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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
RETEVMO safely and effectively. See full prescribing information for
RETEVMO.

RETEVMO® (selpercatinib) capsules, for oral use
RETEVMO®? (selpercatinib) tablets, for oral use

Initial U.S. Approval: 2020

------------------------- RECENT MAJOR CHANGES ----r-nememememmmmememane

Dosage and Administration (2.3) 04/2024

INDICATIONS AND USAGE ------=memmmemmmemmeeeeee

RETEVMO® is a kinase inhibitor indicated for the treatment of:

Adult patients with locally advanced or metastatic non-small cell lung
cancer (NSCLC) with a rearranged during transfection (RET) gene
fusion, as detected by an FDA-approved test (1.1)

Adult and pediatric patients 12 years of age and older with advanced
or metastatic medullary thyroid cancer (MTC) with a RET mutation, as
detected by an FDA-approved test, who require systemic therapy’
(1.2)

Adult and pediatric patients 12 years of age and older with advanced
or metastatic thyroid cancer with a RET gene fusion, as detected by an
FDA-approved test, who require systemic therapy and who are
radioactive iodine-refractory (if radioactive iodine is appropriate)' (1.3)

Adult patients with locally advanced or metastatic solid tumors with a
RET gene fusion that have progressed on or following prior systemic
treatment or who have no satisfactory alternative treatment options’
(1.4)

This indication is approved under accelerated approval based on overall
response rate and duration of response. Continued approval for this
indication may be contingent upon verification and description of clinical
benefit in confirmatory trial(s).

Select patients for treatment with RETEVMO based on the presence of
a RET gene fusion (NSCLC, thyroid, or other solid tumors) or specific
RET gene mutation (MTC). (2.1, 14)

Recommended dosage in adults and pediatric patients 12 years of age
or older is based on weight (2.3):

* Less than 50 kg: 120 mg orally twice daily
* 50 kg or greater: 160 mg orally twice daily

Reduce RETEVMO dose in patients with severe hepatic impairment.
(2.7, 8.7)

Capsules: 40 mg, 80 mg. (3)
Tablets: 40 mg, 80 mg, 120 mg, 160 mg. (3)

CONTRAINDICATIONS

None. (4)

Hepatotoxicity: Monitor ALT and AST prior to initiating RETEVMO,
every 2 weeks during the first 3 months, then monthly thereafter and
as clinically indicated. Withhold, reduce dose, or permanently
discontinue RETEVMO based on severity. (2.5, 5.1)

Interstitial Lung Disease (ILD)/Pneumonitis: Monitor for new or
worsening pulmonary symptoms. Withhold, reduce the dose or
permanently discontinue RETEVMO based on severity. (2.5, 5.2)

Hypertension: Do not initiate RETEVMO in patients with uncontrolled
hypertension. Optimize blood pressure (BP) prior to initiating
RETEVMO. Monitor BP after 1 week, at least monthly thereafter and
as clinically indicated. Withhold, reduce dose, or permanently
discontinue RETEVMO based on severity. (2.5, 5.3)

1

. QT Interval Prolongation: Monitor patients who are at significant risk
of developing QTc prolongation. Assess QT interval, electrolytes and
TSH at baseline and periodically during treatment. Monitor QT
interval more frequently when RETEVMO is concomitantly
administered with strong and moderate CYP3A inhibitors or drugs
known to prolong QTc interval. Withhold and dose reduce or
permanently discontinue RETEVMO based on severity. (2.5, 5.4)

. Hemorrhagic Events: Permanently discontinue RETEVMO in patients
with severe or life-threatening hemorrhage. (2.5, 5.5)

. Hypersensitivity: Withhold RETEVMO and initiate corticosteroids.
Upon resolution, resume at a reduced dose and increase dose by 1
dose level each week until reaching the dose taken prior to onset of
hypersensitivity. Continue steroids until patient reaches target dose
and then taper. (2.5, 5.6)

. Tumor Lysis Syndrome: Closely monitor patients at risk and treat as
clinically indicated. (5.7)

. Risk of Impaired Wound Healing: Withhold RETEVMO for at least 7
days prior to elective surgery. Do not administer for at least 2 weeks
following major surgery and until adequate wound healing. The safety
of resumption of RETEVMO after resolution of wound healing
complications has not been established. (5.8)

. Hypothyroidism: Monitor thyroid function before treatment with
RETEVMO and periodically during treatment. Withhold until clinically
stable or permanently discontinue based on severity. (5.9)

. Embryo-Fetal Toxicity: Can cause fetal harm. Advise females of
reproductive potential of the possible risk to a fetus and to use
effective contraception. (5.10, 8.1, 8.3)

ADVERSE REACTIONS
The most common adverse reactions (225%) were edema, diarrhea,
fatigue, dry mouth, hypertension, abdominal pain, constipation, rash,
nausea, and headache. (6)

The most common Grade 3 or 4 laboratory abnormalities (25%) were
decreased lymphocytes, increased alanine aminotransferase (ALT),
increased aspartate aminotransferase (AST), decreased sodium, and
decreased calcium. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly and
Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS

. Acid-Reducing Agents: Avoid coadministration. If coadministration
cannot be avoided, take RETEVMO with food (with PPI) or modify its
administration time (with H2 receptor antagonist or locally-acting
antacid). (2.4, 7.1)

. Strong and Moderate CYP3A Inhibitors: Avoid coadministration. If
coadministration cannot be avoided, reduce the RETEVMO dose.
(2.6,7.1)

. Strong and Moderate CYP3A Inducers: Avoid coadministration. (7.1)

. CYP2C8 and CYP3A Substrates: Avoid coadministration. If
coadministration cannot be avoided, modify the substrate dosage as
recommended in its product labeling. (7.2)

. Certain P-gp Substrates: Avoid coadministration. If coadministration

cannot be avoided, modify the substrate dosage as recommended in
its product labeling. (7.2)

. Lactation: Advise not to breastfeed. (8.2)

. Pediatric Use: Monitor open growth plates in adolescent patients.
Consider interrupting or discontinuing RETEVMO if abnormalities
occur. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved
patient labeling.

Revised: 04/2024
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

11 RET Fusion-Positive Non-Small Cell Lung Cancer

RETEVMO® is indicated for the treatment of adult patients with locally advanced or metastatic non-small cell lung cancer
(NSCLC) with a rearranged during transfection (RET) gene fusion, as detected by an FDA-approved test.

1.2 RET-Mutant Medullary Thyroid Cancer

RETEVMO is indicated for the treatment of adult and pediatric patients 12 years of age and older with advanced or
metastatic medullary thyroid cancer (MTC) with a RET mutation, as detected by an FDA-approved test, who require
systemic therapy.

This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.2)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

1.3 RET Fusion-Positive Thyroid Cancer

RETEVMO is indicated for the treatment of adult and pediatric patients 12 years of age and older with advanced or
metastatic thyroid cancer with a RET gene fusion, as detected by an FDA-approved test, who require systemic therapy
and who are radioactive iodine-refractory (if radioactive iodine is appropriate).

This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.3)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

1.4 Other RET Fusion-Positive Solid Tumors

RETEVMO is indicated for the treatment of adult patients with locally advanced or metastatic solid tumors with a RET
gene fusion that have progressed on or following prior systemic treatment or who have no satisfactory alternative
treatment options.



This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.4)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for treatment with RETEVMO based on the presence of a RET gene fusion (NSCLC, thyroid cancer, or
other solid tumors) or specific RET gene mutation (MTC) in tumor specimens [see Clinical Studies (14)]. Information on
FDA-approved test(s) for the detection of RET gene fusions and RET gene mutations is available at:
http://www.fda.gov/CompanionDiagnostics. An FDA-approved companion diagnostic test for the detection of RET gene
fusions and RET gene mutations in plasma or in tumors other than NSCLC and thyroid cancer is not currently available.
2.2 Important Administration Instructions

RETEVMO may be taken with or without food unless coadministered with a proton pump inhibitor (PPI) [see Dosage and
Administration (2.4), Clinical Pharmacology (12.3)].

23 Recommended Dosage

The recommended dosage of RETEVMO, based on body weight, is:

* Less than 50 kg: RETEVMO 120 mg taken orally twice daily with or without food
* 50 kg or greater: RETEVMO 160 mg taken orally twice daily with or without food
Continue treatment with RETEVMO until disease progression or unacceptable toxicity.

Swallow the capsules whole. Do not crush or chew the capsules.

Swallow the tablets whole. Do no crush or chew the tablets.

Do not take a missed dose unless it is more than 6 hours until next scheduled dose.

If vomiting occurs after RETEVMO administration, do not take an additional dose and continue to the next scheduled time
for the next dose.

24 Dosage Modifications for Concomitant Use of Acid-Reducing Agents

Avoid concomitant use of a PPI, a histamine-2 (H2) receptor antagonist, or a locally-acting antacid with RETEVMO [see
Drug Interactions (7.1)]. If concomitant use cannot be avoided:

+ Take RETEVMO with food when coadministered with a PPI.
+ Take RETEVMO 2 hours before or 10 hours after administration of an H2 receptor antagonist.
+ Take RETEVMO 2 hours before or 2 hours after administration of a locally-acting antacid.

25 Dosage Modifications for Adverse Reactions

The recommended dose reductions for adverse reactions are provided in Table 1.

Table 1: Recommended RETEVMO Dose Reductions for Adverse Reactions

Patients Weighing Patients Weighing
Dose Reduction Less Than 50 kg 50 kg or Greater
First 80 mg orally twice daily 120 mg orally twice daily
Second 40 mg orally twice daily 80 mg orally twice daily
Third 40 mg orally once daily 40 mg orally twice daily

Permanently discontinue RETEVMO in patients unable to tolerate three dose reductions.

The recommended dosage modifications for adverse reactions are provided in Table 2.



Table 2: Recommended RETEVMO Dosage Modifications for Adverse Reactions

Reactions (6.1)]

Adverse Reaction | Severity Dosage Modification

Hepatotoxicity Grade 3 Withhold RETEVMO and monitor AST/ALT once weekly until resolution to Grade

[see Warnings and | or 1 or baseline.

Precautions (5.1)] Grade 4 Resume at reduced dose by 2 dose levels and monitor AST and ALT once
weekly until 4 weeks after reaching dose taken prior to the onset of Grade 3 or 4
increased AST or ALT.

Increase dose by 1 dose level after a minimum of 2 weeks without recurrence
and then increase to dose taken prior to the onset of Grade 3 or 4 increased
AST or ALT after a minimum of 4 weeks without recurrence.

Interstitial Lung Grade 2 Withhold RETEVMO until resolution.

Disease/ Resume at a reduced dose.

[PneuVrEomt'ls J Discontinue RETEVMO for recurrent ILD/pneumonitis.

see Warnings an . . . ”

Precautions (5.2)] (()3rrade 3 Discontinue RETEVMO for confirmed ILD/pneumonitis.

Grade 4

Hypertension Grade 3 Withhold RETEVMO for Grade 3 hypertension that persists despite optimal

[see Warnings and antihypertensive therapy. Resume at a reduced dose when hypertension is

Precautions (5.3)] controlled.

Grade 4 Discontinue RETEVMO.

QT Interval Grade 3 Withhold RETEVMO until recovery to baseline or Grade 0 or 1.

Prolongation Resume at a reduced dose.

[see Warnings and Grade 4 Di ti RETEVMO

Precautions (5.4)] rade scontinue '

Hemorrhagic Grade 3 Withhold RETEVMO until recovery to baseline or Grade 0 or 1.

Events or Discontinue RETEVMO for severe or life-threatening hemorrhagic events.

[see Warnings and | Grade 4

Precautions (5.5)]

Hypersensitivity All Withhold RETEVMO until resolution of the event. Initiate corticosteroids.

Reactions Grades Resume at a reduced dose by 3 dose levels while continuing corticosteroids.

[see Warnings and Increase dose by 1 dose level each week until the dose taken prior to the onset

Precautions (5.6)] of hypersensitivity is reached, then taper corticosteroids.

Hypothyroidism Grade 3 Withhold RETEVMO until resolution to Grade 1 or baseline.

[see Warnings and | OF Discontinue RETEVMO based on severity.

Precautions (5.9)] Grade 4

Other Adverse Grade 3 Withhold RETEVMO until recovery to baseline or Grade 0 or 1.

Reactions or Resume at a reduced dose.

[see Adverse Grade 4

2.6 Dosage Modifications for Concomitant Use of Strong and Moderate CYP3A Inhibitors

Avoid concomitant use of strong and moderate CYP3A inhibitors with RETEVMO. If concomitant use of a strong or
moderate CYP3A inhibitor cannot be avoided, reduce the RETEVMO dose as recommended in Table 3. After the inhibitor
has been discontinued for 3 to 5 elimination half-lives, resume RETEVMO at the dose taken prior to initiating the CYP3A

inhibitor [see Drug Interactions (7.1)].

Table 3: Recommended RETEVMO Dosage for Concomitant Use of Strong and Moderate CYP3A Inhibitors

Current RETEVMO Dosage

Recommended RETEVMO Dosage

Moderate CYP3A Inhibitor Strong CYP3A Inhibitor

120 mg orally twice daily

80 mg orally twice daily 40 mg orally twice daily

160 mg orally twice daily

120 mg orally twice daily 80 mg orally twice daily




2.7 Dosage Modification for Severe Hepatic Impairment

Reduce the recommended dosage of RETEVMO for patients with severe hepatic impairment as recommended in Table 4
[see Use in Specific Populations (8.7)].

Table 4: Recommended RETEVMO Dosage for Severe Hepatic Impairment

Current RETEVMO Dosage Recommended RETEVMO Dosage
120 mg orally twice daily 80 mg orally twice daily
160 mg orally twice daily 80 mg orally twice daily

3 DOSAGE FORMS AND STRENGTHS
Capsules:

* 40 mg: gray opaque capsule imprinted with “Lilly”, “3977” and “40 mg” in black ink.
* 80 mg: blue opaque capsule imprinted with “Lilly”, “2980” and “80 mg” in black ink.
Tablets:
» 40 mg: light gray, film coated, round tablet debossed with “Ret 40” on one side and “5340” on the other side.

» 80 mg: dark red-purple, film coated, round tablet debossed with “Ret 80” on one side and “6082” on the other
side.

* 120 mg: light purple, film coated, round tablet debossed with “Ret 120” on one side and “6120” on the other
side.

* 160 mg: light pink, film coated, round tablet debossed with “Ret 160” on one side and “5562” on the other side.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Hepatotoxicity

Serious hepatic adverse reactions occurred in 3% of patients treated with RETEVMO. Increased AST occurred in 59% of
patients, including Grade 3 or 4 events in 11% and increased ALT occurred in 55% of patients, including Grade 3 or 4
events in 12% [see Adverse Reactions (6.1)]. The median time to first onset for increased AST was 6 weeks (range: 1 day
to 3.4 years) and increased ALT was 5.8 weeks (range: 1 day to 2.5 years).

Monitor ALT and AST prior to initiating RETEVMO, every 2 weeks during the first 3 months, then monthly thereafter and
as clinically indicated. Withhold, reduce dose or permanently discontinue RETEVMO based on the severity [see Dosage
and Administration (2.5)].

5.2 Interstitial Lung Disease/Pneumonitis

Severe, life-threatening, and fatal interstitial lung disease (ILD)/pneumonitis can occur in patients treated with RETEVMO.
ILD/pneumonitis occurred in 1.8% of patients who received RETEVMO, including 0.3% with Grade 3 or 4 events, and
0.3% with fatal reactions.

Monitor for pulmonary symptoms indicative of ILD/pneumonitis. Withhold RETEVMO and promptly investigate for ILD in
any patient who presents with acute or worsening of respiratory symptoms which may be indicative of ILD (e.g., dyspnea,
cough, and fever). Withhold, reduce dose or permanently discontinue RETEVMO based on severity of confirmed ILD [see
Dosage and Administration (2.5)].

5.3 Hypertension

Hypertension occurred in 41% of patients, including Grade 3 hypertension in 20% and Grade 4 in one (0.1%) patient [see
Adverse Reactions (6.1)]. Overall, 6.3% had their dose interrupted and 1.3% had their dose reduced for hypertension.
Treatment-emergent hypertension was most commonly managed with anti-hypertension medications.

Do not initiate RETEVMO in patients with uncontrolled hypertension. Optimize blood pressure prior to initiating
RETEVMO. Monitor blood pressure after 1 week, at least monthly thereafter and as clinically indicated. Initiate or adjust



anti-hypertensive therapy as appropriate. Withhold, reduce dose, or permanently discontinue RETEVMO based on the
severity [see Dosage and Administration (2.5)].

5.4 QT Interval Prolongation

RETEVMO can cause concentration-dependent QT interval prolongation [see Clinical Pharmacology (12.2)]. An increase
in QTcF interval to >500 ms was measured in 7% of patients and an increase in the QTcF interval of at least 60 ms over
baseline was measured in 20% of patients [see Adverse Reactions (6.1)]. RETEVMO has not been studied in patients
with clinically significant active cardiovascular disease or recent myocardial infarction.

Monitor patients who are at significant risk of developing QTc prolongation, including patients with known long QT
syndromes, clinically significant bradyarrhythmias, and severe or uncontrolled heart failure. Assess QT interval,
electrolytes and TSH at baseline and periodically during treatment, adjusting frequency based upon risk factors including
diarrhea. Correct hypokalemia, hypomagnesemia and hypocalcemia prior to initiating RETEVMO and during treatment.

Monitor the QT interval more frequently when RETEVMO is concomitantly administered with strong and moderate CYP3A
inhibitors or drugs known to prolong QTc interval. Withhold and dose reduce or permanently discontinue RETEVMO
based on the severity [see Dosage and Administration (2.5)].

5.5 Hemorrhagic Events

Serious including fatal hemorrhagic events can occur with RETEVMO. Grade =3 hemorrhagic events occurred in 3.1% of
patients treated with RETEVMO, including 4 (0.5%) patients with fatal hemorrhagic events, including cerebral hemorrhage
(n = 2), tracheostomy site hemorrhage (n = 1), and hemoptysis (n=1).

Permanently discontinue RETEVMO in patients with severe or life-threatening hemorrhage [see Dosage and
Administration (2.5)].

5.6 Hypersensitivity

Hypersensitivity occurred in 6% of patients receiving RETEVMO, including Grade 3 hypersensitivity in 1.9%. The median
time to onset was 1.9 weeks (range: 5 days to 2 years). Signs and symptoms of hypersensitivity included fever, rash and
arthralgias or myalgias with concurrent decreased platelets or transaminitis.

If hypersensitivity occurs, withhold RETEVMO and begin corticosteroids at a dose of 1 mg/kg prednisone (or equivalent).
Upon resolution of the event, resume RETEVMO at a reduced dose and increase the dose of RETEVMO by 1 dose level
each week as tolerated until reaching the dose taken prior to onset of hypersensitivity [see Dosage and Administration
(2.5)]. Continue steroids until patient reaches target dose and then taper. Permanently discontinue RETEVMO for
recurrent hypersensitivity.

5.7 Tumor Lysis Syndrome

Tumor lysis syndrome (TLS) occurred in 0.6% of patients with medullary thyroid carcinoma receiving RETEVMO [see
Adverse Reactions (6.1)]. Patients may be at risk of TLS if they have rapidly growing tumors, a high tumor burden, renal
dysfunction, or dehydration. Closely monitor patients at risk, consider appropriate prophylaxis including hydration, and
treat as clinically indicated.

5.8 Risk of Impaired Wound Healing

Impaired wound healing can occur in patients who receive drugs that inhibit the vascular endothelial growth factor (VEGF)
signaling pathway. Therefore, RETEVMO has the potential to adversely affect wound healing.

Withhold RETEVMO for at least 7 days prior to elective surgery. Do not administer for at least 2 weeks following major
surgery and until adequate wound healing. The safety of resumption of RETEVMO after resolution of wound healing
complications has not been established.

5.9 Hypothyroidism

RETEVMO can cause hypothyroidism. Hypothyroidism occurred in 13% of patients treated with RETEVMO; all reactions
were Grade 1 or 2. Hypothyroidism occurred in 13% of patients (50/373) with thyroid cancer and 13% of patients (53/423)
with other solid tumors including NSCLC [see Adverse Reactions (6.1)].

Monitor thyroid function before treatment with RETEVMO and periodically during treatment. Treat with thyroid hormone
replacement as clinically indicated. Withhold RETEVMO until clinically stable or permanently discontinue RETEVMO
based on severity [see Dosage and Administration (2.5)].



5.10 Embryo-Fetal Toxicity

Based on data from animal reproduction studies and its mechanism of action, RETEVMO can cause fetal harm when
administered to a pregnant woman. Administration of selpercatinib to pregnant rats during organogenesis at maternal
exposures that were approximately equal to those observed at the recommended human dose of 160 mg twice daily
resulted in embryolethality and malformations.

Advise pregnant women and females of reproductive potential of the potential risk to a fetus. Advise females of
reproductive potential to use effective contraception during treatment with RETEVMO and for 1 week after the last dose.
Advise males with female partners of reproductive potential to use effective contraception during treatment with
RETEVMO and for 1 week after the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

* Hepatotoxicity [see Warnings and Precautions (5.1)]

* Interstitial Lung Disease / Pneumonitis [see Warnings and Precautions (5.2)]
* Hypertension [see Warnings and Precautions (5.3)]

* QT Interval Prolongation [see Warnings and Precautions (5.4)]

* Hemorrhagic Events [see Warnings and Precautions (5.5)]

*  Hypersensitivity [see Warnings and Precautions (5.6)]

*  Tumor Lysis Syndrome [see Warnings and Precautions (5.7)]

* Risk of Impaired Wound Healing [see Warnings and Precautions (5.8)]

*  Hypothyroidism [see Warnings and Precautions (5.9)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

RET Gene Fusion or Gene Mutation Positive Solid Tumors

The pooled safety population described in the WARNINGS and PRECAUTIONS and below reflects exposure to
RETEVMO as a single agent at 160 mg orally twice daily evaluated in 796 patients with advanced solid tumors in
LIBRETTO-001 [see Clinical Studies (14)]. Among the 796 patients who received RETEVMO, 84% were exposed for 6
months or longer and 73% were exposed for greater than one year. Among these patients, 96% received at least one
dose of RETEVMO at the recommended dosage of 160 mg orally twice daily.

The median age was 59 years (range: 15 to 92 years); 0.3% were pediatric patients 12 to 16 years of age; 51% were
male; and 69% were White, 23% were Asian, 5% were Hispanic/Latino, and 3% were Black. The most common tumors
were NSCLC (45%), MTC (40%), and non-medullary thyroid carcinoma (7%).

Serious adverse reactions occurred in 44% of patients who received RETEVMO. The most frequent serious adverse
reactions (2% of patients) were pneumonia, pleural effusion, abdominal pain, hemorrhage, hypersensitivity, dyspnea,
and hyponatremia. Fatal adverse reactions occurred in 3% of patients; fatal adverse reactions included sepsis (n = 6),
respiratory failure (n = 5), hemorrhage (n = 4), pneumonia (n = 3), pneumonitis (n = 2), cardiac arrest (n=2), sudden death
(n = 1), and cardiac failure (n = 1).

Permanent discontinuation due to an adverse reaction occurred in 8% of patients who received RETEVMO. Adverse
reactions resulting in permanent discontinuation in 20.5% of patients included increased ALT (0.6%), fatigue (0.6%),
sepsis (0.5%), and increased AST (0.5%).

Dosage interruptions due to an adverse reaction occurred in 64% of patients who received RETEVMO. Adverse reactions
requiring dosage interruption in 25% of patients included increased ALT, increased AST, diarrhea, and hypertension.

Dose reductions due to an adverse reaction occurred in 41% of patients who received RETEVMO. Adverse reactions
requiring dosage reductions in 22% of patients included increased ALT, increased AST, QT prolongation, fatigue,
diarrhea, drug hypersensitivity, and edema.

The most common adverse reactions (225%) were edema, diarrhea, fatigue, dry mouth, hypertension, abdominal pain,
constipation, rash, nausea, and headache.

The most common Grade 3 or 4 laboratory abnormalities (=5%) were decreased lymphocytes, increased alanine
aminotransferase (ALT), increased aspartate aminotransferase (AST), decreased sodium, and decreased calcium.



Table 5 summarizes the adverse reactions in LIBRETTO-001.

Table 5: Adverse Reactions (220%) in Patients Who Received RETEVMO in LIBRETTO-001

RETEVMO
Adverse Reaction (n =796)
Grades 1-4* Grades 3-4

(%) (%)
Gastrointestinal
Diarrhea’ 47 5*
Dry Mouth 43 0
Abdominal pain? 34 2.5*
Constipation 33 0.8*
Nausea 31 1.1*
Vomiting 22 1.8*
Vascular
Hypertension 41 20
General
Edema3 49 0.8*
Fatigue* 46 3.1*
Arthralgia 21 0.3*
Skin
Rash® | 33 | 0.6*
Nervous System
Headaches | 28 | 1.4*
Respiratory
Cough?” 24 0
Dyspnea® 22 3.1
Investigations
Prolonged QT interval | 21 ‘ 4.8*
Blood and Lymphatic System
Hemorrhage® ‘ 22 ‘ 26

Diarrhea includes diarrhea, defecation urgency, frequent bowel movements, gastrointestinal hypermotility, anal incontinence.

2 Abdominal pain includes abdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort, abdominal
tenderness, epigastric discomfort, gastrointestinal pain.

3 Edema includes edema, edema peripheral, face edema, periorbital edema, eye edema, eyelid edema, orbital edema,
localized edema, lymphedema, scrotal edema, peripheral swelling, scrotal swelling, swelling, swelling face, eye swelling,
generalized edema, genital edema.

4 Fatigue includes fatigue, asthenia, malaise.

5 Rash includes rash, rash erythematous, rash macular, rash maculopapular, rash morbilliform, rash papular, rash pruritic,
butterfly rash, exfoliative rash, rash follicular, rash generalized, rash vesicular.

6 Headache includes headache, sinus headache, tension headache.
7 Includes cough, productive cough, upper airway cough syndrome.
8 Includes dyspnea, dyspnea exertional, dyspnea at rest.

9 Hemorrhage includes hemorrhage, epistaxis, hematuria, hemoptysis, contusion, rectal hemorrhage, vaginal hemorrhage,
ecchymosis, hematochezia, petechiae, traumatic hematoma, anal hemorrhage, blood blister, blood urine present, cerebral
hemorrhage, gastric hemorrhage, hemorrhage intracranial, hemorrhage subcutaneous, spontaneous hematoma, abdominal
wall hematoma, angina bullosa hemorrhagica, conjunctival hemorrhage, disseminated intravascular coagulation, diverticulum
intestinal hemorrhagic, eye hemorrhage, gastrointestinal hemorrhage, gingival bleeding, hematemesis, hemorrhagic stroke,



hemorrhoidal hemorrhage, hepatic hemorrhage, hepatic hematoma, intraabdominal hemorrhage, laryngeal hemorrhage,
lower gastrointestinal hemorrhage, melena, mouth hemorrhage, occult blood positive, post procedural hemorrhage,
postmenopausal hemorrhage, pelvic hematoma, periorbital hematoma, periorbital hemorrhage, pharyngeal hemorrhage,
pulmonary contusion, purpura, retinal hemorrhage, retroperitoneal hematoma, scleral hemorrhage, skin hemorrhage,
subarachnoid hemorrhage, subdural hemorrhage, upper gastrointestinal hemorrhage, uterine hemorrhage, vessel puncture
site hematoma.

Only includes a grade 3 adverse reaction.
#  Graded according to National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 4.03

*

Clinically relevant adverse reactions in <15% of patients who received RETEVMO include hypothyroidism (13%);
hypersensitivity (6%); interstitial lung disease/pneumonitis, chylothorax, chylous ascites or tumor lysis syndrome (all <
2%).

Table 6 summarizes the laboratory abnormalities in LIBRETTO-001.

Table 6: Select Laboratory Abnormalities (220%) Worsening from Baseline in Patients Who Received RETEVMO
in LIBRETTO-001

RETEVMO'
Grades 1-4* Grades 3-4

Laboratory Abnormality (%) (%)
Chemistry

Increased AST 59 11
Decreased calcium 59 5.7
Increased ALT 56 12
Decreased albumin 56 2.3
Increased glucose 53 2.8
Increased creatinine 47 24
Decreased sodium 42 11
Increased alkaline phosphatase 40 3.4
Increased total cholesterol 35 1.7
Increased potassium 34 2.7
Decreased glucose 34 1.0
Decreased magnesium 33 0.6
Increased bilirubin 30 2.8
Hematology

Decreased lymphocytes 52 20
Decreased platelets 37 3.2
Decreased hemoglobin 28 3.5
Decreased neutrophils 25 3.2

' Denominator for each laboratory parameter is based on the number of patients with a baseline and post-treatment laboratory
value available, which ranged from 765 to 791 patients.

#  Graded according to National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 4.03

Increased Creatinine

In healthy subjects administered RETEVMO 160 mg orally twice daily, serum creatinine increased 18% after 10 days.
Consider alternative markers of renal function if persistent elevations in serum creatinine are observed [see Clinical
Pharmacology (12.3)].
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7 DRUG INTERACTIONS

71 Effects of Other Drugs on RETEVMO
Acid-Reducing Agents

Concomitant use of RETEVMO with acid-reducing agents decreases selpercatinib plasma concentrations [see Clinical
Pharmacology (12.3)], which may reduce RETEVMO anti-tumor activity.

Avoid concomitant use of PPIs, H2 receptor antagonists, and locally-acting antacids with RETEVMO. If coadministration
cannot be avoided, take RETEVMO with food (with a PPI) or modify its administration time (with a H2 receptor antagonist
or a locally-acting antacid) [see Dosage and Administration (2.4)].

