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LENVIMA is indicated for the treatment of adult patients with progressive, locally advanced or
metastatic, differentiated (papillary/follicular/Hurthle cell) thyroid carcinoma (DTC) refractory to
radioactive iodine (RAI).

LENVIMA is indicated in combination with everolimus for the treatment of adult patients with
advanced clear cell renal cell carcinoma (RCC) following one prior vascular endothelial growth factor
(VEGF)-targeted therapy.

LENVIMA is indicated as monotherapy for the treatment of adult patients with advanced or
unresectable hepatocellular carcinoma (HCC) who have received no prior systemic therapy.
Lenvima, in combination with pembrolizumab, is indicated for the treatment of adult patients with
advanced or recurrent endometrial carcinoma who have disease progression on or following prior
treatment with a platinum containing therapy and who are not candidates for curative surgery or
radiation.

LENVIMA is indicated in combination with pembrolizumab for the first-line treatment of adult
patients with advanced RCC.
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4.8 Undesirable effects

Summary of the safety profile

The safety profile of lenvatinib is based on pooled data from 497 RCC patients treated with lenvatinib
in combination with pembrolizumab, including Study 307 (CLEAR)pooled data from 623 RCC
patients treated with lenvatinib in combination with everolimus in-Study-205; 458 DTC patients and
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496 HCC patients treated with lenvatinib as monotherapy. Also, the combination of lenvatinib with

pembrolizumab has been evaluated in 530 patients with advanced EC receiving 20 mg lenvatinib

once dally and 200 mg pembrollzumab every 3 weeks 62—pahen%s—auevwngueharaetensaﬂenﬁnl%et

Lenvatinib in combination with everolimus in RCC
The safety profile of lenvatinib in combination with everolimus is based on data from 623 patients.

The most frequently reported adverse reactions (occurring in 230% of patients) were diarrhoea
(69.0%), fatigue (41.9%), hypertension (41.7%), decreased appetite (41.6%), stomatitis (40.6%),
nausea (38.8%), proteinuria (34.2%), vomiting (32.7%) and weight decreased (31.3%).

The most common severe (Grade >3) adverse reactions (>5%) were hypertension (19.3%), diarrhoea
(13.8%), proteinuria (8.8%), fatigue (7.1%), decreased appetite (6.3%) and weight decreased (5.8%).

Discontinuation of lenvatinib, everolimus, or both due to an adverse reaction occurred in 27.0% of
patients; 21.7% lenvatinib, and 18.7% both drugs. The most common adverse reactions (>1%)
leading to discontinuation of lenvatinib, everolimus, or both were proteinuria (2.7%), diarrhoea (1.0%)
and decreased appetite (1.0%). Adverse reaction that most commonly led to discontinuation of
lenvatinib (>1%) was proteinuria (2.1%).

Dose interruptions of lenvatinib, everolimus, or both due to an adverse reaction occurred in 82.2% of
patients; in patients where data on individual drug modifications were collected, lenvatinib was
interrupted in 74.3%, and both drugs in 71.9% of patients. The most common adverse reactions (>
5%) resulting in dose reduction or interruption of lenvatinib were diarrhoea (30.4%), fatigue (15.3%),
proteinuria (14.7%), appetite decreased (13.4%), stomatitis (13.2%), nausea (10.9%), vomiting
(10.2%), hypertension (9.2%), asthenia (7.9%), platelet count decreased (5.7%), and weight
decreased (5.1%).

