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KEYTRUDA T LENVIMA

(pembrolizumab) (lenvatinib)

Your guide to recognising
and managing adverse events.

KEYTRUDA® (pembrolizumab) in combination with LENVIMA® (lenvatinib) is indicated for the treatment of adult patients
with advanced or recurrent endometrial carcinoma (EC) who have disease progression on or following prior treatment
with a platinum-containing therapy in any setting and are not candidates for curative surgery or radiation.’

Adverse events should be reported. Reporting forms and information can be found at
https://yellowcard.mhra.gov.uk/ (please note that the MHRA Yellow Card link will redirect
you to an external website, for which MSD does not review or control the content) or search
for MHRA Yellow Card in the Google Play or Apple App Store, or Republic of Ireland:
www.hpra.ie. Adverse events should also be reported to Eisai Ltd on +44 (0)208 600 1400
or EUmedinfo@eisai.net or Merck Sharp & Dohme (UK) Limited (Tel: 020 8154 8000).

Refer to the LENVIMA® Prescribing Information and/or Summary of Product Characteristics (SmPC) for further details.

LENVIMA® and KEYTRUDA® GB and NI Prescribing Information (Pl) can be accessed via the mulberry and
green ‘PI’ buttons respectively in the top-right corner of this document throughout.

This content is intended to be viewed onling, it is not intended to be printed.
GB-KLE-00159 December 2023
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INntroduction

The AEs of LENVIMA are generally manageable.! They may occur very early in
the course of LENVIMA treatment.? Engagement with the multidisciplinary team
Is important for the management of AEs. Equally important is keeping patients
and caregivers informed, and maintaining a shared decision strategy.?

This guide will help you to address common LENVIMA-induced AEs as early and effectively as possible,
allowing patients to get the most out of the treatment. It was developed based on the LENVIMA SmPC,
supplemented with additional guidelines and recommendations for managing AEs where appropriate.

The advice in this section is divided into two major parts:

Recognising > 2 Managing >

common AEs

common AEs

For guidance on how to manage AEs related to KEYTRUDA, please refer to the KEYTRUDA SmPC.
For further guidance on how to manage AEs related to LENVIMA, please refer to the LENVIMA SmPC.

AE: adverse event, SmPC: Summary of Product Characteristics. < @ Q Q Q Q Q Q Q Q >
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Recognising common AES

Common AEs

There are some differences between
LENVIMA-induced AEs and those that
are usually managed with chemotherapy
and other common cancer treatments.

It's important to be able to identify and distinguish
them from the symptoms of the disease. HCPs
should proactively familiarise themselves with

the AE profile of LENVIMA.2

The ‘Keytruda/Lenvima Treatment Diary for
Advanced Endometrial Cancer’ can help to
share this responsibility and ensure patients
report back any AEs they experience.

AE: adverse event, HCP: healthcare professional.
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AEs experienced in 225% of patients in either treatment group in KEYNOTE-775/Study 309

KEYTRUDA + LENVIMA

(n=406) (n=388)
gnaii'?:‘a:;;’;'tm" of treatment, 231 (1-817) 104.5 (1-785)
Patients with any AE, n (%) 405 (99.8) 386 (99.5)
Patients with specific AEs, n (%) Any Grade Grade =3* Any Grade Grade =3*
Hypertensiont 260 (64.0) 154 (37.9) 20 (5.2) 9 (2.3
Hypothyroidism'* 233 (57.4) 5(1.2) 3(0.8) 0
Diarrhoea 220 (54.2) 31 (7.6) 78 (20.1) 8 (2.1)
Nausea 201 (49.5) 14 (3.4) 179 (46.1) 5(1.3)
Decreased appetite 182 (44.8) 32 (7.9) 82 (21.1) 2 (0.5)
Vomiting 149 (36.7) 11 (2.7) 81 (20 9) 9 (2.3
Weight decrease 138 (34.0) 42 (10.3) 2 (5.7) 1 (0.3)
Fatigue 134 (33.0) 21 (5.2) 107 (27.0) 12 (3.1)
Arthralgia 124 (30.5) 7 (1.7) 1 (8.0) 0
Proteinuria® 117 (28.8) 22 (5.4) ( 8) 1(0.3)
Anaemia 106 (26.1) 25 (6.2) 189 (48.7) 57 (14.7)
Constipation 105 (25.9) 3(0.7) 96 (24.7) 2 (0.5)
Urinary tract infection 104 (25.6) 16 (3.9) 39 (10.1) 4 (1.0)
Neutropenia 30 (7.4) 7(1.7) 131 (33.8) 100 (25.8)
Alopecia 2 (5.4) 0 120 (30.9) 2 (0.5)

Adapted from Makker V et al. N Engl J Med 2022

The median duration of treatment with
KEYTRUDA + LENVIMA was more than
double that of treatment of physician’s
choice (TPC; doxorubicin or paclitaxel),
which may account for the difference

in the occurrence of AEs between

the two treatment arms.’

*Among the patients who received KEYTRUDA + LENVIMA, 5.7% died owing to grade 5 adverse events (gastrointestinal disorder in 1.2% of the patients, cardiac disorder in 0.5%, general disorder in 1.5%, infection in

0.7%, decreased appetite in 0.2% and neoplasms, nervous system disorder, psychiatric disorder, renal disorder, reproductive disorder, or respiratory disorder in 0.2% each). Among the patients who received doxorubicin

or paclitaxel, 4.9% died owing to grade 5 adverse events (cardiac disorder in 1.0%, general disorder in 1.3%, infection in 1.5%, subdural haematoma in 0.3% and respiratory disorder in 0.8%).’

TThis event was a clinically significant adverse event with LENVIMA therapy.’

T This event was an adverse event of interest with KEYTRUDA therapy.’

AE: adverse event, TPC: treatment of physician’s choice.
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Time-to-first-onset
of selected
common AES

During treatment with LENVIMA, AEs may occur
within days of treatment initiation.?

The median time-to-first-onset of selected
common AEs occurred within the first
3 months of treatment initiation.2

Some of these AEs are likely to occur
within the first 5 weeks of treatment.?

AEs were chosen regardless of causality and based
on frequency of occurrence; and those leading to
dose reductions, interruptions, or discontinuation
of study treatment.?

“Median time-to-first-onset patients who experienced the AE.?

TAll grades.?

*Percentages of dose modifications and discontinuations were based
on the safety analysis set.?

AE: adverse event, pMMR: mismatch repair-proficient,
PPES: palmar—plantar erythrodysaesthesia syndrome.