Strong and Moderate CYP3A Inhibitors

Concomitant use of RETEVMO with a strong or moderate CYP3A inhibitor increases selpercatinib plasma concentrations
[see Clinical Pharmacology (12.3)], which may increase the risk of RETEVMO adverse reactions, including QTc interval
prolongation.

Avoid concomitant use of strong and moderate CYP3A inhibitors with RETEVMO. If concomitant use of strong and
moderate CYP3A inhibitors cannot be avoided, reduce the RETEVMO dosage and monitor the QT interval with ECGs
more frequently [see Dosage and Administration (2.6), Warning and Precautions (5.4)].

Strong and Moderate CYP3A Inducers

Concomitant use of RETEVMO with a strong or moderate CYP3A inducer decreases selpercatinib plasma concentrations
[see Clinical Pharmacology (12.3)], which may reduce RETEVMO anti-tumor activity.

Avoid coadministration of strong or moderate CYP3A inducers with RETEVMO.

7.2 Effects of RETEVMO on Other Drugs

CYP2C8 and CYP3A Substrates

RETEVMO is a moderate CYP2C8 inhibitor and a weak CYP3A inhibitor. Concomitant use of RETEVMO with CYP2C8
and CYP3A substrates increases their plasma concentrations [see Clinical Pharmacology (12.3)], which may increase the
risk of adverse reactions related to these substrates. Avoid coadministration of RETEVMO with CYP2C8 and CYP3A
substrates where minimal concentration changes may lead to increased adverse reactions. If coadministration cannot be
avoided, follow recommendations for CYP2C8 and CYP3A substrates provided in their approved product labeling.

Certain P-gp Substrates

RETEVMO is a P-gp inhibitor. Concomitant use of RETEVMO with P-gp substrates increases their plasma concentrations
[see Clinical Pharmacology (12.3)], which may increase the risk of adverse reactions related to these substrates. Avoid
coadministration of RETEVMO with P-gp substrates where minimal concentration changes may lead to increased adverse
reactions. If coadministration cannot be avoided, follow recommendations for P-gp substrates provided in their approved
product labeling.

7.3 Drugs that Prolong QT Interval

RETEVMO is associated with QTc interval prolongation [see Warnings and Precautions (5.4), Clinical Pharmacology
(12.2)]. Monitor the QT interval with ECGs more frequently in patients who require treatment with concomitant
medications known to prolong the QT interval.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies, and its mechanism of action [see Clinical Pharmacology (12.1)], RETEVMO can
cause fetal harm when administered to a pregnant woman. There are no available data on RETEVMO use in pregnant
women to inform drug-associated risk. Administration of selpercatinib to pregnant rats during the period of organogenesis
resulted in embryolethality and malformations at maternal exposures that were approximately equal to the human
exposure at the clinical dose of 160 mg twice daily. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
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Data

Animal Data

Selpercatinib administration to pregnant rats during the period of organogenesis at oral doses 2100 mg/kg [approximately
3.6 times the human exposure based on the area under the curve (AUC) at the clinical dose of 160 mg twice daily]
resulted in 100% post-implantation loss. At the dose of 50 mg/kg [approximately equal to the human exposure (AUC) at
the clinical dose of 160 mg twice daily], 6 of 8 females had 100% early resorptions; the remaining 2 females had high
levels of early resorptions with only 3 viable fetuses across the 2 litters. All viable fetuses had decreased fetal body weight
and malformations (2 with short tail and one with small snout and localized edema of the neck and thorax).

8.2 Lactation

Risk Summary

There are no data on the presence of selpercatinib or its metabolites in human milk or on their effects on the breastfed
child or on milk production. Because of the potential for serious adverse reactions in breastfed children, advise women not
to breastfeed during treatment with RETEVMO and for 1 week after the last dose.

8.3 Females and Males of Reproductive Potential

Based on animal data, RETEVMO can cause embryolethality and malformations at doses resulting in exposures less than
or equal to the human exposure at the clinical dose of 160 mg twice daily [see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating RETEVMO [see Use in Specific Populations
(8.1)].

Contraception

Females

Advise female patients of reproductive potential to use effective contraception during treatment with RETEVMO and for 1
week after the last dose.

Males

Advise males with female partners of reproductive potential to use effective contraception during treatment with
RETEVMO and for 1 week after the last dose.

Infertility

RETEVMO may impair fertility in females and males of reproductive potential [see Use in Specific Populations (8.4),
Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of RETEVMO have been established in pediatric patients aged 12 years and older for
medullary thyroid cancer (MTC) who require systemic therapy and for advanced RET fusion-positive thyroid cancer who
require systemic therapy and are radioactive iodine-refractory (if radioactive iodine is appropriate). Use of RETEVMO for
these indications is supported by evidence from adequate and well-controlled studies in adults with additional
pharmacokinetic and safety data in pediatric patients aged 12 years and older [see Adverse Reactions (6.1), Clinical
Pharmacology (12.3), Clinical Studies (14.2, 14.3)]. The safety and effectiveness of RETEVMO have not been established
in these indications in patients less than 12 years of age.

The safety and effectiveness of RETEVMO have not been established in pediatric patients for other indications [see
Indications and Usage (1)].

Juvenile Animal Toxicity Data

In a juvenile rat toxicity study, animals were dosed daily with selpercatinib from post-natal day 21 to day 70 (approximately
equivalent to a human child to late adolescent). Selpercatinib increased physeal thickness of multiple bones, extending
into the metaphysis and associated with decreased trabecular bone, which was not reversible at doses approximately
equivalent to or greater than the adult human exposure at the clinical dose of 160 mg twice daily. Growth plate changes
were associated with impairment of bone modeling, resulting in decreased femur length and with reduction in bone
mineral density. Selpercatinib also induced reversible hypocellularity of bone marrow in males at 230 mg/kg
(approximately equivalent to or greater than the adult human exposure at the clinical dose of 160 mg twice daily), and
reversible alterations of dentin composition at 250 mg/kg (approximately 3 times the adult human exposure at the clinical
dose of 160 mg twice daily). Irreversible, dose-dependent degeneration of testicular germinal epithelium, with vacuolation
of Sertoli cells and corresponding depletion of spermatozoa in the epididymides, was also observed at = 30 mg/kg
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(approximately equivalent to or greater than the adult human exposure at the clinical dose of 160 mg twice daily) and
affected male reproductive performance at 50 mg/kg (approximately 3 times the adult human exposure at the clinical dose
of 160 mg twice daily). Females exhibited delay in attainment of vaginal patency, a marker of sexual maturity, at 125
mg/kg (approximately 4 times the adult human exposure at the clinical dose of 160 mg twice daily); this affect was
associated with lower mean body weight. Similar effects in irregular thickening of growth plates in adult rats and minipigs,
and tooth dysplasia and malocclusion, resulting in tooth loss in adult rats were observed in repeat dose studies of up to
13-week duration with selpercatinib.

Monitor growth plates in adolescent patients with open growth plates. Consider interrupting or discontinuing therapy
based on the severity of any growth plate abnormalities and based on an individual risk-benefit assessment.

8.5 Geriatric Use

Of 796 patients who received RETEVMO, 34% (268 patients) were =65 years of age and 9% (74 patients) were =75 years
of age. No overall differences were observed in the safety or effectiveness of RETEVMO between patients who were 265
years of age and younger patients.

8.6 Renal Impairment

No dosage modification is recommended for patients with mild to severe renal impairment [estimated Glomerular Filtration
Rate (eGFR) 215 to 89 mL/min, estimated by Modification of Diet in Renal Disease (MDRD) equation]. The recommended
dosage has not been established for patients with end-stage renal disease (ESRD) [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Reduce the dose when administering RETEVMO to patients with severe [total bilirubin greater than 3 to 10 times upper
limit of normal (ULN) and any AST] hepatic impairment [see Dosage and Administration (2.7)]. No dosage modification is
recommended for patients with mild (total bilirubin less than or equal to ULN with AST greater than ULN or total bilirubin
greater than 1 to 1.5 times ULN with any AST) or moderate (total bilirubin greater than 1.5 to 3 times ULN and any AST)
hepatic impairment. Monitor for RETEVMO-related adverse reactions in patients with hepatic impairment [see Clinical
Pharmacology (12.3)].

11 DESCRIPTION

RETEVMO contains selpercatinib, a kinase inhibitor. The molecular formula for selpercatinib is C29H31N7O3 and the
molecular weight is 525.61 g/mol. The chemical name is 6-(2-hydroxy-2-methylpropoxy)-4-(6-(6-((6-methoxypyridin-3-
yl)methyl)-3,6-diazabicyclo[3.1.1]heptan-3-yl)pyridin-3-yl)pyrazolo[1,5-a]pyridine-3-carbonitrile. Selpercatinib has the
following chemical structure:

Selpercatinib is a white to light yellow powder that is slightly hygroscopic. The aqueous solubility of selpercatinib is pH
dependent, from sparingly soluble at low pH to practically insoluble at neutral pH.

RETEVMO capsules contain either 40 mg or 80 mg of selpercatinib in hard gelatin capsules for oral use. Each capsule
contains inactive ingredients of colloidal silicon dioxide and microcrystalline cellulose. The 40 mg capsule shell is
composed of gelatin, titanium dioxide, ferric oxide black and black ink. The 80 mg capsule shell is composed of gelatin,
titanium dioxide, FD&C blue #1 and black ink. The black ink is composed of shellac, potassium hydroxide and ferric oxide
black.

RETEVMO tablets contain 40 mg, 80 mg, 120 mg or 160 mg of selpercatinib as film coated, debossed tablets for oral use.
Each tablet contains inactive ingredients of croscarmellose sodium, hydroxypropyl cellulose, mannitol, microcrystalline
cellulose, and sodium stearyl fumarate. The tablet film coating material contains polyvinyl alcohol, titanium dioxide,
polyethylene glycol, and talc. Additionally, the film coating of the 40 mg, 80 mg, and 120 mg tablets contains ferrosoferric
oxide and the film coating of the 80 mg, 120 mg, and 160 mg tablets contain ferric oxide.

12 CLINICAL PHARMACOLOGY
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12.1 Mechanism of Action

Selpercatinib is a kinase inhibitor. Selpercatinib inhibited wild-type RET and multiple mutated RET isoforms as well as
VEGFR1 and VEGFR3 with I1Cso values ranging from 0.92 nM to 67.8 nM. In other enzyme assays, selpercatinib also
inhibited FGFR 1, 2, and 3 at higher concentrations that were still clinically achievable. In cellular assays, selpercatinib
inhibited RET at approximately 60-fold lower concentrations than FGFR1 and 2 and approximately 8-fold lower
concentration than VEGFRS3.

Certain point mutations in RET or chromosomal rearrangements involving in-frame fusions of RET with various partners
can result in constitutively activated chimeric RET fusion proteins that can act as oncogenic drivers by promoting cell
proliferation of tumor cell lines. In in vitro and in vivo tumor models, selpercatinib demonstrated anti-tumor activity in cells
harboring constitutive activation of RET proteins resulting from gene fusions and mutations, including CCDC6-RET,
KIF5B-RET, RET V804M, and RET M918T. In addition, selpercatinib showed anti-tumor activity in mice intracranially
implanted with a patient-derived RET fusion positive tumor.

12.2 Pharmacodynamics

Exposure-Response Relationship

Selpercatinib exposure-response relationships and the time course of pharmacodynamic response have not been fully
characterized.

Cardiac Electrophysiology

The effect of RETEVMO on the QTc interval was evaluated in a thorough QT study in healthy subjects. The largest mean
increase in QTc is predicted to be 10.6 msec (upper 90% confidence interval: 12.1 msec) at the mean steady-state
maximum concentration (Cmax) observed in patients after administration of 160 mg twice daily. The increase in QTc was
concentration-dependent.

12.3 Pharmacokinetics

The pharmacokinetics of selpercatinib capsules were evaluated in patients with locally advanced or metastatic solid
tumors administered 160 mg twice daily unless otherwise specified. The capsule and tablet dosage forms of selpercatinib
are bioequivalent. Steady state selpercatinib AUC and Cmax increased in a slightly greater than dose proportional manner
over the dose range of 20 mg once daily to 240 mg twice daily [0.06 to 1.5 times the maximum recommended total daily
dosage].

Steady-state was reached by approximately 7 days and the median accumulation ratio after administration of 160 mg
twice daily was 3.4-fold. Mean steady-state selpercatinib [coefficient of variation (CV%)] Cmex was 2,980 (53%) ng/mL and
AUCo-24n was 51,600 (58%) ng*h/mL.

Absorption

The median tmax Of selpercatinib is 2 hours. The mean absolute bioavailability of RETEVMO capsules is 73% (60% to
82%) in healthy subjects.

Effect of Food

For both the capsule and tablet dosage forms no clinically significant differences in selpercatinib AUC or Cmax were
observed following administration of a high-fat meal (approximately 900 calories, 58 grams carbohydrate, 56 grams fat
and 43 grams protein) in healthy subjects.

Distribution
The apparent volume of distribution (Vss/F) of selpercatinib is 191 L.

Protein binding of selpercatinib is 96% in vitro and is independent of concentration. The blood-to-plasma concentration
ratio is 0.7.

Elimination

The apparent clearance (CL/F) of selpercatinib is 6 L/h in patients and the half-life is 32 hours following oral administration
of RETEVMO in healthy subjects.

Metabolism

Selpercatinib is metabolized predominantly by CYP3A4. Following oral administration of a single radiolabeled 160 mg
dose of selpercatinib to healthy subjects, unchanged selpercatinib constituted 86% of the radioactive drug components in
plasma.

Excretion
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Following oral administration of a single radiolabeled 160 mg dose of selpercatinib to healthy subjects, 69% of the
administered dose was recovered in feces (14% unchanged) and 24% in urine (12% unchanged).

Specific Populations

The apparent volume of distribution and clearance of selpercatinib increase with increasing body weight (27 kg to 179 kg).

No clinically significant differences in the pharmacokinetics of selpercatinib were observed based on age (15 years to 92
years), sex, or mild, moderate, or severe renal impairment (eGFR 215 to 89 mL/min). The effect of ESRD on selpercatinib
pharmacokinetics has not been studied.

Patients with Hepatic Impairment

The selpercatinib AUCo.inF increased by 7%, 32%, and 77% in subjects with mild (total bilirubin less than or equal to ULN
with AST greater than ULN or total bilirubin greater than 1 to 1.5 times ULN with any AST), moderate (total bilirubin
greater than 1.5 to 3 times ULN and any AST), and severe (total bilirubin greater than 3 to 10 times ULN and any AST)
hepatic impairment, respectively, compared to subjects with normal hepatic function.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Proton-Pump Inhibitors (PPI): Coadministration with multiple daily doses of omeprazole (PPI) decreased selpercatinib
AUCo.nF and Cmax when RETEVMO was administered fasting. Coadministration with multiple daily doses of omeprazole
did not significantly change the selpercatinib AUCo-inr and Cmax when RETEVMO was administered with food (Table 7).

Table 7: Change in Selpercatinib Exposure After Coadministration with PPI

Selpercatinib Selpercatinib
AUCO-lNF Cmax
RETEVMO fasting Reference Reference
RETEVMO fasting + PPI | 69% | 88%
RETEVMO with a high-fat meal’ + PP 1 2% | 49%
RETEVMO with a low-fat meal? + PPI No change 1 22%

' High-fat meal: approximately 150, 250, and 500-600 calories from protein, carbohydrate, and fat, respectively; approximately

800 to 1,000 calories total.

2 Low-fat meal: approximately 390 calories and 10 g of fat.

H2 Receptor Antagonists: No clinically significant differences in selpercatinib pharmacokinetics were observed when
coadministered with multiple daily doses of ranitidine (H2 receptor antagonist) given 10 hours prior to and 2 hours after
the RETEVMO dose (administered fasting).

Strong CYP3A Inhibitors: Coadministration of multiple doses of itraconazole (strong CYP3A inhibitor) increased the
selpercatinib AUCo.nr by 133% and Cmax by 30%.

Moderate CYP3A Inhibitors: Coadministration of multiple doses of diltiazem, fluconazole, or verapamil (moderate CYP3A
inhibitors) is predicted to increase the selpercatinib AUC by 60-99% and Cmax by 46-76%.

Strong CYP3A Inducers: Coadministration of multiple doses of rifampin (strong CYP3A inducer) decreased the
selpercatinib AUCo-ine by 87% and Cmax by 70%.

Moderate CYP3A Inducers: Coadministration of multiple doses of bosentan or efavirenz (moderate CYP3A inducers) is
predicted to decrease the selpercatinib AUC by 40-70% and Cmax by 34-57%.

Weak CYP3A Inducers: Coadministration of multiple doses of modafinil (weak CYP3A inducer) is predicted to decrease
the selpercatinib AUC by 33% and Cmax by 26%.

CYP2C8 Substrates: Coadministration of RETEVMO with repaglinide (sensitive CYP2C8 substrate) increased the
repaglinide AUCo.inF by 188% and Cmax by 91%.

CYP3A Substrates: Coadministration of RETEVMO with midazolam (sensitive CYP3A substrate) increased the
midazolam AUCo-ink by 54% and Cmax by 39%.

P-glycoprotein (P-gp) Substrates: Coadministration of RETEVMO with dabigatran (P-gp substrate) increased the
dabigatran AUCo-inF by 38% and Cmax by 43%.
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P-gp Inhibitors: No clinically significant differences in selpercatinib pharmacokinetics were observed when coadministered
with a single dose of rifampin (P-gp inhibitor).

MATE1 Substrates: No clinically significant differences in glucose levels were observed when metformin (MATE1
substrate) was coadministered with selpercatinib.

In Vitro Studies

CYP Enzymes: Selpercatinib does not inhibit or induce CYP1A2, CYP2B6, CYP2C9, CYP2C19, or CYP2D6 at clinically
relevant concentrations.

Transporter Systems: Selpercatinib inhibits MATE1 and BCRP, but does not inhibit OAT1, OAT3, OCT1, OCTZ2,
OATP1B1, OATP1B3, BSEP, and MATE2-K at clinically relevant concentrations. Selpercatinib may increase serum
creatinine by decreasing renal tubular secretion of creatinine via inhibition of MATE1 [see Adverse Effects (6.1)].
Selpercatinib is a substrate for P-gp and BCRP, but not for OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, or
MATE2-K.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with selpercatinib. Selpercatinib was not mutagenic in the in vitro
bacterial reverse mutation (Ames) assays, with or without metabolic activation, or clastogenic in the in vitro micronucleus
assay in human peripheral lymphocytes, with or without metabolic activation. Selpercatinib was positive in the in vivo
micronucleus assay in rats at concentrations >7 times the Cmax at the human dose of 160 mg twice daily.

In general toxicology studies, male rats and minipigs exhibited testicular degeneration which was associated with luminal
cell debris and/or reduced luminal sperm in the epididymis at selpercatinib exposures approximately 0.4 (rat) and 0.1
(minipig) times the clinical exposure by AUC at the recommended human dose. In a dedicated fertility study in male rats,
administration of selpercatinib at doses up to 30 mg/kg/day (approximately twice the clinical exposure by AUC at the 160
twice daily dose) for 28 days prior to cohabitation with untreated females did not affect mating or have clear effects on
fertility. Males did, however, display a dose-dependent increase in testicular germ cell depletion and spermatid retention
at doses =3 mg/kg (~0.2 times the clinical exposure by AUC at the 160 twice daily dose) accompanied by altered sperm
morphology at 30 mg/kg.

In a dedicated fertility study in female rats treated with selpercatinib for 15 days before mating to Gestational Day 7, there
were decreases in the number of estrous cycles at a dose of 75 mg/kg (approximately equal to the human exposure by
AUC at the 160 mg twice daily clinical dose). While selpercatinib did not have clear effects on mating performance or
ability to become pregnant at any dose level, half of females at the 75 mg/kg dose level had 100% nonviable embryos. At
the same dose level in females with some viable embryos there were increases in post-implantation loss. In a 3-month
general toxicology study in minipigs, there were findings of decreased or absent corpora lutea at a selpercatinib dose of
15 mg/kg (approximately 0.3 times to the human exposure by AUC at the 160 mg twice daily clinical dose). Corpora luteal
cysts were present in the minipig at selpercatinib doses =2 mg/kg (approximately 0.07 times the human exposure by AUC
at the 160 mg twice daily clinical dose).

14 CLINICAL STUDIES

141 RET Fusion-Positive Non-Small Cell Lung Cancer

The efficacy of RETEVMO was evaluated in patients with advanced RET fusion-positive NSCLC enrolled in a multicenter,
open-label, multi-cohort clinical trial (LIBRETTO-001, NCT03157128). The study enrolled patients with advanced or
metastatic RET fusion-positive NSCLC who had progressed on platinum-based chemotherapy and patients with locally
advanced (stage Ill who were not candidates for surgical resection or definitive chemoradiation) or metastatic NSCLC
without prior systemic therapy in separate cohorts. Identification of a RET gene alteration was prospectively determined in
local laboratories using next generation sequencing (NGS), polymerase chain reaction (PCR), fluorescence in situ
hybridization (FISH) or other local testing methods. Adult patients received RETEVMO 160 mg orally twice daily until
unacceptable toxicity or disease progression; patients enrolled in the dose escalation phase were permitted to adjust their
dose to 160 mg twice daily. The major efficacy outcome measures were confirmed overall response rate (ORR) and
duration of response (DOR), as determined by a blinded independent review committee (BIRC) according to RECIST
v1.1.

RET Fusion-Positive NSCLC Previously Treated with Platinum Chemotherapy

Efficacy was evaluated in 247 patients with RET fusion-positive NSCLC previously treated with platinum chemotherapy
enrolled into a cohort of LIBRETTO-001.
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The median age was 61 years (range: 23 to 81); 57% were female; 44% were White, 48% were Asian, 4.9% were Black,
and 2.8% were Hispanic/Latino. ECOG performance status was 0-1 (97%) or 2 (3%) and 97% of patients had metastatic
disease. Patients received a median of 2 prior systemic therapies (range 1-15); 58% had prior anti-PD-1/PD-L1 therapy.
RET fusions were detected in 94% of patients using NGS (84.6% tumor samples; 9.3% blood or plasma samples), 4.0%
using FISH, 1.6% using PCR and 0.4% by other local testing methods.

Efficacy results for previously treated RET fusion-positive NSCLC are summarized in Table 8.

Table 8: Efficacy Results in LIBRETTO-001 (RET Fusion-Positive NSCLC Previously Treated with Platinum

Chemotherapy)
RETEVMO
(n =247)
Overall Response Rate' (95% Cl) 61% (55%, 67%)
Complete response 7.3%
Partial response 54%
Duration of Response
Median in months (95% CI) 28.6 (20, NE)
% with 2 12 months? 63%

' Confirmed overall response rate assessed by BIRC.

2 Based on observed duration of response.

NE = not estimable

For the 144 patients who received an anti-PD-1 or anti-PD-L1 therapy, either sequentially or concurrently with platinum-
based chemotherapy, an exploratory subgroup analysis of ORR was 63% (95% CI: 54%, 70%) and the median DOR was
28.6 months (95% CI: 14.8, NE).

Among the 247 patients with previously treated RET fusion-positive NSCLC, 16 had measurable CNS metastases at
baseline as assessed by BIRC. One patient received radiation therapy (RT) to the brain within 2 months prior to study
entry. Responses in intracranial lesions were observed in 14 of these 16 patients; 39% of responders had an intracranial
DOR of 2 12 months.

Treatment-naive RET Fusion-Positive NSCLC

Efficacy was evaluated in 69 patients with treatment-naive RET fusion-positive NSCLC enrolled into a cohort of
LIBRETTO-001.

The median age was 63 years (range 23 to 92); 62% were female; 70% were White, 19% were Asian, and 6% were
Black. ECOG performance status was 0-1 (94%) or 2 (6%) and 99% of patients had metastatic disease. RET fusions were
detected in 91% of patients using NGS (60.9% tumor samples; 30.4% in blood), 7.2% using FISH and 1.4% using PCR.

Efficacy results for treatment naive RET fusion-positive NSCLC are summarized in Table 9.

Table 9: Efficacy Results in LIBRETTO-001 (Treatment-Naive RET Fusion-Positive NSCLC)

RETEVMO
(n =69)

Overall Response Rate' (95% Cl) 84% (73%, 92%)

Complete response 5.8%

Partial response 78%
Duration of Response

Median in months (95% ClI) 20.2 (13, NE)

% with = 12 months? 50%

' Confirmed overall response rate assessed by BIRC.

2 Based on observed duration of response.

NE = not estimable
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Among the 69 patients with treatment-naive RET fusion-positive NSCLC, 5 had measurable CNS metastases at baseline
as assessed by BIRC. Two patients received RT to the brain within 2 months prior to study entry. Responses in
intracranial lesions were observed in 4 of these 5 patients; 38% of responders had an intracranial DOR of = 12 months.

14.2 RET-Mutant Medullary Thyroid Cancer

The efficacy of RETEVMO was evaluated in patients with RET-mutant MTC enrolled in a multicenter, open-label, multi-
cohort clinical trial (LIBRETTO-001, NCT03157128). The study enrolled patients with advanced or metastatic RET-mutant
MTC who had been previously treated with cabozantinib or vandetanib (or both) and patients with advanced or metastatic
RET-mutant MTC who were naive to cabozantinib and vandetanib in separate cohorts.

RET-Mutant MTC Previously Treated with Cabozantinib or Vandetanib

Efficacy was evaluated in 55 patients with RET-mutant advanced MTC who had previously treated with cabozantinib or
vandetanib enrolled into a cohort of LIBRETTO-001.

The median age was 57 years (range: 17 to 84); 66% were male; 89% were White, 7% were Hispanic/Latino, and 1.8%
were Black. ECOG performance status was 0-1 (95%) or 2 (5%) and 98% of patients had metastatic disease. Patients
received a median of 2 prior systemic therapies (range 1 — 8). RET mutation status was detected in 82% of patients using
NGS (78% tumor samples; 4% blood or plasma), 16% using PCR, and 2% using an unknown test. The protocol excluded
patients with synonymous, frameshift or nonsense RET mutations; the specific mutations used to identify and enroll
patients are described in Table 10.

Table 10: Mutations used to Identify and Enroll Patients with RET-Mutant MTC in LIBRETTO-001

Cabozantinib/
Previously Vandetanib
Treated Naive Total
RET Mutation Type' (n = 55) (n = 88) (n=143)
M918T 33 49 82
Extracellular cysteine mutation? 7 20 27
V804M or V804L 54 6 11
Other® 10 13 23

' Somatic or germline mutations; protein change.
2 Extracellular cysteine mutations involving cysteine residues 609, 611, 618, 620, 630, and 634.

3 Other included: K666N (1), D631_L633delinsV (2), D631_L633delinsE (5), D378_G385delinsE (1), D898_E901del (2),
A883F (4), E632_L633del (4), L790F (2), T636_V637insCRT(1), D898_E901del + DI03_S904delinsEP (1).

4 One patient also had a M918T mutation.
Efficacy results for RET-mutant MTC are summarized in Table 11.

Table 11: Efficacy Results in LIBRETTO-001 (RET-Mutant MTC Previously Treated with Cabozantinib or
Vandetanib)

RETEVMO
(n =55)
Overall Response Rate' (95% CI) 69% (55%, 81%)
Complete response 9%
Partial response 60%

Duration of Response
Median in months (95% ClI) NE (19.1, NE)
% with 26 months? 76

' Confirmed overall response rate assessed by BIRC.
2 Based on observed duration of response.
NE = not estimable
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Cabozantinib and Vandetanib-naive RET-Mutant MTC

Efficacy was evaluated in 88 patients with RET-mutant MTC who were cabozantinib and vandetanib treatment-naive
enrolled into a cohort of LIBRETTO-001.

The median age was 58 years (range: 15 to 82) with two patients (2.3%) aged 12 to 16 years; 66% were male; and 86%
were White, 4.5% were Asian, and 2.3% were Hispanic/Latino. ECOG performance status was 0-1 (97%) or 2 (3.4%). All
patients (100%) had metastatic disease and 18% had received 1 or 2 prior systemic therapies (including 8% kinase
inhibitors, 4.5% chemotherapy, 2.3% anti-PD1/PD-L1 therapy, and 1.1% radioactive iodine). RET mutation status was
detected in 77.3% of patients using NGS (75.0% tumor samples; 2.3% blood samples), 18.2% using PCR, and 4.5%
using an unknown test. The mutations used to identify and enroll patients are described in Table 10.

Efficacy results for cabozantinib and vandetanib-naive RET-mutant MTC are summarized in Table 12.

Table 12: Efficacy Results in LIBRETTO-001 (Cabozantinib and Vandetanib-naive RET-Mutant MTC)

RETEVMO
(n = 88)

Overall Response Rate' (95% Cl) 73% (62%, 82%)

Complete response 11%

Partial response 61%
Duration of Response

Median in months (95% ClI) 22.0 (NE, NE)

% with 26 months? 61

' Confirmed overall response rate assessed by BIRC.
2 Based on observed duration of response.
NE = not estimable

14.3 RET Fusion-Positive Thyroid Cancer

The efficacy of RETEVMO was evaluated in patients with advanced RET fusion-positive thyroid cancer enrolled in a
multicenter, open-label, multi-cohort clinical trial (LIBRETTO-001, NCT03157128). Efficacy was evaluated in 27 patients
with RET fusion-positive thyroid cancer who were radioactive iodine (RAl)-refractory (if RAl was an appropriate treatment
option) and were systemic therapy naive and patients with RET fusion-positive thyroid cancer who were RAl-refractory
and had received sorafenib, lenvatinib, or both, in separate cohorts.

