Backed by ~10 years of experience in ALK+ mNSCLC,"

ALECENSA CAN DELIVER FOR PATIENTS

"It's the little things for me. "I love my weekly "Because of my
For instance, my cherished phone chats with my medical history,
ritual is doing the morning granddaughter—it's | want my doctor to
crossword with my husband. how we bond. | want look at the full picture See how
With our busy lives, to be able to continue when deciding on a Q‘;Ef(i':fﬁ
sometimes it's the only time these conversations treatment that's right patients
we get to spend together." for as long as | can." for me." like these )
HELEN, 56 SANDRA, 71 GAVIN, 38
Helen’s select Patients in the ALEX Sandra’s select Patients in the ALEX Gavin’s select Patients in the ALEX
characteristics ITT population? characteristics ITT population? characteristics ITT population?
ECOGPS 1 186 (61%) ECOGPS 1 186 (61%) ECOGPSO 97 (32%)
Nonsmoker 188 (62%) Former smoker 98 (32%) Nonsmoker 188 (62%)
No CNS metastases 181 (60%) CNS metastases 122 (40%) <3 sites of metastases 71 (23%)
Asian 138 (46%) Prior brain radiation 47 (16%) No liver involvement 233 (77%)
Hypothetical patient case studies. Diagnosed with depression 7 (5%)

N C C N National Comprehensive Cancer Network® (NCCN®) recommends alectinib (ALECENSA) for ALK+ NSCLC3
* As afirst-line treatment option for metastatic disease (NCCN Category 1, Preferred)®
CATEGORY] . . . . "
RECOMMENDATION | * AS an adjuvant treatment option for patients with completely resected tumors >4 cm or who are node positive (Category 1)

2 The initial FDA approval for ALECENSA was in 2015.

®When an ALK rearrangement is discovered prior to first-line systemic therapy.
°The NCCN Guidelines for NSCLC provide recommendations for certain individual biomarkers that should be tested and recommend testing techniques, but do not endorse any specific commercially available biomarker assays or commercial laboratories.

ALK=anaplastic lymphoma kinase; CNS=central nervous system; ECOG PS=Eastern Cooperative Oncology performance status; FDA=US Food and Drug Administration; IT T=intent-to-treat; mMNSCLC=metastatic non-small cell lung cancer.

Indications

ALECENSA is a kinase inhibitor indicated for:
- treatment of adult patients with ALK-positive metastatic NSCLC as detected by an FDA-approved test

- adjuvant treatment in adult patients following tumor resection of anaplastic lymphoma kinase (ALK)-positive non-small cell lung cancer (NSCLC)
(tumors =4 cm or node positive), as detected by an FDA-approved test

Select Important Safety Information
The Warnings and Precautions for ALECENSA include:

- Hepatotoxicity - Bradycardia - Hemolytic Anemia
- Interstitial Lung Disease (ILD)/Pneumonitis - Severe Myalgia and Creatine Phosphokinase - Embryo-Fetal Toxicity \ ALECEN s R
- Renal Impairment (CPK) Elevation

*earla 150 Mg
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. aleCtlnl capsules
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ALEX clinical trial design

A global, open-label, Phase 3 trial in IL patients with ALK+ mNSCLC!*

ALECENSA 600 mg orally twice daily

(continued until disease progression or

unacceptable toxicity)®
(n=152)

ALEX

1L patients with

stage IIB/IV ALK+ mNSCLC® R1:1

crizotinib 250 mg orally twice daily
(continued until disease progression or

(N=303)

unacceptable toxicity)®
(n=151)

aPatients were required to have an ECOG PS of 0-2 and ALK+ NSCLC as identified by the VENTANA ALK (D5F3) CDx assay.
°Randomization was stratified by ECOG PS (0/1 vs 2), race (Asian and other races), CNS metastases at baseline (yes vs no). Stratification factors were applied to hazard ratio and P-value analysis.

Studied across multiple endpoints'

Additional Exploratory

* PFS (INV) - PES (IRC) - CNS ORR in patients with CNS metastasis at baseline (IRC))
- Time to CNS progression (IRC) - CNS DOR in patients with CNS metastasis at baseline (IRC)
* ORR (IRC)
- DOR (IRC)
* OS (INV)

1L=first line; DOR=duration of response; INV=investigator; IRC=independent review committee; ORR=0bjective response rate; OS=overall survival; PFS=progression-free survival.