Table 8 Adverse reactions reported in patients treated with lenvatinib $
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System
Organ Class
(MedDRA
terminology)

Lenvatinib
monotherapy

Combination with
everolimus

Combination with
pembrolizumab
(RCC)

Combination with
pembrolizumab
(EC)

Infections and infestations

Very Urinary tract infection Urinary tract
common infection
Common Urinary tract infection | Urinary tract

infection
Uncommon Perineal abscess Perineal abscess Perineal abscess Perineal abscess

Blood and lymphatic disorders

Very Thrombocytopenia"t ThrombocytopeniaI Thrombocytopeniai T?rombocytopenia
a,
common Lymphopeniai Lymphopeniai Lymphopeniai .
: .4,
Leukopenia¥ Leukopenia¥ Leukopenia¥ Lymphopenlai
N
Neutropenia¥ Neutropenia¥ Neutropenia¥ Leukopenia
Neutropenia®*+
Anaemia
Uncommon Splenic infarction
Endocrine disorders
Very Hypothyroidism* Hypothyroidism* Hypothyroidism* Hypothyroidism*
common Increased blood Increased blood Increased blood Increased blood
thyroid stimulating thyroid stimulating thyroid stimulating thyroid stimulating
hormone*+# hormone* * hormone* hormone®
Hyperthyroidism
Common Adrenal insufficiency | Adrenal
insufficiency
Uncommon Adrenal insufficiency | Adrenal insufficiency

Metabolism and nutrition disorders

Very Hypocalcaemia* ¥ Hypocalcaemia¥ Hypocalcaemia* Hypocalcaemia*¥
common Hypokalaemia® Hypokalaemia* Hypokalaemia* Hypokalaemiai
Hypomagnesaemiai HypomagnesaemiaI HypomagnesaemiaI Hypercholesterola
Hypercholesterolaemi | Hypercholesterolaem | Hypercholesterolae | gmia® "+
at ig* ¥ mia * ¥ Hypomagnesaemi
Decreased weight Decreased weight Decreased weight P+
Decreased appetite Decreased appetite Decreased appetite | pecreased weight
Decreased
appetite
Common Dehydration Dehydration Dehydration Dehydration
Psychiatric disorders
Very Insomnia Insomnia Insomnia
common
Common Insomnia

Nervous system disorders
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System Lenvatinib Combination with Combination with Combination with
Organ Class | monotherapy everolimus pembrolizumab pembrolizumab
(MedDRA (RCC) (EC)
terminology)
Very Dizziness Headache Dizziness Dizziness
common Headache Dysgeusia Headache Headache
Dysgeusia Dysgeusia Dysgeusia
Common Cerebrovascular Dizziness
accident®
Uncommon Posterior reversible Cerebrovascular Cerebrovascular Posterior
encephalopathy accident® accident reversible
syndrome Transient ischaemic | Posterior reversible | encephalopathy
Monoparesis attack encephalopathy syndrome
Transient ischaemic syndrome Cerebrovascular
attack Transient ischaemic | accident®
attack Monoparesis
Transient

ischaemic attack

Cardiac disorders

Common Myocardial Myocardial Myocardial Prolonged
infarction®t infarction®t infarction® electrocardiogram
Cardiac failure Cardiac failure® Prolonged QT
Prolonged Prolonged electrocardiogram
electrocardiogram QT | electrocardiogram QT
Decreased ejection QT
fraction

Uncommon Decreased ejection Cardiac failuret Myocardial

fraction

Decreased ejection
fraction

infarction®*
Cardiac failure
Decreased
ejection fraction

Vascular disorders

Very Haemorrhageb’ w1 Haemorrhageb’ w1 Haemorrhageb’ w1 Haemorrhaged’ “1
common Hypertension®* Hypertension®* Hypertension®* Hypertension®*
Hypotension
Common Hypotension Hypotension Hypotension
Not known Aneurysms and artery | Aneurysms and Aneurysms and
dissections artery dissections artery dissections
Respiratory, thoracic and mediastinal disorders
Very Dysphonia Dysphonia Dysphonia Dysphonia
common
Common Pulmonary embolism® | Pulmonary embolism | Pulmonary Pulmonary
Pneumothorax embolism embolism?
Uncommon Pneumothorax Pneumothorax Pneumothorax
Gastrointestinal disorders
Very Diarrhoea* Diarrhoea* Diarrhoea* Diarrhoea*
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System
Organ Class
(MedDRA
terminology)

Lenvatinib
monotherapy

Combination with
everolimus

Combination with
pembrolizumab
(RCC)