The median age was 54 years (range 20 to 88); 52% were male; 74% were White, 11% were Hispanic/Latino, 7.4% were
Asian, and 3.7% were Black. ECOG performance status was 0-1 (89%) or 2 (11%). All (100%) patients had metastatic
disease with primary tumor histologies including papillary thyroid cancer (78%), poorly differentiated thyroid cancer (11%),
anaplastic thyroid cancer (7%) and Hurthle cell thyroid cancer (4%). Patients had received a median of 3 prior therapies
(range 1-7). RET fusion-positive status was detected in 93% of patients using NGS tumor samples and in 7% using blood
samples.

Efficacy results for RET fusion-positive thyroid cancer are summarized in Table 13.

Table 13: Efficacy Results in LIBRETTO-001 (RET Fusion-Positive Thyroid Cancer)

RETEVMO RETEVMO
Previously Treated Systemic Therapy Naive
(n=19) (n=8)
Overall Response Rate' (95% ClI) 79% (54%, 94%) 100% (63%, 100%)
Complete response 5.3% 12.5%
Partial response 74% 88%
Duration of Response
Median in months (95% CI) 18.4 (7.6, NE) NE (NE, NE)
% with 26 months? 87 75
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' Confirmed overall response rate assessed by BIRC.
Based on observed duration of response.

NE = not estimable

2

14.4 Other RET Fusion-Positive Solid Tumors

The efficacy of RETEVMO was evaluated in patients with locally advanced or metastatic RET fusion-positive solid tumors
enrolled in a multicenter, open-label, multi-cohort clinical trial (LIBRETTO-001, NCT03157128). Efficacy was evaluated in
41 patients with RET fusion-positive tumors other than NSCLC and thyroid cancer with disease progression on or
following prior systemic treatment or who had no satisfactory alternative treatment options.

The median age was 50 years (range 21 to 85), 54% were female, 68% were White, 24% were Asian, and 4.9% were
Black; 7% were Hispanic/Latino. ECOG performance status was 0-1 (95%) or 2 (5%) and 95% of patients had metastatic
disease. Thirty-seven patients (90%) received prior systemic therapy (median 2 [range 0 — 9]; 32% received 3 or more).
The most common cancers were pancreatic adenocarcinoma (27%), colorectal (24%), salivary (10%) and unknown
primary (7%). RET fusion-positive status was detected in 97.6% of patients using NGS and 2.4% using FISH.

Efficacy results for RET fusion-positive solid tumors other than NSCLC and thyroid cancer are summarized in Table 14
and Table 15.

Table 14: Efficacy Results in LIBRETTO-001 (Other RET Fusion-Positive Solid Tumors)

RETEVMO
(n=41)

Overall Response Rate' (95% Cl) 44% (28, 60)

Complete response 4.9%

Partial response 39%
Duration of Response

Median in months (95% CI) 24.5 (9.2, NE)

% with =26 months? 67%

' Confirmed overall response rate assessed by BIRC.

Based on observed duration of response.
NE = not estimable

2

Table 15: Efficacy Results by Tumor Type in LIBRETTO-001 (Other RET Fusion-Positive Solid Tumors)

Patients ORR'2 DOR
Tumor Type (n=41) Range (months)
n (%) 95% ClI

Pancreatic adenocarcinoma 11 6 (55%) (23, 83) 2.5, 38.3+
Colorectal 10 2 (20%) (2.5, 56) 5.6,13.3
Salivary 4 2 (50%) (7, 93) 5.7, 28.8+
Unknown primary 3 1 (33%) (0.8,91) 9.2
Breast 2 PR, CR NA 2.3+,17.3
Sarcoma (soft tissue) 2 PR, SD NA 14.9+
Xanthogranuloma 2 NE, NE NA NA
Carcinoid (bronchial) 1 PR NA 24.1+
Carcinoma of the skin 1 NE NA NA
Cholangiocarcinoma 1 PR NA 5.6+
Ovarian 1 PR NA 14.5+
Pulmonary carcinosarcoma 1 NE NA NA




20

Rectal neuroendocrine 1

NE

NA

NA

Small intestine

NA

24.5

+ denotes ongoing response.
' Confirmed overall response rate assessed by BIRC.
2 Best overall response for each patient is presented for tumor types with <2 patients.

Cl = confidence interval, CR = complete response, DOR = duration of response, NA = not applicable, NE = not evaluable,
ORR = overall response rate, PR = partial response, SD = stable disease.
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How Supplied

HOW SUPPLIED/STORAGE AND HANDLING

RETEVMO capsules are supplied as follows:

Capsule Strength

Description

Package Configuration

NDC Number

40 mg

Gray opaque, imprinted with “Lilly”, “3977” and

60 count bottle

NDC 0002-3977-60

80 mg

“40 mg” in black ink

Blue opaque, imprinted with “Lilly”, “2980” and
“80 mg” in black ink

60 count bottle

NDC 0002-2980-60

120 count bottle

NDC 0002-2980-26

RETEVMO tablets are supplied in bottles with desiccant in the following configurations:

Tablet Strength | Description Package Configuration | NDC Number

40 mg Light gray, film coated, round tablets debossed 60 count bottle NDC 0002-5340-60
with “Ret 40” on one side and “5340” on the other
side

80 mg Dark red-purple, film coated, round tablets 60 count bottle NDC 0002-6082-60
debossed with “Ret 80” on one side and "6082” on
the other side

120 mg Light purple, film coated, round tablets debossed 60 count bottle NDC 0002-6120-60
with “Ret 120” on one side and “6120” on the other
side

160 mg Light pink, film coated, round tablets debossed with | 60 count bottle NDC 0002-5562-60
Ret “160” on one side and “5562” on the other side

Storage and Handling

Store at 20°C to 25°C (68°F to 77°F); excursions between 15°C and 30°C (59°F to 86°F) are permitted [see USP
Controlled Room Temperature].
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PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hepatotoxicity

Advise patients that hepatotoxicity can occur and to immediately contact their healthcare provider for signs or symptoms
of hepatotoxicity [see Warnings and Precautions (5.1)].

Interstitial Lung Disease (ILD)/Pneumonitis

Advise patients that ILD/ pneumonitis can occur and to contact their healthcare provider immediately for signs or
symptoms of ILD including new or worsening cough or shortness of breath [see Warnings and Precautions (5.2)].

Hypertension
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Advise patients that they will require regular blood pressure monitoring and to contact their healthcare provider if they
experience symptoms of increased blood pressure or elevated readings [see Warnings and Precautions (5.3)].

QT Prolongation

Advise patients that RETEVMO can cause QTc interval prolongation and to inform their healthcare provider if they have
any QTc interval prolongation symptoms, such as syncope [see Warnings and Precautions (5.4)].

Hemorrhagic Events

Advise patients that RETEVMO may increase the risk for bleeding and to contact their healthcare provider if they
experience any signs or symptoms of bleeding [see Warnings and Precautions (5.5)].

Hypersensitivity Reactions

Advise patients to monitor for signs and symptoms of hypersensitivity reactions, particularly during the first month of
treatment [see Warnings and Precautions (5.6)].

Tumor Lysis Syndrome

Advise patients to contact their healthcare provider promptly to report any signs and symptoms of TLS [see Warnings and
Precautions (5.7)].

Risk of Impaired Wound Healing

Advise patients that RETEVMO may impair wound healing. Advise patients to inform their healthcare provider of any
planned surgical procedure [see Warnings and Precautions (5.8)].

Hypothyroidism

Advise patients that RETEVMO can cause hypothyroidism and to immediately contact their healthcare provider for signs
or symptoms of hypothyroidism [see Warnings and Precautions (5.9)].

Embryo-Fetal Toxicity

Advise pregnant women and females of reproductive potential of the possible risk to a fetus. Advise females of
reproductive potential to inform their healthcare provider of a known or suspected pregnancy [see Warnings and
Precautions (5.10), Use in Specific Populations (8.1)].

Advise females of reproductive potential to use effective contraception during the treatment with RETEVMO and for
1 week after the last dose [see Use in Specific Populations (8.3)].

Advise males with female partners of reproductive potential to use effective contraception during treatment with
RETEVMO and for 1 week after the last dose [see Use in Specific Populations (8.3)].

Lactation
Advise women not to breastfeed during treatment with RETEVMO and for 1 week after the last dose [see Use in Specific
Populations (8.2)].

Infertility

Advise males and females of reproductive potential that RETEVMO may impair fertility [see Use in Specific Populations
(8.4), Nonclinical Toxicology (13.1)].

Drug Interactions

Advise patients and caregivers to inform their healthcare provider of all concomitant medications, including prescription
medicines, over-the-counter drugs, vitamins, and herbal products. Inform patients to avoid St. John’s wort, proton pump
inhibitors, H2 receptor antagonists, and antacids while taking RETEVMO.

If PPIs are required, instruct patients to take RETEVMO with food. If H2 receptor antagonists are required, instruct
patients to take RETEVMO 2 hours before or 10 hours after the H2 receptor antagonist. If locally-acting antacids are
required, instruct patients to take RETEVMO 2 hours before or 2 hours after the locally-acting antacid [see Drug
Interactions (7.1, 7.2)].

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2020, 2024, Eli Lilly and Company. All rights reserved.
RET-0004-USPI-20240410



ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



v This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
Retsevmo 80 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Retsevmo 40 mg hard capsules

Each hard capsule contains 40 mg selpercatinib.

Retsevmo 80 mg hard capsules

Each hard capsule contains 80 mg selpercatinib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsules.

Retsevmo 40 mg hard capsules

Grey opaque capsule, 6 x 18 mm (size 2), imprinted with “Lilly”, “3977” and “40 mg” in black ink.

Retsevmo 80 mg hard capsules

Blue opaque capsule, 8 x 22 mm (size 0), imprinted with “Lilly”, “2980” and “80 mg” in black ink.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Retsevmo as monotherapy is indicated for the treatment of adults with:

- advanced RET fusion-positive non-small cell lung cancer (NSCLC) not previously treated with
a RET inhibitor

- advanced RET fusion-positive solid tumours, when treatment options not targeting RET provide
limited clinical benefit, or have been exhausted (see sections 4.4 and 5.1)

Retsevmo as monotherapy is indicated for the treatment of adults and adolescents 12 years and older

with:

- advanced RET fusion-positive thyroid cancer who are radioactive iodine-refractory (if
radioactive iodine is appropriate)

- advanced RET-mutant medullary thyroid cancer (MTC)



4.2 Posology and method of administration

Retsevmo therapy should be initiated and supervised by physicians experienced in the use of
anti-cancer therapies.

RET testing

The presence of a RET gene mutation (MTC) or fusion (all other tumour types) should be confirmed
by a validated test prior to initiation of treatment with Retsevmo.

Posology

The recommended dose of Retsevmo based on body weight is:
- Less than 50 kg: 120 mg twice daily.

- 50 kg or greater: 160 mg twice daily.

If a patient vomits or misses a dose, the patient should be instructed to take the next dose at its
scheduled time; an additional dose should not be taken.

Treatment should be continued until disease progression or unacceptable toxicity.

The current selpercatinib dose should be reduced by 50% if co-administering with a strong CYP3A
inhibitor. If the CYP3A inhibitor is discontinued, the selpercatinib dose should be increased (after
3-5 half-lives of the inhibitor) to the dose that was used before starting the inhibitor.

Dose adjustments
Management of some adverse reactions may require dose interruption and/or dose reduction.
Retsevmo dose modifications are summarised in Table 1 and Table 2.

Table 1 Recommended dose modifications for Retsevmo for adverse reactions based on body
weight

Dose modification

Adults and adolescents
>50 Kg

Adults and adolescents
<50 Kg

Starting dose 160 mg orally twice daily 120 mg orally twice daily
First dose reduction 120 mg orally twice daily 80 mg orally twice daily
Second dose reduction 80 mg orally twice daily 40 mg orally twice daily
Third dose reduction 40 mg orally twice daily Not applicable




Table 2 Recommended dose modifications for adverse reactions

Adverse drug
reaction (ADR)

Dose modification

Increased ALT or
AST

Grade 3 or Grade 4

o Suspend dose until toxicity resolves
to baseline (see sections 4.4 and 4.8).
Resume at a dose reduced by
2 levels.

o If after at least 2 weeks selpercatinib
is tolerated without recurrent
increased ALT or AST, increase
dosing by 1 dose level.

o [f selpercatinib is tolerated without
recurrence for at least 4 weeks,
increase to dose taken prior to the
onset of Grade 3 or 4 increased AST
or ALT.

e Permanently discontinue
selpercatinib if Grade 3 or 4 ALT or
AST increases recur despite dose
modifications.

Hypersensitivity

All Grades

o Suspend dose until toxicity resolves
and begin corticosteroids at a dose of
1 mg/kg (see sections 4.4 and 4.8).
Resume selpercatinib at 40 mg twice
daily while continuing steroid
treatment. Discontinue selpercatinib
for recurrent hypersensitivity.

o [f after at least 7 days, selpercatinib
is tolerated without recurrent
hypersensitivity, incrementally
increase the selpercatinib dose by
1 dose level each week, until the
dose taken prior to the onset of
hypersensitivity is reached. Taper
steroid dose after selpercatinib has
been tolerated for at least 7 days at
the final dose.

QT interval
prolongation

Grade 3

o Suspend dose for QTcF intervals
>500 ms until the QTcF returns to
<470 ms or baseline (see section
4.4).

e Resume selpercatinib treatment at
the next lower dose level.

Grade 4

e Permanently discontinue
selpercatinib if QT prolongation
remains uncontrolled after two dose
reductions or if the patient has signs
or symptoms of serious arrhythmia.




Hypertension Grade 3 o Patient blood pressure should be
controlled before starting treatment.

e Selpercatinib should be suspended
temporarily for medically significant
hypertension until controlled with
antihypertensive therapy. Dosing
should be resumed at the next lower
dose if clinically indicated (see
sections 4.4 and 4.8).

Grade 4 e Selpercatinib should be discontinued
permanently if medically significant
hypertension cannot be controlled.

Haemorrhagic Grade 3 e Selpercatinib should be suspended
events until recovery to baseline. Resume at
a reduced dose.

If Grade 3 events reoccur following
dose modification, permanently
discontinue selpercatinib.

Grade 4 e Permanently discontinue
selpercatinib.
Interstitial lung Grade 2 e Withhold selpercatinib until
disease resolution.
(ILD)/Pneumonitis e Resume at a reduced dose.

e Discontinue selpercatinib for
recurrent ILD/pneumonitis

Grade 3 or Grade 4 e Discontinue selpercatinib.
Other adverse Grade 3 or Grade 4 e Selpercatinib should be suspended
reactions until recovery to baseline. Resume at

a reduced dose.

e If Grade 4 events reoccur following
dose modification, permanently
discontinue selpercatinib.

Special populations

Elderly

No dose adjustment is required based on age (see section 5.2).

No overall differences were observed in the treatment emergent adverse events or effectiveness of
selpercatinib between patients who were >65 years of age and younger patients. Limited data are
available in patients >75 years.

Renal impairment
Dose adjustment is not necessary in patients with mild, moderate or severe renal impairment. There
are no data in patients with end stage renal disease, or in patients on dialysis (section 5.2).

Hepatic impairment

Close monitoring of patients with impaired hepatic function is important. No dose adjustment is
required for patients with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic
impairment. Patients with severe (Child-Pugh class C) hepatic impairment should be dosed with
80 mg selpercatinib twice daily (section 5.2).

Paediatric population

Retsevmo should not be used in children aged less than 12 years.

There is no data in children or adolescents with RET fusion-positive tumours except RET fusion-
positive thyroid cancer.



Retsevmo is intended to be used from the age of 12 years for the treatment of patients with
RET-mutant MTC and RET fusion-positive thyroid cancer (see section 5.1). In RET-mutant MTC and
RET fusion-positive thyroid cancer, there are very limited data available in children or adolescents
aged less than 18 years. Patients should be dosed according to body weight (see section 4.2). Based on
results from a preclinical study (see section 5.3), open growth plates in adolescent patients should be
monitored. Dose interruption or discontinuation should be considered based on the severity of any
growth plate abnormalities and an individual risk-benefit assessment.

Method of administration

Retsevmo is for oral use.

The capsules should be swallowed whole (patients should not open, crush, or chew the capsule before
swallowing) and can be taken with or without food.

Patients should take the doses at approximately the same time every day.

Retsevmo must be accompanied by a meal if used concomitantly with a proton pump inhibitor
(see section 4.5).

Retsevmo should be administered 2 hours before or 10 hours after H, receptor antagonists (see
section 4.5).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Efficacy across tumour types

The benefit of selpercatinib has been established in single arm trials encompassing a relatively small
sample of patients whose tumours exhibit RET gene fusions. Favourable effects of selpercatinib have
been shown on the basis of overall response rate and response duration in a limited number of tumour
types. The effect may be quantitatively different depending on tumour type, as well as on concomitant
genomic alterations (see section 5.1). For these reasons, selpercatinib should only be used if there are
no treatment options for which clinical benefit has been established, or where such treatment options
have been exhausted (i.e., no satisfactory treatment options).

Interstitial Lung Disease (ILD)/Pneumonitis

Severe, life-threatening, or fatal cases of ILD/pneumonitis have been reported in patients treated with
selpercatinib (see section 4.8). Patients should be monitored for pulmonary symptoms indicative of
ILD/pneumonitis. Selpercatinib should be withheld, and patients should be promptly investigated for
ILD if they present with acute or worsening of respiratory symptoms which may be indicative of ILD
(e.g., dyspnoea, cough, and fever), and treated as medically appropriate. Based on the severity of
ILD/pneumonitis, the dose of selpercatinib should be interrupted, reduced, or permanently
discontinued (see section 4.2).

Increased alanine aminotransferase (ALT)/ aspartate aminotransferase (AST)

Grade >3 increased ALT and Grade >3 increased AST were reported in patients receiving
selpercatinib (see section 4.8). ALT and AST should be monitored prior to the start of selpercatinib
therapy, every 2 weeks during the first 3 months of treatment, monthly for the next 3 months of
treatment, and otherwise as clinically indicated. Based on the level of ALT or AST elevations,
selpercatinib may require dose modification (see section 4.2).



Hypertension

Hypertension was reported in patients receiving selpercatinib (see section 4.8). Patient blood pressure
should be controlled before starting selpercatinib treatment, monitored during selpercatinib treatment
and treated as needed with standard anti-hypertensive therapy. Based on the level of increased blood
pressure, selpercatinib may require dose modification (see section 4.2). Selpercatinib should be
discontinued permanently if medically significant hypertension cannot be controlled with
antihypertensive therapy.

QT interval prolongation

QT interval prolongation was reported in patients receiving selpercatinib (see section 5.1).
Selpercatinib should be used with caution in patients with such conditions as congenital long QT
syndrome or acquired long QT syndrome or other clinical conditions that predispose to arrhythmias.
Patients should have a QTcF interval of <470 ms and serum electrolytes within normal range before
starting selpercatinib treatment. Electrocardiograms and serum electrolytes should be monitored in all
patients after 1 week of selpercatinib treatment, at least monthly for the first 6 months and otherwise,
as clinically indicated, adjusting frequency based upon risk factors including diarrhoea, vomiting,
and/or nausea. Hypokalaemia, hypomagnesaemia and hypocalcaemia should be corrected prior to
initiating selpercatinib and during treatment. Monitor the QT interval with ECGs more frequently in
patients who require treatment with concomitant medicinal products known to prolong the QT
interval.

Selpercatinib may require dose interruption or modification (see section 4.2).

Hypothyroidism

Hypothyroidism has been reported in patients receiving selpercatinib (see section 4.8). Baseline
laboratory measurement of thyroid function is recommended in all patients. Patients with pre-existing
hypothyroidism should be treated as per standard medical practice prior to the start of selpercatinib
treatment. All patients should be observed closely for signs and symptoms of thyroid dysfunction
during selpercatinib treatment. Thyroid function should be monitored periodically throughout
treatment with selpercatinib. Patients who develop thyroid dysfunction should be treated as per
standard medical practice, however patients could have an insufficient response to substitution with
levothyroxine (T4) as selpercatinib may inhibit the conversion of levothyroxine to triiodothyronine
(T3) and supplementation with liothyronine may be needed (see section 4.5).

Strong CYP3A4 inducers

Concomitant use of strong CYP3A4 inducers should be avoided due to the risk of decreased efficacy
of selpercatinib (see section 4.5).

Women of childbearing potential/Contraception in females and males

Women of childbearing potential must use highly effective contraception during treatment and for at
least one week after the last dose of selpercatinib. Men with female partners of childbearing potential
should use effective contraception during treatment and for at least one week after the last dose of
selpercatinib (see section 4.6).

Fertility

Based on nonclinical safety findings, male and female fertility may be compromised by treatment with
Retsevmo (see sections 4.6 and 5.3). Both men and women should seek advice on fertility preservation
before treatment.



Hypersensitivity

Hypersensitivity was reported in patients receiving selpercatinib with a majority of events observed in
patients with NSCLC previously treated with anti-PD-1/PD-L1 immunotherapy (see section 4.8).
Signs and symptoms of hypersensitivity included fever, rash and arthralgias or myalgias with
concurrent decreased platelets or elevated aminotransferases.

Suspend selpercatinib if hypersensitivity occurs, and begin steroid treatment. Based on the grade of
hypersensitivity reactions, selpercatinib may require dose modification (see section 4.2). Steroids
should be continued until patient reaches target dose and then tapered. Permanently discontinue
selpercatinib for recurrent hypersensitivity.

Haemorrhages

Serious including fatal haemorrhagic events were reported in patients receiving selpercatinib (see
section 4.8).

Permanently discontinue selpercatinib in patients with life-threatening or recurrent severe
haemorrhage (see section 4.2).

Tumour lysis syndrome (TLS)

Cases of TLS have been observed in patients treated with selpercatinib. Risk factors for TLS include
high tumour burden, pre-existing chronic renal insufficiency, oliguria, dehydration, hypotension, and
acidic urine. These patients should be monitored closely and treated as clinically indicated, and
appropriate prophylaxis including hydration should be considered.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on the pharmacokinetics of selpercatinib

Selpercatinib metabolism is through CYP3A4. Therefore, medicinal products that can influence
CYP3A4 enzyme activity may alter the pharmacokinetics of selpercatinib.

Selpercatinib is a substrate for P-glycoprotein (P-gp) and Breast Cancer Resistance Protein (BCRP) in
vitro, however these transporters do not appear to limit the oral absorption of selpercatinib, as its oral
bioavailability is 73% and its exposure was increased minimally by co-administration of the P-gp
inhibitor rifampicin (increase of approximately 6.5% and 19% in selpercatinib AUCo.24 and Cinax,
respectively).

Agents that may increase selpercatinib plasma concentrations

Co-administration of a single 160 mg selpercatinib dose with itraconazole, a strong CYP3A inhibitor,
increased the Cmax and AUC of selpercatinib by 30% and 130%, respectively, compared to
selpercatinib given alone. If strong CYP3A and/or P-gp inhibitors, including, but not limited to,
ketoconazole, itraconazole, voriconazole, ritonavir, saquinavir, telithromycin, posaconazole and
nefazodone, have to be co-administered, the dose of selpercatinib should be reduced (see section 4.2).

Agents that may decrease selpercatinib plasma concentrations

Co-administration of rifampicin, a strong CYP3A4 inducer resulted in a decrease of approximately
87% and 70% in selpercatinib AUC and Cnax, respectively, compared to selpercatinib alone, therefore
the concomitant use of strong CYP3A4 inducers including, but not limited to, carbamazepine,
phenobarbital, phenytoin, rifabutin, rifampicin and St. John’s Wort (Hypericum perforatum), should
be avoided.



Effects of selpercatinib on the pharmacokinetics of other medicinal products (increase in plasma

concentration)

Sensitive CYP2CS substrates

Selpercatinib increased the Crax and AUC of repaglinide (a substrate of CYP2CS8) by approximately
91% and 188% respectively. Therefore, co-administration with sensitive CYP2C8 substrates (e.g.,
odiaquine, cerivastatin, enzalutamide, paclitaxel, repaglinide, torasemide, sorafenib, rosiglitazone,
buprenorphine, selexipag, dasabuvir and montelukast), should be avoided.

Sensitive CYP3A4 substrates

Selpercatinib increased Cmax and AUC of midazolam (a CYP3 A4 substrate) by approximately 39%
and 54%, respectively. Therefore, concomitant use with sensitive CYP3 A4 substrates, (e.g., alfentanil,
avanafil, buspirone, conivaptan, darifenacin, darunavir, ebastine, lomitapide, lovastatin, midazolam,
naloxegol, nisoldipine, saquinavir, simvastatin, tipranavir, triazolam, vardenafil), should be avoided.

Co-administration with medicinal products that affect gastric pH

Selpercatinib has pH-dependent solubility, with decreased solubility at higher pH. No clinically
significant differences in selpercatinib pharmacokinetics were observed when co-administered with
multiple daily doses of ranitidine (H, receptor antagonist) given 2 hours after the selpercatinib dose.

Co-administration with medicinal products that are proton pump inhibitors

Co-administration with multiple daily doses of omeprazole (a proton pump inhibitor) decreased
selpercatinib AUCo.iwr and Crmax When selpercatinib was administered fasting. Co-administration with
multiple daily doses of omeprazole did not significantly change the selpercatinib AUCo.ive and Cax
when Retsevmo was administered with food.

Co-administration with medicinal products that are substrates of transporters

Selpercatinib inhibits the renal transporter multidrug and toxin extrusion protein 1 (MATE1). In vivo
interactions of selpercatinib with clinically relevant substrates of MATE], such as creatinine, may
occur (see section 5.2).

Selpercatinib is an in vitro inhibitor of P-gp and BCRP. In vivo, selpercatinib increased Cmax and AUC
of dabigatran, a P-gp substrate, by 43% and 38%, respectively. Therefore, caution should be used
when taking a sensitive P-gp substrate (e.g., fexofenadine, dabigatran etexilate, colchicine,
saxagliptin), and particularly those with a narrow therapeutic index (e.g., digoxin) (see section 5.2).

Medicinal products that may be less effective when given with selpercatinib

Selpercatinib could inhibit D2 deiodinase and thereby decrease the conversion of levothyroxine (T4)
to triiodothyronine (T3). Patients could therefore have an insufficient response to substitution with
levothyroxine and supplementation with liothyronine may be needed (see section 4.4).

Paediatric population

Interaction studies have only been performed in adults.
4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females and males

Women of childbearing potential have to use highly effective contraception during treatment and for at
least one week after the last dose of selpercatinib. Men with female partners of childbearing potential



should use effective contraception during treatment and for at least one week after the last dose of
selpercatinib.

Pregnancy

There are no available data from the use of selpercatinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). Retsevmo is not recommended during pregnancy and in
women of childbearing potential not using contraception. It should only be used during pregnancy if
the potential benefit justifies the potential risk to the foetus.

Breast-feeding

It is unknown whether selpercatinib is excreted in human milk. A risk to breast-fed newborns/infants
cannot be excluded. Breast-feeding should be discontinued during treatment with Retsevmo and for at
least one-week after the last dose.

Fertility

No human data on the effect of selpercatinib on fertility are available. Based on findings from animal
studies, male and female fertility may be compromised by treatment with Retsevmo (see section 5.3).
Both men and women should seek advice on fertility preservation before treatment.

4.7 Effects on ability to drive and use machines

Retsevmo may have minor influence on the ability to drive and use machines. Patients should be
advised to be cautious when driving or using machines in case they experience fatigue or dizziness
during treatment with Retsevmo (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The most common (> 1.0%) serious adverse drug reactions (ADRs) are pneumonia (6.6%),
haemorrhage (3.2%), abdominal pain (2.9%), diarrhoea (2.0%), hypersensitivity (1.9%), vomiting
(1.8%), blood creatinine increased (1.6%), ALT increased (1.3%), AST increased (1.3%), pyrexia
(1.3%), fatigue (1.2%), nausea (1.2%), headache (1.1%), chylothorax (1.0%) and hypertension (1.0%).
Permanent discontinuation of Retsevmo for treatment emergent adverse events, regardless of
attribution occurred in 9.6% of patients. The most common ADRs resulting in permanent
discontinuation (3 or more patients) were increased ALT (0.7%), fatigue (0.6%), increased AST
(0.5%), blood bilirubin increased (0.4%), pneumonia (0.4%), thrombocytopenia (0.4%) and
haemorrhage (0.4%).

Tabulated list of adverse drug reactions

The ADRSs reported in patients treated with selpercatinib are shown in Table 3.

The ADRs are classified according to the MedDRA system organ class and frequency.

Frequency groups are defined by the following convention: very common (> 1/10); common (= 1/100
to < 1/10); uncommon (> 1/1 000 to < 1/100); rare (> 1/10 000 to < 1/1 000); very rare (< 1/10 000),
and not known (cannot be estimated from available data).