Select Important Safety Information

Hepatotoxicity

- Hepatotoxicity occurred in 41% of 533 patients treated with ALECENSA and the incidence of Grade >3 hepatotoxicity was 8%. In the ALINA study,
hepatotoxicity occurred in 61% of patients treated with ALECENSA and the incidence of Grade =3 hepatotoxicity was 4.7%. The majority (712% of
136 patients) of elevated transaminases occurred during the first 3 months of treatment. Treatment discontinuation due to hepatotoxicity occurred

in 3.6% of patients who received ALECENSA in the pooled safety population and 1.6% of patients treated in the ALINA study \ ALECENS K
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini lﬁﬁ&?es
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Baseline characteristics were well-balanced between treatment arms?*

Baseline characteristics ALECENSA crizotinib
in ITT population (n=152) (n=151)
Age, years
Median 58 (25-88) 54 (18-91)
Sex, n (°/o)
Female 84 (55%) 87 (58%)
Male 68 (45%) 64 (42 %)
Race, n (%)
Asian 69 (45%) 69 (46%)
Black 0 4 (3%)
Pacilic Isiander 1(19) 1 (19)
White 76 (50%) 75 (50%)
Unknown 2 (1%) 2 (1%)
Ethnicity, n (%)
Hispanic or Latino 8 (5%) 8 (5%)
Not Hispanic or Latino 138 (91%) 136 (90%)
Not stated 6 (4%) 7 (5%)
Smoking status, n (%)
Nonsmoker 92 (61 %) 98 (65%)
Smoker 60 (40%) 53 (35%)
ECOG PS, n (%)
Oor 142 (93%) 141 (93%)
2 10 (7%) 10 (7%)
Disease stage, n (%)
Stage IV 148 (97%) 145 (96%)
Histological classification, n (%)
Adenocarcinoma 137 (90%) 142 (94%)
Sqguamous-cell carcinoma 5 (3%) 2 (1%)
Other 10 (7%) 7 (5%)

Select Important Safety Information

Hepatotoxicity (cont’d)

Baseline characteristics
in ITT population (cont’d) (n=152) (n=151)

CNS metastases at baseline, n (%)

64 (42%) 58 (38%)
No )

4 (4
88 (58% 93 (62%)
Prior CNS radiation, n (%)

ALECENSA crizotinib

Yes 26 (17%) 21 (14%)
No 126 (83%) 130 (86%)
Prior treatment for CNS metastases, n (%) n=27 n=22
Brain surgery 1 (4%) 1 (5%)
Radiosurgery 5 (19%) 4 (18%)
Whole-brain radiotherapy 17 (63%) 16 (73%)
Other 4 (15%) 1 (5%)
Number of lesions, n (%)
1-3 37 (24%) 34 (23%)
>3 115 (76%) 117 (76%)
Site of metastases, n (%)
Liver 30 (20%) 40 (27%))
Concurrent psychiatric disorders, n (%)
Insomnia 13 (9%) 10 (7%)
Anxiety 7 (5%) 10 (7%)
Depression 3 (2%) 4 (3%)
Other? 2 (1%) 7 (5%)

ncludes sleep disorder, adjustment disorder, anxiety disorder, confusional state, disorientation, drug dependence,
mental status changes, and psychotic disorder.

ALEX included patients with a broad range of characteristics,

such as >3 lesions and liver metastases

- Concurrent elevations in alanine transaminase (ALT) or aspartate transaminase (AST) greater than or equal to 3 times the ULN and total bilirubin
greater than or equal to 2 times the ULN, with normal alkaline phosphatase, occurred in less than 1% of patients treated with ALECENSA. Three
patients with Grades 3-4 AST/ALT elevations had drug-induced liver injury (documented by liver biopsy in 2 cases)

Please see full Prescribing Information and additional Important Safety Information throughout this presentation.
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In ALK+ mNSCLC (primary analysis):

ALECENSA delivered superior mPFS vs crizotinib'

Primary analysis

+ PFS by IRC: In the ITT population, mPFS was 25.7 months for ALECENSA (95% Cl: 19.9, NE) compared with 10.4 months with crizotinib (95% Cl: 7.7, 14.6);
(HR=0.53 [95% CI: 0.38, 0.73]; P<0.0001)2°

— Patients with event: 41% with ALECENSA (n=63/152); 61% with crizotinib (h=92/151)
- Median duration of follow-up: ALECENSA 18.6 months (range: 0.5-29.0 months); crizotinib 17.6 months (range: 0.3-27.0 months)*

PFS (follow-up analysis)

Follow-up analysis | INV-assessed 100

Patients with event®:
47% with ALECENSA (n=72/152)
80 - 77% with crizotinib (n=116/151) 34 _ 8

months
(95% CI: 17.7, NE) See PFS

results across

- Median duration of follow-up:
ALECENSA 27.8 months (range:
0.5-38.7 months); crizotinib 22.8 months
(range: 0.3-36.7 months)®

60 o« o e e e

prespecified
............. subgroups )

The follow-up analysis was performed
when approximately 50% of patients in
the ALECENSA arm experienced a PFS
event and was conducted for the purpose
of obtaining a median estimate of PFS.
No formal treatment comparisons were
performed for the follow-up analysis.?

