Please Join Us for \Y) =
An Innovative NTRK Gene Fusion
Molecular Tumor Board Program Pg
for Tumor Type Specialists

Attend this program to learn more about:
* The setup of testing protocols and therapeutic pathways in TRK fusion cancer

* How a molecular tumor board provides a multidisciplinary approach for interpreting and reviewing
molecular profiling results and translating them into patient-centered clinical actions

* Review of cases studies of patients with NTRK fusion-positive solid tumors

REGISTRATION

If you'd like to attend, please RSVP at

The Capital Grille :
700 W 9th St Los Angeles, California 90015 http./lwva.myspeakerbureau.com/8x8
3FE or if you prefer, contact Shari

g 213-228-4730

Bates by cell phone 469-450-6513 or
A s
|

September 11, 2021 6:00 PM PST

Shari BSN. RN. OCN email SHARI.BATES@BAYER.COM
ari Bates, T to RSVP for this Program. This is a
non-CME/CE event.

Indication
VITRAKVI is indicated for the treatment of adult and pediatric patients with solid tumors that:

«have a neurotrophic receptor tyrosine kinase (NTRK) gene fusion without a known acquiredresistance mutation,
e are metastatic or where surgical resection is likely to result in severe morbidity, and
«have no satisfactory alternative treatments or that have progressed following treatment.

Select patients for therapy based on an FDA-approved test.

This indication is approved under accelerated approval based on overall response rate and duration ofresponse.
Continued approval for this indication may be contingent upon verification and description ofclinical benefit in
confirmatory trials.

Important Safety Information

Central Nervous System Effects: Central nervous system (CNS) adverse reactions occurred in patients
receiving VITRAKVI, including dizziness, cognitive impairment, mood disorders, and sleep disturbances.

In patients who received VITRAKVI, all grades CNS effects including cognitive impairment, mood disorders,
dizziness and sleep disorders were observed in 42% with Grades 3-4 in 3.9% of patients.

Cognitive impairment occurred in 11% of patients. The median time to onset of cognitive impairment was

5.6 months (range: 2 days to 41 months). Cognitive impairment occurring in = 1% of patients included
memory impairment (3.6%), confusional state (2.9%), disturbance in attention (2.9%), delirium (2.2%),
cognitive disorders (1.4%), and Grade 3 cognitive adverse reactions occurred in 2.5% of patients. Among the
30 patients with cognitive impairment, 7% required a dose modification and 20% required dose interruption.
Mood disorders occurred in 14% of patients. The median time to onset of mood disorders was 3.9 months
(range: 1 day to 40.5 months). Mood disorders occurring in 21% of patients included anxiety (5%),
depression (3.9%), agitation (2.9%), and irritability (2.9%). Grade 3 mood disorders occurred in

0.4% of patients.

Please see additional Important Safety Information throughout and
accompanying full Prescribing Information. VITRAKV

(larotrectinib) & 2

TEST. TRK. TREAT.


http://labeling.bayerhealthcare.com/html/products/pi/vitrakvi_PI.pdf

Important Safety Information (cont’d)

Central Nervous System Effects (cont’d): Dizziness occurred in 27% of patients, and Grade 3 dizziness occurred in 1.1%
of patients. Among the 74 patients who experienced dizziness, 5% of patients required a dose modification and 5% required
dose interruption.

Sleep disturbances occurred in 10% of patients. Sleep disturbances included insomnia (7%), somnolence (2.5%), and sleep
disorder (0.4%). There were no Grade 3-4 sleep disturbances. Among the 28 patients who experienced sleep disturbances,
1 patient each (3.6%) required a dose modification or dose interruption.

Advise patients and caretakers of these risks with VITRAKVI. Advise patients not to drive or operate hazardous machinery if they
are experiencing neurologic adverse reactions. Withhold or permanently discontinue VITRAKVI based on the severity. If withheld,
modify the VITRAKVI dosage when resumed.