Median times-to-first-onset of selected common AEs from KEYNOTE-775/Study 3092

: . : . . . N
z]“fmz)"‘)pu'atlon Incidence Lsg\;x;\@ LEg:;n:m LENVIMA® KEYJES%DM KEYTRUDA® Median Time to First Onset (weeks)
A = g © Discontinuation’ . Discontinuation*
A ADVERSE EVENTS no% Intemuption’ Reduction’ ooninualon Interruption* ST 0012345678 9101112131415161718192021222324252627 282930
1 I I 1 1 1 1 I I 1 1 1 1 I I 1 1 1 1 I I 1 1 1 1 I I 1 1 1 1
. . MIN: 0.1 /Q1:0.71 / MEDIAN: 2.1 / Q3: 3.50 / MAX: 39.0 WEEKS
Hypertension 228 66.7% 12.3% 17.5% 2.0% 3.5% 0% |21 |
. . MIN: 0.1/Q1: 1.00 / MEDIAN: 2.5/ Q3: 10.57 / MAX: 88.0 WEEKS
Fatlgue 198 57.9% 6.1% 13.2% 2.0% 4.7% 0.3% I_- 2.5 I 55 I
. : /Q1: / MEDIAN: 3.1 /Q3: 9.00 / MAX: WEEKS
Musculoskeletal disorders 181 52.9% 41% 5.6% 0.6% 3.5% 0.3% —— 3.1 ————— B A = 5
. . . MIN: 0.1 /Q1:2.14 / MEDIAN: 3.8 / Q3: 9.36 / MAX: 76.0 WEEKS
Proteinuria 100 29.2% 6.7% 7.0% 1.2% 2.3% 0% l—- 3.8 I e I
. MIN: /Q1: / MEDIAN: 3.9/ Q3: 8.64 / MAX: WEEKS
Stomatitis 120 35.1% 1.8% 41% 0.3% 0.3% 0% '__ 3.0 I orrante o oo e 1 I
. . MIN: 0.1/Q1: 1.21 / MEDIAN: 4.9 / Q3: 13.29 / MAX: 61.7 WEEKS
Decreased appetite 152 44.4% 5.0% 6.1% 1.5% 2.3% 0.9% — — 4.0 —— |
Nausea 169 494% 35% 44% 06% 15% O% 5-0 MIN:O.W/01:1.43/MEDIAN:5.O/03:14.29/MAX:673WE§§KSI
. . MIN: 0.1/Q1: 2.43/ MEDIAN: 8.1 / Q3: 17.86 / MAX: 78.7 WEEKS
Diarrhoea 188 55.0% 11.1% 11.7% 1.2% 8.2% 0.9% l—_ 8.1 I « I
Vomiting 125 365% 50% 23% 12% 18% O% 84 MIN:O.W/01:2.71/MEDIAN:8.4/03:WQ.ZEJ/MAX:GO(BWE;KSI
. - . MIN: 2.0/ Q1: 3.14 / MEDIAN: 8.4 / Q3: 14.86 / MAX: 72.3 WEEKS
Hypothyroidism 229  67.0% 2.0% 0.9% 0% 1.8% 0.3% — ———— .4 EE—— 5
PPES 77 225% 20% 88% 06% 20% O% 10-0 MIN:O.4/Q1:3.71/MEDIAN:‘\Q.O/Qs:15.86/MAX:777WEES;<SI
Weight decreased 117 342% 2_6% 5.0% 0.9% 1.5% 0.3% 12.1 MIN:0.1IQ1:6.14/MEDIAN:12.1lQG:ZO.SBIMAX:BQOWEi?S{
All-Comer Population Incidencet LENVIMA® LENVIMA® KEYTRUDA®
A (n=406) Dose Dose Dislt.:imi’m;:ant Dose Dﬁﬁgzﬁ Median Time to First Onset (weeks)*
- °
ADVERSE EVENTS n % fnterruption Feduction ferrepton 012345678 91011121314151617 181920212223 24252627282930
. . MIN: 0.1/Q1:0.71 / MEDIAN: 2.1 / @3: 3.50 / MAX: 59.7 WEEKS
Hypertension 264 65.0% 11.8% 17.7% 2.0% 3.4% 0% o= 2.1 |
. . MIN: 0.1/Q1: 0.86 / MEDIAN: 2.3 / Q3: 10.71 / MAX: 88.0 WEEKS
Fatigue 238 58.6% 6.4% 11.8% 2.0% 4.2% 0.2% I 2.3 — 51
. :0.1/Q1:1.00/ :3.1/Q3:9.00/ : 94.
Musculoskeletal disorders 213 52.5% 3.4% 4.9% 0.7% 3.4% 0.2% — — 5.1 —— MINEOT 712 100/ MEDIAN 8.1/ 03 500/ MAX QASWEEKS{
ey . MIN: 0.1/ Q1: 1.36 / MEDIAN: 4.3 / Q3: 9.50 / MAX: 77.9 WEEKS
Stomatitis 144  35.5% 2.2% 4.2% 0.5% 0.5% 0.2% — — .3 —— P
. MIN: 0.1/ Q1: 1.43/ MEDIAN: 4.7 / Q3: 14.14 / MAX: 72.3 WEEKS
Nausea 201 49.5% 3.4% 4.9% 0.5% 1.7% 0% — — 4.7 —— s
. . MIN: 0.1/Q1: 1.43/ MEDIAN: 4.9 / Q3: 13.43 / MAX: 75.9 WEEKS
Decreased appetite 183 451% 4.9% 6.2% 1.7% 2.2% 0.7% — — 4.0 E———— 5
. . . MIN: 0.1/ Q1: 2,14/ MEDIAN: 4.9 / Q3: 12.00 / MAX: 76.0 WEEKS
Proteinuria 120 29.6% 6.2% 7.9% 1.2% 2.0% 0% ——— — 4.0 — |
Vomiting 149 367% 54% 32% _10% 17% O% 76 MIN:O.‘\/Q1:2.57IMEDIAN:7.G/Q(3:19.29/MAX:ESO:3V\/EE(t<SI
. . MIN: 0.1/Q1: 2.43 / MEDIAN: 7.9/ Q3: 17.86 / MAX: 78.7 WEEKS
Diarrhoea 221 54.4% 10.8% 11.3% 1.2% 8.1% 1.0% e — 9 o
.9 I s
. g MIN: 2.0/ Q1: 3.14 / MEDIAN: 8.7 / Q3: 15.14 / MAX: 72.3 WEEKS
Hypothyroidism 279 68.7% 2.2% 0.7% 0% 1.7% 0.2% 57 o
——— S.7 EE—— 5
PPES 89 219% _17% 81% 05% 17% 0% 97 MIN:O.4/Q1:3.71/MEDIAN:9.7/Q$:15.86/MAX:777WEEKSI
P — O.7 E—— 5
Weight decreased 138 340% 2.5% 5.4% 1.5% 1.5% 0.2% 10 = MIN:O.TIQ1:6.OO/MEDIAN:10.7/Q3:18.29/MAX:690WE%:<SI
—— ——1 0. 7 E— 5§

Adapted from Colombo N et al

. Oncologist 2023.2
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Definitions of grades
1 10 5 of selected
common AES™ from
KEYNOTE-775/
Study 309

Grading of AE severity is based on Common
Terminology Criteria for Adverse Events
(CTCAE), version 5.0. The severity of some
AEs, such as fatigue and diarrhoea, is based
on how much the AE limits activities of daily
living (ADL), which are divided into two classes:
instrumental ADLs and self-care ADLs.3

*AEs were chosen regardless of causality and based on
frequency of occurrence; and those leading to dose reductions,
interruptions, or discontinuation of study treatment.?