40 el aLecensa

10.9 e T PP

months = . L. e e e e e e e e e e
20 (95%cCl:9.1,128) "= e s o e s o o o

Progression-free survival (%)

0

aStratified by race (Asian vs non-Asian) and CNS metastases

"""" crizotinib
2[R0 EE 959% Cl: 0.32, 0.58
at baseline (yes vs no) for Cox model, log-rank test, and

Cochran-Mantel-Haenszel test, respectively. Day 1 3 6 9 12 15 18 21 24 27 30 33 36

°Results for PFS as determined by INV assessment
(HR=0.48; 95% Cl, 0.35-0.66; P<0.0001) were similar to that TIME (M ONTH S)
observed by IRC. et

Cl=confidence interval; HR=hazard ratio; mPFS=median

: . : Number at risk
progression-free survival; NE=not estimable.

ALECENSA 152 135 113 109 99 84 81 81 77 69 33 19 4

Select Important Safety Information crizotinib 151 132 104 83 64 47 42 35 31 24 10 8

Hepatotoxicity (cont’d)

- Monitor liver function tests including ALT, AST, and total bilirubin every 2 weeks during the first 3 months of treatment, then once a month and as
clinically indicated, with more frequent testing in patients who develop transaminase and bilirubin elevations. Based on the severity of the adverse
drug reaction, withhold ALECENSA and resume at a reduced dose, or permanently discontinue ALECENSA

NALECENSA

Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini capsules
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Observed in prespecified exploratory analyses:

Consistent PFS benefit with ALECENSA was observed across a
variety of patient types*

Primary analysis

Exploratory subgroup analysis (investigator)*

Subgroup Number of events/ HR for disease progression
Number of patients or death (95% ClI)
All patients 164/303 —- 0.48 (0.35, 0.66)

CNS metastases at baseline :
Yes 78/122 - 0.40 (0.25, 0.64)

No 86/181 i 0.51 (0.33, 0.80)
ECOG PS :
0 44/97 - 0.40 (0.21, 0.77)
1 105/186 —l— 0.48 (0.32, 0.71)
2 15/20 — 0.74 (0.25, 2.15)
Race All exploratory analyses are descriptive
| - in nature. Subgroups were not powered
Asian ggﬂ g’g 0.46(0.28, 0.75) to show differences between treatment
Non-Asian L 0.49 (0.32, 0.75) arms. Hazard ratios were estimated
: from unstratified analyses.®
| |
0.1 1.0 10.0

Favors ALEGENSA

Adapted from The New England Journal of Medicine, Peters S, Camidge DR, Shaw AT, et al, Alectinib versus crizotinib in untreated ALK-positive non—small-cell lung cancer, Vol 377, 829-838.
Copyright © 2017 Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society.

Select Important Safety Information

Interstitial Lung Disease (ILD)/Pneumonitis
- [LD/pneumonitis occurred in 1.3% of 533 patients treated with ALECENSA with 0.4% of patients experiencing Grade 3 ILD/pneumonitis. Five patients (0.9%)

discontinued ALECENSA due to ILD/pneumonitis. The median time-to-onset of Grade 3 or higher ILD/pneumonitis was 2.1 months (range: 0.6 months to 3.6 months) \ ALECENS K
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini lﬁ.‘;&?es
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Observed in an exploratory analysis:

ALECENSA is the only TKI for ALK+ mNSCLC with 5-year OS data?

OS data were not mature at the time of primary cutoff and the median has still not been reached.'%’

Patients alive at 5 years:

Exploratory analysis 100 0
P y y 607 on ALECENSA
VS
This post-hoc OS analysis, conducted at 3 80 48% on crizotinib
~5 years after randomization of the last =
patient, was exploratory in nature, and was ST ettt T e—
not powered to show statistical significance.?’ 2l e 00000 LR T
P 9 S 60 R T e ALECENSA
- The exploratory landmark analysis included = T crizotinib
subgroups of patients with brain metastases E) 40
(HR=0.62 [95% CI: 0.36, 1.05]) and without O
brain metastases at baseline (HR=0.79
[95% CI: 0.48, 1.3])>’
20 2 I2E0Nal 95% CI: 0.49, 1.03
0
Day 1 12 24 36 48 60 72 84

TIME (MONTHS)

Number at risk

ALECENSA 152 131 120 103 94 88 81 81 778 75 71 50 16
crizotinib 151 128 104 93 73 67 60 55 50 48 45 28 9

TKI=tyrosine kinase inhibitor.