Median time on treatment with selpercatinib was 30.09 months.
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Table 3 Adverse drug reactions in patients receiving single agent selpercatinib

(LIBRETTO-001; N=837)

MedDRA system MedDRA Frequency of all Frequency of Grade >3
organ class preferred term Grades
Infections and infestations | Pneumonia® Very common Common
Immune system disorders® | Hypersensitivity® Common Common
Endocrine disorders Hypothyroidism Very common -
Metabolism and nutrition | Decreased appetite Very common Uncommon
disorders
Nervous system disorders | Headache? Very common Common
Dizziness® Very common Uncommon
Cardiac disorders Electrocardiogram Very common Common
QT prolongedf
Vascular disorders Hypertension® Very common Very common
Haemorrhageh Very common Common
Respiratory, thoracic and | Interstitial lung Common Uncommon
mediastinal disorders disease/pneumonitis’
Chylothorax Common Uncommon
Gastrointestinal disorders | Diarrhoea’ Very common Common
Dry Mouth* Very common -
Abdominal pain' Very common Common
Constipation Very common Uncommon
Nausea Very common Common
Vomiting™ Very common Common
Chylous ascites” Common Uncommon
Skin and subcutaneous Rash® Very common Uncommon
tissue disorders
General disorders and OedemaP Very common Common
administration site Fatigue? Very common Common
conditions Pyrexia Very common Uncommon
Investigations" AST increased Very common Very common
ALT increased Very common Very common
Lymphocyte count Very common Very common
decreased
Creatinine increased Very common Common
White blood cell Very common Common
count decreased
Alkaline phosphatase | Very common Common
increased
Platelets decreased Very common Common
Magnesium decreased | Very common Uncommon
Haemoglobin Very common Common
decreased
Total bilirubin Very common Common
increased
Neutrophil count Very common Common

decreased
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Pneumonia includes pneumonia, lung infection, pneumonia aspiration, empyema, lung consolidation, pleural
infection, pneumonia bacterial, pneumonia staphylococcal, atypical pneumonia, lung abscess, pneumocystis
jirovecii pneumonia, pneumonia pneumococcal and pneumonia respiratory syncytial viral.

Hypersensitivity reactions were characterised by a maculopapular rash often preceded by a fever with
associated arthralgias/myalgias during the patient’s first cycle of treatment (typically between Days 7-21).
Hypersensitivity includes drug hypersensitivity and hypersensitivity.

Headache includes headache, sinus headache and tension headache.

Dizziness includes dizziness, vertigo, presyncope and dizziness postural.

Electrocardiogram QT prolonged includes electrocardiogram QT prolonged and Electrocardiogram

QT interval abnormal.

Hypertension includes hypertension and blood pressure increased.

Haemorrhage includes epistaxis, haemoptysis, contusion, haematuria, rectal haemorrhage, vaginal
haemorrhage, cerebral haemorrhage, traumatic haematoma, blood urine present, conjunctival haemorrhage,
ecchymosis, gingival bleeding, haematochezia, petechiae, blood blister, spontaneous haematoma, abdominal
wall haematoma, anal haemorrhage, angina bullosa haemorrhagica, disseminated intravascular coagulation,
eye haemorrhage, gastric haemorrhage, gastrointestinal haemorrhage, haemorrhage intracranial, haemorrhage
subcutaneous, haemorrhoidal haemorrhage, hepatic haematoma, intra-abdominal haemorrhage, mouth
haemorrhage, oesophageal haemorrhage, pelvic haematoma, periorbital haematoma, periorbital haemorrhage,
pharyngeal haemorrhage, pulmonary contusion, purpura, retroperitoneal haematoma, skin haemorrhage,
subarachnoid haemorrhage, diverticulum intestinal haemorrhagic, eye haematoma, haematemesis,
haemorrhage, haemorrhagic stroke, hepatic haemorrhage, laryngeal haemorrhage, lower gastrointestinal
haemorrhage, melaena, menorrhagia, occult blood positive, post procedural haemorrhage, postmenopausal
haemorrhage, retinal haemorrhage, scleral haemorrhage, subdural haemorrhage, traumatic haemothorax,
tumour haemorrhage, upper gastrointestinal haemorrhage, uterine haemorrhage and vessel puncture site
haematoma.

Interstitial lung disease/pneumonitis includes pneumonitis, radiation pneumonitis, restrictive pulmonary
disease, acute respiratory distress syndrome, alveolitis, bronchiolitis, langerhans’ cell histiocytosis and
pulmonary radiation injury.

Diarrhoea includes diarrhoea, anal incontinence, defaecation urgency, frequent bowel movements and
gastrointestinal hypermotility.

Dry mouth includes dry mouth and mucosal dryness.

Abdominal pain includes abdominal pain, abdominal pain upper, abdominal discomfort, abdominal pain
lower and gastrointestinal pain.

Vomiting includes vomiting, retching and regurgitation.

Chylous ascites includes chylous ascites and ascites chylous (MedDRA LLTs).

Rash includes rash, rash maculo-papular, dermatitis, skin exfoliation, rash macular, rash erythematous,
urticaria, dermatitis allergic, exfoliative rash, rash papular, rash morbilliform, rash pruritic, rash vesicular,
butterfly rash, rash follicular, rash generalised, and rash pustular.

Oedema includes oedema peripheral, face oedema, periorbital oedema, swelling face, localised oedema,
peripheral swelling, generalised oedema, eyelid oedema, eye swelling, lymphoedema, oedema genital, scrotal
swelling, angioedema, eye oedema, oedema, scrotal oedema, skin oedema, swelling, orbital oedema,
testicular swelling and vulvovaginal swelling.

Fatigue includes fatigue, asthenia and malaise.

Based on laboratory assessments. Percentage is calculated based on the number of patients with baseline
assessment and at least one post-baseline assessment as the denominator, which was 806 for lymphocyte
count decrease, 830 for magnesium decreased, 814 for neutrophil count decreased, and 834 for the others.

Description of selected adverse reactions
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Aminotransferase elevations (AST / ALT increased)

Based on laboratory assessment, ALT and AST elevations were reported in 56.7% and 61.3% patients,
respectively. Grade 3 or 4 ALT or AST elevations were reported in 12.2% and 10.4% patients
respectively.

The median time to first onset was: AST increase 4.7 weeks (range: 0.7, 227.9), ALT increase 4.4 weeks
(range: 0.9, 186.1).

Dose modification is recommended for patients who develop Grade 3 or 4 ALT or AST increase (see
section 4.2).

QT interval prolongation

In the 837 patients who had ECGs, review of data showed 8.1% of patients had >500 msec maximum
post-baseline QTcF value, and 21.6% of patients had a >60 msec maximum increase from baseline in
QTCcF intervals. At the time of the last post-baseline measurement, increase in QTc value >60 msec was
reported in 2.0% of patients.

There were no reports of Torsade de pointes, sudden death, ventricular tachycardia, ventricular
fibrillation, or ventricular flutter related to selpercatinib. One patient (0.1%) discontinued treatment due
to QT prolongation.

Retsevmo may require dose interruption or modification (see sections 4.2 and 4.4).

Hypertension

In the 837 patients who had blood pressure measurements, the median maximum increase from
baseline systolic pressure was 32 mm Hg (range: —15, +100). Only 10.3% of patients retained their
baseline grade during treatment, 40.7% had an increasing shift of 1 grade, 38.5% of 2 grades, and
9.8% of 3 grades. A treatment emergent adverse event of hypertension was reported in 44.8% patients
with history of hypertension (28.2% with grade 3, 4) and 41.7% of patients without history of
hypertension (14.1% with grade 3, 4).

Overall, a total of 19.8% displayed treatment-emergent Grade 3 hypertension (defined as maximum
systolic blood pressure greater than 160 mm Hg). Grade 4 treatment emergent hypertension was
reported in 0.1% of patients. Diastolic blood pressure results were similar, but the increases were of
lesser magnitude.

Two patients (0.2%) permanently discontinued treatment due to hypertension. Dose modification is
recommended in patients who develop hypertension (see section 4.2). Selpercatinib should be
discontinued permanently if medically significant hypertension cannot be controlled with
antihypertensive therapy (see section 4.4).

Hypersensitivity

Signs and symptoms of hypersensitivity included fever, rash and arthralgias or myalgias with
concurrent decreased platelets or increased aminotransferase.

In study LIBRETTO-001, 24.0% (201/837) of patients treated with selpercatinib had previously
received anti-PD-1/PD-L1 immunotherapy. Hypersensitivity occurred in a total of 5.7% (48/837) of
patients receiving selpercatinib, including Grade 3 hypersensitivity in 1.9% (16/837) of patients.
Of the 48 patients with hypersensitivity, 54.2% (26/48) had NSCLC and had received prior
anti-PD-1/PD-L1 immunotherapy.

Grade 3 hypersensitivity occurred in 3.5% (7/201) of the patients previously treated with
anti-PD-1/PD-L1 immunotherapy.

The median time to onset was 1.9 weeks (range: 0.7 to 203.9 weeks): 1.7 weeks in patients with
previous anti-PD-1/PD-L1 immunotherapy and 4.4 weeks in patients who were anti-PD-1/PD-L1
immunotherapy naive.

Retsevmo may require dose interruption or modification (see section 4.2).
Haemorrhages

Grade >3 haemorrhagic events occurred in 3.5% of patients treated with selpercatinib, including
4 (0.5%) patients with fatal haemorrhagic events, two cases of cerebral haemorrhage, and one case
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each of tracheostomy site haemorrhage, and haemoptysis. The median time to onset was 34.1 weeks
(range: 0.1 week to 234.6 weeks).

Selpercatinib should be discontinued permanently in patients with life-threatening or recurrent severe
haemorrhage (see section 4.2).

Additional information on special populations

Paediatric patients

There were 3 patients < 18 years (range: 15-17) of age with RET-mutant MTC in LIBRETTO-001.
There were 8 patients < 18 years (range 12-17) of age with RET fusion-positive thyroid cancer in
LIBRETTO-121. No unique safety findings in children aged less than 18 years have been identified.

Elderly

In patients receiving selpercatinib, 24.7% were >65-74 years of age, 8.6% were 75-84 years of age,
and 1.0% > 85 years of age. The frequency of serious adverse events reported was higher in patients
>65-74 years (58.0%), 75-84 years (62.5%), and >85 years (100.0%), than in patients <65 years
(46.7%) of age.

The frequency of AE leading to discontinuation of selpercatinib was higher in patients >65-74 years
(10.1%), 75-84 years (19.4%), and >85 years (37.5%), than in patients <65 years of age (7.6%).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms of overdose have not been established. In the event of suspected overdose, supportive care
should be provided.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic and immunomodulating agents, antineoplastic agents,
protein kinase inhibitors, ATC code: LO1EX22

Mechanism of action

Selpercatinib is an inhibitor of the rearranged during transfection (RET) receptor tyrosine kinase.
Selpercatinib inhibited wild-type RET and multiple mutated RET isoforms as well as VEGFR1 and
VEGFR3 with IC50 values ranging from 0.92 nM to 67.8 nM. In other enzyme assays, selpercatinib
also inhibited FGFR 1, 2, and 3 at higher concentrations that were still clinically achievable. In a
binding assay at the concentration of 1 uM selpercatinib, significant antagonist binding activity
(>50%) was observed for the 5-HT (serotonin) transporter (70.2% antagonist) and a2C adrenoreceptor
(51.7% antagonist). The concentration of 1 uM is approximately 7-fold higher than the maximum
unbound plasma concentration of at the efficacious dose of selpercatinib.

Certain point mutations in RET or chromosomal rearrangements involving in-frame fusions of RET
with various partners can result in constitutively activated chimeric RET fusion proteins that can act as
oncogenic drivers by promoting cell proliferation of tumour cell lines. In in vitro and in vivo tumour
models, selpercatinib demonstrated anti-tumour activity in cells harboring constitutive activation of
RET protein resulting from gene fusions and mutations, including CCDC6-RET, KIF5B-RET,

RET V804M, and RET M918T. In addition, selpercatinib showed anti-tumour activity in mice
intracranially implanted with a patient-derived RET fusion-positive tumour.
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Pharmacodynamic properties

Cardiac electrophysiology

In a thorough QT study with positive control in 32 healthy subjects, no large change (that is, >20 ms)
in the QTcF interval was detected at selpercatinib concentrations similar to those observed with a
therapeutic dosing schedule. An exposure-response analysis indicated that supra therapeutic
concentrations, could lead to an increase in QTc¢ > 20 ms.

In patients receiving selpercatinib, QT interval prolongation was reported. Therefore, dose interruption
or modification may be required in patients (see sections 4.2 and 4.4).

Clinical efficacy and safety

The efficacy of Retsevmo was evaluated in adult patients with advanced RET fusion-positive NSCLC,
RET fusion-positive thyroid cancer, other RET fusion-positive solid tumours, and in adult and
adolescent patients with RET-mutant MTC enrolled in a phase 1/2, multicenter, open-label, single-arm
clinical study: Study LIBRETTO-001. This study included two parts: phase 1 (dose escalation) and
phase 2 (dose expansion). The primary objective of the phase 1 portion was to determine the
recommended phase 2 dose of selpercatinib. The primary objective of the phase 2 part was to evaluate
the anti-tumour activity of selpercatinib by determining ORR, as assessed by independent review
committee. Patients with measurable or non-measurable disease as determined by RECIST 1.1, with
evidence of a RET gene alteration in tumour and who had failed or were intolerant to standard of care
were enrolled. Patients with CNS metastases were eligible if stable, while patients with symptomatic
primary CNS tumour, metastases, leptomeningeal carcinomatosis or spinal cord compression were
excluded. Patients with known primary driver alteration other than RET, clinically significant active
cardiovascular disease or history of myocardial infarction, QTcF interval > 470 msec were excluded.

Patients in the phase 2 portion of the study received Retsevmo 160 mg orally twice daily until
unacceptable toxicity or disease progression. Identification of a RET gene alteration was prospectively
determined in local laboratories using next generation sequencing (NGS), polymerase chain reaction
(PCR), or fluorescence in situ hybridization (FISH). The primary efficacy outcome measure was
overall response rate (ORR) according to RECIST vl1.1 as evaluated by a Blinded Independent Review
Committee (IRC). Secondary efficacy outcomes included duration of response (DOR), progression
free survival (PFS) and overall survival (OS).

Treatment-naive RET fusion-positive NSCLC

Of the 362 RET fusion-positive NSCLC patients enrolled in LIBRETTO-001, 69 were treatment
naive. The median age was 63 years (range 23 years to 92 years). 62.3% of patients were female.
69.6% of patients were White, 18.8% were Asian, 5.8% were Black and 69.6% were never smokers.
Most patients (98.6%) had metastatic disease at enrolment and 23.2% had CNS metastasis at baseline
as assessed by investigator. ECOG performance status was reported as 0-1 (94.2%) or 2 (5.8%). The
most common fusion partner was KIF5B (69.6%), followed by CCDC6 (14.5%) and then NCOA4
(1.4%). Efficacy results for treatment-naive RET fusion-positive NSCLC patients are summarised in
Table 4.

Table 4 Objective response and duration of response

Efficacy eligible patients
IRC assessment
N 69
Objective response (CR + PR)
% (95% CI) 82.6 (71.6, 90.7)
Complete response n (%) 5(7.2)
Partial response n (%) 52 (75.4)
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Duration of response (months)*

Median, 95% CI 20.23 (15.4,29.5)
Rate (%) of patients with duration of response

> 6 months (95% CI) 87.5(75.5,93.8)
> 12 months (95% CI) 66.7 (52.4,71.6)

*Median duration of follow-up was 37.09 months (25, 75" percentile: 24.0, 45.1)
Data Cut-off date: 13 January 2023.

Previously treated RET fusion-positive NSCLC

A total of 247 patients had received prior platinum-based chemotherapy. The median age was 61 years
(range 23 years to 81 years). 56.7% of patients were female. 43.7% of patients were White, 47.8%
were Asian, 4.9% were Black, and 66.8% were never smokers. Most patients (98.8%) had metastatic
disease at enrolment and 31.2% had CNS metastasis at baseline as assessed by investigator. ECOG
performance status was reported as 0-1 (97.1%) or 2 (2.8%). The most common fusion partner was
KIF5B (61.9%), followed by CCDC6 (21.5%) and then NCOA4 (2.0%). The median number of prior
systemic therapies was 2 (range 1-15) and 43.3% (n = 107/247) received 3 or more prior systemic
regimens; prior treatments included anti PD1/PD-L1 therapy (58.3%), multi-kinase inhibitor (MKI)
(31.6%) and taxanes (34.8%); 41.3% had other systemic therapy. Efficacy results for previously
treated RET fusion-positive NSCLC patients are summarised in Table 5.

Table 5 Objective response and duration of response

Efficacy eligible patients
IRC assessment

N 247
Objective response (CR + PR)

% (95% CI) 61.5(55.2,67.6)
Complete response n (%) 20 (8.1)
Partial response n (%) 132 (53.4)
Duration of response (months)*

Median (95% CI) 31.6 (20.4,42.3)
Rate (%) of patients with duration of response

> 6 months (95% CI) 87.0 (80.4, 91.5)
> 12 months (95% CI) 73.0 (65.0, 79.5)

*Median duration of follow-up was 39.52 months (25, 75" percentile: 24.6, 45.0)
Data Cut-off date: 13 January 2023.

CNS response in RET fusion-positive NSCLC

The CNS ORR assessed by IRC was 84.6% (22/26; 95% CI: 65.1, 95.6) in 26 patients with
measurable disease. CR was observed in 7 (26.9%) patients and PR in 15 (57.5%) patients. The
median CNS DOR was 9.36 months (95% CI: 7.4, 15.3).

Systemic treatment-naive RET fusion-positive thyroid cancer

Of the RET fusion-positive thyroid cancer patients naive to systemic therapy other than radioactive
iodine, and enrolled in LIBRETTO-001, 24 patients had the opportunity to be followed for at least

6 months and were considered efficacy eligible. The median age was 60.5 years (range 20 to 84 years).
58.3% of patients were male. 75% of patients were White. ECOG performance status was reported as
0-1 (95.8%) or 2 (4.2%). 100% of patients had a history of metastatic disease. 22 out of the 24 patients
(91.7%) received radioactive iodine prior to enrolment and therefore were considered radioactive
iodine refractory. The different histologies represented in the 24 patients included: papillary (n=23)
and poorly differentiated (n=1). The most common fusion partner was CCDC6 (45.8%) followed by
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NCOA4 (20.8%). Efficacy results for systemic treatment-naive RET fusion-positive thyroid cancer

patients are summarised in Table 6.

Table 6 Objective response and duration of response

Efficacy eligible patients
IRC assessment

N 24
Objective response (CR + PR)

% (95% CI) 95.8 (78.9, 99.9)
Complete response n (%) 5(20.8)
Partial response n (%) 18 (75.0)
Duration of response (months)*

Median (95% CI) NE (42.8, NE)

Rate (%) of patients with duration of
response

> 12 months (95% CI)

100.0 (NE, NE)

> 24 months (95% CI)

90.9 (50.8, 98.7)

NE = not estimable

*Median duration of follow-up was 17.81 months (25", 75™ percentile: 9.2, 42.3)

Data Cut-off date: 13 January 2023

Previously treated RET fusion-positive thyroid cancer

Of the RET fusion-positive thyroid cancer patients previously treated with systemic therapy other than
Radioactive iodine, and enrolled in LIBRETTO-001, 41 patients had the opportunity to be followed
for at least 6 months and were considered efficacy eligible. The median age was 58 years (range 25 to
88 years). 43.9% of patients were male. 58.5% of patients were White while 29.3% were Asian and
7.3% were Black. ECOG performance status was reported as 0-1 (92.7%) or 2 (7.3%). 100% of
patients had metastatic disease. Patients had received a median of 3 prior systemic therapies (range:
1-7). The most common prior therapies included radioactive iodine (73.2%), MKI (85.4%). 9.8% had
other systemic therapy. The different histologies represented in the 41 patients included: papillary
(n=31), poorly differentiated (n = 5), anaplastic (n = 4), and Hurthle cell (n = 1). The most common
fusion partner was CCDC6 (61.0%) followed by NCOA4 (19.5%).

Efficacy results for previously treated RET fusion-positive thyroid cancer are summarised in Table 7.

Table 7 Objective response and duration of response

Efficacy eligible patients IRC assessment

N 41
Objective response (CR + PR)

% (95% CI) 85.4 (70.8, 94.4)
Complete response n (%) 5(12.2)
Partial response n (%) 30(73.2)

Duration of response (months)*

Median (95% CI)

26.7 (12.1, NE)

Rate (%) of patients with duration of
response

> 12 months (95% CI)

71.7 (52.4, 84.2)

> 24 months (95% CI)

50.7 (30.4, 67.8)

NE = not estimable

*Median duration of follow-up was 33.87 months (25", 75" percentile: 12.9, 44.8)

Data Cut-off date: 13 January 2023.
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Vandetanib and cabozantinib naive RET-mutant medullary thyroid cancer

Of the 324 RET-mutant MTC patients enrolled in LIBRETTO-001, 143 were naive to treatment with
cabozantinib and vandetanib. Of these 116 were treatment naive to other systemic therapy and 27 had
previously received other systemic therapy. Among patients naive to cabozantinib and vandetanib, the
median age was 57 years (range 15 to 87 years). 2 patients (1.4%) were < 18 years of age. 58.0% of
patients were male. 86.7% of patients were White, 5.6% were Asian, 1.4% were Black. Most patients
(97.9%) had metastatic disease at enrolment. ECOG performance status was reported as 0-1 (95.9%)
or 2 (4.2%). The most common mutation was M918T (60.1%), followed by extracellular cysteine
mutations (23.8%). Efficacy results for cabozantinib and vandetanib treatment-naive RET-mutant
MTC patients are summarised in Table 8.

Table 8 Objective response and duration of response

Efficacy eligible patients
IRC assessment

N 143
Objective response (CR + PR)
% (95% CI) 82.5(75.3, 88.4)
Complete response n (%) 34 (23.8)
Partial response n (%) 84 (58.7)
Duration of response (months)*
Median, 95% CI NE (51.3, NE)
Rate (%) of duration of response
> 12 months (95% CI) 91.4 (84.6,95.3)
> 24 months (95% CI) 84.1 (75.9, 89.7)

NE = not estimable,
*Median duration of follow-up was 39.4 months (25", 75" percentile: 32.3, 45.4).
Data cut-off date 13 January 2023.

Previously treated RET-mutant medullary thyroid cancer

Of the RET-mutant MTC patients enrolled in LIBRETTO-001, 152 were previously treated with
cabozantinib and/or vandetanib, and considered efficacy eligible. The median age was 58 years (range
17 years to 90 years); 1 patient (0.7%) was < 18 years of age. 63.8% of patients were male. 90.1% of
patients were White while 1.3% were Asian, and 1.3% were Black. ECOG performance status was
reported as 0-1 (92.7%) or 2 (7.2%). 98.0% of patients had metastatic disease. The most common
mutation was M918T (65.1%), followed by extracellular cysteine mutations (15.8%). 100% (n = 152)
of patients received prior systemic therapy with a median of 2 prior systemic regimens and 27.6% (n =
42) received 3 or more prior systemic regimens.

Efficacy results for previously treated RET-mutant MTC are summarised in Table 9.

18



Table 9 Objective response and duration of response

Efficacy eligible patients

IRC assessment
N 152
Objective response (CR + PR)
% (95% CI) 77.6 (70.2, 84.0)
Complete response n (%) 19 (12.5)
Partial response n (%) 99 (65.1)
Duration of response (months)*
Median (95% CI) 45.3 (33.6, NE)
Rate (%) of duration of response
> 12 months (95% CI) 83.0 (74.6, 88.8)
> 24 months (95% CI) 66.4 (56.3,74.7)

NE = not estimable
*Median duration of follow-up was 38.3 months (25", 75" percentile: 23.0, 46.1).
Data cut-off date 13 January 2023.

Other RET Fusion-Positive Solid Tumours

Efficacy was evaluated in 52 patients with RET fusion-positive tumours other than NSCLC and
thyroid cancer with disease progression on or following prior systemic treatment or who had no
satisfactory alternative treatment options. The median age was 54 years (range 21 to 85); 51.9% were
female; 67.3% were White, 25.0% were Asian, and 5.8% were Black; ECOG performance status was
0-1 (92.3%) or 2 (7.7%) and 96.2% of patients had metastatic disease. Forty-seven patients (90.4%)
received prior systemic therapy with a median of 2 prior systemic therapies (range 0 to 9) and 28.8%
received 3 or more prior systemic therapies. No patients had been previously treated with a selective
RET inhibitor. The most common cancers were pancreatic (25%), colon (25%), and salivary (7.7%).
The most common fusion partners were NCOA4 (34.6%), CCDC6 (17.3%), and KIF5B (11.5%).
Efficacy results for RET fusion-positive solid tumours other than NSCLC and thyroid cancer are
summarized in Table 10 and Table 11.

Table 10 Objective response and duration of response

Efficacy eligible patients
IRC assessment

N 52

Overall response (CR+PR)

% (95% CI) 44.2 (30.5, 58.7)
Complete response n (%) 3(5.8)
Partial response n (%) 20 (38.5)

Duration of Response (months)*

Median (95% CI) 37.19 (13.3, NE)

Rate (%) of duration of response
6 months (95% CI) 84.7 (59.5, 94.8)
12 months (95% CI) 79 (53.1,91.6)

* Median duration of follow-up was 28.55 months (25%, 75 percentile: 11.2, 40.9)
NE = not estimable
Data cut-off date 13 January 2023
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Table 11 Objective response and duration of response by Tumour Type

Patients ORR (IRC assessment) DOR
(N=352) n (%) 95% CI Range
Tumour Type (months)

Pancreatic 13 7 (53.8) 25.1, 80.8 2.50, 52.14
Colorectal 13 4 (30.8) 9.1,614 1.84+, 13.31
Salivary 4 2 (50.0) 6.8,93.2 5.72,37.19
Cholangiocarcinoma 3 1(33.3) 0.8,90.6 14.82
Unknown primary 3 1(33.3) 0.8, 90.6 9.23
Sarcoma 3 1 (33.3) 0.8, 90.6 31.44+
Breast 2 PR, CR NA 2.30+, 17.28
Xanthogranuloma 2 NE, NE ? NA NA
Carcinoma of the skin 2 NE, PR NA 14.82+
Carcinoid 1 PR NA 40.94+
Ovarian 1 PR NA 28.55+
e e | N o[
Rectal neuroendocrine 1 NE NA NA
Small intestine 1 CR NA 24.54
Neuroendocrine 1 PR NA 3.54+
Small cell lung cancer 1 SD NA NA

+ denotes ongoing response.

a

One xanthogranuloma patient had disease that could not be evaluated by IRC due to skin being the
only site of disease. Based on investigator assessment, this patient had a CR.

CI = confidence interval, CR = complete response, DOR = duration of response, NA = not applicable,
NE = not evaluable, ORR = overall response rate, PR = partial response, SD = stable disease.
Data cut-off date 13 January 2023

Due to the rarity of RET fusion-positive cancer, patients were studied across multiple tumour types
with a limited number of patients in some tumour types, causing uncertainty in the ORR estimate per
tumour type. The ORR in the total population may not reflect the expected response in a specific
tumour type.

Paediatric population

As of 13 January 2023, 10 patients with RET fusion-positive thyroid cancer aged 12 to < 21 years have
been treated in LIBRETTO-121, an ongoing Phase 1/2 study in paediatric patients with an advanced
solid or primary CNS tumour harbouring an activating RET alteration. Of these 10 patients, 8 patients
were less than 18 years of age. Of the 10 patients, 4 were previously treated with radioactive iodine
only, 2 had received prior systemic therapy that did not include radioactive iodine and 4 were not
previously treated with any systemic therapy. For all 10 patients, per IRC, objective response rate was
60.0% (95% CI: 26.2, 87.8). 3 patients had confirmed complete response whilst 3 patients had
confirmed partial response.

The European Medicines Agency has waived the obligation to submit the results of studies with

selpercatinib in patients aged 6 months and below in solid tumours (see section 4.2 for information on
paediatric use).
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The European Medicines Agency has deferred the obligation to submit the results of studies with
selpercatinib in one or more subsets of the paediatric population in relapsed/refractory solid tumours,
including RET fusion-positive solid tumours, RET-mutant medullary thyroid cancer, and other
tumours with RET alteration/activation (see section 4.2 for information on paediatric use).

Conditional approval

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year and this SmPC will be
updated as necessary.

5.2 Pharmacokinetic properties

The pharmacokinetics of selpercatinib were evaluated in patients with locally advanced or metastatic
solid tumours administered 160 mg twice daily unless otherwise specified. Steady-state selpercatinib
AUC and Cpax increased in a linear to supra-dose proportional manner over the dose range of 20 mg
once daily to 240 mg twice daily.

Steady-state was reached by approximately 7 days and the median accumulation ratio after
administration of 160 mg twice daily was 3.4-fold. Mean steady-state selpercatinib [coefficient of
variation (CV%)] Cmax was 2,980 (53%) ng/mL and AUCO0-24h was 51,600 (58%) ng*h/mL.

In vivo studies indicate that selpercatinib is a mild inhibitor of P-gp.

In vitro studies indicate that selpercatinib does not inhibit or induce CYP1A2, CYP2B6, CYP2C9,
CYP2C19, or CYP2D6 at clinically relevant concentrations.

In vitro studies indicate that selpercatinib inhibits MATE1, and BCRP, but does not inhibit OAT]I,
OAT3, OCT1, OCT2, OATP1B1, OATP1B3, BSEP, and MATE2-K at clinically relevant
concentrations. Selpercatinib may increase serum creatinine by decreasing renal tubular secretion of
creatinine via inhibition of MATEI.

Absorption

After an oral dose of 160 mg, Retsevmo was rapidly absorbed, with Tmax of approximately 2 hours.
Geometric mean absolute oral bioavailability was 73.2% (range: 60.2-81.5%).

Effect of food
Compared to selpercatinib AUC and Crax in the fasted state, selpercatinib AUC was increased by 9%

and Cmax was reduced by 14% after oral administration of a single 160 mg dose to healthy subjects
taken with a high-fat meal. These changes were not considered to be clinically relevant. Therefore,
selpercatinib can be taken with or without food.