Skeletal Fractures: Among 187 adult patients who received VITRAKVI across clinical trials, fractures were reported in 7% and
among 92 pediatric patients, fractures were reported in 9% (N=279; 8%). Median time to fracture was 11.6 months (range 0.9
to 45.8 months) in patients followed per fracture. Fractures of the femur, hip or acetabulum were reported in 4 patients (3 adult,
1 pediatric). Most fractures were associated with minimal or moderate trauma. Some fractures were associated with radiologic
abnormalities suggestive of local tumor involvement. VITRAKVI treatment was interrupted due to fracture in 1.4% patients.

Promptly evaluate patients with signs or symptoms of potential fracture (e.g., pain, changes in mobility, deformity). There are no
data on the effects of VITRAKVI on healing of known fractures or risk of future fractures.

Hepatotoxicity: In patients who received VITRAKVI, increased AST of any grade occurred in 52% of patients and increased ALT
of any grade occurred in 45%. Grade 3-4 increased AST or ALT occurred in 3.1% and 2.5% of patients, respectively. The median
time to onset of increased AST was 2.1 months (range: 1 day to 4.3 years). The median time to onset of increased ALT was

2.3 months (range: 1 day to 4.2 years). Increased AST and ALT leading to dose modifications occurred in 1.4% and 2.2% of
patients, respectively. Increased AST or ALT led to permanent discontinuation in 3 (1.1%) of patients.

Monitor liver tests, including ALT and AST, every 2 weeks during the first month of treatment, then monthly thereafter, and as
clinically indicated. Withhold or permanently discontinue VITRAKVI based on the severity. If withheld, modify the VITRAKVI
dosage when resumed.

Embryo-Fetal Toxicity: VITRAKVI can cause fetal harm when administered to a pregnant woman. Larotrectinib resulted in
malformations in rats and rabbits at maternal exposures that were approximately 11- and 0.7-times, respectively, those observed
at the clinical dose of 100 mg twice daily. Advise women of the potential risk to a fetus. Advise females of reproductive potential
to use an effective method of contraception during treatment and for 1 week after the final dose of VITRAKVI.

Most Common Adverse Reactions (220%): The most common adverse reactions (220%), including laboratory abnormalities,
were: increased AST (52%), increased ALT (45%), anemia (42%), musculoskeletal pain (42%), fatigue (36%),
hypoalbuminemia (36%), neutropenia (36%), increased alkaline phosphatase (34%), cough (32%), leukopenia (28%),
constipation (27%), diarrhea (27%), dizziness (27%), hypocalcemia (25%), nausea (25%), vomiting (25%), pyrexia (24%),
lymphopenia (22%) and abdominal pain (21%).

Drug Interactions: Avoid coadministration of VITRAKVI with strong CYP3A4 inhibitors (including grapefruit or grapefruit juice),
strong CYP3A4 inducers (including St. John’s wort), or sensitive CYP3A4 substrates. If coadministration of strong CYP3A4
inhibitors or inducers cannot be avoided, modify the VITRAKVI dose as recommended. If coadministration of sensitive CYP3A4
substrates cannot be avoided, monitor patients for increased adverse reactions of these drugs.

Lactation: Advise women not to breastfeed during treatment with VITRAKVI and for 1 week after the final dose.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.

Certain HCPs and other individuals may be prohibited from participating in this event based on additional state and federal laws
that restrict meals and gifts. Bayer requests that you please comply with any and all laws in the state where you hold a license.

Vermont Attendees: If you are a Vermont-licensed HCP, you may attend a speaker program, but you must not accept the meal.

Veterans Affairs/Executive Officers/Federal Employee Attendees: If you are an employee of the Department of Veterans
Affairs or of the federal government (even part-time), you may attend a speaker program, but you will be responsible for your meal.

Minnesota Attendees: If you are a Minnesota-licensed practitioner, you may attend a speaker program, but you may not accept

a gift/meal.
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