Select Important Safety Information

Interstitial Lung Disease (ILD)/Pneumonitis (cont’d)
- Promptly investigate for ILD/pneumonitis in any patient who presents with worsening of respiratory symptoms indicative of ILD/pneumonitis

(eg, dyspnea, cough, and fever) \ ALECENS K

- 150
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectlnl cap:?;?es
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13% of patients on ALECENSA achieved complete response!

ALECENSA crizotinib
Most patients on ALECENSA achieved

0 %
S 13/"CR 6”cr a DOR lasting greater than 6 months’

79" 72"

ORR ORR
(95% Cl=: 72, 85) (95% CI*: 64, 79)

8 2% of patients on ALECENSA

VS

6 6% PR of patients on crizotinib

66" rr

P=0.1652°

aClopper and Pearson exact binomial 95% Cil.
Stratified by race (Asian vs other) and CNS metastases at baseline (yes vs no) for Cox model, log-rank test, and Cochran-Mantal-Haenszel test, respectively.

CR=complete response; DOR=duration of response; ORR=overall response rate; PR=partial response.

Select Important Safety Information

Interstitial Lung Disease (ILD)/Pneumonitis (cont’d)
- Immediately withhold ALECENSA treatment in patients diagnosed with ILD/pneumonitis and permanently discontinue ALECENSA if no other

potential causes of ILD/pneumonitis have been identified \ALECENSK
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini lﬁ.‘;&?es
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Observed in prespecified exploratory subgroup analyses:

Reduction in risk of progression or death for patients with CNS
metastasis at baseline with ALECENSA?

Prespecified exploratory subgroup analysis

Follow-up exploratory analysis (10 months later) |

PFS by investigator

Patients with CNS metastasis at baseline Patients without CNS metastasis at baseline - Patients with CNS metastasis at baseline: 27.7 months with ALECENSA
(95% CI: 9.2, NE) vs 7.4 months with crizotinib (95% CI: 6.6-9.6);
HR=0.35 (95% CI: 0.22, 0.56)°

100 | | | | | _
1 - Patients without CNS metastasis at baseline: 34.8 months with ALECENSA
X —-i= (95% CI: 22.4, NE) vs 14.7 months with crizotinib (95% CI: 10.8, 20.3);
T'; 80 HR=0.47 (95% CI: 0.32, 0.71)°
£ i
J = A
g I (95% ClI: 9.2, NR)
“L: .................................. ALECENSA
Sl e T T T T
g 40
Lt B F Ll e ¢ ¢ o o o o o o o o o o o o o o o
S 7.4 Vel
Q. months . .. . .ttt Lt Lttt
20 (95%CI:6.6,96) o kbt 0 e e e e e e e e e e o .
. All exploratory analyses are descriptive in nature. Subgroups were not
crizotinib . .
0 powered to show differences between treatment arms. Hazard ratios
Day 1 3 6 9 12 15 18 21 24 27 30 were estimated from unstratified analyses.
TIME (MONTHS)
Number at Risk
ALECENSA 64 54 41 39 36 31 24 10 4 1
crizotinib 58 48 66 22 17 9 6 3 1

NR=not reached.

Select Important Safety Information

Renal Impairment
- Renal impairment occurred in 12% of 533 patients treated with ALECENSA, including Grade =3 in 1.7% of patients, of which 0.4% were fatal events

- The median time to Grade =3 renal impairment was 3.7 months (range 0.5 to 31.8 months). Dosage modifications for renal impairment were required
in 2.4% of patients

- Permanently discontinue ALECENSA for Grade 4 renal toxicity. Withhold ALECENSA for Grade 3 renal toxicity until recovery to less than or equal to

1.5 times ULN, then resume at reduced dose \ALECENSK
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini 1333?95
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Observed in prespecified exploratory subgroup analyses:

Reduction in risk of progression or death for patients with CNS
metastasis at baseline with ALECENSA?