Distribution

Selpercatinib mean (CV%) volume of distribution (V/F), estimated by Population PK analysis, is 191
(69%) L following oral administration of selpercatinib in adult patients. Selpercatinib is 96% bound to
human plasma proteins in vitro and binding is independent of concentration. The blood-to-plasma

concentration ratio is 0.7.

Biotransformation

Selpercatinib is metabolized predominantly by CYP3A4. Following oral administration of a single
[*C] radiolabeled 160 mg dose of selpercatinib to healthy subjects, unchanged selpercatinib
constituted 86% of the measured radioactive components in plasma.
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Elimination

The mean (CV%) clearance (CL/F) of selpercatinib is 6.0 (49%) L/h and the half-life is 22 hours
following oral administration of selpercatinib in adult patients. Following oral administration of a
single ['*C] radiolabeled 160 mg dose of selpercatinib to healthy subjects, 69% (14% unchanged) of
the administered radioactivity was recovered in faeces and 24% (11.5% unchanged) was recovered in
urine.

Special populations

Age, gender and body weight

Age (range: 15 years to 90 years) or gender had no clinically meaningful effect on the
pharmacokinetics of Retsevmo. Patients with a body weight < 50 kg should start Retsevmo treatment
with a dose of 120 mg twice daily, while patients > 50 kg should start Retsevmo treatment with a dose
of 160 mg twice daily.

Hepatic impairment

Selpercatinib AUC., increased by 7% in subjects with mild, 32% in subjects with moderate
Child-Pugh classification. Thus, selpercatinib exposure (AUC) in subjects with mild and moderate
hepatic impairment (Child-Pugh class A and B) is comparable to exposure in healthy subjects when a
dose of 160 mg is administered.

Selpercatinib AUCy., increased by 77% in subjects with severe hepatic impairment (Child-Pugh class
C). There is limited clinical data on the safety of selpercatinib in patients with severe hepatic
impairment. Therefore, dose modification is recommended for patients with severe hepatic impairment
(section 4.2).

Renal impairment

In a clinical pharmacology study using single dose selpercatinib 160 mg, exposure (AUC) was
unchanged in subjects with mild, moderate, or severe renal impairment. End stage renal disease (¢GFR
<15 ml/min) and dialysis patients have not been studied.

Paediatric population
Based on limited pharmacokinetic data, the Cmax and AUC was similar in adolescent patients,
12-18 years of age, and in adults.

5.3 Preclinical safety data

Repeat-dose studies were conducted in juvenile and adolescent/adult rats and adolescent/adult
minipigs to characterize toxicity. Target organs of toxicity common to the rat and minipig were
hematopoietic system, lymphoid tissues, tongue, pancreas, gastro-intestinal tract, epiphyseal growth
plate, and male reproductive tissues. In general, toxicities in these organs were reversible; the
exceptions were the testicular toxicity in adolescent/adult and juvenile animals, and changes in growth
plates in juvenile rats. Reversible toxicity was observed in the ovaries in minipigs only. At high doses,
gastrointestinal toxicity caused morbidity at exposures in minipigs that were generally lower than
exposures determined in humans at the recommended dose. In one minipig study, females exhibited a
slight, reversible increase in QTc prolongation of approximately 12% compared to controls and 7 %
compared to pre-dose values. Target organs of toxicity observed only in rats were incisor tooth, liver,
vagina, lungs, Brunner’s gland, and multi-tissue mineralization associated with hyperphosphatemia.
These toxicities only occurring in these organs in rats were reversible.

Juvenile toxicity

Selpercatinib exposure approximately 0.5-2 times the exposure in adult humans caused mortality in
rats younger than 21 days old. Comparable exposure was tolerated in rats aged 21 days and older.

Juvenile and adolescent/adult rats and adolescent/adult minipigs with open growth plates administered
selpercatinib exhibited microscopic changes of hypertrophy, hyperplasia, and dysplasia of growth
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plate cartilage (physis). In juvenile rats, the dysplasia at the growth plates was irreversible and
associated with decreased femur length and reductions in bone mineral density. Skeletal changes were
observed at exposure levels equivalent to those seen in adult patients taking the recommended dose of
160 mg BID.

Juvenile male rats administered selpercatinib and allowed to reach reproductive age after cessation of
administration, exhibited decreased reproductive performance when mated with untreated female rats.
Decreased fertility and copulation indices, increased pre- and post-implantation losses, and decreased
number of viable embryos, were observed at an exposure approximately 3.4 times the efficacious
exposure in adults.

Genotoxicity

Selpercatinib is not genotoxic at therapeutic doses. In an in vivo micronucleus assay in rats,
selpercatinib was positive at concentrations >7 times the Cnax at the human dose of 160 mg twice
daily. In an in vitro micronucleus assay in human peripheral blood lymphocytes, an equivocal
response was observed at a concentration approximately 485 times the Crax at the human dose.

Mutagenesis
Selpercatinib did not cause mutations in a bacterial mutagenicity assay.

Carcinogenesis
Long-term studies to assess the carcinogenic potential of selpercatinib have not been performed.

Embryotoxicitiy / Teratogenicity

Based on data from animal reproduction studies and its mechanism of action, selpercatinib can cause
foetal harm when administered to a pregnant woman. Administration of selpercatinib to pregnant rats
during organogenesis at maternal exposures that were approximately equal to those observed at the
recommended human dose of 160 mg twice daily resulted in embryolethality and malformations.

Reproduction toxicity

Results of studies conducted in rats and minipigs suggest that selpercatinib could impair fertility
in males and females.

In a fertility study in male rats, dose-dependent germ cell depletion and spermatid retention were
observed at subclinical AUC-based exposure levels (0.2 times the clinical exposure at the
recommended human dose). These effects were associated with reduced organ weights, reduced
sperm motility, and an increase in the number of abnormal sperm at AUC-based exposure levels
approximately twice the clinical exposure at the recommended human dose. Microscopic
findings in the fertility study in male rats were consistent with effects in repeat dose studies in
rats and minipigs, in which dose-dependent, non-reversible testicular degeneration was
associated with reduced luminal sperm in the epididymis at subclinical AUC-based exposure
levels (0.1 to 0.4 times the clinical exposure at the recommended human dose).

In a fertility and early embryonic study in female rats, a reduction in the number of estrous
cycles as well as embryolethality were observed at AUC-based exposure levels approximately
equal to clinical exposure at the recommended human dose. In repeat-dose studies in rats,
reversible vaginal mucification with individual cell cornification and altered estrous cycles were
noted at clinically relevant AUC-based exposure levels. In minipigs, decreased corpora lutea
and/or corpora luteal cysts were observed at subclinical AUC-based clinical exposure levels
(0.07 to 0.3 times the clinical exposure at the recommended human dose).
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content

Cellulose, microcrystalline
Silica, colloidal anhydrous

Capsule shell

Retsevmo 40 mg hard capsules
Gelatin

Titanium dioxide (E171)

Iron Oxide (E172)

Retsevmo 80 mg hard capsules
Gelatin

Titanium dioxide (E171)
Brilliant Blue FCF (E133)

Capsules black ink composition

Shellac

Ethanol (96 per cent),

Isopropyl alcohol

Butanol

Propylene glycol

Water, purified

Ammonia solution, concentrated
Potassium hydroxide

Iron oxide black

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container
Plastic bottle

Each pack contains 1 HDPE bottle with a plastic screw cap.

Retsevmo 40 mg hard capsules
Retsevmo 40 mg hard capsules is supplied as a 60 count HDPE bottle.

Retsevmo 80 mg hard capsules
Retsevmo 80 mg hard capsules is supplied as 60 count HDPE bottle or 120 count HDPE bottle.
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Blister pack

Retsevmo 40 mg hard capsules
Supplied as PCTFE/PVC blisters sealed with an aluminium foil in a blister card, in packs of 14, 42, 56
or 168 hard capsules.

Retsevmo 80 mg hard capsules
Supplied as PCTFE/PVC blisters sealed with an aluminium foil in a blister card, in packs of 14, 28, 56
or 112 hard capsules.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83
3528BJ Utrecht

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001
EU/1/20/1527/002
EU/1/20/1527/003
EU/1/20/1527/004
EU/1/20/1527/005
EU/1/20/1527/006
EU/1/20/1527/007
EU/1/20/1527/008
EU/1/20/1527/009
EU/1/20/1527/010
EU/1/20/1527/011

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 11 February 2021
Date of latest renewal: 05 January 2024

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Lilly, S.A.

Avda. de la Industria, 30
28108 Alcobendas, Madrid
Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs for this medicinal product are set out in Article 9 of
Regulation (EC) No 507/2006 and, accordingly, the marketing authorisation holder (MAH)
shall submit PSURs every 6 months.

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14a(4) of Regulation (EC) No
726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date

In order to further confirm the efficacy and safety of selpercatinib in the 31 December
treatment of patients with RET fusion-positive non-small cell lung cancer, the 2024

MAH should submit the clinical study report of the Phase 3 study J2G-MC-JZJC
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Description

Due date

(LIBRETTO-431) comparing selpercatinib to platinum-based and pemetrexed
therapy with or without pembrolizumab in patients with locally advanced or
metastatic, RET-fusion-positive non-squamous NSCLC. The CSR should be
submitted by

In order to further confirm the efficacy and safety of selpercatinib in the
treatment of patients with RET-mutant medullary thyroid carcinoma, the MAH
should submit the clinical study report of the Phase 3 study J2G-MC-JZJB
(LIBRETTO-531) comparing selpercatinib to physician’s choice of cabozantinib
or vandetanib in patients with progressive, advanced, kinase inhibitor-naive,
RET-mutant MTC. The CSR should be submitted by

30 September
2025

In order to further confirm the efficacy and safety of selpercatinib in the
treatment of patients with RET fusion-positive thyroid cancer, the MAH should
submit the final data from the study LIBRETTO-121.

30 June 2025

In order to further confirm the efficacy and safety of selpercatinib in the
treatment of patients with systemic treatment naive RET fusion-positive thyroid
cancer, the MAH should submit the final data from the cohort 2 of the pivotal
study LIBRETTO-001.

31 December
2025

In order to further confirm the efficacy and safety of selpercatinib in the
treatment of patients with RET fusion-positive solid tumours other than NSCLC
and thyroid cancer, the MAH should submit the final data from patients with
RET-fusion positive solid tumours other than NSCLC and thyroid cancer
enrolled in the pivotal study LIBRETTO-001.

31 December
2025
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PLASTIC BOTTLE - CARTONS FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 40 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

PLASTIC BOTTLE - LABEL FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

If inner seal is broken, do not use.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Lilly logo

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER PACK - CARTONS FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 hard capsules
42 hard capsules
56 hard capsules
168 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/004 (14 hard capsules)
EU/1/20/1527/005 (42 hard capsules)
EU/1/20/1527/006 (56 hard capsules)
EU/1/20/1527/007 (168 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 40 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER CARD FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

morning

evening
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER TO BE USED INSIDE THE BLISTER CARDS FOR 40 MG
HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PLASTIC BOTTLE - CARTONS FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules
120 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/002 (60 hard capsules)
EU/1/20/1527/003 (120 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 80 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

PLASTIC BOTTLE - LABEL FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules
120 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

If inner seal is broken, do not use.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

41



11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Lilly logo

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/002 (60 hard capsules)
EU/1/20/1527/003 (120 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER PACK - CARTONS FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 hard capsules
28 hard capsules
56 hard capsules
112 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/008 (14 hard capsules)
EU/1/20/1527/009 (28 hard capsules)
EU/1/20/1527/010 (56 hard capsules)
EU/1/20/1527/011 (112 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 80 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER CARD FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

morning

evening
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER TO BE USED INSIDE THE BLISTER CARDS FOR 80 MG
HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Retsevmo 40 mg hard capsules
Retsevmo 80 mg hard capsules
selpercatinib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

- This leaflet has been written as though the person taking the medicine is reading it. If you are
giving this medicine to your child, please replace “you” with “your child” throughout.

What is in this leaflet

1. What Retsevmo is and what it is used for

2. What you need to know before you take Retsevmo
3. How to take Retsevmo

4. Possible side effects

5. How to store Retsevmo

6.  Contents of the pack and other information

1. What Retsevmo is and what it is used for
Retsevmo is an anticancer medicine containing the active substance selpercatinib.

It is used to treat the following cancers which are caused by certain abnormal changes in the RET gene

and which have spread and/or cannot be removed by surgery:

- A type of lung cancer called non-small cell lung cancer, in adults who have not previously been
treated with a RET inhibitor medicine.

- Thyroid cancer (any type) in adults and adolescents 12 years and older if radioactive iodine
treatment, when appropriate, has failed to control your cancer.

- A rare type of thyroid cancer called medullary thyroid cancer in adults and adolescents 12 years
and older.

- Solid tumours (cancer) in other parts of the body in adults after prior therapies have failed to
control the cancer.

Your doctor will perform a test to check if your cancer has a change in the RET gene to make sure that
Retsevmo is right for you.

How Retsevmo works

In patients whose cancer has an altered RET gene, the change in the gene causes the body to make an
abnormal RET protein, which can lead to uncontrolled cell growth and cancer. Retsevmo blocks the
action of the abnormal RET protein and so may slow or stop the growth of the cancer. It may also help
to shrink the cancer.

If you have any questions about how Retsevmo works or why this medicine has been prescribed for
you, ask your doctor.
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2. What you need to know before you take Retsevmo

Do not take Retsevmo
- if you are allergic to selpercatinib or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor before taking Retsevmo:

- If you have lung or breathing problems other than lung cancer.

- If you have high blood pressure.

- If you have been told that you have an abnormality of your heart tracing after an
electrocardiogram (ECG) known as prolonged QT interval.

- If you have problems with your thyroid or levels of thyroid hormone.

- Retsevmo may affect fertility in females and males, which may affect your ability to have
children. Talk to your doctor if this is a concern for you.

- If you have a recent history of significant bleeding.

Retsevmo may cause hypersensitivity reactions such as fever, rash and pain. If you experience any of
these reactions, talk to your doctor. After checking your symptoms, your doctor may ask you to take
corticosteroids until your symptoms are better.

A fast breakdown of cancer cells (tumour lysis syndrome, TLS) can occur when you are taking
Retsevmo. This can cause irregular heartbeat, kidney failure or abnormal blood test results. Talk to
your doctor if you have a history of kidney problems or low blood pressure, because this may increase
the risks associated with TLS.

See section 4, “Possible side effects”, and talk to your doctor if you have any symptoms.

What your doctor will check before and during your treatment

- Retsevmo may cause severe, life-threatening, or fatal inflammation of the lungs. Your doctor
will monitor you before and during treatment with Retsevmo for symptoms. Tell your doctor
right away if you notice any symptoms of lung problems including breathlessness, cough and
raised temperature.

- Retsevmo may affect your blood pressure. You will have your blood pressure measured before
and during treatment with Retsevmo.

- Retsevmo may affect the way your liver works. Tell your doctor right away if you develop
symptoms of liver problems including: jaundice (yellow discoloration of the skin and eyes), loss
of appetite, nausea or vomiting, or pain on the upper right side of your stomach area.

- Retsevmo may result in abnormal ECGs. You will have an ECG taken before and during your
treatment with Retsevmo. Tell your doctor if you experience fainting as it may be a symptom of
abnormal ECG.

- Retsevmo may affect how your thyroid works. Your doctor will monitor your thyroid function
before and during treatment with Retsevmo.

- You will have regular blood tests before and during treatment with Retsevmo, to check your
liver function and electrolytes (such as sodium, potassium, magnesium and calcium) in your
blood.

- If you are 12-18 years of age, your doctor may monitor your growth during treatment.

Children and adolescents

Retsevmo is not intended for use in patients less than 18 years of age in lung cancer.

The thyroid cancer (including medullary thyroid cancer) indications do not cover children younger
than 12 years of age.

Other medicines and Retsevimo

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines.
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In particular, tell your doctor or pharmacist before taking Retsevmo if you are taking the following:
- medicines that may increase the concentration of Retsevmo in the blood:

o Clarithromycin (used to treat bacterial infections)

o Itraconazole, ketoconazole, posaconazole, voriconazole (used to treat fungal
infections)

o Atazanavir, ritonavir, cobicistat (used to treat HIV infections/AIDS)

- medicines that may reduce the effectiveness of Retsevmo:

o Carbamazepine (used to treat epilepsy, nerve pain, bipolar disorder)

o Rifampicin (used to treat tuberculosis (TB) and some other infections)

o St. John’s wort (a herbal product used to treat mild depression and anxiety)

o Omeprazole, lansoprazole, or other proton pump inhibitors used to treat heartburn,
ulcers, and acid reflux. If you are taking any of these medicines, then take Retsevmo
with a full meal

o Ranitidine, famotidine or other H2 blockers used to treat ulcers and acid reflux. If you
are taking any of these medicines, then you need to take them 2 hours after taking
Retsevmo

- medicines whose concentration in the blood might be increased by Retsevmo:

o Repaglinide (used to treat type 2 diabetes and control blood sugar)

Dasabuvir (used to treat hepatitis C)

Selexipag (used to treat pulmonary arterial hypertension)

Digoxin (used to treat heart disorders)

Lovastatin and simvastatin (used to treat high cholesterol)
o Dabigatran (used to prevent and treat blood clots)

- medicines that may be less effective when taken with Retsevmo:
o Levothyroxine (used to treat hypothyroidism)

o
o
o
O

Pregnancy, breast-feeding and fertility

Pregnancy

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor before
taking this medicine.

You should not use Retsevmo during pregnancy, since the effect of Retsevmo on the unborn is not
known.

Breast-feeding
Do not breast-feed during treatment with Retsevmo as Retsevmo could harm a breast-fed baby. It is

not known if Retsevmo passes into breast milk. You should not breast-feed for at least one week after
your last dose of Retsevmo.

Contraception
It is recommended that women avoid becoming pregnant and that men do not father children during

treatment with Retsevmo, because this medicine could harm the baby. If there is any possibility that
the person taking this medicine may become pregnant or father a child, they must use adequate
contraception during treatment and for at least one week after the last dose of Retsevmo.

Fertility
Retsevmo can affect your ability to have children. Talk to your doctor to seek advice about fertility

preservation prior to treatment.
Driving and using machines

You should take special care when driving and using machines as you may feel tired or dizzy while
taking Retsevmo.
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3. How to take Retsevmo

Always take this medicine exactly as your doctor or pharmacist has told you, at the dose prescribed for
you. Check with your doctor or pharmacist if you are not sure.

How much to take
Your doctor will prescribe the right dose for you. The maximum recommended dose is as follows:

- Less than 50 kg body weight: 120 mg twice daily.

- 50 kg body weight or greater: 160 mg twice daily.

Retsevmo is taken twice a day at about the same time every day, preferably in the morning and
evening.

If you get certain side effects while you are taking Retsevmo your doctor may lower your dose or stop

treatment temporarily or permanently.

You can take the capsules either with or without food. Swallow the capsule whole with a glass of
water. Do not chew, crush or split the capsule before swallowing.

Retsevmo is available in blister packs and in bottles. The bottle is protected by a plastic screw cap:

To open the bottle, push down the plastic screw cap while turning it anticlockwise as shown in
the picture.

To close the bottle, turn the cap clockwise tightly.

If you take more Retsevmo than you should

If you take too many capsules, or if someone else takes your medicine, contact a doctor or hospital for
advice. Medical treatment may be necessary.

If you forget to take Retsevmo

If you vomit after taking the dose or forget a dose, take your next dose at your usual time. Do not take
a double dose to make up for the forgotten or vomited dose.

If you stop taking Retsevmo
Do not stop taking Retsevmo unless your doctor tells you to.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
4. Possible side effects

Like all medicines, this medicine can cause side-effects, although not everybody gets them.
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Contact your doctor immediately for any of the following:

- Lung or breathing problems other than lung cancer with symptoms such as breathlessness,
cough and raised temperature (which may affect more than 1 in 10 people)

- Liver problems (which may affect more than 1 in 10 people and can be associated with
abnormalities in liver blood tests, such as increased liver enzymes) including: yellow
discoloration of the skin and eyes (jaundice), darkening of the urine, loss of appetite, nausea or
vomiting, or pain on the upper right side of your stomach area

- Allergic reaction typically shown by fever and muscle and joint pain followed by rash (which
may affect up to 1 in 10 people)

- High blood pressure (which may affect more than 1 in 10 people)

- Bleeding with symptoms such as coughing up blood

Tell your doctor, pharmacist or nurse if you notice any of the following side effects:

Very common (may affect more than 1 in 10 people)

- Reduced number of white blood cells (e.g., lymphocytes, neutrophils, etc.)

- Fluid retention that may cause swelling in your hands or ankles (oedema)

- Increased blood levels of creatinine in tests, which may indicate that kidneys are not working
properly (renal disorders)

- Diarrhoea

- Fatigue or tiredness

- Dry mouth

- Reduced number of blood platelets, which may cause bleeding and/ bruising

- Rash

- Pain in the belly

- Low blood levels of magnesium

- Constipation

- Nausea (feeling sick)

- Low levels of haemoglobin, which may cause anaemia

- Headache

- Vomiting

- Decreased appetite

- Dizziness

- Abnormal ECG

- Fever or high temperature

- Reduced thyroid activity

- Bleeding symptoms

Common (may affect more than 1 in 100 people)

- Lymph fluid may build up in the lining of your lungs or your stomach cavity, which may cause
breathing problems or enlargement of the stomach

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects

not listed in this leaflet. You can also report side effects directly via the national reporting system

listed in Appendix V. By reporting side effects, you can help provide more information on the safety of

this medicine.

5. How to store Retsevmo

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the bottle label or blister card and
carton after “EXP”. The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
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Do not use this medicine if you notice that the inner seal is broken or shows signs of tampering.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Retsevmo contains
The active substance is selpercatinib. Each hard capsule contains 40 or 80 mg selpercatinib.

The other ingredients are:

- Capsule content: colloidal anhydrous silica, microcrystalline cellulose

- Capsule shell 40 mg: gelatin, titanium dioxide (E171), and iron oxide (E172).

- Capsule shell 80 mg: gelatin, titanium dioxide (E171), and brilliant blue FCF (E133).

- Black ink: Shellac, Ethanol (96 per cent), Isopropyl alcohol, Butanol, Propylene glycol, Water,
purified, Ammonia solution (concentrated), Potassium hydroxide, Iron oxide black

What Retsevmo looks like and contents of the pack
Retsevmo 40 mg is supplied as grey opaque hard gelatin capsule, with black “Lilly”, “3977” and
“40 mg” script.

Retsevmo 80 mg is supplied as blue opaque hard gelatin capsule, with black “Lilly”, “2980” and
“80 mg” script.

Retsevmo is available in a white opaque bottle with a plastic screw cap, containing 60 hard capsules of
40 mg and either 60 or 120 hard capsules of 80 mg. Each carton contains one bottle.

Retsevmo is available in blister packs of 14, 42, 56 or 168 hard capsules of 40 mg and 14, 28, 56 or
112 hard capsules of 80 mg.

Not all the pack sizes may be marketed.

Marketing Authorisation Holder
Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

Manufacturer
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Spain

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Lietuva

Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
Bbnarapus Luxembourg/Luxemburg
TII "Enn JIunu Henepnann" b.B. - bearapus Eli Lilly Benelux S.A./N.V.
Ten. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELI LILLY CR, s.r.o. Lilly Hungaria Kft.

Tel: + 420 234 664 111 Tel: +36 1328 5100
Danmark Malta

Eli Lilly Danmark A/S Charles de Giorgio Ltd.
TIf: +45 45 26 60 00 Tel: + 356 25600 500
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Deutschland Nederland

Lilly Deutschland GmbH Eli Lilly Nederland B.V.

Tel. +49-(0) 6172 273 2222 Tel: + 31-(0) 30 60 25 800

Eesti Norge

Eli Lilly Nederland B.V. Eli Lilly Norge A.S.

Tel: +372 6 817 280 TIf: +47 22 88 18 00

E)Adda Osterreich

OAPMAXEPB-AIAAY A.EB.E. Eli Lilly Ges.m.b.H.

TnA: +30 210 629 4600 Tel: +43-(0) 1 711 780

Espaiia Polska

Lilly S.A. Eli Lilly Polska Sp. z o.0.

Tel: + 34-91 663 50 00 Tel: +48 22 440 33 00

France Portugal

Lilly France Lilly Portugal Produtos Farmacéuticos, Lda
Tél: +33-(0) 1 5549 34 34 Tel: + 351-21-4126600

Hrvatska Roménia

Eli Lilly Hrvatska d.o.o. Eli Lilly Roméania S.R.L.

Tel: +385 1 2350 999 Tel: +40 21 4023000

Ireland Slovenija

Eli Lilly and Company (Ireland) Limited Eli Lilly farmacevtska druzba, d.o.o.
Tel: +353-(0) 1 661 4377 Tel: +386 (0)1 580 00 10

island Slovenska republika

Icepharma hf. Eli Lilly Slovakia s.r.o.

Simi + 354 540 8000 Tel: +421220 663 111

Italia Suomi/Finland

Eli Lilly Italia S.p.A. Oy Eli Lilly Finland Ab

Tel: + 39- 055 42571 Puh/Tel: + 358-(0) 9 85 45 250
Kvnpog Sverige

Phadisco Ltd Eli Lilly Sweden AB

TnA: +357 22 715000 Tel: + 46-(0) 8 7378800

Latvija United Kingdom (Northern Ireland)
Eli Lilly (Suisse) S.A Parstavnieciba Latvija Eli Lilly and Company (Ireland) Limited
Tel: +371 67364000 Tel: +353-(0) 1 661 4377

This leaflet was last revised in.