ADLs: activities of dally living, AE: adverse event.

0000

Instrumental ADLs

Preparing Shopping for Using the

meals groceries/clothes telephone
JAR\

‘“v) m P

Self-care ADLs

Managing
money

o
o

[

Dressing and Feeding
Bathing undressing oneself

ZE

~OO000O®O 000

Using the
toilet

e

Taking
medications

foze
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CTCAE grades of severity of selected common AEs from KEYNOTE-775/Study 309*3

Grade of severity

0060

Hypertension SBP 120 to 139 mmHg SBP 140 to 159 mmHg or DBP SBP =160 mmHg or DBP Life-threatening consequences Death
(adults) or DBP 80 to 89 mmHg 90 to 99 mmHg if previously >100 mmHg. Medical intervention (e.g. malignant hypertension,
WNL. Change in baseline medical indicated. More than one drug transient or permanent neurologic
intervention indicated. Recurrent or or more intensive therapy than deficit, hypertensive crisis)
persistent (=24 hours). Symptomatic previously used indicated Urgent intervention indicated
increase by >20 mmHg (DBP) or
to >140/90 mmHg. Monotherapy
indicated initiated
Musculoskeletal Mild pain Moderate pain Severe pain - -
disorders Limiting instrumental ADL Limiting self-care ADL
(arthralgia)
Proteinuria 1+ proteinuria 2+ and 3+ proteinuria. Urinary 4+ proteinuria. Urinary protein - -
Urinary protein =ULN to <1.0 g/24 hours  protein 1.0 to <3.5 g/24 hours >3.5 g/24 hours
Fatigue Fatigue relieved by rest Fatigue not relieved by rest. Fatigue not relieved by rest. - -
Limiting instrumental ADL Limiting self-care ADL
Nausea Loss of appetite without alteration Oral intake decreased without Inadequate oral caloric or fluid - -
in eating habits significant weight loss, dehydration intake. Tube feeding, TPN or
or malnutrition hospitalisation indicated
Diarrhoea Increase of <4 stools/day over Increase of 4 to 6 stools/day over Increase of =7 stools/day over baseline. Life-threatening consequences Death

baseline. Mild increase in ostomy
output compared with baseline

baseline. Moderate increase in
ostomy output compared with
baseline. Limiting instrumental ADL

*AEs were chosen regardless of causality and based on frequency of occurrence; and

those leading to dose reductions, interruptions, or discontinuation of study treatment.?

ADL.: activities of daily living, AE: adverse event, CTCAE: Common Terminology Criteria

for Adverse Events, DBP: diastolic blood pressure, SBP: systolic blood pressure,
TPN: total parenteral nutrition, ULN: upper limit of normal, WNL: within normal limits.

Hospitalisation indicated. Severe
increase in ostomy output compared
with baseline. Limiting self-care ADL

Urgent intervention indicated

~OO000O0O®O 00—
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CTCAE grades of severity of selected common AEs from KEYNOTE-775/Study 309*3

Grade of severity

0060

Anorexia Loss of appetite without alteration Oral intake altered without Associated with significant weight Life-threatening consequences Death
in eating habits significant weight loss or loss or malnutrition (e.g. inadequate Urgent intervention indicated
malnutrition. Oral nutritional oral caloric and/or fluid intake).
supplements indicated Tube feeding or TPN indicated
Stomatitis Asymptomatic or mild symptoms Moderate pain or ulcer that does Severe pain. Interfering with Life-threatening consequences Death
(oral mucositis) Intervention not indicated not interfere with oral intake. oral intake Urgent intervention indicated
Modified diet indicated
Vomiting Intervention not indicated Outpatient intravenous hydration Tube feeding, TPN or Life-threatening consequences Death
Medical intervention indicated hospitalisation indicated
Hypothyroidism  Asymptomatic. Clinical or Symptomatic. Thyroid replacement Severe symptoms. Limiting self-care  Life-threatening consequences Death

diagnostic observations only.
Intervention not indicated

indicated. Limiting instrumental ADL

ADL. Hospitalisation indicated

Urgent intervention indicated

PPES Minimal skin changes or dermatitis Skin changes (e.g. peeling, blisters, Severe skin changes (e.g. peeling, - -
(e.g. erythema, oedema or bleeding, fissures, oedema blisters, bleeding, fissures, oedema
hyperkeratosis) without pain or hyperkeratosis) with pain. or hyperkeratosis) with pain
Limiting instrumental ADL Limiting self-care ADL
Weight 5 to <10% from baseline. 10 to <20% from baseline >20% from baseline. - -
decreased Intervention not indicated Nutritional support indicated Tube feeding or TPN indicated

*AEs were chosen regardless of causality and based on
frequency of occurrence; and those leading to dose reductions,
interruptions, or discontinuation of study treatment.?

ADL.: activities of dalily living, AE: adverse event, CTCAE: Common
Terminology Criteria for Adverse Events, PPES: palmar—plantar
erythrodysaesthesia syndrome, TPN: total parenteral nutrition.

~OO000O00®O 0>
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Managing common AEs*

General management guidelines

Intended to illustrate the general principles of AE management with LENVIMA. Specific AEs may require alternative
management strategies - consult the flow charts on the following pages and the SmPC for detailed guidance.

The following pages provide advice on when to continue or interrupt LENVIMA treatment, based on
AE severity. The patient’s multidisciplinary team can then decide to reduce the dose or permanently
discontinue treatment.

When considering whether to interrupt treatment, assess
the risk-benefit ratio.® Dose interruptions should be

>< avoided unless necessary.®

Grade 1 or 2 AEs generally do not warrant interruption
of LENVIMA unless intolerable to the patient despite
CONTINUE TREATMENT INTERRUPT and DISCONTINUE LENVIMA optimal management. Intolerable grade 1 or 2 AEs
with LENVIMA* for as long as in case of life-threatening require interruption of LENVIMA until resolved to
a clinical benefit is achieved or reactions (e.g., Grade 4) Grade 0/1 or baseline.”
until unacceptable toxicity or
disease progression occurs

—

Management strategies may involve patient education,
HCP training and use of concomitant medications.?