Prespecified exploratory subgroup analysis

Follow-up exploratory analysis (10 months later) |

PFS by investigator

Patients with CNS metastasis at baseline Patients without CNS metastasis at baseline - Patients with CNS metastasis at baseline: 27.7 months with ALECENSA
(95% CI: 9.2, NE) vs 7.4 months with crizotinib (95% CI: 6.6-9.6);
HR=0.35 (95% CI: 0.22, 0.56)°

100

-,
: - Patients without CNS metastasis at baseline: 34.8 months with ALECENSA
— 95% CI: 0.33-0.80 . .
S m ° (95% Cl: 22.4, NE) vs 14.7 months with crizotinib (95% CI: 10.8, 20.3)
®© 80 L HR=0.47 (95% CI: 0.32, 0.71)°
> ¢ o o o
2 T NR
= R, PP -
g & 0 M s T ALECENSA
"é .................................
sl R
g 40 -
o Yo TN S YR YO Y W . S a
o crizotinib
£ 14.8
20 months
(95% Cl: 10.8, 20.3)
All exploratory analyses are descriptive in nature. Subgroups were not
0 powered to show differences between treatment arms. Hazard ratios
Day 1 3 6 9 12 15 18 21 24 27 30 were estimated from unstratified analyses.
TIME (MONTHS)
Number at Risk
ALECENSA 88 81 72 70 61 50 43 25 11 2
crizotinib 93 84 71 62 48 37 29 13 4

NR=not reached.

Select Important Safety Information

Renal Impairment
- Renal impairment occurred in 12% of 533 patients treated with ALECENSA, including Grade =3 in 1.7% of patients, of which 0.4% were fatal events

- The median time to Grade =3 renal impairment was 3.7 months (range 0.5 to 31.8 months). Dosage modifications for renal impairment were required
in 2.4% of patients

- Permanently discontinue ALECENSA for Grade 4 renal toxicity. Withhold ALECENSA for Grade 3 renal toxicity until recovery to less than or equal to

1.5 times ULN, then resume at reduced dose \ALECENSK
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini 1333?95
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ALECENSA was effective in delaying CNS metastases!

Primary analysis

ALECENSA reduced the risk of CNS
metastases vs crizotinib | IRC'?

9/, REDUCTION
- The efficacy of ALECENSA was evaluated in delaying tumors from spreading to or growing in the CNS as the . I N R I S K
first site of progression alone or with concurrent systemic progression (time to cause-specific CNS progression)"#*

: : , _ of tumors spreading to or growing in the CNS as the first
— This analysis was conducted to separate the effect of ALECENSA on CNS progression from systemic site of progression (HR=0.16 [95% ClI: 0.10, 0.28]; P<0.0001)°

progression or death?®

Nearly 90% of patients had no CNS involvement at first progression with ALECENSA'

- Patients with ALK+ mMNSCLC are more likely to experience brain metastases*

. . . . . . . . NEARLY
— Patients who first progressed systemically, and patients with death prior to CNS or systemic progression
(ALECENSA n=47: crizotinib n=42)2 were not included as events? 4x MORE
aSystemic progression without prior CNS progression (ALECENSA n=36; crizotinib n=33); death prior to CNS or systemic progression (ALECENSA n=11; crizotinib n=9).2 PATI E N TS
bCause-specific HR and 95% CI were estimated by Cox model where patients with competing events (systemic progression and death prior to CNS or systemic had CNS as the first site of progression
progression) were censored at the time of these events. P-values were estimated from two-sided, stratified, cause-specific log-rank tests.? with crizotinib than with ALECENSA

45% (n=68/151) with crizotinib vs
12% (n=18/152) with ALECENSA

Exploratory analysis

81% of patients achieved CNS response with ALECENSA | IRC!
ALECENSA crizotinib

y 5% cns cr
3 8% cnscr

50"

CNS ORR

(95% Cl: 28, 72) (n=11/22)

 Of the patients who achieved a CNS response, 59%
experienced a CNS response that lasted for a year
or more with ALECENSA vs 36% with crizotinib’

81"

CNS ORR

(95% Cl: 58, 95) (n=17/21)

All exploratory analyses are descriptive in nature.
Subgroups were not powered to show differences
between treatment arms.°

Select Important Safety Information

Bradycardia

- Bradycardia occurred in 11% of 533 patients treated with ALECENSA. Twenty percent of 521 patients for whom serial electrocardiograms (ECGs) were available had post-
dose heart rates of less than 50 beats per minute (bpm)