This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
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http://www.ema.europa.cu.
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*b. 7 AHARERERE IAKI O GG L 220155,

*5. 8 BRI AN DN BEDOPAFEICOWNT, (17,
IREAR ) DIEOWNE & #i L, ARFNOFE R Ot -+
WZHERE LT BT ARBIDSAN OIERED FHEIZ DWW T b T IS
L. WS BEORIREITH Z L, [17.1.1 ]

*5. 9 AHIDFHFOMBIIRIEIZ I 1T D ANIER OV BT RS L T
WRUY,

(RETBIZFZEEBMHEORAYIRTREL K ARBESE)

5.10 4372 ikBr A DR ELE T MAE % (2B 1 DA IC &
V| RETELGETFERENHR SNI-BHICHRET 5 2 &, AT
FIND RET 1815 ZBNEE I RHOE AL, ARSIk
SR E SR SUT ERRESRY 2V TRE 21T 2 &,

5.11 117, EREEGE] OHEONBEEZRM L, AR OH MR O%R
A+ ICHR LT BT RAIDSOIREEOFHEIZONT D
PEICHRFT L, HWISBREORIREITY 2 &, [17.1.1 B8]

) TR S T RIS T A R SR S XX R R I B T A 1B IS
ONTIE, UTOT 2 7H A "D ATARETH 5 :
https://www. pnda. go. jp/review-services/drug-reviews/review-information/cd/0001. html

*6. FZERUAE

WE., ALV AF =T LC L E 160mg & 1 H 2 [E#%
A3 5, 72k, BEOREICLY EERET 5,

W, 12 L Eo/NRIZIEEFRRREICG DY TROEER (Bv
AL HF =7 L LT 1A 92mg/m?) & 1 H 2 BRO#FET 5, 7
B, BEOWREICLVEERET S,

/N B
IR R 1 [ml$ 54t
1. 2m” AJili 80mg

1. 2m* BA b 1. 6m® Al 120mg
1. 6m* LA | 160mg

1. RERVAZICEET 23FE

1.1 foFTEHIEEA & OOFRIZ W T, BRME R O 2P IS
SEL TR,

1.2 KAEEAZ X0 RWE A E L= Ba2iE, UToEELE
BLT, A - i - pibd 52 L,



A DS AR ED B %
HE L~ &
B Ga 1[a] 160mg 1 H 2 A
1 Bepia: 1ol 120mg 1 H 2[4
2 Bfiia 1[0 80mg 1 H 2 [1]
3 BB 106 40mg 1 H 2[a]
WNROE RO ED B %
IR I i P
PG 1[0l 80mg 1 H 2]
o 1 [A] 40mg/1 [5] 80mg 1 H 2 [a]
1. 2m* il | BREA (1 H & 120mg)
2 BBt 18] 40mg 1 A 2 [A]
3 B A 18] 40mg 1 A 1 (8]
R 1[0 120mg 1 A 2[A]
Lot Bk 1 B it 116 80mg 1 H 2 [A]
Lon' il | 2 B BT
3 B AT 1]a] 40mg 1 H 18]
R 18] 160mg 1 H 2 [A]
R 1 BB LA 120mg 1 A 2
L. bu” BLE 2 Bt [l 80mg 1 H 2 [l
3 B L 1A 40mg 1 H 2\

E 1) WEUEFRE B O A GBEGELIS T 2 BEERERIC BV TAR
PRGNV EE, BEPIR)

BITEAICR 3 DR, I8 e O Ik 2R T

1R

&"giil)

AL

ALT 3203 AST #8n

JL—R3Xi%4

JL— K 1 LLFICEES
LFETIRIEL  BIEHIL 2
By B L C 5B T
x5,

PRI 2 SRR R
L2V EAITI, 1 Bl
B2 nTE5, &
2 4 BELLEFR LN
WA, O 1 B
BTH5ZENTED,
L RS I
B LESaIciE, Pk
T 5

QT [HIFRAE &

QTc [EIfE>500msec

QTc MFFE<A470msec (Z[A11E
T HETIRHEL, HIERE
IE 1 BERERE L TR
BHCTX %,

2 BERSME L7 R T
HHIZHEE LA
£ kT 5,

EE R NENRE 5D BT R
IR FRD ST

Pk %,

JL—R3Xit4

M2 ETHREL, M
T 1 BB L
H5HATE 2,

WHEIE(T S 7 4 T %
5O HE 2B
iEZBR<)

[11. 1.3 ZR]

7 L— K 1~4

FIEd 2 FE TIRIEL, Al
BEEAT A ROL
Bh5EBET S, ME%
EIBREAT A R
BER LR S 3 Befiat
LTS HETE 2,
HH%IC T BLLEBRL
ROBEAITIE 1 B
FEHRFO A E THEET
&5, WEKICT AL
B LRWGEIZiE, #l
BEEAT 0 A R & Wi
+ 5,

YR PN R £

JL—FR2 M+ £ TIREL, [
%I 1 BB U
SHETE D,

71— K3 Xix4 FiET 5,

ERELS ORI

JL—R3Xi%4

M2 E THRIEL, [
BRI 1 BebsiE L
H5HBEATE 2,

¥ 2) 7 L— FIZNCI-CTCAE ver. 4.03 |ZHEL %,
8 EELNEAMIEE

8.1 IFHREREE N H b D Z LMD %D T, AHIOK G BT

S OV 581 M L E SIS RE R 21TV BFE OREEE
SICBET S 2L, (1L 1.1 3]

8.2 QTHIMBIERENDH bbb Z ENHDDT, ARIOFEMEH
IZIXEBE D QTe [MMEH 470msec UL F THDH Z L afliR+r L &
BICMEFBMRERE DV UL v T2 T LE) 21792 L,
DV K OV AR B R & 5 5B AR | B IR S OV 5B
A% 6 ARIZEA 1TV, DB MBS U TITH) 2 & &
7o BTG U CEBMEMIEEZIT) 2 &, [11.1.2,17. 3. 1 Z/R]

8.3 BIMENRSH HPNDZ ENHDDT, AF OB S BALARTIZ ML
JEABETNCEEINTWDZ L 2MEET 52 &, AFIEREHIX
EMICIEZRET S Z &,

8.4 BVEMMEENRDH SDND ZENHDDT, KAlOHKEITH
Too T, IR (PRURERIEE, ngnik, REVGE) OREE & O
R O FEha s BEOREL 2B 2 &, Fo,
BEICEWERICOW AT S & &b, BEMERMZEEO I
FERAFEBL L7355 121E, oI =R %275 Lo
45L&, [9.1.3, 11.1.5 BR]

I BENEREEIT HEBICET SR

9.1 GHHE - IERZFOHDEE

9.1.1 AT MRERDE ETNRIIZDEREEDHHEE
QT MFIEEN R T 282NN H 5, SERIE/BRME QT EEIE
TR ST DM RIEARDO ERIC 22 BIRE 2 A4 5 BE IITEE
WES 5z e, [11.1.2, 17.3.1 ]

9.1.2 EMEENEE
EIENELT BTN H D, [11.1.4 BH]

9.1.3 MBEMMEREOHIBEXIIZTOREROHLESE
MV PENGZR BRSBTS 2 82 N0 H 5, [8.4,11. 1.5 &
il

9.3 FFiREEEEE

9.3.1 EEDITHEEZSDHSEE (Child-Pugh 5458 C)
WEEBETH L LI, BHEOREL XV EEICBZEL, fAIE
HAORBUZHDEET D 2 Lo AFIOMAREN EH L, BIEH
MR ENL2BENRH D, [16.6.2 B/

9.4 £FEREEHT S E

*9. 4.1 IHIRT 2 ATHEMED & B ePEICid, AFHE G- L QR -

% 1 HIEIZ B\ CREE3 2 w0 BPE R OS#E B 72 B2 D\ T

W92 Z &, [9.5 M)

*9. 4.2 BRI, ARAE G L OEREKEE% 1BV TONY
T (2 F—2) AV CHET 2 BB OV TERT 5 =
L. [15.2.1 ]

9.4.3 WEMICHDFHERME I BIRICHEET 2H5100%, &
BEDRTALODONIWRENH DL Z L2EBETIH L, O
BT v MTBWT, FROR EREME, R LR i, K
FIEEREE, B ERE FHREELE OCZREDE AR
LU, FEE R QS _ EIR O A B IREMEIERE O DT D02

9.5 114w
TR SUTIRNE L TN B ATREME D & 2 M IZTE PR L& 2 PEDR
fakatE % Enl s E RSN AGAICOARZELETHZE, Ty b
ZHWIE « BRIER ARV T, FERER (AUC) &
FIREE OB R CIRIERTE R OHFEIRD LN TS D, [9.4.1
Z ]

9.6 {BELIR
B LANWZ ENREE L, HBATICET 57 —Z 1370,
AFKNIBCRP DIETH D720, HLHBITO RN D 5,

9.7 MR

*¥9. 7.1 [KEMICH2EHEFEH BV L BREICSOWVWTLLFDA
WWHEETDZ &,

BRI BE RO ISR T D 2 & BRI BE R
LN HAITIE, FERO AR EEIZHET5 2 &,

- BAFE B OHATBEENZ DWW T ICiigZ 35 & & REREEET
IESEOF WA S bbb I BB D,

[15.2.2 /]
9.7.2 12 BARMO/NRBEE L E U BRRBIZIEN LT,

10. B EEFH
AAHNX, FIT CYP3AL 1T K- TREF S 4L, CYP2C8 KX TF 34 DFESE
ERZERT, Fio, AFOEMEL p O ERICIVIRTFT 2,

N

Tl
Eu




10.2 BfREE (BRISEET S L)

RIS BRARAEIR - HEE TR BEFE - fERRIA T
CYP2C8 DIEE L 72 53| Zh & O H A 0 @IE R | AKI23 CYP2C8 Z &3
7 BB INHEBZNN| DI EICED, ZhbD
LT Y =R B2 DT, BEFOIREA | LA o (i iR R 5
vr Ty B EICBZE L, AHWEHO | T2 et d 5,
EUTNHARNE BB SEET DD

[16.7.6 ] L,

CYP3A DFEE & 72 2 3K | Z v © 0 A 0 GIAE H | AHI728 CYP3A 2 FRET 5

11.1.3 @B8YE (6. 1%)
5. FEEOIERZ ML O BREOBBUENH Lo b 2 LA
Hb, [1.2 5]
11.1.4 EMmE (30.0%)
[9.1.2 2]
11.1.5 FEMEE 0.7%)
[8.4, 9.1.3 BH&]

1.2 ZDDEIER

4 hTafry—u

VANV =0 (A

Ty AR~ A VUK
[16.7.1, 16.7.2 ]

NHBENDRHDHDT,
o OHEA L O
IZATREZRBR Y HEL 5 2
L, RUEGTOFHT S
LAIiE, AR OB R
EETDELEDIC, BE
DIREEA HEIBIEE L |
BIMER o R B+ 551
BYbHZ L,

IHT A NHEBINHEBEZNN|ZEICED, 203
YT YT A BLHOT, BEDIREZ (KO M FREN AT
EINP A EHEICBZ L, BEAO | DR H 5.
[16.7.5 M) R +H3EET D Z
L,
CYP3A BHEA AT O EIEH 23 838 X | 2 5 D 3EHFI2 CYP3A &

EF2 &tk &
Fl 0> i T B3 b S
L AREMED B B o

CYP3A #5384l
R N
Trx=hAf
Rz
[16.7.3, 16.7.4 M)

AH) DA VE DS S
LBENRHLDT, T
o oA & ofF I
AHEARBR Y BEF . CYP3A
AR 0 22 FE A~
OREEBRTDHZ L.

A IUF XY VY
(St. John’ s Wort, &
feYa—rX-U—})

A H) DA VE DS S
LBETNRHDHDOT, &
BLAWE>EETS

Z D DIEAITE D CYP3A
EHFETLILICLD,
AF O i v EEAME TR
FTOWRMERD D,

BIVEH 535 20524 F 5~20%A i 50ATi
HHiba N LI fERE, Bl B (gL
(34. 2%) . AT

i  2E YT TR, FEFA

B Ot 5-EpA

s

*IP A S, ik

*PoT UL PR B A i A T

JiE

FRE - ek XLl

P

R BRI FEIMED E0

BRE %

*lfL M/ AR | U o SER . B
B, dFhEkiEd |

* B R R A 7 vrF=r K~ 2732y vh

FH Hm IfiLJiE

FUIT T =
T AT T =V
[16.7.7 &)

o DEHA|

L 00§ Fi 1 T RE 72 1 Y
BB, RS
BT 2 BEITIE, AA)
S 1S 18
B,

Ho 52 A ARFEH A
F=FTv
TrEFIU
AFYUE

[16.7.8 ]

A D F DN ST
LBENRHLDT, T
b oA E P
AREZRIRVBET H 2 &,
R EGTOET 25
EITIE AH & R A R
EPLTb(T=FY
VU ERARAIRS 10 REfERT
KON 2 R I G LT
L & OARA O g E
~OEBIIRENTH
-72),

il 71
fREE T VST A
Kb~ 7% I

KEEALT VI =0 A

%

A D F DN ST
LBENRHLDT, T
o oA & o fF
AIREZRIRVBET H Z &,
R ERTHHT 285
BTiEL AH & il e
P Hd & (Al %
AFBe G- 2 RERIAT L 2
R sglci G Lz b &
D ARF O i H B~ D
EBIIRENTH -
72),

oA R Z&,
7r bR TEER (I AKFOAHESHEIBE T b OREHNIC X D E
FAT T =) LBENRHDHDOT, Z|WpH O EFAITEY | K

ORI MET L, AH
O P RE MK TS
AREMED B D

11. Bl¥E A

WORWER N H HbND Z ENHDHOT, BEE TV, &

WHRRO O NIEEITITREG 2 P IET 57 LY 2L E 21T 9

&,
*11.1 EXLGEIER

11.1.1 FFigeefEE (36. 4%)

[8.1&H]

11.1.2 0T EMBER (13. 9%)
(8.2, 9.1.1, 17.3.1 BH]

14 BRLEDZE

14.1 EFIZTEDEE

PTP @EEDIANL PTP v — h2vBH 0 H L CRAT S & 5 feiE
TBHZ L, PTP — R OFAAKIC X 0 | TG T AN Bk i~
AL, HIIFZILE B 2 U CHERRTIRAZ % 0 B 7 & OHE & DR
THZERDH D,

15. ZDH/DEFE

15.2 JEEGEREABRICE D < {HR

15.2.1 BAV A F=701F, 7 v MMERBRICBW T, BRRA &
160mgl H 2 BT BHIVD Cpax D 5. 2 fFITHRY T 5 H B Tl
PERETH 72V, [9.4.2 BE]

15.2.2 BitBr (REWRAHBE L TOHRWEFET v b, BT v
FROER I =7 %) IZBWT, AFIOKEHREGIC XV Bk E
WO BE (BIRERE ORER, B OFAR) 23, & M 160mgl
H 2 HOAETELE L EOFEFBRERL Y LEVIREET
BOLNTWD, £, ST v MTBWT, B EKRDZL
B LT, BEEROKREROMKMEA, & M 160mgl H 2
FIORABETEEL L XOBRBREEDOZNEN0. 85K 9
FETROLNTVS V2, [9.7.1 2]

16. E¥ENRE
16.1 mehigE
16.1.1 BEAR URERS

HEAT RSB 94 Bl AH] 160ng % BRI 42 5 L7z & 2 0
L R RS B SRS 5 A — & L F O L 30 Tl
29 WEAT—4),

2000
)
E
e
E 1500
=
h
v 1000 o /
R
g
L 500
&
) -J
0
0 H 4 [ 8 10 12
AR (hr)

X 1) AHKl 160mg ZHEREOFEE5H% CE1IA27AVE1HE) ©
MAE PR CFREE R =)



1) ARKl160mg #HEROLLEEZ GE1YVAI7LE1IHE) ©
SEENEE T A — & (TR K O R E%)

%k 94
Coax 1120
(ng/mL) (85.7)
o Y 1.96
(hr) (0. 50-7. 83)
AUC. 7430
(ng * hr/mL) (67.5)
WD HgfE (R ME-H K H)
HE2) Fil=71

T B (12 B

AAN OHEFT EIEE A 58 B AH] 160mg & 1 H 2 [BISERE
A% G Lz & & OEFIREBIZIT 5 IR EHER Kk O3y E)
BT A—FIUTOLREY Thotz ¥,

6000

5000 4

4000 4

7 #REE (ng/mL)

3000 4

2000 4

1000

iRt ILhF

o-

0 2 4 6 8 10 12

B4EA (hr)
2) Al 160mg & 1 H 2 BIRKERAKRGH (B 1A 70588
A H) OEFREIZBT 2 MAEFRERER CEYHE SRRz

#2) A 160mg % 1 H 2 BIERAEEGE G5 1 YA 7 VHS
HE) OEFIREIZBIT 2B ST 2 —& (R FHHEE )

B RE%)
IS 58
Cuax, s 4060
(ng/mL) (34. 4)
o, o0 TE3) 2.08
(hr) (0. 00-8. 10)
AUC. . 37100
(ng * hr/mL) (39.3)
CL../F 4.31
(L/hr) (39. 3)

E3) HefiE (/M5 K fE)
o E M (12 KEHE)

M SRR RS I I E % 5% 8 H £ CICEFIRRBICRE L=, £7-.
AFHl 160mg & 1 H 2 [IERO®S LzBEo®&E 8 HHIZKRIT
RNV HF =T OFEREL3.40 ThoTo,

16.2 IRUR

16.2. 1 #aXBINA AT RALASEY T«
TEERRC N 6 BIlICAA] 160mg % HLEIRE N # G L7z & & OfEkay S
AFT AT EYT 4 OEBMEEEIL73. 25 TH 72 Y GFEA
F—4),

16.2.2 BEDOEE
fERERA 20 BIICAF] 160mg % BRI RIE R IC B OB 5 L
ok &, BERRGICHT 2 RBEGICB T2 EA_V ST =
7D Coax L OV AUC ¢ DT VEIED LI Z I ZE 40 0. 862 B TN 1. 09
Tho? GEAT—4),

16.3 9%

16.3.1 EEHEER
VANV AF =T D MES R FEERIT 6% TH Y |
FERTEMEIEER D B ipino 7z (in vitro) 9,

16.3.2 M/ MmiEHEEL
YAV HF =T O/ MAEFREITR 0.7 Thotz (in
vitro) 7,

16.4 K&

BRI F =TT EL LT CYP3M 2 W @S NhD (in
vitro) ¥, f@HER A 6 iz [MC] — & A~ULHF =7 160mg % Hi
FEHRROfE L7 5 168 BEg E comiEdiciiEicg
AR g & e (Eh R RIS kT 2 BIE 1%, 86.2%)
Y GNEAT %),

16.5 ittt
R 6 il [MC] —B L~ B F =7 160mg % HlEE A #% 5
L7z & &, %5 432 BRI £ ClIo& S5 L= UHBEDR) 69% (GRZE
AEARITAD 14%) ASFERE I Pl S du, 50 24% CRZEALARITAY 11. 5%)
BRI S Y GMEAT—%),

16.6 BENDERZHITHEE

16.6.1 BHAEEETERE
AKF 160mg & HEHRE O 5 L7z & x| BHERETEH 5 (10 1)
2k DIRE OB FEEREE B (8 ) DIEFEAE AV H T
=T D Cpax KOV AUC ¢ DMTEEMEOLLIL, ZEdh 130 L
1.07 Thotz, BEHEREIETHESRE (10 5) kT HFEEDOE
BeRerE=ERE (8 ) OIFEATHENL NI F =T D Cpy K
AUCiy DEAPEBMED L, 2 i 1.67 LN 1.89 THoT2,
R R BE I SR (10 1) (o9 2 B D B RE IR FR (7 f31))
DOIFEETE R NIV T F =T D Cpoy S OV AUC ¢ D BT FEIIE D LE
I, TREN 104 LON1.54 TH-1=? GMEAT—%), Ik
BITOAIIC L S, KRBT REBEICET T —Z 10,

16.6.2 FFipelE=EEE
ARF 160mg & BH[ERR O35 U7z & & | ITHERETE # 0B (12 171)
2R 2RFE O IFHERERE B (8 ) DOIEFEAE AL~V H T
=T D Cyax KO AUC e DEMPEBEOIIL, ZhEh 1.78 XY
1.33 THhotz, MHSREEREHERE (12 F) (X3 2 PEEDOR
MEREEERE 8 ) OIFEATE LN I F =T D Cpy K
AUC; s DT EEIED ELIE, Z 240 0. 989 KT 0.991 T -7,
FFRERE 7 k5 (12 B1) \xt 9~ 2 EE o TR EE S B (8 #1)
DIEFEETE BNV T F =T D Cpay e OV AUC, DE(SEIIE O L
1T, FNFEN2.32 K R3.28 Tho7- 10 UMNEATF—#),[9.3.1
S ]

*16.6.3 /MR
EpRL RS 1/11 #H3R8% (LIBRETTO-001 745k & 8 LIBRETT0-121
HER) (A AN BT 830 il (N 24 Bl EETe) DT —
& &AW TREM Y I T VAR SN, RS- RE
LRI BRET T V& AW T, RAEERE OREER K K ERE
PUCHES S EYBEES I 2 L— a3 U EEM LR, OFE
W 1. 2m® RO B 80mg, OEFHAE 1. 2m? BL 1 1. 6m® il
DHBFIZ 120mg, OFEHEF 1. 6m° LA O BT 160mg & ZiLE
1B 2EEROBES LB, EEIRBICEIT D ARHFID Chux

(ng/mL) KT} AUCyq, (ng *hr/mL) 0> 1 Jafiff 1%, 2860 K 1 47700,

@3100 K Ut 54900 AN @)3670 K& TN 66900 & HEE Sz 1V,

16.7 EMHEEEA

16.7.1 41 bS5+ YJ—IL
TERERE A 12 fillcA v 5 3 —/L (38> CYP3A FHEAI) 200mg
Z 1 H 1 ERERAERS L, A4 160mg Z#HERFEOES LzL
&, ARFEMB GRCRT DA N T a Yy AR ERO
NIV HF =T D Cpay T Y AUCs,y DTEEME O HIE, 1. 30
W2.33 THo7? FMEAT—%), [10.2 ZH]

16.7.2 Z)La+J—i, PLFT7EL
PR IE BN RE T T A H S WY I a L — g LI BWN T,
AF (160mg % HilalRE N 4%5) B G R x4 2 7 vatry—
v (RFEEE D CYP3A FHFEAID (200mg % 1 A 1 B ERE N 5)
BB GO LB F =T D Cp KO AUC O Bl FIEfE D
HiZ, RN 1.20 BN 2.48 LHEE Sz, AAI (160mg % B
Bl e s BRI T 2 00T T B A (FRED CYP3A
BEEAD (60mg & 1 A 3 [IERAEE) JHRES RO~
HF =T D Cp LN AUC DETEHEO VT, ThEh 117 &
V2,18 EHEE S - Y, [10.2 BK]

16.7.3 Y77 vEYY
fEEERR A 12 BliCY 7 7 > ¥ (B CYP3A 7538 %]) 600mg %
1 H 1 EEEROBE L, A#A 160mg ZHEROKEG L L X,
AFNEMBE G T2 ) 77 o RSO L~V
HF =T O Coay Jo O AUC e D LTSI D HEIE L 0. 301 & TN0. 133
ThHho7=? GEANT—%), [10.2 28]

16.7.4 RE>H2 >, EXZ 74
PR REE T LIC SNV I 2 L —Y g 2BV T,
AF (160mg % H[EFR 11 5) B G RHIRTT 2R 2 v (h
FRIE D CYP3A #55AD) (125mg 7 1 A 2 BIKEROEYS) JRHE




B DRIV F =T D Chax KON AUC DRAAEEMED LI, 2
NZIL0.71 KTr0. 53 EHEE STz, AAI (160mg % HL[AIRE 1 #
5) BB SR DX T 4 =0 (FEREED CYP3A Al

(200mg & 1 A 1B 7 HERKE #5512 400mg & 1 B 1 RIRKER

O#5) G GHEDO L~V I F =7 D Cpay S TV AUC D e fa] 3

BHEDHIE, ZNFH0.86 K 1N0.64 LHEESH- Y, [10.2 5

]

16.7.5 S 8YS LA

ERERCN 16 Bl AAK] 160mg 2 1 H 2 BIKERAES L, I4Y

Z 5 (CYP3A OFVE) o2mg #HEIROEL L&, IX VT A

B G-RC KT 2 ARFPFAZ EREDO I 7T LD Cpy KLY

AUC; e DSATTIEHE DI, 1.39 RN 1. 54 Th 7= FEA

F—4), [10.2 2]

16.7.6 LGy =K

fERERR A 16 BIICAHA] 160mg 2 1 H 2 [IEROKS L, L3S

U =K (CYP2C8 DIE) 0.5mg ZHEIFR O L Lz &, L3

U = REAMEE GR35 AFHE GO LN Y = Ro

Coax L OV AUC e DGO LI, 1.91 11 2.88 THH7= 19
GrEAT—%), [10.2 ZH]

16.7.7 A ATFS5J—L

EREER N 20 il A A 75— (Fa bRy FTHEHRD 40mg
Z 1 B 1 EIREROES L, AHl 160mg % 22 IR HLERE O 3%
5Lz && AFIHEMEGRICHT D4 AT T — S
FEDENANVHF =T D Chay KOV AUCs,e DEEAELBIE D I,
0.123 }(r0.313 Thotz, £72. T AT TV — )V ERER O
B L., AAI160mg Z @i BRI ICHERAK G L & K
FIRIh P BRIk B F A 7T — ARG DL~ LT
F =T D Coax KOV AUC; ¢ DR LB DO LLIL, 0. 586 K TN 0.938
Thole, AT TV — & KOG L, KA 160mg & IKHE
AR I CHEIRR NS Uiz & & AR GRS 5
F AT TS — NP REERE OB L~V F =T D Cpy S TN AUC ¢
DRI OIE, 0.782 KV 1.00 Th o7z 219 SEAT
— %), [10.2 BH]

16.7.8 S =F> v

RERERRA 20 BNCT =F 20 (Hy A MAHETIA) 150mg 2 1 H 2
FIREROBEE L, KAl 160mg 2 T =F 5 10 B L O
2 FEFEIATICZERERF I B RIRR B G- L7z & & | ARFIHEI B BRIk
55 =F D UHRBEEEDO RV T T =T D Cpay KL AUC e
DEEEED L, 0. 818 K TN0.932 Th -7 19 GrEAT—
%), [10.2 ]

16.7.9 Zdfh

(1) A~V B F =TI MATEL ZHET D (in vitro) 7,

(2) RN 12 Bl Y 77 s (P-gp FLEAI) 600mg % Hi[E]
EO#E L, KA 160mg 2 B[R O #E Lz & & AAIEME 5
HZxtd2) 77 v BV HERARGEO LT F =T D
Cuax OV AUC ¢ DT EHMEDOIT, NFN 1,19 KTV 1. 06 T
Hot=? GHEAT—4),

17. B PR A&
7.1 EMERVREMEICET S8
17.1.1 ERRES 1/11 #8508 (LIBRETTO-001 &ER)

(RETEA S B R FISE DEST - BHO I/ VRN & U B RIRE.

RET BIEFEEGHEDIRATBRTEE % FKIREHRE)
DNLFRERED B D RET B A5 FBEE O VIR RE 22T - 15
SOOI N BRE 134 6] (AARANERE 25 Gl &) KOO
(LB D72 RET B G BB T E O UIBRARE 70 AT - FF%
DI/ RS 35 B (HARNBE 1 B2 ET) [TARK 1 E
160mg %z 1 H 2 [lfE N5 L7z, EEFIEH CTé 2 RECIST ver.
L1 ICESMSFHMEZ BSHEIC L 2 FE =1L, #hzhO
55.2% (95%1E HE [X [&] :46. 4-63.8) K@ 71.4% (95%1E 4 [X.
f#]:53.7-85.4) ThH o7,

12 UL EOCHIRIERE D & 5 RET BhE 8 s 1B OARIE U1
RHEZR FURARE B 10 %Y (AANBE 1 Hl2ET) . @k
PO RET Bl A EAR T B PE DR IEYIBR R EE 72 R b &
F 12 B1ED  OALFHIEIED 8 D RET WG 75 B DR IR DI
HEZ HURMREAR I B 9T 5 (AARANESE 1l ET) KOO
(LFHERE D 22 RET A5 172 BB ORTEUIFR A RE 72 U AR
BERRRE BB 90 (ALK 1 18] 160mg P % 1 A 2 MR A5 L=,
FBEEE H Td 5 RECIST ver. 1. 1ICIES L PNFHIiEA S
FIEIWC X BRI, FNENG50.0% (95%(F 4H X M :18. 7-
81.3). @100% (95%{SHE X [#:73.5-100) ., B®68.0% (95%{ZHH X

:57.8-77.1) K U®63. 3% (95%(FHHX [MH:52.5-73.2) ThH-o7-
D, (20204E3 H30 HF =& v bA7) [56.2, 5. 11 BH]

H 1) Kb 2 6l ARG b 2 Bl E BT,

H2) EKobiE 1 BlEEte,

1 3) 12 Lk B/ 2 AR O&KGERE - HEiE, (1) &
R 1. 2m? A D FBE T 80mg, (2) AKEFE 1. 2m? LU L 1. 6m?
A D BT 120mg,  (3) R EAE 1. 6m* LL_EOEEIZ 160mg %
FhEn 1 B 2EREOEETH D,

M 400 HHZRS S ERBEWEMIL, 1PN
(35. 3%) . fEIE (31. 8%) . ALT AN (28. 0%) , AST B4/ (26. 8%) .
JE7 (25.3%) T o717, (20203 H30 HF—F B v F47)

(RETRAEBIEFIBEDET - BEOEMES GE/MAMATER
UHRRKIREFRRL))
RET B A s 1B OWEAT - B D EIEMEE: (FE/ NIRRT & O
FORMEE 2 R <) B L LT AFIOFRMEOFHiZ By & Lz
D% 1 AH/3— b KAl 20mg 2 1 B 1 B IAH] 1[5 20, 40,
60, 80, 120, 160, 200 #F L < I 240mg & 1 H 2 [l O#k5)
YD 5 Gl AR OAIER CLEEE BT LR HME L
BT AR S— b CRHAI 1A 160mg 2 1 A 2 [FIREAHEE) ©H b,
O ERER DS DB A MBE L Liakr— @ 336 (AAA
BESplaGte). OLFHREREDORVEAEEMNR L Lz ak—
b 2 i, OIEBEERIELIIN T RET B A G- Bt DS Rl &
NEBES gL Lizak—ro 124] (HAEABE3HEZE
i) DENEOIFHMIN S & Sz, 5 1T A2 S— b O SEEhTE
HT& 2% RECIST ver. 1.1 (23S EHEESSHEICLD
FRhIE,. ENEN®57. 6% (95MEHEIXH]:39. 2-74.5) . @0%%
V@16. 7% Tdh-o7= P, (2023 4F 1 H 13 AF—F W v h A7)

[5.8 ]
HE4) KRR ST FAYE - FSIIAHKD 1 (5] 160mg % 1 H 2 [BI#E 1%
5Th 5,

) AMEOHIE SR E1T D AT DA

MBAFE Zh B/ EA B ESIES
PNy 4/13 30. 8%
[ 7/13 53. 8%
M g 2/4 50. 0%
PIREE T 1/3 33.3%
[ 1/3 33.3%
SRR 1/3 33.3%
AN FE 0/2 0%
?LJ;I‘:EH 6) w w
&Y 1/2 50. 0%
ANF AR 1/1 100%
/MR 1/1 100%
ELABARREN 5310 0/1 0%
Hi%ii 10)

IRESE 1/1 100%
it PR e 0/1 0%
RN WA /1 100%
/N g 0/1 0%

1 5) A 80mg & 1 H 2 [0 CE L334k Sh /- B 1 fl% & e,
1 6) RIEFMEIREDRWVEE 1 28T,

7)) ST AR PR, ST PRI R OV i P B s AL B 2 S AL
L. WIEEEA AR B WV TEDRD b,

HE8) WP G RIE ATRERA D2\ B

1 9) FBrEREEIN O EE GEMAR) &K OWRRE - LD
AN O, EEAEUS O GEIAT]) 28V THEY)
DR BT,

1 10) AFAI120mg 2 1 H 2 [0 TG BB S iz B

T Mx % 53 HlCERD b EARRIEM X, ALT B0
(35.8%) . AST ¥4/l (28.3%) . FIPNEZME (26.4%) . T (17.0%) .
EIE (17.0%) % Tholz, (202341 H 13 HF—F A v b4
)
17.3 Z 0t
17.3.1 QT MfRIZxt 3 B2
fRER N 32 B AF 320 I% 640mg LY 2 HiERR D4R L7 &
. QTc MROR—2A T A LD ELBED T TR LEDFEICE
5 9OMEFEIX D FRRMEIX, €4 11. 87 TN 12. 4Tmsec T
Hot=® WEATFT—%), [8.2, 9.1.1, 11.1.2 BMR]




1) BRI 2 RS OAKGR A - &L 160mg © 1 H 2 [H]
Bhngks<ch s,

18. ExhEHE

18.1 {ER#RF
UL I F =T 0E, RET, BN EESEIK f-52 254K (VEGFR) |
FRHEE AR TN T2 254K (FGFR) 25 D% - —ViGtE 2 ET %,
AN DF =T, RET @G F 7D Y Uik EHE L.,
TWD Y 7 FNMREGTOV VEBbERETHZ LICL Y, &
BEHGEHIER 2R3 B2 0N TS 9,

