr

Serious adverse reactions occurred in 59% of 294 patients in HERIZON-GEA-01. Serious adverse reactions in > 2% of patients
included diarrhea (17%), IRR (5%), vomiting (4.8%), hypokalemia (4.4%), acute kidney injury (3.7%), pneumonia (3.7%), nausea
(2.4%), decreased appetite (2.4%), and anemia (2.4%). Fatal adverse reactions occurred in 2.4% of patients and included acute
kidney injury (N=2), cardiac failure, diarrhea, dehydration, hypovolemic shock and intestinal obstruction (all N=1).

Permanent discontinuation of ZIIHERA occurred in 13% of patients. Adverse reactions that resulted in permanent
discontinuation of ZIIHERA in = 1% of patients included diarrhea (4.4%) and ejection fraction decreased (2.7%).

The most common adverse reactions (= 20%) were diarrhea (83%), nausea (56%), decreased appetite (46%), vomiting (44%),
hypokalemia (39%), fatigue (37%), rash (36%), peripheral neuropathy (27%), and IRR (25%).

ZIIHERA in combination with chemotherapy

Serious adverse reactions occurred in 49% of 305 patients in HERIZON-GEA-01. Serious adverse reactions in > 2% of patients
included diarrhea (11%), vomiting (3.3%), decreased appetite (2.6%), pneumonia (2.6%), sepsis (2.6%), hypokalemia (2.3%),
and nausea (2.3%).

Permanent discontinuation of ZIIHERA occurred in 10% of patients. Adverse reactions that resulted in permanent
discontinuation of ZIIHERA in = 1% of patients included ejection fraction decreased (2.0%), IRR (1.6%), and diarrhea (1.6%).

The most common adverse reactions (= 20%) were diarrhea (79%), nausea (54%), vomiting (44%), decreased appetite (40%),
fatigue (36%), hypokalemia (33%), peripheral neuropathy (32%), IRR (25%), and rash (22%).

Pediatric Use: Safety and efficacy of ZIIHERA have not been established in pediatric patients.

Geriatric Use

ZIIHERA in combination with chemotherapy and tislelizumab-jsgr

Of 302 patients randomized to ZIIHERA in combination with chemotherapy and tislelizumab-jsgr in HERIZON-GEA-01, there
were 139 (46%) patients aged = 65 years. One hundred and six (35%) were aged 65-74 years and 33 (11%) were aged = 75
years.

There was a higher incidence of Grade = 3 adverse reactions observed in patients aged = 65 years (87%) as compared to
younger patients (80%). The incidence of Grade 3 or 4 diarrhea was higher in patients aged = 65 years (32%) compared
to younger patients (20%).

There was an increased incidence of fatal adverse reactions in patients aged = 65 years (4.4%); including acute kidney injury
(N=2), cardiac failure, dehydration, hypovolemic shock and intestinal obstruction (all N=1), compared to younger patients
(0.6%), including diarrhea (N=1).

ZIIHERA in combination with chemotherapy
Of 304 patients randomized to ZIIHERA in combination with chemotherapy in HERIZON-GEA-01, there were 130 (43%)
patients aged = 65 years. One hundred (33%) were aged 65-74 years and 30 (10%) were aged = 75 years.

No overall differences in safety were observed between patients aged = 65 years and younger adult patients.

Please see full accompanying Prescribing Information, including BOXED WARNINGS and Medication Guide.

Please note that there are no certified continuing medical education credits approved for this program. Jazz Pharmaceuticals is
committed to the principles of the Pharmaceutical Research and Manufacturers of America (PhRMA) Code on Interactions with
Healthcare Professionals. As such, spouses and guests are not permitted to attend the program or events, and their associated
expenses will not be covered or reimbursed. Due to state regulations, physicians and healthcare professionals licensed in
Minnesota and Vermont are not able to receive a meal with the program. We appreciate your cooperation in this regard. Please
note that meals may be reported based on various state and federal laws.

1L, first-line; FDA, Food and Drug Administration; GEA, gastroesophageal adenocarcinoma; HER2, human epidermal growth factor receptor 2; IHC,
immunohistochemistry; ISH, in situ hybridization; IV, intravenous.

REFERENCE:

ZIIHERA (zanidatamab-hrii) Prescribing Information. Jazz Pharmaceuticals; 2026. ZIIHERA®

(zanidatamab-hrii)
©2026 Jazz Pharmaceuticals US-ZAN-2600078 Rev 08/26 50mg/mi Injection for IV