» Monitor heart rate and blood pressure regularly. For asymptomatic bradycardia, dose modification is not required. For symptomatic bradycardia that is not life-threatening,
withhold ALECENSA until recovery to asymptomatic bradycardia or to a heart rate =60 bpm and evaluate concomitant medications known to cause bradycardia, as well as
anti-nhypertensive medications. If bradycardia is attributable to a concomitant medication, resume ALECENSA at a reduced dose upon recovery to asymptomatic bradycardia
or to a heart rate of =60 bpm, with frequent monitoring as clinically indicated

/

NALECENSA

150
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectlnl cap:l:?es

- Permanently discontinue ALECENSA in cases of life-threatening bradycardia if no contributing concomitant medication is identified or for recurrence of life-threatening bradycardia
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ALECENSA: ALK+ treatment with a well-established safety profile'

Primary analysis

Adverse drug reactions (>10% for all NClI CTCAE Grades or =2%
for Grades 3-4) in patients treated with ALECENSA in ALEX’

ALECENSA crizotinib
Adverse reaction (n=152) (n=151)
All Grades Grades 3-4  All Grades  Grades 3-4 - Safety results at 5 years post-hoc
- analysis were consistent with the
Constipation 34% 0% 33% 0% originally reported adverse reactions
of ALECENSA in ALEX’
Fatigue? 26% 1.3% 23% 0.7% |
. — Constipation (38.2%), anemia (27.6%),
b 0) 0) 0] o)
Myalgia 23% 0% 4% 0% fatigue (22.4%), and increased blood
Edemac 200/ 0.7% 349 0.7% bilirubin (22.4%) were the most
common adverse events (=20%)
Rash® 15% 0.7% 13% 0% at 5 years of follow-up?
Nausea 14% 0.7% 48% 3.3% — No new safety signals observed
after up to 5 years of follow-up'™
Renal Impairment® 12% 3.9%¢9 0% 0%
Diarrhea 12% 0% 45% 2%
Bradycardia' 11% 0% 15% 0%

3Includes fatigue and asthenia.

°Includes myalgia and musculoskeletal pain.

°Includes peripheral edema, edema, eyelid edema, localized edema, and face edema.

dncludes rash, rash maculo-papular, dermatitis acneiform, erythema, generalized rash, rash macular, rash papular, exfoliative rash, and pruritic rash.
®Includes increased blood creatinine, creatinine renal clearance decreased, glomerular filtration rate decreased, and acute kidney injury.

Includes reported cases of bradycardia and sinus bradycardia but is not based on serial ECG assessment.

9Includes 2 Grade 5 events.

ECG=electrocardiogram; NClI CTCAE=National Cancer Institute Common Terminology Criteria for Adverse Events.

NALECENSA

. : . : : : [ tivily 150 mg
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectinib capsules
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Laboratory abnormalities

Primary analysis

Laboratory abnormalities occurring in >10% of patients treated with ALECENSA or crizotinib'

All Grades Grades 3-4 All Grades Grades 3-4

Parameter

Chemistry

Hyperbilirubinemia 54% 5% 4.7% 0% The most common lab abnormalities occurred early

Increased AST 11% Incidence of hyperbilirubinemia was higher in the ALECENSA treatment
arm. However, median time to onset for elevated AST, ALT, and bilirubin

Increased alkaline phosphatase 50% 0% 44%0 0% levels were comparable between treatment arms and the majority of events

Increased ALT 40% A 62% 16% occurred within the first 1 to 2 months'*

Increased creatinine 38% 4.1% 23% 0.7%

Increased CPK 37% 2.8% 52% 1.4%

-Hypocalcemia 29% 0% 61% 1.4%

Hyperglycemia 22% 2.2% 19% 2.3%

Hyponatremia 18% 6% 20% 41%

Hypokalemia 17% 2% 12% 0.7%

Hypoalbuminemia 14% 0% 57% 3.4%

Hyperkalemia 12% 1.4% 16% 1.4%

Hypophosphatemia 9% 1.4% 25% 2.71%

Increased gamma glutamyl transferase 7% 0.7% 39% 41%

Hematology

Anemia 62% 7% 36% 0.7%
Lymphopenia 14% 1.4% 34% 41%
Neutropenia 14% 0% 36% 7%

Based on NCI CTCAE v4.03. Excludes patients with no post-baseline lab assessments.

aPatients with missing baseline values were included. For each laboratory abnormality, the number of patients evaluated may vary (n=131 to n=148).
Please refer to Pl for additional information.