Combination with
pembrolizumab
(EC)

common Gastrointestinal and Gastrointestinal and | Gastrointestinal and | Gastrointestinal
abdominal pains® abdominal pains® abdominal pains® and afbdomlnal
Vomiting Vomiting Vomiting pains
Nausea Nausea Nausea Vomiting
Oral inflammation® Oral inflammation® Oral inflammation® | Nausea
Oral pain' Oral pain' Oral pain' Oral |anaanat|ong
Constipation Constipation Constipation Oral pain
Dyspepsia Dyspepsia Dyspepsia Constipation
Dry mouth Increased |ipase¢ Dry mouth Dry mouth
Increased Iipase"t Increased amylase® Increased IipaseI ::g:g:::g lipase
Increased amylasei Increased amylasei "
amylase
Flatulence Flatulence Colitis Flatulence
Flatulence Dyspepsia
Colitis
Uncommon Pancreatltlsg Pancreatltlsg Anal fiStUIa Anal f|StU|a
Colitis Anal fistula
Colitis
Hepatobiliary disorders
Very Increased blood Hypoalbuminaemia* | Increased blood Increased blood
common bilirubin® ¥ * bilirubin * bilirubin)*+
: . - _ _
Hypoalbuminaemia® ¥ Inclreased alanlnei m}éﬁgslst;lénggi?:ga Hypoalbuminaemi
Increased alanine aminotransferase ' ! PAE
aminotransferase® ¥ | Increased a;sparte_}pte Iammotra(rjlsferase Increased alanine
Increased aspartate aminotransferase ncreased aspartate aminotransferase®
. ot Increased blood aminotransferase* "
aminotransferase™ alkaline Increased blood
Increased blood phosphatase? alkaline Increased
alkaline phosphatase* phosphatase* aspartate
Increased gamma- aminotransferase™
glutamyltransferasei ¥
Increased blood
alkaline
phosphataseI
Common Hepatic failure™ Cholecystitis Cholecystitis Cholecystitis
Hepatic Abnormal hepatic Abnormal hepatic Abnormal hepatic
encephalopathy’ function function function
ch Ip t'tp y Increased gamma- Increased gamma- Increased gamma-
Abr?oer(r:%I:I Ik:z atic glutamyltransferase glutamyltransferase | glutamyltransferas
function P Increased blood e
unctio bilirubin* *
Uncommon | Hepatocellular Hepatic failure™ t Hepatic failure™t Hepatic failure®*f

damage/hepatitisj

Hepatic

Hepatic

Hepatic
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System Lenvatinib Combination with Combination with Combination with
Organ Class | monotherapy everolimus pembrolizumab pembrolizumab
(MedDRA (RCC) (EC)
terminology)
encephalopathyi encephalopathyi encephalopathy"T’
Hepatocellular i
damage/hepatitis’ Hepatocellular

damage/hepatitis™

Skin and subcutaneous tissue disorders

Very Palmar-plantar Palmar-plantar Palmar-plantar Palmar-plantar
common erythrodysaesthesia erythrodysaesthesia | erythrodysaesthesia | erythrodysaesthesi
syndrome syndrome syndrome a syndrome
Rash Rash Rash Rash
Alopecia
Common Hyperkeratosis Alopecia Hyperkeratosis Alopecia
Alopecia
Uncommon Hyperkeratosis Eedeey e nns Hyperkeratosis
Musculoskeletal and connective tissue disorders
Very Back pain Back pain Back pain Back pain
common Arthralgia Arthralgia Arthralgia Arthralgia
Myalgia Myalgia Myalgia
Pain in extremity Pain in extremity Pain in extremity
Musculoskeletal pain Musculoskeletal
pain
Common Myalgia Musculoskeletal
Pain in extremity pain
Musculoskeletal pain
Uncommon | Osteonecrosis of the Osteonecrosis of the

jaw

jaw

Renal and urinary disorders

Very Proteinuria* Proteinuria* Proteinuria* Proteinuria*
common Increased blood
creatinine™
Increased blood Increased blood Increased blood
creatininet creatinine® creatinine®
Common Renal failure * t Renal failure * t Renal failure® *
Renal impairment* Renal impairment* Increased blood Renal failure ™ *1
Increased blood urea | Increased blood urea | urea
Uncommon Nephrotic syndrome Nephrotic syndrome | Renal impairment*