!

REDUCE the dose for severe
(e.g., Grade 3) or intolerable AEs

However, initiate optimal medical management for the AE first.

*As part of combination treatment with KEYTRUDA. For guidance on

how long to continue treatment with KEYTRUDA, please refer to the é O O Q Q Q Q Q @ Q %
KEYTRUDA Summary of Product Characteristics (SmPC).

AE: adverse event.


https://www.emcpi.com/pi/ni/378
https://www.emcpi.com/pi/33162
https://eisaipro.co.uk/wp-content/uploads/2022/05/Lenvima-EC-PI-UKandROI.pdf

0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4

SBP 120 to 139 mmHg or
DBP 80 to 89 mmHg?

SBP 140 to 159 mmHg or DBP 90 to
99 mmHg if previously WNL. Change in baseline
medical intervention indicated. Recurrent or
persistent (=24 hours). Symptomatic increase
by >20 mmHg (DBP) or to >140/90 mmHg.

SBP =160 mmHg or DBP =100 mmHg.

Medical intervention indicated. More than

one drug or more intensive therapy than
previously used indicated®

Life-threatening consequences
(e.g. malignant hypertension, transient or
permanent neurologic deficit, hypertensive crisis).
Urgent intervention indicated?

Monotherapy indicated initiated?®

CONTINUE LENVIMA and initiate

antinypertensive therapy (if not already receiving) LB LT LENIA it S 57
CONTINUE LENVIMA or CONTINUE LENVIMA and increase the dose <150 mmHg, DBP <95 mmHg and patient

NO ACTION* . . o is on a stable dose of antihypertensive
of the current antinypertensive therapy / initiate therapy for =48 hours®

additional antihypertensive therapy*
REDUCE OB
Resume LENVIMA \ /

at a reduced dose*

In KEYNOTE-775/Study 309, in patients with hypertension, 81.6% (n=186/228) in the pMMR population and 81.8% (n=216/264) in the all-comer population received at least one medication for hypertension.2

URGENT intervention required.
Discontinue LENVIMA and provide
appropriate medical management*

£

DBP: diastolic blood pressure, pPMMR: mismatch repair-proficient,
SBP: systolic blood pressure, WNL: within normal limits.

~O00O00000O®
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Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
Mild pain® Moderate pain Severe pain B
P Limiting instrumental ADL® Limiting self-care ADL?®
L
-
m
i
T . .
o CONTINUE LENVIMA (if tolerable)* CONTINUE LENVIMA (if tolerable)* INTERRUPT LENVIMA until resolved DISCONTINUE LENVIMA In case of
= to Grade 0/1 or baseline life-threatening reactions
1]
-
m
= ~
E INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
8 optimal management) until resolved intolerable) until resolved to Grade 0/1
= to Grade 0/1 or baseline* or baseline*
REDUCE
Resume LENVIMA at a reduced dose*
N\~

In KEYNOTE-775/Study 309, in patients with musculoskeletal disorders, 58.0% (n=105/181) in the pMMR population § \

and 58.7% (n=125/213) in the all-comer population received at least one medication for musculoskeletal disorders.?

Consider managing patients with appropriate analgesics.?

ADL.: activities of daily living, pMMR: mismatch repair-proficient. < Q Q Q Q Q Q Q Q @
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Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss . Hypothyroidism PPES
. i (oral mucositis)
(arthralgia) (anorexia)

GRADE 1 GRADE 2 GRADE 3 Nephrotic Syndrome
1+ proteinuria 2+ and 3+ proteinuria 4+ proteinuria
Urinary protein =ULN to <1.0 g/24 hours® Urinary protein 1.0 to <3.5 g/24 hours® Urinary protein >3.5 g/24 hours®
| |
>2 g/24 hours ><
I |
CONTINUE LENVIMA
NO ACTION*
INTERRUPT DISCONTINUE
LENVIMA until resolved to <2 g/24 hours* LENVIMA and do not resume*

REDUCE
Resume LENVIMA at a reduced dose*
In KEYNOTE-775/Study 309, in patients with proteinuria, 5.0% (n=5/100) in the pMMR population
and 4.2% (n=5/120) in the all-comer population received at least one medication for proteinuria.?

Manage patients with renal dysfunction caused by diabetes or hypertension carefully.®

ULN: upper limit of normal, pMMR: mismatch repair-proficient. < Q Q Q Q Q Q Q Q @
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_ Musc_:uloskeletal o B _ Decrea_sed _ Stomatitis .
Hypertension disorders Proteinuria Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
. . Fatigue not relieved by rest Fatigue not relieved by rest
3 —
Fatigue relieved by rest Limiting instrumental ADL® Limiting self-care ADL?®
1]
-
2
o
L .
- . . : . INTERRUPT LENVIMA until resolved DISCONTINUE
|C_) CONTINUE LENVIMA (if tolerable) CONTINUE LENVIMA (if tolerable) to Grade 0/1 or baseline* LENVIMA in case of life-threatening reactions*
1T
—
(01]
::
E INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
8 optimal management) until resolved intolerable) until resolved to Grade 0/1
Z to Grade 0/1 or baseline* or baseline*
_ |
I _ >
/’

REDUCE
Resume LENVIMA at a reduced dose*

In KEYNOTE-775/Study 309, in patients with fatigue, 5.1% (n=10/198) in the pMMR population
and 5.0% (n=12/238) in the all-comer population received at least one medication for fatigue.?

For symptomatic treatment of fatigue in addition to dose modification, consider educating the patient on
coping strategies and good sleep hygiene, light exercise if possible and a nutritious diet with proper hydration.’

ADL.: activities of daily living, pMMR: mismatch repair-proficient. < Q Q Q Q Q Q Q Q @
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Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
Loss of appetite without Oral intake decreased without significant Inadequate oral caloric or fluid intake. B
alteration in eating habits® weight loss, dehydration or malnutrition® Tube feeding, TPN or hospitalisation indicated®
CONTINUE LENVIMA (if tolerable)* CONTINUE LENVIMA (if tolerable)* INTERRUPT LENVIMA until resolved DISCONTINUE
MANAGE nausea with antiemetics as required’ MANAGE nausea with antiemetics as required’ to Grade 0/1 or baseline* LENVIMA in case of life-threatening reactions*
1T
EI ADVISE patient about dietary modifications ADVISE patient about dietary modifications
é to manage Gl toxicities, such as: to manage Gl toxicities, such as:
— ¢ Avoiding sweet and greasy foods® ¢ Avoiding sweet and greasy foods®
8 e Avoiding caffeine, alcohol and nicotine® e Avoiding caffeine, alcohol and nicotine®
e Consuming simple foods (e.g. rice, noodles, e Consuming simple foods (e.g. rice, noodles,
skinless chicken and turkey)® skinless chicken and turkey)®
1]
-
m
r
= INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
E optimal management) until resolved intolerable) until resolved to Grade 0/1
- to Grade 0/1 or baseline* or baseline*
REDUCE

Resume LENVIMA at a reduced dose*

In KEYNOTE-775/Study 309, in patients with nausea, 65.7% (n=111/169) in the pMMR population and 65.2% (n=131/201) in the all-comer population received at least one medication for nausea.?