ALT=alanine transaminase; AST=aspartate transaminase; CPK=creatine phosphokinase.
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Consistent safety profile across clinical and real-world experience'

Primary analysis'*

. . L
Parameter ALECENSA (n=152) w :}g(r)it :E%un;g; :,OZ«RS (=2%) leading to a dose modification

Median duration of exposure ran "6_7'3_21908 ’::cs;n ths) ran ‘le(').g—g;oonmsnths) - Dose reduction: elevated AST (3.3%), elevated ALT (2%), elevated
J¢; ' J¢: ' bilirubin (2%), anemia (2%), and hyperbilirubinemia (2%)
Grade 5 ARs 3%* 5%0° - Dose interruption: ALT increased (2.6%), pneumonia (2.6%),
and AST increased (2%)
Grade =3 ARs 41% 50%
- Permanent discontinuation: renal impairment (2%)
Dose modifications due to ARs
Dose reductions 16% 21% Real-world results
Dose interruptions 19%, 250/, - In a real-world study, rates of dose modifications and
discontinuations due to ARs for ALECENSA were comparable
Permanent discontinuations 11% 13% to the ALEX clinical trial™
— The most common mAEs were rash (10%) and bradycardia
2All unrelated to treatment.* : : o
o related 1o tremtment 4 (7.1%) in patients receiving ALECENSA
— Rates of dose adjustments with ALECENSA were 27.1%,
iInterruptions were 22.9%, and treatment discontinuation
was 2.9%
— The most common AEs contributing to dose adjustments
were bradycardia (20.1%), rash (15.8%), and fatigue (15.8%)
°A retrospective cohort study using electronic health record data in 117 adult patients with
ALK-positive advanced NSCLC receiving ALK TKiIs, with ALECENSA (n=70) or crizotinib (n=47)
as the initial ALK TKI therapy.
AR=adverse reaction; mAE=major adverse event.
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini 1333?95
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For patients with ALK+ mNSCLC:
Dosing and administration'

Dosing schedule Dose reduction schedule

Dose reduction schedule Dose level

6 0 0 mg WITH Starting dose ALECENSA 600 mg taken orally twice daily
TWI c E D AI I-Y Fo o D First dose reduction ALECENSA 450 mg taken orally twice daily

Second dose reduction ALECENSA 300 mg taken orally twice daily

Discontinue if patients are unable to tolerate the 300 mg twice daily dose.
See recommendations for dose modifications on the next page.

Administer ALECENSA until disease progression or unacceptable toxicity

- The recommended dose of ALECENSA is 600 mg orally twice daily with food - Swallow capsules whole; do not open or dissolve the contents of the capsule
— The recommended dose of ALECENSA in patients with severe hepatic impairment - If a dose of ALECENSA is missed or vomiting occurs after taking a dose of ALECENSA,
(Child-Pugh C) is 450 mg orally twice daily take the next dose at the scheduled time
Monitoring
Hepatotoxicity Renal Impairment Hemolytic Anemia
W Monitor liver function tests every 2 weeks Withhold ALECENSA for severe renal impairment, % If hemolytic anemia is suspected, withhold
during the first 3 months of treatment, then then resume ALECENSA at reduced dose upon Q ALECENSA. If hemolytic anemia is confirmed,
once a month and as clinically indicated, with recovery, or permanently discontinue consider resuming at a reduced dose upon
more frequent testing in patients who develop resolution or permanently discontinue
transaminase and bilirubin elevations. Based Bradycardia
on the severity of the adverse drug reaction, ‘ﬁ/@ Monitor heart rate and blood pressure regularly. Embryo-Fetal Toxicity
withhold ALECENSA and resume at a reduced If symptomatic, withhold ALECENSA, then % ALECENSA can cause fetal harm. Advise
dose or permanently discontinue ALECENSA reduce dose, or permanently discontinue females of reproductive potential of the potential
risk to a fetus and to use effective contraception
ILD/Pneumonitis Severe Myalgia and CPK Elevation
% Immediately withhold ALECENSA in patients Assess CPK levels every 2 weeks for the first Please see full Prescribing Information for
diagnosed with ILD/pneumonitis and month of treatment and in patients reporting additional guidance on monitoring.
permanently discontinue if no other potential unexplained muscle pain, tenderness, or
causes of ILD/pneumonitis have been identified weakness. In case of severe CPK elevations,

withhold, then resume or reduce dose

Contact your GNE representative OR call the Sample Accountability Call Center at (866) 736-2717.

aDrug samples may not be sold, purchased, traded, or offered for sale, purchase, or trade, utilized to seek reimbursement, or otherwise distributed in a manner not permitted by applicable law. Samples may only
be distributed to practitioners who are licensed or authorized under applicable state law to prescribe the drug product and whose practices are relevant to the FDA-approved product labeling for ALECENSA.
Distribution of the sample does not obligate use or continuing use of ALECENSA. You may not advertise or otherwise use the program as a means of promoting your services or Genentech’s products to patients.