Renal impairment*

Increased blood
urea

General disor

ders and administration site conditions

Very Fatigue Fatigue Fatigue Asthenia

common Asthenia Asthenia Asthenia Oedema
Oedema peripheral Oedema peripheral Oedema peripheral | peripheral

Common Malaise Malaise Malaise Malaise
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System
Organ Class
(MedDRA
terminology)

Lenvatinib
monotherapy

Combination with
everolimus

Combination with
pembrolizumab
(RCC)

Combination with
pembrolizumab
(EC)

fistula'

Uncommon Impaired healing Impaired healing Impaired healing Impaired healing
Non-gastrointestinal | Non-gastrointestinal
fistulal fistula

Not known Non-gastrointestinal

Description of selected adverse reactions

Hypertension (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, hypertension was reported in
42.5% of patients (the incidence of Grade 3 or Grade 4 hypertension was 19.7%). In patients where
data on individual drug modifications were collected, 9.8% of patients with hypertension had dose
modifications of lenvatinib (5.3% dose reduction and 6.2% dose interruption) and led to permanent
treatment discontinuation in 0.9% of patients. The median time to onset of hypertension events in

Proteinuria (see section 4.4)

RCC
In the pooled RCC population treated with lenvatinib and everolimus, proteinuria was reported in
34.8% of patients (9.0% were Grade >3). In patients where data on individual drug modifications
were collected, 15.1% of patients with proteinuria had dose modifications of lenvatinib (9.6%
reduction and 9.8% interruption) and led to permanent treatment discontinuation in 2.1% of patients.
The median time to onset of proteinuria events in lenvatinib plus everolimus treated patients was 1.4
months.

lenvatinib plus everolimus treated patients was 0.5 months.

Renal failure and impairment (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, 1.3% of patients developed
renal failure (0.6% were Grade >3) and 5.3% developed acute kidney injury (2.7% were Grade >3).
Renal events were reported in 17.2% of patients (4.3% were Grade >3). In patients where data on
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individual drug modifications were collected, 5.5% of patients with renal events had dose
modifications of lenvatinib (2.3% reduction and 4.0% interruption) and led to permanent treatment
discontinuation in 1.9% of patients. The median time to onset of renal events in lenvatinib plus
everolimus treated patients was 3.5 months.

Cardiac dysfunction (see section 4.4)

RCC
In the pooled RCC population treated with lenvatinib and everolimus, cardiac dysfunction events
were reported in 3.5% of patients (1.8% were Grade >3). In patients where data on individual drug
modifications were collected, 0.9% of patients with cardiac dysfunction events had dose
modifications of lenvatinib (0.4% reduction and 0.8% interruption) and led to permanent treatment
discontinuation in 0.6% of patients. The median time to onset of cardiac dysfunction events in
lenvatinib plus everolimus treated patients was 3.6 months.

Posterior reversible encephalopathy syndrome (PRES) / Reversible posterior leucoencephalopathy

syndrome (RPLS) (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, there was 1 event of PRES
reported (Grade 2), occurring after 1.3 months of treatment for which no dose modifications or
discontinuation were required.

Hepatotoxicity (see section 4.4)




fhe

human health care

RCC

In the pooled RCC population treated with lenvatinib and everolimus, the most commonly reported
liver-related adverse reactions were elevations of liver enzyme levels, including increases in alanine
aminotransferase (11.9%), aspartate aminotransferase (11.4%) and gamma-glutamyltransferase
increased (2.7%). Grade 3 liver related reactions occurred in 6.1% of lenvatinib plus everolimus
treated patients. In patients where data on individual drug modifications were collected, 6.0% of
patients with hepatotoxicity events had dose modifications of lenvatinib (2.8% reduction and 4.2%
|nterrupt|on) and led to permanent treatment discontinuation in 0. 9% of patients.