18.2 EBHE
VNIV F=TVE, in vitro \ZBWTC, RET & X 37 &%
BT 5 hIANHIRTES Bk LC-2/ad MMk R OV S BRRIREL
SR 3l TPC-1 ABAEAR P ONC 28 F 8 RET (C634W J TN MI18T) %
ENENHBLT 5 & N FRIREERRE Bk TT & OYMZ-CRC1 AR
Wt UCHIBEINEIER 2k LTz, E72. EAA B F =713, in
vivo lZI T, LC-2/ad fMlllafk, RET G & o /X0 3BT HIE
JINHI BB BB Sk CTG-0838 EESHAME I & O TT Mtk % T h
ENETBM L EEEAMGERE- =V a~v T ANIX
— R~ 22BN\ T, IR IHIER 2R L 9,

19. AR IZET S EBILEHER

— R TR B L~V F =T (Selpercatinib) [JAN)

. % 4 :6-(2-Hydroxy-2-methylpropoxy) —4- (6 {6-[ (6-
methoxypyridin-3-y1)methyl]-3, 6—
diazabicyclo[3. 1. 1]heptan—3-yl}pyridin—3-
yvl)pyrazolo[1l, 5-alpyridine-3-carbonitrile

g5 T FCoallyN705
7y H#1525.60
M K AB~EEAOM R TH D, 0. lmol /L HERE T

FIz <, T M AROZH ) —)LTH THETIZ
<KL KITIFE AT 20,
(b N

[
LM f/“CN
H‘C»._*/\.\O,. R

A
HO CHy S - N
N Il \j’u CHy

L\L’,n\/ N

it JRK) 208°C

21 REBEH
211 REEG U 2 7 R R 2 R ED b, EMEICEET 5 2 L,
(RET BhEBIZFISMEDET - BROIE/ME TR R U FIRIRE .

RET EBIEFZE EEME DR VBT84 FARIRSERER)

21.2 ENTOWRBIEGID O CROLILTND Z Enb, RIEIRGE
%, —EHOIEGNARD T — 2 BERB SN D £ TORMIT, 2EH
B GAE SR A E T 5 Z Lk D AFIOMEHBEE
OEFERERT 2 & & blc, KR OREM K OFHPEICE
THT — X ERHNUE L, ARAIOM FAE I LB e fE % i
Lasz&,

22. g%

(Ly r9 4 EHTEIL 40mg)

56 1 7 [8 7 &N (PTP) XT]
(Ly 9« EHTEIL 80mg)

56 1 7 [8 7 &N (PTP) XT]

23. &k

1) &R BA-~ULhF =T OmMRER (2021 429 A 27 HK
8. CTD2. 6. 6)

*2) FENER: BB F =T ONET v b EAOTERR
(2022 4F 2 A 25 H7&ZR, CTD2.6.6. 6.4, WAMEL)

*3) FNER: EITEEEEZNZRLE LBV D TF=TDE
I/11 #H7XER (LOXO-RET-17001 #&B&) (2021 4= 9 A 27 HAGE,
CTD2.7.2.4.2, 2.7.6.12, AL (2022 4E 2 A 25 HIAR,
FEHEWEE)

4) HWEE: BADF =T ORI AT R, T T
4 B O~ A3 F o 23k (LOXO-RET-18016 3KER) (2021 4E 9 H 27
HK78. CTD2.7.6.3)

5) HINEE: AL F =T ORMEREIC RIETRFEORE
KO AT T —v & O EAEM (LOXO-RET-18015 #Mk) (2021
9 H 27 HIKFR, CTD2.7.6.2)

6) HHNBE: BB F=FDb bMIIEEERES R LOX0-
292-DMPK-060 #XB%) (2021 4£ 9 A 27 H&KZ., CTD2.7.2.3.2)

N HREE: AL F=T Db bMLiE T/ g
(LOX0-292-DMPK-013 2B#) (2021 4F9 A 27 H#&ZE.CTD2. 7. 2. 3. 3)

8) R BA~ULHF =T D CYP AR (LOX0-292-DMPK-017 3
BR) (2021 49 A 27 A7GE, CTD2.7.2.3.5)

9) tNERl: BEx REIEEOBMEREZ AT OHBRE ISR
LNV F =T YRR (LOXO-RET-18023 #XER) (2021 4F
9 A 27 H7KFR., CTD2.7.6.6)

10) #EPNERL: B 2R EIE R OFFSRERE 2 /9 A R Ic B 1T
5NV F =T O3 ENE (LOXO-RET-18022 #ER) (2021 4F
9 A 27 H7KFR., CTD2.7.6.5)

*11) ENEE: BV H F =7 ORHE B REMEAT (2022 4F
2 H 25 A&, FAREE)

12) #WNEE: BAR_LAF=T A FFaF Yy —A KO 77
VB OFAAEAEM (LOXO-RET-18014 #5%) (2021 49 A 27 A7k
R, CTD2.7.6.7)

13) #NEE: BAULH T =T O B BEE T VAT
(LOX0-292-DMPK-052 #& Bk ) (2021 4 9 A 27 H K R .
CTD2.7.2.2.12)

14) HNEE: AV F=T L I FY T AOFANER (LOX0-
RET-18017 #&BR) (2021 4E 9 H 27 HKFE. CTD2.7.6.8)

15) #WN&EE: BANVhF=T L L7 Y= FOMAEEH
(LOXO-RET-18026 7k##%) (2021 49 A 27 &S, CTD2.7.6.9)

16) #HNEE: BANDF=T ET=F VRO AT T —
VDA EAVEF (LOXO-RET-19075 #5k) (2021 4 9 A 27 HAR.
CTD2. 7. 6. 10)

17 HREE: ANV BF=TI2LD TV AR—FLE
(LOX0-292-DMPK-035 #kB%) (2021 459 H 27 H7&E8.CTD2. 7. 2. 3. 8)

18) #NEE: BALHF=T D QT/QTc FEAf (LOXO-RET-18032
FBR) (2021 4£9 A 27 HKFR, CTD2.7.2.2.8)

19) *ENER: BA~ULHF =T OB (2021 4£9 A 27 A7K
2. CTD2.6.2)

24 THEEERERUBEWNEHEL
AARA—TF4 V) —Xett ERERBATED
T651-0086 MAHIHRXEEES TH1%&28%5
TEL:0120-360-605 (EHEREREAIT)
medical. 1illy. com/ jp

26. BERTREF
26.1 BEERFETT

MEh o RER S

ol

gy HrR

® : B R PEAR
RET-1001 (Rx)



LY3527723 1.8 WA E (B
YA ATF =T (EBA)

1.82 3EE - MR (B) RUEDHERR
1.8.2.1 hEE - x)]% (%)

mwﬂ h%%ﬁ®@ﬁ ﬁ%@l%@f

RET i&fm 28 LG IE OARIA IFR N E 7 AR AR AR
TRRED B0 HRIHARED - HIBR

1.8.2.2 %%Xﬁﬁ%t%ﬁ?%&%(%)

(RET B & BT IEED HEAT - ﬁ%@#dﬁ@%ﬁ>
5.1 +43 7k a9 DR ELE IR AESRR IZBIT 2 MAEIC LD . RETRELE ﬁﬁ%%

PERHERINT-BEICEETDH 2 tomﬁ IZdHT=»> Tk, A shiziksz
R YOI ERRESSE) ZWb 2 L,

52 N7 FRRBGRE ) OHONEEZE L, KEIOA M OV %2 55 [CBfgE L7
T RBNLSOTER D FERIZ DWW T HIEE KRG L, #EIcEE OBIREIT S Z
Es

53$ﬂ®ﬁﬁﬁ%%ﬁmﬁﬁéﬁ@ﬁ&wﬁé@ﬂﬁﬁwa&wo

(RET fh &8 A 1-BotE D445 ﬁﬁ 8 D HUR Bges)

5.4 1537k BR A A9 DR ELE USRS B T DRI L Y . RETRLA ﬁﬁ%%
PERHER SN BEICERETDH 2 tomﬁ Bi=o Tk, AR SNk s 2
IR G OTERRESSE) 2D 2 L,

5.5 B S U RIS L DIREOMIL & 7 D BEITB OV TR, YkinEAERT D 2
ko,

(RET Bl &8 515 AT - TR O BETEIES: (GE/ NI K O A IR i 2 B
O

5.6 To0 7Bk 2 A9 2 ELE UIMA X IZB I DA L Y . RETHELEA ﬁﬁ%%
PERFEE SN BEICB T2 &, BEICH > UL, EKREI N EWAD
PR ST ERRIEERTE) 2 WS Z &y

5.7 AR ERIE BE AT OET G R L2V ED,

5.8 BRARABRIZAHA AN N BE OB AFEFIIOWT,  N7ERRANE | OBEONFKE
AL, ARFIOF MR VZ 25 B LTz BT AFIPSNOIREE D FE
JEIZ DWW T HIEE ISR L, ISR ORNEITH Z &

5.9 AHFND FA OB FEIE 31T 2 0 K Q22 PRI L TV e,

<an6%ﬁﬁ%@®m%@%T%k%%ﬁ%ﬁ%>

5.106 43 72k BR 2 A DN BLE XA IS B 1T D MRAIZ L Y . RET Eis AR
MHER SN BEICEET 52 L, iﬁﬁ@+ﬂ@m¢LE%%ﬁﬁ@ﬁxmK
HOLA L, AR S NIRRT R R TR 2 W CThREZ1TY 2
L,

5117 117, BEIRAKAE ] OTHONEZRIN L, REIOFMER L e 2+ 1B L
7o BT AREILIAOIEFR D FERIZ OV T HIEE IR L, %m%%®@R%65
Z &,

) GRSV ARSI 3R SO RS I BT D i sIC >\ T, BUF o
V7Y A EMOAFARETH D ¢
https://www.pmda.go.jp/review-services/drug-reviews/review-

information/cd/0001.html

TRRED BN ERHAE - HIER



LY3527723 1.8 WA E (B
YA ATF =T (EBA)

1.8.2.3  EHREIRH

T~V F =T 1E, RET (rearranged during transfection) O 7 7/ > =1V U (ATP) #5&
AL 2 BEAHICEAET 5 L 9 BRSNS+ Th Y. RET IZxF L GEIREO @MW ILEAITH 5,

N AMED RET OIEMEIRIT, FIZ RET G BIE &K RET B FARIZL - TRI D EEZ
HiLb, RET BEEMAIZE LT, RO T — & L0 | DAFEIZED & FHB AN MM
JADHTE, HAAFDIZD DY 7 F IARERBE OB T IEMICH G T2 B2 b5,

NN HF =T BERO RIS RET r‘ﬁ/\/\** =R ONAFEZE 5 &35 RET A EIR
TR AR L THEBITH D Z L3, KT — XLV RBIN TS, £z, 125&L Eo
mw@Amﬁ%%é®l%ﬁh mem%WE%%@MKL&U%@m®mﬁ%%ME%%
DUOETHEOBEES LR E U EERILF S VI MR TH 5 LOXO-RET-17001 7R
@BMHme\uTmmmﬁﬁ)fi\ﬁw«wﬁ%:fmmwﬁéﬁﬁ%@ﬂwkf%m
BfR72 < . NSCLC M OMES DM 2 H 95 TCHBEIC_F 7 4 v b bl bd 2 EaVREnTz,

ANV TTF =T OEMER. FEERIRT —% . KO BRRIIEN RS, BAFEIZE D b8
T OREEFFRMAKIZ X > T RET BEBE B IND & HF7e RET IHHLBAE T, MM
Jie D YEFE Joe VLD RET 3 7 VRTER BRI <ARAFE L7IRBEIC /2 5 2 &0 ZHUSH L TR
NATF=TIZLDIERPAENTHL Z BRSNS,

17001 5888 L 0 | BEARED NSCLC X N TC % BRU = RET A B T EDEE R AT 58
B M OV e 2 Rl L7z, 17001 3RBRIX, 58T L7225 [ AH S — R R OSEAT R 0% I AH/S— R T
R STz, B N— FOERBIIL, EAA D F =T OEKAE (MTD) & & 1 FHHfEsE
& (RP2D) %452 L Thole, B A— MIEHDOaAR— 60, FHIMHS— ]
DFE TN HIE S 72 RP2D D 160 mg BID % AV 7=, & ITFH/S— o E2 BAYIE, IRCHIEIC &
%N AFEIZR U 72 Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 % Response
Assessment in Neuro-Oncology (RANO) (Z£-5< Z&4h% (ORR) (2L DB/~ F =7 OhilE
B RAETET 2 Z & ThoTe,

AR HFE TR T DTS ML NSCLC KON TC ZBR< RET @& BRIt BN A BE
THET A7, adk— b 1, 2. 5 ZREMIHICHENT L7z,

® oR— | 1: RET A EETHIEOEENA T, @EICDRL &L | FEOEREN 7 7

— A RNTA REET o2k, DADBEAT LIBE, XN ERAR LB
® k— | 2: RET A BETFHIEOEN AT, BEENR T 7 — A N7 A UHEIEDIEFRRE
BRORWERE, LTOEREO TN ET-T,
o IEUHEIRMEDTAE L 72\
o HEMEEIRREOGM TIXR, ITEERR IO L TEARMEZ R LY | R
NOHABRERISR T 4> SBFLE D 35 ATREMEDME Y & TR BRE LAl A3

L7z
o fEWEREAEIES L
® IFR—h5:

o aAFR—bh 14134 T o0, JERRRRAEDRWEE
o AAR— P3N 4 OEMFE T S 720 MTC DB



LY3527723 1.8 WA E (B
BARNHF =T (BERHA)

o Mo RETEETDEAL TEMHALZH T2 MTCIEGEREAY N T 29 (B 21X, MTC,
B EHNIE) | RN Wb A R SRS L ORI © RN IE R K
FEE O T NG OB

o c¢fDNA T RET BI5TDOZEAL G TR T OZE(LDOFED G S e R
*

waticon, 2 E=f o v v T F— s BT RS4RI & LT NSCLC K
ONTC % B\ 7= RET B85 FRMEDEIE S ABE 4161 (2dR— R 1:306), adk—h2: 14,
aR— 51000 NEFENTZ, 3761 (90.2%) A3, 1L EDOIRET A » ZRiaE & LT,
9Bl (22.0%) WEAILHF =T % 2 WIEHFHE LT, 286 (68.3%) 23, B~V AF=T% 3
WL EDRIEE L TH G- &N 7=, NSCLC KON TC Z [\ /= RET @& B D E N A BE
41 FNZxF L CRIKT43.9% (95%CI : 28.5-60.3%) @ ORR 3G 541, 14 B3 AFEH 10 23 AFEIC
WCHERRMICER O D HIEEENRO bz, £72, IRC HEIZ X 2EHHE (DOR) OH
JEIF 245 5 H (95%CI : 9.2-NE) &AM b THR 2820 &2 R LTz, BARN 9 FlTxf
LT 77.8%® ORR 235G HAv, 7 B AMEF 6 BAFRIZK W CTHKRMIZER DO S 2 FUEE RN’ ED
Hi7z, IRCHIEIZL D DOR OHF AKX 173 » A & HARAMIEB N TH RREM & A BT
RO DL, 20234 1 Aoh v b7 F—s o, e fior s rroF—20
MR RS TH oz, AR & LT NSCLC KO TC R\ /= RET @A & a1tk
OEENAEE 26 (ahR—h 1:386], adR—r2: 24, aFx—F5:126) BEENT,
4761 (90.4%) 25, 1O DRI T A U ZRHEH & LTI T, 1261 (23.1%) 23, '
NHF=T % 2WIREEE LT, 3561 (67.3%) 2, BANABF=T7% 3 RIBFHLFELE LTHEE
STz, NSCLC K UNTC % B\ Nz RET Bl G BRI D ETE 2 A3 52 Bl L TR T 44.2%

(95%CI : 30.5-58.7%) @ ORR 235 541, 16 SAFEF 12 BSAFEIZB W THRIRIICEZRO H DL
FEIE D R8O BTz, £/, IRCHEIC LD DOR D HFRAEIL 37.19 # H (95%CI: 13.3-NE) &
Frgit 72 Bh 2 R Uiz, BARAN 11 HIZx LT 63.6%D ORR 23 B4, 7 AAFEF 6 2 AFRIZE
THARMICERO & PSRN RD b, £, WTHOh v M4 77— X OfERIZE N
TH, < DO RETE/S— R F—TEIBINPBO LT, T EEE X2, # 2.5.6.1.3HLHO
£ 912, NSCLC N TC % R\ 7z RET Bl & B s FBAMEDETE S ATkt LT, BUEHERE S LT D
2 WIRHLL L OFEHEIEIR L Wl L 72358, B h F =7 13+ R lRERE N S DR &5
b,

ZEPEIZ OV T, NSCLC X ONTC ZBR\V 7= RET A 1815 B O B 03 AV BEE 1Cxt 5 2 3
NAF =T OREM,T a7 7 A VT, BEMOZEMT a7 7 AV ERELS BT, Hil-is
P EOBEITRO N hoTz, BN F =TI OFRFEEZEA L TG A THAR
PEASEI < TRBREE & ORIRBIEN TR E TE Ao LM SN FEFFZRIC L 2P IEOEIA XKD -
Tl eMnb, BEAPEOONTEAFEFRILEY /2T =4Y 7, FEMEROH&HE CEHE
REEER b, o, BFEH L ARANEROLEM,ET v 7 7 A VITiE, BRHICERDO S 5
EWTIRD SN hotz, BLbknb, BA-YLhF =7 13K D NSCLC & N TC Z B\ 7= RET
A BB TEDEE R AR L TRIFRRE T 4y b« URAI NG RER LT, £, BEK
BOKEE « DB TH D [RET @A B F B O YIBRARRE 22 64T « B3 O/ N NtfE ] KO

10



LY3527723 1.8 WA E (B
YA ATF =T (EBA)

[RET B & BInFIHMEORIGUIBRARE 2 AR IRRE | 13 TRET @& BinF it OHEFT - BRI DEIE
JESES ) 12 Shu, FE/AERatEE . HORE ., ETERES (RN & OS R 2 FR <) I
W D% 2 ORET HERICOWTIRA SCES CHEEBUE 21T 9 Z & T, AFIOwEY) 72 F & HE
WTHENTEDHEEZD,

FRERE X, BEROMEE - R TH D TRET A B FBMEOUIBRAREZ ST « BROIE
/NS ] &Y [RET BEBIEFHIEORIGUIFRARE 2 UK ) &80 T ARAIDOZhRE T
BE () % [RETREBIBFIEIEOMAT - BROBEFER) LRETHI ENRYBLEE X,

Fe/NHRa At K ORI AR & bR < RET &5 T O BRI R L, AN RET @51
BEE AT HBRFELRNGE L, BETREOREBIZa =4 VB ELE LT 0D,
IRES TN RACBIE T 21 (R) & LT 5.6 25%E L, 7o, MMERENARIEKOL 5 x5 &
RO E RIS T 272010 5.7 ZRGE L. AKRIOA MR O M4 53 I BiR L7z BT,
WIGEE OBIREIT) ZERMELEEZ LN E0D 5.8 ZRE Lz, FIZ, AAIOFHOH
BIIEIC BT DERRBREEEZ A L TN &5 59 25%0E LT,

11



LY3527723 1.8 WA E (B
BARNHF =T (BERHA)

183 RiE-HAE () RUZDOHRERNL
1.8.3.1 /f RE ()

NS ;@l q@ﬂ,@ %E)
(ae]

WH, AT L L F =7 L LT 1A 160mg % 1 B 2[AE OS5+ 5, 2258,
A DOIRREIZ X @J@ﬁﬁiﬂ“é

WE. 12U Eo/NRICERREREICEDE TROESE (B~ F=7L LT
1 [ 92mg/m2) % 1 El 2O 5, B, BEORBICXVEERET D,

AN ks
AR EfE 1 Bl G i
1.2m? A 80mg
1.2m2 2L _E 1.6m? A 120mg
1.6m2 Ll I 160mg

HUTHARED « HIBR

1832 RERUVHEICEEYTSIE ()
7.1 O FUEMEIELE A & OBFHIZ OV T, ﬁ?ﬁ PE R OV IS L CTueuy,
7.2 RAPEAZ L0 BWERAREL L2583, U\TODEE%:%F@ LT IR - el

PiEd 5 Z &,

MADEE  AROBED BE
P L ~r h&
WE G 118 160mg 1 H 21
1 B 1[5 120mg 1 A 2[4
2 BEREIR 1[5 80mg 1 H 2 A
3 BB 18] 40mg 1 H 2 A

MNEROGS  AFOBRED H%Z
AR T R L~ B

SN CES RN o 1[5 80mg 1 H 2 A

1 B P & 1 [5] 40mg/1 [7] 80mg
1 H21H

(1 H & 120mg)

2 BeP i 18] 40mg 1 H 2[H]

3 BEPEETED | 1 40mg 1A 1A
BERGE 108 120mg 1 H 21[A]
1 BePiiai 1[E 80mg 1 H 2[H
2 B A 1 [A] 40mg/1 [7] 80mg

1 H21H

(1 A& 120mg)

3 BEPERETED | 1E40mg 1A 1A
BERGE 1A 160mg 1 H 21
1 Bt PR 1[A] 120mg 1 H 2[A]
2 P 18 80mg 1 H 2[d
3 BRI 118 40mg 1 H 21H]

1) WBUEFRBRE DS (BEUELSLN T 2 BB EICE W TEEEI G LN RWES, &5 Pik)

1.2m? i

1.2m2 2L b 1.6m2 K

l.6m? VL E

AN 2 REE, I K% O Ik v
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LY3527723 1.8 WA E (B
YA ATF =T (EBA)

BIVEM FRJETD WL
ALT X% AST 840 JL—R3XiZ4 | ZL—FR 1 UTIEETLETREL, BERZIZ
2 B R L CHREHETE D,
BE%IC 2 WAL EFER LA WEEicid, 1 BRE
WETHZENTED, TIT 4 BEHM EFER L
WIEEITIE, b 1B ETHZENTEX D,
BWELF-HECTEERICER LSS ICIE, Pk
T 5,
QT HIfRIER QTec [#If@>500msec | QTc [#IkE<470msec |Z[RIHE T2 £ TIRIK L | [RIFEH#
X1 B EEEE L CRSHEBTE S,
2 B E L AE TR ERICHRE LG AIC

%, HIE9 5,
EERREfRERE | i35,
9 T ASOTER D3RR
POy aWiet- 2oy
5 I E ZL—RN3XiZ4 | BEETHETKRIEL, EEEKIE 1 BMEEL T&
HEBTE 5,
WHUE (77 47% | ZL—F1~4 FIETHETKREL, BIBKEAT RS NO2 Y
U—EOEE /B EUE BEEZZET D, FERITAIBRKEATeA NE
<) DR L7ead o 3 Expdeim L TR G T& 5.

%I 7 BULEBER LARWEASIIE, 1 BiEd
OHBIEO R E CHETE 5, HEKZIC 7 HEL
EERELAAWEAICIE, BIEEERAT oA REil

3%,
KR EIE7R5S JLr—R2 EIE9 2 £ TR L, [EIERIE 1 B LT
GHEATE %,
JL—R3XiE4 | kT D,
EREDSOREITER ZL— R334 | EHET L ETHREL, BIERIT 1 BREEE L T
HGHATE %,

£2) 7 L — FiZ NCI-CTCAE ver. 4.03 IZYE L %,

1.8.3.3 ERTEIRH

17001 FRBROH TFH/X— MZHB W T20mg 1 H 1[E[~240 mg 1 H 2[A] (BID) % TO HEMHE %
1TV, RP2D % 160 mg BID & 7€ L 7=,

F72. 17001 SABROREIR, RETRG BAs T ML A 21T 2 EHIREETO PKIT /L~
NHF=T OO PK & —H L TEY ., AMMEUIER TREFEFRICBT 2058 - LU
T, AOMECKRETHERZTHR FITRO 0T, R TNEAFEFRICEL e~ h
F =T OIFFEOWENINIED VAT OWME RS o lz, iz, 8 1823 HICFHEH O L 912, BE
HFROIE/ NI ATE K VIR I & B\ e RET BB TR O BEE S st L TR~V F =7
1 [8] 160 mg BID DA M N2 BN RENT 2 L0y, RET G &I FBIE O [E RIS 4 A9
5 RN BFITIE 160 mg BID #5258 8) & 25 2 72, 17001 388 (157205 17 % £ TO RET BIn 1
RGO FR IR B 3 Bl G te) ORIRNG, T XTORAFMT PK IFARETH -
7= (CTD %5 2.7.2.32 18, K OWIEIRFEEEF 2.72.43 1H) , RETEAE s YO EIESZ A
T 2% 12 kL Eo/NREBFIT U TR. RET @& B As 1Bk R X RET Bin1 2 S5
WIREIEEZ AT 2 12 L Eo/NRBEICR U CORRBEINHE - HEEFELL, BAICELY
~V3F =7 1 B 160 mg BID $45- L7-BR & [RIFRE OIREE &S HIFFC& 2 1% - H& (160 mg
BID/1.73m? = 92 mg/m? BID) & LC, AREFEL 1.2 m2 &5l O BHE121% 80 mg BID £ 5-, (A% H
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LY3527723 1.8 WA E (B
YA ATF =T (EBA)

FE23 1.2 m? LLE 1.6 m? A5 O B 121% 120 mg BID $65-, (AR EAEA 1.6 m>LL LD BFE 1T 160 mg
BID # G- 8) & & 2 72,

AANIMOHEENEREL A & OPFICEE T 2 BIREGEN GO T Wz &b BEAGRZRER)
R LRER, FELAOCHEICEETSEE () & LT 7.1 2&E Lz, Flo, SHEEIEMNE
BN HA IR, BEEOMENLETH D Z b, ARG R LAk 72 23 E L
7=
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LY3527723
TARNITF =T (EBRA)

184 FERLDIE (B) RUZTDHRERML

1.8 HfAE (%)

M LR (R) 13, AR OEERILR AR RER & O O s R N a2 T T — 2 v

— K [Company Core Data Sheet (CCDS) ] #&&IZ L CHE LT,

i EoEE (5)

A ERHL

1. &%

AFNL, BAFFHIHORIGTE D EREX BT, AL
FPRNRI oy e ik - REBRZ FFOEMO B & T, A OEE
MY LMW SN DIEFNCHOWTOREEST S L, Fiz,
TRIRBRIRIZ NI D BE UL OFRICEIM R Oa kit %
+oHH L, FAEEZEOhLEETDHZ L,

EHRL

2. 25 (ROBFEIZITHES LinwZ L)
AR DRSNS LT T 7 4 T 2 —5 0 B\ E B BUE OB

D& 2 BE

EHRL

8. EEH 7 BRI

8.1 IFHEBEREEN D b D Z & NdH D DT, AFIOF5-BkE
A OV 5 JRE X E RIS RERE 21TV, BB OIREE
TRy BERTs 2, [11.1.138]

82 QT HIRIEE N H LD Z ENH LD T, AF|OK L
FRETICIZ B O QT [EIFEAS 470msec LA F T % Z & & 1R
LEEHICMBEBMERE WV UL, v~ X ULE) %
175 2 &, LEXEKOMIEEMRERA L & 5RIA% 1R
REOEGBLAE 6 » AMITER 1 EITV, LIFE D SLEIZIG
CTITH 2 &, F-, HEDS L CEMEMEEZITY Z &,
[11.1.2. 17.3.1 &H&]

83 MIENH LD Z ENH DD T, AFDOBERILERTIC
MENFEYNCEFLIN TN Z L 2HERTHZ &, ARG
X EIEIC I EEZBIET D 2 &

8.4 MEMMERNRHHONDZENHDHDT, AHDEREIC
e TE, WIHIEIR (FPURIREE, sk, JEEVGE) OfER
OB A O K%, BE OREE BB T 5 2
L, Fe, BECEERICOWTHIAT S & &b, MEN
JifiPR D ATHIREIR D3 FE L L 72355012, dei I IR 2
Z2TLHLOEMTLZ L, [9.13, 1115 5]

EHRL

9. FFEDEREATHEFICHTLIEE

9.1 AHHE - HEBRZDH 5 BHE

9.1.1 QT MIfRIEE OB ENXTZ OBEERED & 5 B

QT MR ENRBLT 2 BENNH 5, L RM/MERNE QT LR
FEBERE X 13 OMATEARDOER|Z 72 B IHEAF T 2 BFITIE
HEEICEET 52, [11.12, 173.1 2 /]]

9.1.2 @ IMJESE D B
FILENET2BEhR’b 5, [11.1.4 58]

9.1.3 MEMMEERDOH 5 BEXTEOREREO H 5 B3
MR BARBDUIIRET 282 n b5, [84, 1115
2]

EHRL

9.3 ITHERErREE BE

9.3.1 EEDOIFHEAEREE D H 5 HBH  (Child-Pugh 7738 C)
BEZEBETDIEE DI, BEOREZ LV EEICBIEL,
BITEA ORI AR T 5 2 &, AAIOMApEREN EF
L. BEAR#EmR I NI BZN0nH 5, [16.6.2 5]

EHRL
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LY3527723
TARNITF =T (EBRA)

1.8 HfAE (%)

A LR ()