Gl: gastrointestinal, pMMR: mismatch repair-proficient, < O O Q Q Q Q Q Q @

TPN: total parenteral nutrition.
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
. - Outpatient intravenous hydration : e : .
Intervention not indicated® Medical intervention indicated? Tube feeding, TPN or hospitalisation indicated® Life-threatening consequences®
CONTINUE LENVIMA (if tolerable)* CONTINUE LENVIMA (if tolerable)* INTERRUPT LENVIMA until resolved DISCONTINUE
MANAGE vomiting with antiemetics as required’ MANAGE vomiting with antiemetics as required’ to Grade 0/1 or baseline* LENVIMA®
1T
EI ADVISE patient about dietary modifications ADVISE patient about dietary modifications
é to manage Gl toxicities, such as: to manage Gl toxicities, such as:
— e Avoiding sweet and greasy foods?® e Avoiding sweet and greasy foods®
E e Avoiding caffeine, alcohol and nicotine® e Avoiding caffeine, alcohol and nicotine®
e Consuming simple foods (e.g. rice, noodles, e Consuming simple foods (e.g. rice, noodles,
skinless chicken and turkey)® skinless chicken and turkey)®
1]
-
m
<
o
1|
-
(@)
=
-

INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
optimal management) until resolved intolerable) until resolved to Grade 0/1
to Grade 0/1 or baseline* or baseline*
REDUCE - — =\
Resume LENVIMA at a reduced dose* / /

In KEYNOTE-775/Study 309, in patients experiencing vomiting, 36.0% (n=45/125) in the pMMR population and 34.9% (n=52/149) in the all-comer population received at least one medication for vomiting.?

Gl: gastrointestinal, pMMR: mismatch repair-proficient, < Q Q Q Q Q Q Q Q @

TPN: total parenteral nutrition.
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
Increase of <4 stools/day over baseline Increase of 4 to 6 stools/day over baseline Incrgasg Of. 27.St(.)0|8/day over bgselme. : .
o . . . Hospitalisation indicated. Severe increase Life-threatening consequences
Mild increase in ostomy output Moderate increase in ostomy output compared . . . . . 5
. . . : e 5 in ostomy output compared with baseline. Urgent intervention indicated
compared with baseline® with baseline. Limiting instrumental ADL o
Limiting self-care ADL?®
CONTINUE LENVIMA (if tolerable)* CONTINUE LENVIMA (if tolerable)* INTERRUPT LENVIMA until resolved If Grade 4 for >48 hours, increase fluid
] * Prior to reducing or interrupting the * Prior to reducing or interrupting the 19 Eiees U o lessiine mtake.to ek thydrgtloh ane
—J . . consider hospital admission™
g dose, provide prompt management dose, provide prompt management
E to prevent dehydration? to prevent dehydration® DISCONTINUE LENVIMA in the event
z e Ensure patients understand the importance e Ensure patients understand the importance of persistent Grade 4 diarrhoea
= of reporting diarrhoea as an AE so that it of reporting diarrhoea as an AE so that it (despite medical management)*
can be appropriately managed can be appropriately managed DO NOT RESUME L ENVIMA®
1]
-
m
v
- INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
8 optimal management) until resolved intolerable) until resolved to Grade 0/1
= to Grade 0/1 or baseline* or baseline*
o] (b
REDUCE
Resume LENVIMA at a reduced dose* [I T \ﬁ

In KEYNOTE-775/Study 309, in patients with diarrhoea, 64.4% (n=121/188) in the pMMR population and 63.8% (n=141/221) in the all-comer population received at least one medication for diarrhoea.?

ADL: activities of daily living, AE: adverse event, < O O Q Q Q Q Q Q @

PMMR: mismatch repair-proficient.
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (orall mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
. . : Oral intake altered without significant Associated with significant weight loss or . .
Loss of appetite without alteration . " . . . . Life-threatening consequences.
in eating habits? weight loss or malnutrition. Oral nutritional malnutrition (e.g. inadequate oral caloric and/or Urgent intervention indicated?
supplements indicated?® fluid intake). Tube feeding or TPN indicated?®
L
-
m
E:
LU .
- . . . . INTERRUPT LENVIMA until resolved DISCONTINUE
Ic_) CONTINUE LENVIMA (if tolerable) CONTINUE LENVIMA (if tolerable) 10 Grade 0/1 or baseline LENVIMA®
L
-
m
z
E INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
E optimal management) until resolved intolerable) until resolved to Grade 0/1
= to Grade 0/1 or baseline* or baseline* f
@

REDUCE “
Resume LENVIMA at a reduced dose*

|
&>

In KEYNOTE-775/Study 309, in patients with decreased appetite, 23.7% (n=36/152) in the pMMR population and 23.0% (n=42/183) in the all-comer population received at least one medication for decreased appetite.2

PMMR: mismatch repair-proficient, TPN: total parenteral nutrition. < Q Q Q Q Q Q Q Q @
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss (oral mucositis) Hypothyroidism PPES
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
5 to <10% from baseline. 10 to <20% from baseline. >20% from baseline. B
Intervention not indicated® Nutritional support indicated? Tube feeding or TPN indicated®
L
-
(01]
:
LU .
- . . . . INTERRUPT LENVIMA until resolved DISCONTINUE
E eI SRSV (1 el Sielal) el UL EERMINEA el Sielols) to Grade 0/1 or baseline* LENVIMA in case of life-threatening reactions*
LU
-
01]
r:
- INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
E optimal management) until resolved intolerable) until resolved to Grade 0/1
= to Grade 0/1 or baseline* or baseline*

REDUCE

Resume LENVIMA at a reduced dose* v

N y

In KEYNOTE-775/Study 309, in patients with weight loss, 10.3% (n=12/117) in the pMMR population and 12.3% (n=17/138) in the all-comer population received at least one medication for weight loss.?