Arterial thromboembolisms (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, arterial thromboembolic events
were reported in 2.7% of patients (2.2% were Grade =3). In patients where data on individual drug
modifications were collected, 0.6% of patients with arterial thromboembolic events had dose
modifications of lenvatinib (0.6% interruption) and led to permanent treatment discontinuation in
1.5% of patients. The most commonly reported arterial thromboembolic event in the lenvatinib plus
everolimus-treated group was myocardial infarction (1.3%). The median time to onset of arterial
thromboembolic events in Ienvatlnlb plus everollmus treated patlents was 6.8 months

Haemorrhage (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, haemorrhage events were
reported in 28.6% of patients (3.2% were Grade =3). In patients where data on individual drug
modifications were collected, 4.9% of patients with haemorrhage events had dose modifications of
lenvatinib (4.2% interruption and 0.8% reduction) and led to permanent treatment discontinuation in
0.6% of patients. The most commonly reported haemorrhage events in the lenvatinib plus
everolimus-treated group were epistaxis (19.4%) and haematuria (4.2%). The median time to onset
of haemorrhage events in Ienvatlnlb plus everollmus treated patlents was 1.9 months
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Hypocalcaemia (see section 4.4, QT interval prolongation)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, hypocalcaemia was reported in
4.8% of patients (1.1% were Grade >3). In patients where data on individual drug modifications were
collected, 0.8% of patients with hypocalcaemia had dose modifications of lenvatinib (0.6% dose
interruption and 0.4% dose reduction) and led to permanent treatment discontinuation in no patients.
The median time to onset of hypocalcaemia events in lenvatinib plus everolimus treated patients was
2.9 months.

RCC

In the pooled RCC population treated with lenvatinib and everolimus, Gl perforation events were
reported in 3.7% of patients (2.9% were Grade >3). In patients where data on individual drug
modifications were collected, 2.1% of patients with Gl perforations had dose modifications of
lenvatinib (1.5% interruption and 0.6% reduction) and led to permanent treatment discontinuation in
1.1% of patients. The median time to onset of Gl perforation events in lenvatinib plus everolimus
treated patients was 3.6 months.

In the pooled RCC population treated with lenvatinib and everolimus, fistula formation events were
reported in 1.0% of patients (0.5% were Grade >3). In patients where data on individual drug
modifications were collected, 0.8% of patients with Gl perforations had dose modifications of
lenvatinib (0.8% interruption) and led to permanent treatment discontinuation in 0.4% of patients.
The median time to onset of fistula formation events in lenvatinib plus everolimus treated patients
was 3.7 months.

QT interval prolongation (see section 4.4)

RCC
In the pooled RCC population treated with lenvatinib and everolimus, QTcF interval increases
greater than 60 ms were reported in 9.8% of patients in the lenvatinib plus everolimus treated group.
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The incidence of QTc interval greater than 500 ms was 3.3% in the lenvatinib plus everolimus-
treated group. The median time to onset of QT prolongation events in lenvatinib plus everolimus
treated patlents was 3.0 months

Increased blood thyroid stimulating hormone (see section 4.4 Impairment of thyroid stimulating
hormone suppression)
RCC

In the pooled RCC population treated with lenvatinib and everolimus, hypothyroidism occurred in
24.1% of patients. In general, the majority of hypothyroidism events were of Grade 1 or 2. Grade 3
hypothyroidism was reported in 0.3% of patients in the lenvatinib plus everolimus-treated patients.
The median time to onset of hypothyroidism events in lenvatinib plus everolimus treated patients was
2.7 months. At baseline, 83.0% of patients in the lenvatinib plus everolimus-treated group had TSH
levels < upper limit of normal. Elevations of TSH > upper limit of normal were observed post-baseline
in 71.3% of lenvatinib plus everolimus treated patients. In patients where data on individual drug
modifications were collected, hypothyroidism events resulted in dose modification of lenvatinib (0.4%
dose reductlon or 0.9% dose |nterrupt|on) in 1.3% of patlents No dlscontlnuatlons were reported

Diarrhoea (see section 4.4)

RCC

In the pooled RCC population treated with lenvatinib and everolimus, diarrhoea was reported in
69.0% of patients (13.8% were Grade >3). In patients where data on individual drug modifications
were collected, 30.4% of patients had dose modifications of lenvatinib (17.7% interruptions and
19.6% reductions) and led to permanent treatment dlscontlnuatlon |n 0.6% of patlents

Other special populations

Elderly
RCC

In CLEAR, elderly patients (=75 years ) had a higher (= 10% difference) incidence of proteinuria than
younger patients (<65 years).