A EAR AL

9.4 EFHREE BT HH

9.4.1 MR 2 ATHENED B B A MEICIT, AFIF G- M OV e %
545 1 5 ABICB W R 5 S B K QN ) 20 &I D
WTEBHT S &, [9.53]

9.42 BHEITIX, AFE G R OREEEGE LERIZB VDTN
V7 (o F—=2) ZHAVCEET 2 0EPEIZ OV TELHA
T2 &, [15213H]

9.43 EMICH DIFERM I E RICERET 258101, &
FEREDR TR LN RERH DL Z L 2EETH
L ST v MZBWT, FHREOR EEENM, R RO
FREVE, RS TIEB RN, BETRER TR S L O e he
DOIRTDF8® Hav, K& O EROPT I BIE MRS
STV,

2021 4F 9 H 27 H ® NSCLC ZhhERh BRI I
B/EINTBIECEICE LT, LUTFo#a,»
DIBEUL T A 2 A& ZE L, eI & 3
L7z,

AANIEIF IR B A B2 R
9, B MEMY o8k E AWV
B R B HREE RS o T,
F v MNERBRIZB W T, BIREMENE
HTHoT-N, Z0LXDOREITFHIC
WEZAET, DOBKME 160mgl A 2 [H
THESND Cmax D 5.2 {FIHYT5+5
EWHETH- T,

F v hOW - BRIERAFEIIRBR SN
KIKAHETHED LN, GBRMIENER
SATETR,

KB OFIEHNL 315 FTH Y 5555 &
W1EETH B,

9.5 il

TR SUTIERRE LT B ATBEME D & 2 2o Ml I 3E 8 oA sk
Naeitz B s EpEr S dGeIicosEE T, T
v MRV - JRIRFAFERRICIS VT, BRRE S

(AUC) L RIRREOREE TR CEOFERRO 5T
W5, [9.4.15M]

EHRL

9.6 B2 3Lha

LN ERLEE LV, AHBATICET T — 30
2. AKHIL BCRP DIEE TH D=0, IITBITORRENERN H
Do

EHRL

9.7 /NIRAE
9.7.1 REMICH AFEH BV TUL, BREICOWVWTUUTFD

RICHEETH 2 L,

S EIBRICRE DR IR T D L BERIRIC R
DR LG EITIE, B G EREO AT & HE IHIET S 2
'J:o

- BRI B OBATEEFEIC OV CH BT 5 = & KERE

BT RV IEEO BB H 5 bbb Z E b D,
[15.2.2 ]

9.7.2 12 IEARTHD/NAFEZ R & U ERARRERIZFE M L T
W,

FERRRRBRICB W T, BOME~DZE
NRBEINT=7=0, B F TOEEIIRHA
ThHHNEBMREN LI B IREL
7= BIREERRIC oW TIE, BARRBRICE
D EBERDLIEER R RER IZ 1T A
ENDLARK E OREBABENTETE N
FHH LMWL, ABOBARANTO
BBV AT NEETERNEEZLND
ZEMBRRIE LT,

12 FE AT O /NS & b 5 & U 72 B R R
fERICESEHEREINLTWRN &
NHERE LT,

10. FHEAEF

AFNL, FIT CYP3A4IZ Lo THREFE ., CYP2C8 LTR3A D
FLEER ZRd, £2, RAIORMEIZ pH O EFICE VKT
35,

102 fEHER PEHICEET L Z L)

KA E AR - HEE D7 ik WP - fERk T

CYP2C8 DL L 72 % 3E
#l

LX) =R

vA sy xS

EUTIVH A N
[16.7.6 2]

Zn b DA OFIER
MBI nsB8ETNNH 5
DT, BEORELIEE
WZHEEE L, BHER OFBL
WCHEETSH L,

AAIS CYP2CS %A
HZ Ik, Zhbo
KA D i v EE 2
DAREMER B D,

CYP3A DIE & 72 5 3554
RPN
NN
73X B R

[16.7.5 2]

S o FRAN O FEIER 23
WmshsBznnbd b
DT, BEORELIEE
WZHEEE L, BHER OFBL
WCHEETHI L,

AFHIH CYPIA ZfHES 5
ZEicky, b o
Al iR E R B9 5
AREMER B 5,

CYP3A FHEHI]
A NT7ary—nu
7o) Aa~vA v
B = L

ARHN D GIER R S
LBEANRHDHDT, Z
o DA E oG I
RERBOBETDZ L, R

D DFEAIH CYP3A %
[REFDZ &L, K
FlO M P RER LR35
AREMED B B,

R
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LY3527723 1.8 IRE (%)
AN AF =T (EENA)
FHEOEE (%) B E AR AL
[16.7.1, 16.7.2 5] LEGTHRT 2561
X, AHIOWEEEET
LLEblz, BEOWRE
AEEICBE L, RIEM
DFEBUERET L Z
L,
CYP3A FHEAl RAN DA NERTT T B | 2 S OFAI% CYP3A
Vo7yrEy s BENWRHLOT, | EFETLHZLITED,
Txz=hAr DIEF & O G F L TTRE | AH o 1. 2 BE DMK T 4
R g 72BR V3BT CYP3A §5E | D WREME D B 5,
[16.7.3, 16.7.4 &) 1 0 72 S I~ o R R
EEETH L

A I UF XY VTSt
John's Wort, &> k + ¥

ARA DA DIEDRHEIT T S
BEWRHLOT, EI

FUIT T =)
TV AT TV
[16.7.7 &)

O DA & o PF I AT RE
TRV BET D Z &, ’?3
AR TOHHT IS
I, ARAFlE & HICRHE
BT HZ L,

Hy Se A5
T=FTr
TrEFVV
VAFUUE

[16.7.8 Z /]

ARANOA itk 2555
BENRH D DT, _zh
b DIK| & OPERIE AT RE
RIRVEET D L, R
ERTOHT IS AIC
X, A& R R & 3
LYZE(T=FUUER
FIF G- 10 BFEIET R O 2 ¢
fgicgb Lz &0k
79 0 At H 5 P~ D SR

Kb~ 7% v A
KEEALT VI =T A

K

[RIEHITH-T2),
il e 751 AFN DA B IR T
REEH VT A BENRH D DT, gzh

B DOIEA & O OF % AT 8E
RV RET D Z &, T
ERTHATLIEAIC
X, ARFH &R R A 3
592 & (Il & A
52 WEEIRT UL 2 REREfR
I L & & OARK D
ifiL H R~ DB L IR E
HCTho7o),

a =X U—RMNEARILARNVESHEET S Z

ih =

Ta bR THER | RAOFHEREIS TS [ b D% ‘ﬁl ;6%??
FAT T — v BENWRHDHDOT, T pH O EFHIC N :[%)

WL DM L Zliﬁ’ 10D 1fn.
R EE DM D FTREME
7J‘\'§>70

11. BIfEH

Yk@# 1’Fﬂ%75§2§?>62b2h5 ZLWRHDHDOT, BEETIIAT

AN
%ﬁo_&o
11.1 ER72EIEH

11.1.1 FFHRERE
[8.1 BR]

RO b

= (36.4%)

11.1.2 QT MR (13.9%)

[8.2. 9.1.1,
11.1.3 @8UE (5.1%)

17.3.

1 &[]

5, FEEFEOIER 20 9 BN

LD D,

(72 8]

11.1.4 EILE (30.0%)

[9.1.2 /]
11.1.5 FEEE M e £
(8.4, 9.1.3 ]

11.2 = Do FEIER

(0.7%)

Bl EEF I 5 2 EiEg A

WIEN & b D Z

EIVEM 5358

20%24 1

5~20%ATi

5% ATl

H b SEel 7.

(34.2%), T

AL, Bl W

Mg i

- ok
OB
s

S

TRHE, e

AHFIOFNWEH & U THRAR B Ot Ry & ARH
e L ORICBEHEMER S 5 Lol S 7o R
% CCDS Oit#ix 5515
L OHEE T LIBRETTO-001 3B D 11 A1/ <—
MZHEAAFL 5 7072 NSCLC J2 ONHUIR i FB s

WONZH 1 FH/S— P RO 1T AHS—

ELz, ok, &

(ZAR A

AN BNBIEHE L L CAH 160mgl A 2 [H %
$5- S 4172 NSCLC K ONHUR i LLA o [ T 4
B (Tissue-Agnostic Safety Population) ¢ #H

FElHESE R L,
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1.8 HfAE (%)

fEH EoEE (%) X EFRAL
Il S, %
NI FR R R B fiE 0%
E

Rt - ek AR
Rk
T R D 0
B FT5
i MBI A . Fm| U > S ER D

BRI A R R | A

A
W R 2 1 M7 L7 F=v|lE~ 7 %o ¥ A
R 0 MU
14. @A EoFE EH7pL
14.1 FEHIAZ(FHRFOVEE
PTP @W¥EDHKAL PTP > — b2 HY B L CARAT A X 545
I 52 L, PTP ¥ — FOREEBIZ LV . BEOELAERA£ 8k
JEA~TIA L, FICITELEB 2 L CHEBIAA SO RE A6
JEEHRTDHZLENH D,
15. Z DD EE EHERL

15.2 FERGRFBRIZES < 15 #

152.1 BAXAIF=T, 7y MMERBRIZEBWL T, R
& 160mgl H 2 [BTH 53D Cmax D 5.2 fFIZFHY 35 A E
THEBEERBETH -T2, [9.42 58]

1522 ik (BREWRDEHE L CW2RWEEET » b, il
v FRUOEMI =7 H) IZBWT, AFOMKEREIZLY
B R O RE (BIHIRE ORK, WEAR &L OER L)
2, kB MZ160mgl H 2 BIOMAETEL L & & OBKRER
BELDHEVBEETROOLNTWDS, o, hFET v b
IZBWT, Bk EROEICE#E LT, BHEE LK
BEOKMEA, & MZ 160mgl H 2 FIOHRETHREG L L &
DESKRBTEEOZNEI 0.8 FEN 1.9 FTHRD BT
%, [9.7.15H]
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Recommended INN: List 82

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 82

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection
of Recommended International Nonproprietary Names for Pharmaceutical Substances [Off
Rec. Wid Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9);
Resolution EB115.R4 (EB115/2005/REC/1)], the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of
Recommended International Nonproprietary Names does not imply any recommendation of
the use of the substance in medicine or pharmacy.

Lists of Proposed (1-1117) and Recommended (1-78) International Nonproprietary Names
can be found in Cumulative List No. 17, 2017 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)
Dénominations communes internationales RECOMMANDEES: Liste 82

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en
vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7);
1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que
dénominations communes internationales recommandées. L'inclusion d'une dénomination
dans les listes de DClI recommandées n'implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117)
et recommandées (1-78) dans la Liste récapitulative No. 717, 2017 (disponible sur CD-ROM
seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 82

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas
[Act. Of Mund. Salud, 1955, 60, 3 (Resoluciéon EB15.R7); 1969, 173, 10 (Resolucién EB43.R9);
Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el
presente anuncio que las denominaciones que a continuacién se expresan han sido
seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién
de una denominacion en las listas de las Denominaciones Comunes Recomendadas no
supone recomendacioén alguna en favor del empleo de la sustancia respectiva en medicina o
en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas
(1-78) se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).
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selitrectinib

sélitrectinib

selitrectinib

selpercatinib

selpercatinib

selpercatinib

semorinemab

(2°R,6R)-3°%-fluoro-6-methyl-1(5,3)-pyrazolo[1,5-
a)pyrimidina-3(3,2)-pyridina-2(1,2)-
pyrrolidinacyclooctaphan-8-one

(2°R,6R)-3°-fluoro-6-méthyl-1(5,3)-pyrazolo[1,5-
alpyrimidina-3(3,2)-pyridina-2(1,2)-
pyrrolidinacyclooctaphan-8-one

(2°R,6R)-3°-fluoro-6-metil-1(5,3)-pirazolo[1,5-
alpirimidina-3(3,2)-piridina-2(1,2)-
pirrolidinaciclooctafan-8-ona

C20H21FN6O

H CH,Q

6-(2-hydroxy-2-methylpropoxy)-4-(6-{6-[(6-
methoxypyridin-3-yl)methyl]-3,6-
diazabicyclo[3.1.1]heptan-3-yl}pyridin-3-
yl)pyrazolo[1,5-a]pyridine-3-carbonitrile

6-(2-hydroxy-2-méthylpropoxy)-4-(6-{6-[(6-
méthoxypyridin-3-yl)méthyl]-3,6-
diazabicyclo[3.1.1]heptan-3-yl}pyridin-3-
yl)pyrazolo[1,5-a]pyridine-3-carbonitrile

6-(2-hidroxi-2-metilpropoxi)-4-(6-{6-[(6-metoxipiridin-3-
il)metil]-3,6-diazabiciclo[3.1.1]heptan-3-il}piridin-3-
il)pirazolo[1,5-a]piridina-3-carbonitrilo

C29H31 N7O3

immunoglobulin G4-kappa, anti-[Homo sapiens MAPT
(microtubule-associated protein tau, tau)], monoclonal
antibody;
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HixF T 301-4-B4
JAN (AAR%) A~ hF=T
JAN (3% #44) : Selpercatinib

C29H31N703

6-2-E R ¥ T2 AF LT IRFINA(6-{6-[(6- A FF T EY P23 I AFNL]B6-F T HFE L/ 1
BLUNTZ L3 AN E ) D3 A NNE TV a[15a]E ) P 3-HAR= UL

6-(2-Hydroxy-2-methylpropoxy)-4-(6-{6-[(6-methoxypyridin-3-yl)methyl]-3,6-diazabicyclo[3.1.1]heptan-
3-yl}pyridin-3-yl)pyrazolo[1,5-a]pyridine-3-carbonitrile
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LY3527723 110 #38 « BEEREOREHFATHOE L
YA HF =T (EEDA)

110 HXE - RIRFOEEFEZRHOFLY

£ 1.10-1 2 - BIRFOEEEEZEHOT L (BT

b4 - | {bF44: 6-(2-Hydroxy-2-methylpropoxy)-4-(6- {6-[(6-methoxypyridin-3-yl)methyl]-
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4.3.1 Early cellular abnormalities |ChoJY. et al. - - - Oncogen |27 SCHR -
induced by RET/PTC1 e.
oncogene in thyroid-targeted 1999;18(
transgenic mice. 24):3659-
65.
432 Targeting RET-driven Drilon A.et al. - - - Nat Rev |Z% 3k -
cancers: lessons from Clin
evolving preclinical and Oncol.
clinical landscapes. 2018;15(
3):151-
67.
433 RET fusions observed in lung [Gozgit M .et - - - Oncotarg | 2% 3k -
and colorectal cancers are al. et.
sensitive to ponatinib. 2018;9(5
1):29654-
64.
434 Preclinical Modeling of Huang Q.et - - - Mol 2 SRR -
KIF5B-RET Fusion Lung al. Cancer
Adenocarcinoma. Ther.
2016;15(
10):2521-
9.
435 Aberrant melanogenesis and  [Iwamoto T.et - - - EMBO J. | &% 30k -
melanocytic tumour al. 1991;10(
development in transgenic 11):3167-
mice that carry a 75.
metallothionein/ret fusion
gene.
4.3.6 Neuroblastoma in a transgenic [[wamoto T.et - - - BrJ B SRR -
mouse carrying a al. Cancer.
metallothionein/ret fusion 1993;67(
gene. 3):504-7.
43.7 OLFM4-RET fusion is an Liu W.et al. - - - Oncogen |27 SCHR -
oncogenic driver in small e.
intestine adenocarcinoma. 2022;41(
1):72-82.
4.3.8 Identification of CCDC6-RET [Matsubara - - - J Thorac |27 3CHk -
fusion in the human lung D.et al. Oncol.
adenocarcinoma cell line, LC- 2012;7(1
2/ad. 2):1872-
6.
439 RET revisited: expanding the |Mulligan LM. - - - Nat Rev &% 3Cik -
oncogenic portfolio Cancer.
2014;14:
173-86.
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4.3.10 ¢-RET molecule in malignant [Ohshima Y.et - - - PLoS EEa N -
melanoma from oncogenic al. ONE.
RET-carrying transgenic mice 2010;5(4)
and human cell lines. :¢10279.
4.3.11 RET rearrangements are Paratala BS.et - - - Nat ZE R -
actionable alterations in breast [al. Commun.
cancer. 2018;9(1)
:14821.
4.3.12 Development of mammary Portella G.et - - - Oncogen | &7 SCHk -
and cutaneous gland tumors in|al. e.
transgenic mice carrying the 1996;13(
RET/PTC1 oncogene. 9):2021-
6.
4.3.13 The RET/PTC3 oncogene: Powell DJ.et - - - Cancer |Z%&3CHk -
metastatic solid-type papillary [al. Res.
carcinomas in murine 1998;58(
thyroids. 23):5523-
8.
4.3.14 A mouse model of KIF5B- Saito M.et al. - - - Carcinog | 2% SCHk -
RET fusion-dependent lung enesis.
tumorigenesis. 2014;35(
11):2452-
6.
43.15 Selective RET kinase Subbiah Vet - - - Ann EEST N -
inhibition for patients with al. Oncol.
RET-altered cancers. 2018;29(
8):1869-
76.

E58 (EPa—IL5) :ERRBRBEE
52 ZHRERABR—ER

= o T
TR " SRR i L | awdmerr |5
o HA NV e e g ES[z FE | w7 D
w5 ’ B aammraEn) | s |0 | R | s | 020
5.2 BN - - - - - - -
53 BRRHBRKREE
533 ERREMEIRE (PK) HABRBESE
5335 HREaL— 3 PKABIRESE
— o T
A& £E . AR 52 f 41 BN =g AT 5 Ak =__
el 54 v B aammrarEn) | s | (0 | R | s | 7020
53351 |LOXO-RET-17001 (J2G-OX- - B0 D - [E5F - Tl H

JZJA) 1J2G-GH-JZIK :
Population Pharmacokinetic
and Safety/Efficacy Exposure-
Response Analysis of
Selpercatinib




LY3527723
LB F =T (EFERA)
535 AEMMERUREMHRABRREE
5.3.5.2 FFXEHERBEE

L12 IRfHE R

=5 24 ~v

IR It 41 ]

53.52.1 |IEBREHE FELOXO-RETH -
17001: Rearranged during
Transfection (RET) fl{i&
{57 Bt O I/ N it |
FRIRRERR . R O'RETIG
PERTCHE L7 2 ofth oy %
EOEITIE R R X5
LAV F =T D
CANGEEN S
(loxo-ret-17001-

ot

e

(=M,
4

Paflas

R
BEGH

R

Ny &
it

i\
sS4

D

g

=

(G EKGRAER)
2

R -
2 HH

53522  |IEBRIEHE HHIELOXO- -
RET-17001: Rearranged
during
Transfection (RET) f@lé&iE
el T RE AN RN
R RERR . X O'RETIG
PERTUE L= Do %
O TERE BT A kS
LA HF =T O
EANIGEEN:S
(loxo-ret-17001-

R)

A, KIE
i

EP4H

T

a

HA, XKHE
it

EHs+

2T

536 mREOFEAZERICEHT LREE

AT

Rl Eay

EH

FRBR S il 1 )
(i EAGRER)

5.3.6.1 PSUR-PBRER: -
SELPERCATINIB
(LY3527723) PERIODIC
SAFETY UPDATE REPORT
(PSUR) in the Format of ICH

E2C (R2)

(=P,
E4)

s | L
a7,

2 H -
2 H
2 H)

5.3.6.2 BrERAERMLICBET 2R -

EPEE I E

=4t

=N

537 BET—HF—EBERRVEMIGEE
5372 HEBZREEFEH—EBX

WA R P

AR S f 21 ]
(& EKGRER)

FRER
iR

AR
(=P,
E4t)

FaEs

=
il

i
O N

A A
BB Gk

L
==

FH
53721 |AEFRRRBEBVER K
loxo-ret-17001 (.?fﬁﬁ

[E P4

Rz

By

53.722 |BEELBRIVES|—ER -

loxo-ret-17001 JJp o

[E+

2T




LY3527723
AN hHF =T (EFRBA)

L12 IRfHE R

5373 ERLAEERRBEH—EE _ __
w1 st in s | gwomen | we |G g e | ZU0
5 (s EAREH) Fehta P (44 ZEGE A
53.73.1  |EERAHEFREBUES]— - - - P - A =
S
loxo-ret-1700 1 JJp ot
53.732  |EHEERAHEFREBUES]— - - - P - B =
S
loxo-ret-17001 o5
5374 ERKRBREEEEES—BEX _
IR a s | g | e B g | 2000
Eieg (s FAREH) SR 5 |f|5’1~)‘ ZE G A i
5.3.7.4.1 Eﬁrﬂﬁﬁ@ﬁ%ﬁhﬁ%% - - - P4k - At =
loxo-ret-17001 PR
53.7.42  [HRPRIR A A S BE BT - - - B - A e
10x0-ret-17001~i2 R
54 &N Mﬁﬁ e
WA " RIS 1 o A NS
&5 7 b B ammraEn) | e | (0 | R SEIY 220
54.1 OCEANS: a randomized, Aghajanian - - - J Clin ZE 3k -
double-blind, placebo- C.etal. Oncol.
controlled phase III trial of 2012;30(
chemotherapy with or without 17):2039-
bevacizumab in patients with 45.
platinum-sensitive recurrent
epithelial ovarian, primary
peritoneal, or fallopian tube
cancer.
542 Carboplatin plus etoposide Baize N.et al. - - - Lancet |Z%&3CHk -
versus topotecan as second- Oncol.
line treatment for patients 2020;21(
with sensitive relapsed small- 9):1224-
cell lung cancer: an open- 33.
label, multicentre,
randomised, phase 3 trial.
543 Continuation of bevacizumab |Bennouna J. - - - Lancet |27 3CHK -
after first progression in et al. Oncol.
metastatic colorectal cancer 2013;14(
(ML18147): a randomised 1):29-37.
phase 3 trial.
5.4.4 RIBBON-2: a randomized,  |Brufsky AM. - - - J Clin EE TN -
double-blind, placebo- et al. Oncol.
controlled, phase III trial 2011;29(
evaluating the efficacy and 32):4286-
safety of bevacizumab in 93.
combination with
chemotherapy for second-line
treatment of human epidermal
growth factor receptor 2-
negative metastatic breast
cancer.
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stage colorectal cancer: al. Global
ASCO resource-stratified Oncol.
guideline. 2020;6:4
14-38.
5.4.6 Early cellular abnormalities [Cho JY. et al. Oncogen | &7 SCHk -
induced by RET/PTC1 e.
oncogene in thyroid-targeted 1999;18(
transgenic mice. 24):3659-
65.
5.4.7 NTRK fusion-positive cancers|Cocco E. et Nat Rev |27 Uik -
and TRK inhibitor therapy. al. Clin
Oncol.
2018;15(
12):731-
47.
54.8 FDA drug approval summary: [Cohen MH. Oncologi [ &% 3k -
gefitinib (ZD1839) (Iressa) Etal. st.
tablets. 2003;8(4)
:303-6.
5.4.9 Bevacizumab and paclitaxel- [Coleman RL. Lancet |Z%&3CHk -
carboplatin chemotherapy and |et al. Oncol.
secondary cytoreduction in 2017;18(
recurrent, platinum-sensitive 6):779-
ovarian cancer (NRG 91.
Oncology/Gynecologic
Oncology Group study GOG-
0213): a multicentre, open-
label, randomised, phase 3
trial.
5.4.10 Trastuzumab Deruxtecan Cortés J .et al. N Engl J |23 S0k -
versus Trastuzumab Med.
Emtansine for Breast Cancer. 2022;386
(12):1143
54.
5.4.11 Eribulin monotherapy versus |Cortes J.et al. Lancet. |27 3CHK -
treatment of physician's 2011;377
choice in patients with (9769):91
metastatic breast cancer 4-23.
(EMBRACE): a phase 3 open-
label randomised study.
5.4.12 Overall Survival With Cristofanilli Clin EET N -
Palbociclib And Fulvestrant in[M.et al. Cancer
Women With HR+/HER2- Res.
ABC: Updated Exploratory 2022;28(
Analyses of PALOMA-3, a 16):3433-
Double-Blind, Phase 3 42.
Randomized Study.
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versus fulvestrant plus M.et al. Oncol.
placebo for treatment of 2016;17(
hormone-receptor-positive, 4):425-
HER2-negative metastatic 39.
breast cancer that progressed
on previous endocrine therapy
(PALOMA-3): final analysis
of the multicentre, double-
blind, phase 3 randomised
controlled trial.
54.14 Recurrent RET gene fusions [Davis JL.et al. Histopath | 27 SCHik -
in paediatric spindle ology.
mesenchymal neoplasms. 2020;76(
7):1032-
41.
54.15 Targeting RET-driven Drilon A.et al. Nat Rev |2 Uik -
cancers: lessons from Clin
evolving preclinical and Oncol.
clinical landscapes. 2018;15(
3):151-
67.
5.4.16 Phase III study of oral Eckardt JR.et J Clin 2 SRk -
compared with intravenous  [al. Oncol.
topotecan as second-line 2007;25(
therapy in small-cell lung 15):2086-
cancer. 92.
5.4.17 New response evaluation Eisenhauer EurJ EEST N -
criteria in solid tumours: EA.etal. Cancer.
revised RECIST guideline 2009;45(
(version 1.1). 2):228-
47.
5.4.18 Phase III trial of gemcitabine [Ferrandina J Clin EET N -
compared with pegylated G.etal. Oncol.
liposomal doxorubicin in 2008;26(
progressive or recurrent 6):890-6.
ovarian cancer.
5.4.19 Characteristics and survival |Garrido P.et Poster EETN -
outcomes of patients with al. presented
RET fusion-positive (RET-fp) at:
solid tumours receiving non- ESMO
RET inhibitor therapy in a Congress
real-world setting. 2022;
Septembe
r9-13,
2022;
Paris,
France.
5.4.20 Palliative effect of Geels P.et al. J Clin ZE K -
chemotherapy: objective Oncol.
tumor response is associated 2000;18(
with symptom improvement in 12):2395-
patients with metastatic breast 405.
cancer.
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5.4.21 Bevacizumab in combination |Giantonio J Clin PETN -
with oxaliplatin, fluorouracil, [BJ.et al. Oncol.
and leucovorin (FOLFOX4) 2007;25(
for previously treated 12):1539-
metastatic colorectal cancer: 44.
results from the Eastern
Cooperative Oncology Group
Study E3200.
5.4.22 Recurrent epithelial ovarian  |Gordon AN.et J Clin ZE R -
carcinoma: a randomized al. Oncol.
phase III study of pegylated 2001;19(
liposomal doxorubicin versus 14):3312-
topotecan. 22.
5.4.23 Combined chemotherapy with |Goto K.et al. Lancet |Z%&3CHk -
cisplatin, etoposide, and Oncol.
irinotecan versus topotecan 2016;17(
alone as second-line treatment 8):1147-
for patients with sensitive 57.
relapsed small-cell lung
cancer (JCOG0605): a
multicentre, open-label,
randomised phase 3 trial.
5.4.24 RET fusions observed in lung [Gozgit M .et Oncotarg | 2% 3k -
and colorectal cancers are al. et.
sensitive to ponatinib. 2018;9(5
1):29654-
64.
5.4.25 Phase III trial of nanoparticle |Gradishar J Clin EEST N -
albumin-bound paclitaxel Wil.et al. Oncol.
compared with polyethylated 2005;23(
castor oil-based paclitaxel in 31):7794-
women with breast cancer. 803.
5.4.26 Regorafenib monotherapy for |Grothey A.et Lancet. |Z%&3CHk -
previously treated metastatic |al. 2013;381
colorectal cancer (9863):30
(CORRECT): an 3-12.
international, multicentre,
randomised, placebo-
controlled, phase 3 trial.
5.4.27 Preclinical Modeling of Huang Q.et Mol EET N -
KIF5B-RET Fusion Lung al. Cancer
Adenocarcinoma. Ther.
2016;15(
10):2521-
9.
5.4.28 Randomized phase 11 trial Inoue A.et al. J Clin B SRR -
comparing amrubicin with Oncol.
topotecan in patients with 2008;26(
previously treated small-cell 33):5401-
lung cancer: North Japan 6.
Lung Cancer Study Group
Trial 0402.
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5.4.29 Expression of glial cell line- [Ito Y.et al. Surgery. |5 CHik -
derived neurotrophic factor 2005;138
family members and their (4):788-
receptors in pancreatic 94.
cancers.
5.4.30 Aberrant melanogenesis and  [Iwamoto T.et EMBO J. | &% 3Cik -
melanocytic tumour al. 1991;10(
development in transgenic 11):3167-
mice that carry a 75.
metallothionein/ret fusion
gene.
5431 Neuroblastoma in a transgenic [I[wamoto T.et BrJ EETN -
mouse carrying a al. Cancer.
metallothionein/ret fusion 1993;67(
gene. 3):504-7.
5.4.32 Randomized phase II trial of [Jotte R.et al. J Clin EETN -
single-agent amrubicin or Oncol.
topotecan as second-line 2011;29(
treatment in patients with 3):287-
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5.4.33 RET aberrations in diverse Kato S.et al. Clin EETN -
cancers: next-generation Cancer
sequencing of 4,871 patients. Res.
2017;23(
8):1988-
97.
5.4.34 A phase II trial of docetaxel in [Katsumata Ann EEST N -
platinum pre-treated patients [N.et al. Oncol.
with advanced epithelial 2000;11(
ovarian cancer: a Japanese 12):1531-
cooperative study. 6.
5.4.35 Trabectedin monotherapy Kawai A.et Lancet |Z% Rk -
after standard chemotherapy |[al. Oncol.
versus best supportive care in 2015;16(
patients with advanced, 4):406-
translocation-related sarcoma: 16.
a randomised, open-label,
phase 2 study.
5.4.36 FOLFIRINOX as second-line |Kobayashi Pancreato| 2% SCHk -
chemotherapy for advanced  [N.et al. logy.
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