PMMR: mismatch repair-proficient, TPN: total parenteral nutrition. < O O Q Q Q Q Q Q @
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0060

Musculoskeletal Decreased St it
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss Ioma ! I'St' Hypothyroidism PPES
(arthralgia) (anorexia) (oral mucositis)
GRADE 4

GRADE 1 GRADE 2 GRADE 3

Moderate pain or ulcer that does

Asymptomatic or mild symptoms. . . . Severe pain. Life-threatening consequences.
. - not interfere with oral intake. . : : . SR
Intervention not indicated® . L Interfering with oral intake® Urgent intervention indicated?®
Modified diet indicated?
L
—
0
E
L .
— . . . . INTERRUPT LENVIMA until resolved DISCONTINUE
E CONTINUE LENVIMA (if tolerable) CONTINUE LENVIMA (if tolerable) 1o Grade 0/1 or baseline® LENVIMA
L
-
0
z:
E INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
8 optimal management) until resolved intolerable) until resolved to Grade 0/1
= to Grade 0/1 or baseline* or baseline*
REDUCE

Resume LENVIMA at a reduced dose*

In KEYNOTE-775/Study 309, in patients with stomatitis, 63.3% (n=76/120) in the pMMR population
and 63.2% (n=91/144) in the all-comer population received at least one medication for stomatitis.?

Consider prescribing common stomatological preparations.'’

PMMR: mismatch repair-proficient. é Q Q Q Q Q Q Q Q @
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss . Hypothyroidism PPES
. i (oral mucositis)
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
Asymptomatic. Clinical or diagnostic : Symptomatlc?. . Severe symptoms. Limiting self-care ADL. Life-threatening consequences.
. . o . Thyroid replacement indicated. TR 5 . o 5
observations only. Intervention not indicated o 5 Hospitalisation indicated Urgent intervention indicated
Limiting instrumental ADL

L
-

0

T

LLl c

- . : . INTERRUPT LENVIMA until resolved DISCONTINUE
E CONTINUE LENVIMA CONTINUE LENVIMA (if tolerable) 10 Grade 0/1 or baseline* LENVIMAS

1]

-

m

v

E INTERRUPT LENVIMA (if persistent and

8 intolerable) until resolved to Grade 0/1

= or baseline*

REDUCE
Resume LENVIMA at a reduced dose*

In KEYNOTE-775/Study 309, in patients with hypothyroidism, 78.6% (n=180/229) in the pMMR population
and 77.4% (n=216/279) in the all-comer population received at least one medication for hypothyroidism.?

If any abnormality is found, consult an endocrinologist.'? Adjust thyroid hormone administration to
reach TSH levels appropriate to the patient’s therapeutic target.? If thyroid replacement is initiated,
hypothyroidism (including Grade 4) may not require LENVIMA dose reduction or discontinuation.?

ADL.: activities of daily living, pMMR: mismatch repair-proficient, < Q Q Q Q Q Q Q Q @

TSH: thyroid-stimulating hormone.
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0060

Musculoskeletal Decreased Stomatitis
Hypertension disorders Proteinuria Fatigue Nausea Vomiting Diarrhoea appetite Weight Loss O [t Hypothyroidism
(arthralgia) (anorexia)
GRADE 1 GRADE 2 GRADE 3 GRADE 4
Minimal skin changes or dermatitis (e.g. erythema, Skln changes (e.g. peeling, bI|sters, blleedln.g, Sevgre skln changes (e.g. peeling, bllstersl,
oederma or hyperkeratosis) without pain® fissures, oedema or hyperkeratosis) with pain. bleeding, fissures, oedema or hyperkeratosis) —
Limiting instrumental ADL® with pain. Limiting self-care ADL?
CONTINUE LENVIMA (if tolerable)* CONTINUE LENVIMA (if tolerable)* INTERRUPT LENVIMA until resolved DISCONTINUE
Use moisturising cream, and consider Use moisturising cream, and consider to Grade 0/1 or baseline* LENVIMA in case of life-threatening reactions*
§ hydrocolloid dressing for the feet” ' hydrocolloid dressing for the feet” '
é Advise the patient on how to minimise Advise the patient on how to minimise
= symptoms, such as avoiding sources of heat symptoms, such as avoiding sources of heat
|C_> (e.g. sitting in the sun), wear loose-fitting (e.g. sitting in the sun), wear loose-fitting
clothing, and gently applying skin care creams clothing, and gently applying skin care creams q

to keep their hands and feet moist'® to keep their hands and feet moist™®
L
-
m
E
— INTERRUPT LENVIMA (if intolerable despite INTERRUPT LENVIMA (if persistent and
E optimal management) until resolved intolerable) until resolved to Grade 0/1 O o
= to Grade 0/1 or baseline* or baseline* O

o
Oo O
o>
REDUCE

Resume LENVIMA at a reduced dose*

In KEYNOTE-775/Study 309, in patients with PPES, 68.8% (n=53/77) in the pMMR population and 69.7% (n=62/89) in the all-comer population received at least one medication for PPES.?

ADL.: activities of daily living, pMMR: mismatch repair-proficient,
PPES: palmar—plantar erythrodysaesthesia syndrome.

~O00O00000O®
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U Median times-to-first-onset of selected common AEs from KEYNOTE-775/Study 3092
o

pMMR Population (n=342) AEs All-Comer Population (n=406) AEs —|—

Incidencet LENVIMA® ~ LENVIMA® o\ mine KEYTRUDA® oo op e Median time-to-first-onset (weeks)*

Dose Dose Dose
. . Discontinuation* i Discontinuationt
% Interruptiont  Reduction? Iscontinuatio Interruption’ iscontinuatio

n 01234567 8 91011121314 15161

718 19 20 21 22 23 24 25 26 27 28 29 30

Hypertension

66.7

12.3%

17.5%

2.0%

3.5%

0%

MIN: 0.1 /Q1: 0.71 / MEDIAN: 2.1 / Q3: 3.50 / MAX: 39.0 WEEKS

|

}—-2;1 —

))I

Fatigue

57.9

6.1%

13.2%

2.0%

4.7%

0.3%

MIN: 0.1 /Q1: 1.00 / MEDIAN: 2.5/ Q3

:10.57 / MAX:

88.0 WEEKS

|

}—-2;5_

))I

Musculoskeletal disorders

52.9

4.1%

5.6%

0.6%

3.5%

0.3%

MIN: 0.1 /Q1: 1.00 / MEDIAN: 3.1 / Q3: 9.00 / MAX:

93.7 WEEKS

¢ |

))I

Proteinuria

29.2

6.7%

7.0%

1.2%

2.3%

0%

MIN: 0.1 /Q1: 2.14 / MEDIAN: 3.8 / Q3: 9.36 / MAX:

76.0 WEEKS

|

))I

Stomatitis

35.1

1.8%

4.1%

0.3%

0.3%

0%

MIN: 0.1 /Q1: 1.29/ MEDIAN: 3.9 / Q3: 8.64 / MAX:

77.9 WEEKS

¢« |

))I

Decreased appetite

44.4

5.0%

6.1%

1.5%

2.3%

0.9%

MIN: 0.1 /Q1: 1.21 / MEDIAN: 4.9/ Q3

: 13.29 / MAX:

61.7 WEEKS

|

}——4;9_

))I

Nausea

49.4

3.5%

4.4%

0.6%

1.5%

0%

MIN: 0.1 /Q1: 1.43/ MEDIAN: 5.0/ Q3

: 14.29 / MAX:

67.3 WEEKS

|

- — .0 ——

))I

Diarrhoea

55.0

11.1%

11.7%

1.2%

8.2%

0.9%

MIN: 0.1 /Q1:2.43/ MEDIAN: 8.1/ Q3

: 17.86 / MAX:

78.7 WEEKS

|

}—_8;1 I

))I

Vomiting

36.5

5.0%

2.3%

1.2%

1.8%

0%

MIN: 0.1 /Q1:2.71 / MEDIAN: 8.4/ Q3

: 19.29 / MAX:

60.3 WEEKS

|

}—_8;4_

))I

Hypothyroidism

67.0

2.0%

0.9%

0%

1.8%

0.3%

MIN: 2.0/ Q1: 3.14/ MEDIAN: 8.4 / Q3

: 14.86 / MAX:

72.3 WEEKS

|

}—_8;4_

))I

PPES

i’

22.5

2.0%

8.8%

0.6%

2.0%

0%

MIN: 0.4 /Q1: 3.71 / MEDIAN: 10.0/ Q3

: 15.86 / MAX:

77.7 WEEKS

|

I 100 —

))I

Weight decreased

117

34.2

Adapted from Colombo N et al. Oncologist 2023.2

2.6%

5.0%

0.9%

1.5%

0.3%

MIN: 0.1/Q1:6.14/ MEDIAN: 12.1/ Q3

: 20.86 / MAX

: 69.0 WEEKS

|

I 1 2. 1 —

))I




Median times-to-first-onset of selected common AEs from KEYNOTE-775/Study 3092

pMMR Population (n=342) AEs —+

Median time-to-first-onset (weeks)*

All-Comer Population (n=406) AEs

LENVIMA® LENVIMA®

Incidence? LENVIMA® KEYTRUDA®

Dose Dose Discontinuation* Dose
% Interruptiont  Reduction? Interruption?

KEYTRUDA®
Discontinuation®

n 0123456 7891011 1213141516 17 18 19 20 21 22 23 24 25 26 272829 30

MIN: 0.1 /Q1: 0.71 / MEDIAN: 2.1 / Q3: 3.50 / MAX: 59.7 WEEKS

Hypertension

65.0

11.8%

17.7%

2.0%

3.4%

0%

|

P—lli%1ll

))I

Fatigue

58.6

6.4%

11.8%

2.0%

4.2%

0.2%

MIN: 0.1 /Q1: 0.86 / MEDIAN: 2.3/ Q3

:10.71 / MAX:

88.0 WEEKS

|

F—Il243lllllllllllllllllll

))I

Musculoskeletal disorders

52.5

3.4%

4.9%

0.7%

3.4%

0.2%

MIN: 0.1 /Q1: 1.00 / MEDIAN: 3.1 / Q3: 9.00 / MAX:

94.3 WEEKS

¢ |

}——3;1 I

))I

Stomatitis

35.5

2.2%

4.2%

0.5%

0.5%

0.2%

MIN: 0.1 /Q1: 1.36 / MEDIAN: 4.3 / Q3: 9.50 / MAX:

77.9 WEEKS

|

}——4;3_

))I

Nausea

49.5

3.4%

4.9%

0.5%

1.7%

0%

MIN: 0.1 /Q1: 1.43/MEDIAN: 4.7 / Q3

:14.14 / MAX:

72.3 WEEKS

¢« |

}——4;7_

))I

Decreased appetite

45.1

4.9%

6.2%

1.7%

2.2%

0.7%

MIN: 0.1 /Q1: 1.43/ MEDIAN: 4.9/ Q3

: 13.43 / MAX:

75.9 WEEKS

|

}——4;9_

))I

Proteinuria

29.6

6.2%

7.9%

1.2%

2.0%

0%

MIN: 0.1 /Q1:2.14/ MEDIAN: 4.9/ Q3

: 12.00 / MAX:

76.0 WEEKS

|

}——4;9_

))I

Vomiting

36.7

5.4%

3.2%

1.0%

1.7%

0%

MIN: 0.1 /Q1:2.57 / MEDIAN: 7.6 / Q3

: 19.29 / MAX:

60.3 WEEKS

|

}—_7;6_

))I

Diarrhoea

54.4

10.8%

11.3%

1.2%

8.1%

1.0%

MIN: 0.1 /Q1: 2.43/ MEDIAN: 7.9/ Q3

: 17.86 / MAX:

78.7 WEEKS

|

}—_7;9_

))I

Hypothyroidism

68.7

2.2%

0.7%

0%

1.7%

0.2%

MIN: 2.0/ Q1:3.14/ MEDIAN: 8.7 / Q3

:15.14 / MAX:

72.3 WEEKS

|

}—_8;7_

))I

PPES

89

21.9

1.7%

8.1%

0.5%

1.7%

0%

MIN: 0.4 /Q1:3.71 / MEDIAN: 9.7 / Q3

: 15.86 / MAX:

77.7 WEEKS

|

I O, 7 ——

))I

Weight decreased

138

34.0

Adapted from Colombo N et al. Oncologist 2023.2

2.5%

5.4%

1.5%

1.5%

0.2%

MIN: 0.1 /Q1: 6.00 / MEDIAN: 10.7 / Q3

: 18.29 / MAX:

69.0 WEEKS

|

I 1 0. 7 —

))I




References

Makker V et al. N Engl J Med 2022;386(5):437-448.
Colombo N et al. Oncologist 2023;0yad201.

US Department of Health and Human Services. Common
Terminology Ciriteria for Adverse Events (CTCAE) Version 5.0;
27 November 2017.

LENVIMA (lenvatinib) Summary of Product Characteristics.
Lorusso D et al. Front Oncol. 2022;12:979519.
Takahashi S et al. Cancers Head Neck 2017;2(7):1-10.
Rimassa L et al. Cancer Treat Rev 2019;77:20-28.
Li J et al. World J Gastroenterol 2018;24(46):5189-5202.
Gerendash BS et al. Onco Targets Ther 2017;10:5053-50064.
. De Wit M et al. Support Care Cancer 2014;22(3).837-846.
. Makker V et al. Oncologist 2021;26(9):e1599-e1608.
. Ikeda M. Expert Opin Drug Saf 2018;17(11):1095-1105.