In the pooled RCC population treated with lenvatinib and everolimus, elderly patients (>75 years) had
a higher (>10% difference) incidence of platelet count decreased, weight decreased, proteinuria and
hypertension than younger patients (<65 years).
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Gender

RCC

In CLEAR, males had a higher (= 10% difference) incidence than females of diarrhoea.

In the pooled RCC population treated with lenvatinib and everolimus, females had a higher
(210% difference) incidence than males of nausea, vomiting, asthenia and hypertension.

Ethnic origin

RCC

In CLEAR, Asian patients had a higher (= 10% difference) incidence than Caucasian patients of
palmar-plantar erythrodysaesthesia syndrome, proteinuria and hypothyroidism (including blood
thyroid hormone increased) while Caucasian patients had a higher incidence of fatigue, nausea,
arthralgia, vomiting, and asthenia.

In the pooled RCC population treated with lenvatinib and everolimus, Asian patients had a higher (>
10% difference) incidence than Caucasian patients of hypothyroidism, stomatitis, platelet count
decreased, proteinuria, dysphonia, PPE and hypertension while Caucasian patients had a higher
incidence of nausea, asthenia, fatigue and hypercholesterolemia.

ey enitoc d - . itk RO oty 205

Baseline diabetes

Clear cell RCC

In the pooled RCC population treated with lenvatinib and everolimus, patients with baseline diabetes
had a hlgher mmdence (>210% dlfference) of protelnurla than those without basellne diabetes.

Renal impairment

RCC

In RCC patients treated with lenvatinib and everolimus, patients with baseline renal impairment had
higher incidence of thrombocytopenla or pIateIet count decreased compared with patlents with
normal renal function. Stu A e

Grade 3 fatigue.

Patients with body weight <60 kg

Clear cell RCC

In RCC patients treated with lenvatinib and everolimus, those with low body weight (<60 kg) had a
higher incidence (=10% difference) of platelet count decreased and hypertension.

There are limited data on patients with body weight <60 kg in clear cell RCC.

5.1 Pharmacodynamic properties

The primary efficacy outcome measures were OS and PFS (as assessed by BICR using
RECIST 1.1). Secondary efficacy outcome measures included ORR, as assessed by BICR using
RECIST 1.1. At the pre-specified interim analysis, with a median follow-up time of 11.4 months
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(range: 0.3 to 26.9 months). Efficacy-resulis-by-MMR-subgroups-were-consistent-with-overall the

study in OS and PFS in the all-comer population.

Efficacy results by MMR subgroups were consistent with overall study results.

The pre-specified final OS analysis with approximately 16 months of additional follow-up duration
from the interim analysis (overall median follow-up time of 14.7 months [range: 0.3 to 43.0 months])
was performed without multiplicity adjustment. The efficacy results in the all-comer population are
summarised in Table 13. Kaplan-Meier curves for final OS and interim PFS analyses are shown in

Figures 5 and 6, respectively.

Table 13 Efficacy Results in Endometrial Carcinoma in Study 309

Endpoint LENVIMA with Doxorubicin or
pembrolizumab Paclitaxel
N=411 N=416
(03]

Number (%) of patients with event

276 (67%) 188

329 (79%)

£46%) 245 (59%)
Median in months (95% Cl) 18.7 (15.6,21.3) | 11.9(10.7, 13.3)

Hazard ratio? (95% ClI) 0.65 (0.55, 0.77) 0:6246:51,-0-75)
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