. Cancer.Net (ASCO) Hand-foot syndrome or palmar-plantar
erythrodysesthesia. Available from: https://www.cancer.net/coping-
with-cancer/physical-emaotional-and-social-effects-cancer/managing-
physical-side-effects/hand-foot-syndrome-or-palmar-plantar-
erythrodysesthesia (accessed December 2023).



https://www.cancer.net/coping-with-cancer/physical-emotional-and-social-effects-cancer/managing-physical-side-effects/hand-foot-syndrome-or-palmar-plantar-erythrodysesthesia

	0.1 FRONT
	0.1 FRONT REFS

	3.0 SECTION 03
	3.1.1
	3.1.2
	3.2
	3.2 PU1
	3.2 PU2
	3.3.1
	3.3.2
	3.3.3
	3.4.1
	3.4.2.1
	3.4.2.2
	3.4.2.3
	3.4.2.4
	3.4.2.5
	3.4.2.6
	3.4.2.7
	3.4.2.8
	3.4.2.9
	3.4.2.10
	3.4.2.11
	3.4.2.12
	3.5 REFS


	PI 7: 
	Page 1: 

	PI 15: 
	Page 1: 

	PI 8: 
	Page 1: 

	Button 416: 
	Page 1: 

	PI 14: 
	Page 2: 
	Page 3: 
	Page 4: 
	Page 5: 
	Page 6: 
	Page 7: 
	Page 8: 
	Page 9: 
	Page 10: 
	Page 11: 
	Page 12: 
	Page 13: 
	Page 14: 
	Page 15: 
	Page 16: 
	Page 17: 
	Page 18: 
	Page 19: 
	Page 20: 
	Page 21: 

	Button 414: 
	Page 2: 
	Page 3: 
	Page 4: 
	Page 5: 
	Page 6: 
	Page 7: 
	Page 8: 
	Page 9: 
	Page 10: 
	Page 11: 
	Page 12: 
	Page 13: 
	Page 14: 
	Page 15: 
	Page 16: 
	Page 17: 
	Page 18: 
	Page 19: 
	Page 20: 
	Page 21: 

	PI 13: 
	Page 2: 
	Page 3: 
	Page 4: 
	Page 5: 
	Page 6: 
	Page 7: 
	Page 8: 
	Page 9: 
	Page 10: 
	Page 11: 
	Page 12: 
	Page 13: 
	Page 14: 
	Page 15: 
	Page 16: 
	Page 17: 
	Page 18: 
	Page 19: 
	Page 20: 
	Page 21: 

	PI 18: 
	Page 2: 
	Page 3: 
	Page 4: 
	Page 5: 
	Page 6: 
	Page 7: 
	Page 8: 
	Page 9: 
	Page 10: 
	Page 11: 
	Page 12: 
	Page 13: 
	Page 14: 
	Page 15: 
	Page 16: 
	Page 17: 
	Page 18: 
	Page 19: 
	Page 20: 
	Page 21: 

	Button 386: 
	Button 387: 
	Button 4014: 
	Button 4030: 
	Button 4015: 
	Button 4031: 
	Button 4016: 
	Button 4032: 
	Button 388: 
	Button 4017: 
	Button 4033: 
	Button 4018: 
	Button 4034: 
	Button 4019: 
	Button 4035: 
	Button 4020: 
	Button 4036: 
	Button 4021: 
	Button 4037: 
	Button 229: 
	Button 230: 
	Button 231: 
	Button 232: 
	Button 233: 
	Button 234: 
	Button 235: 
	Button 236: 
	Button 237: 
	Button 238: 
	Button 239: 
	Button 4038: 
	Button 240: 
	Button 241: 
	Button 242: 
	Button 243: 
	Button 244: 
	Button 245: 
	Button 246: 
	Button 247: 
	Button 248: 
	Button 249: 
	Button 250: 
	Button 4039: 
	Button 251: 
	Button 253: 
	Button 254: 
	Button 255: 
	Button 256: 
	Button 257: 
	Button 258: 
	Button 259: 
	Button 260: 
	Button 261: 
	Button 361: 
	Button 4040: 
	Button 262: 
	Button 263: 
	Button 265: 
	Button 266: 
	Button 267: 
	Button 268: 
	Button 269: 
	Button 270: 
	Button 271: 
	Button 272: 
	Button 362: 
	Button 4041: 
	Button 273: 
	Button 274: 
	Button 275: 
	Button 277: 
	Button 278: 
	Button 279: 
	Button 280: 
	Button 281: 
	Button 282: 
	Button 283: 
	Button 363: 
	Button 4042: 
	Button 284: 
	Button 285: 
	Button 286: 
	Button 287: 
	Button 289: 
	Button 290: 
	Button 291: 
	Button 292: 
	Button 293: 
	Button 294: 
	Button 364: 
	Button 4043: 
	Button 295: 
	Button 296: 
	Button 297: 
	Button 298: 
	Button 299: 
	Button 301: 
	Button 302: 
	Button 303: 
	Button 304: 
	Button 305: 
	Button 365: 
	Button 4044: 
	Button 306: 
	Button 307: 
	Button 308: 
	Button 309: 
	Button 310: 
	Button 311: 
	Button 313: 
	Button 314: 
	Button 315: 
	Button 316: 
	Button 366: 
	Button 4045: 
	Button 317: 
	Button 318: 
	Button 319: 
	Button 320: 
	Button 321: 
	Button 322: 
	Button 323: 
	Button 325: 
	Button 326: 
	Button 327: 
	Button 367: 
	Button 4046: 
	Button 328: 
	Button 329: 
	Button 330: 
	Button 331: 
	Button 332: 
	Button 333: 
	Button 334: 
	Button 335: 
	Button 337: 
	Button 338: 
	Button 368: 
	Button 4047: 
	Button 339: 
	Button 340: 
	Button 341: 
	Button 342: 
	Button 343: 
	Button 344: 
	Button 345: 
	Button 346: 
	Button 347: 
	Button 349: 
	Button 369: 
	Button 4048: 
	Button 350: 
	Button 351: 
	Button 352: 
	Button 353: 
	Button 354: 
	Button 355: 
	Button 356: 
	Button 357: 
	Button 358: 
	Button 359: 
	Button 370: 
	Button 4049: 
	Exit: 
	Button 377: 
	Button 379: 
	Button 378: 
	Button 380: 
	Button 418: 