Start your newly diagnosed ALK+ NSCLC patients on a free 30-day sample of ALECENSA.2 /

Genentech reserves the right to deny fulfillment of the sample to anyone deemed ineligible in accordance with stated program criteria. o

GNE=Genentech; ILD=interstitial lung disease. \ ALECENSA
- - . - - - I t' 1l 150mg

Please see full Prescribing Information and additional Important Safety Information throughout this presentation. AdleCUINID capsules
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For patients with ALK+ mNSCLC:
Dose modifications'

Dosing modifications for adverse reactions

Criteria ALECENSA dose modification

ALT or AST elevation of >5X ULN with total
bilirubin <2X ULN

Temporarily withhold until recovery to baseline or to <3X ULN, then resume at reduced dose.
See table on previous page for dose reduction schedule.

ALT or AST elevation >3X ULN with total
bilirubin elevation >2X ULN in the absence
of cholestasis or hemolysis

Permanently discontinue ALECENSA.

Temporarily withhold until recovery to baseline or to <1.5X ULN, then resume at reduced dose.

Total bilirubin elevation of >3X ULN See table on previous page for dose reduction schedule.

Any grade treatment-related ILD/pneumonitis Permanently discontinue ALECENSA.

Temporarily withhold until serum creatinine recovers to <1.5X ULN, then resume at reduced dose.

Grade 3 renal impairment See table on previous page for dose reduction schedule.

Grade 4 renal impairment Permanently discontinue ALECENSA.

Withhold ALECENSA until recovery to asymptomatic bradycardia or to a heart rate of =60 bpm. If contributing concomitant
medication is identified and discontinued, or its dose is adjusted, resume ALECENSA at previous dose upon recovery

to asymptomatic bradycardia or to a heart rate of =60 bpm. If no contributing concomitant medication is identified, or if
contributing concomitant medications are not discontinued or dose modified, resume ALECENSA at reduced dose upon
recovery to asymptomatic bradycardia or to a heart rate of =60 bpm. See table on previous page for dose reduction schedule.

Symptomatic bradycardia

Permanently discontinue ALECENSA if no contributing concomitant medication is identified. If contributing concomitant
medication is identified and discontinued, or its dose is adjusted, resume ALECENSA at reduced dose upon recovery to
asymptomatic bradycardia or to a heart rate of =60 bpm, with frequent monitoring as clinically indicated. Permanently
discontinue ALECENSA in case of recurrence. See table on previous page for dose reduction schedule.

Bradycardia?® (life-threatening consequences,
urgent intervention indicated)

CPK elevation >5X ULN Temporarily withhold until recovery to baseline or to <2.5X ULN, then resume at same dose.

CPK elevation >10X ULN or second
occurrence of CPK elevation of >5X ULN

Temporarily withhold until recovery to baseline or to <2.5X ULN, then resume at reduced dose.
See table on previous page for dose reduction schedule.

Withhold ALECENSA if hemolytic anemia is suspected. Upon resolution, resume at reduced dose
or permanently discontinue. See table on previous page for dose reduction schedule.

=EE 0 = 0E=E0E 0 =

Hemolytic anemia

2Heart rate <60 bpm.

bpm=beats per minute; ULN=upper limit of normal. \ALECENSR
. : - : : : | il 150 mg
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectinib capsules
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Leading the way in ALK+ NSCLC

exploratory endpoint’

DFS

ALECENSA delivered superior DFS vs chemotherapy 78% reduction in risk of CNS recurrence observed

m 95% CI: 0.13, 0.43; P<0.0001 » An exploratory analysis of CNS DFS comparing patients receiving ALECENSA to patients
receiving chemotherapy showed an HR of 0.22 (95% ClI: 0.08, 0.58) in the ITT population

 In the ITT population (N=257), median DFS was not reached for ALECENSA

(95% CI: NE, NE) vs 41.3 months (95% CI. 28.5, NE) for chemotherapy
The safety observed in ALINA was generally consistent with the

os secondary endpoint!
established ALECENSA safety profile

- OS data were not mature at the time of DFS analysis with 2.3% of deaths - The most common ARs (=20% for all NClI CTCAE Grades) in patients treated with
reported overall ALECENSA were hepatotoxicity (61%), constipation (42%), myalgia (34%), COVID-19
(29%)), fatigue (25%), rash (23%), and cough (20%)
— ARs were generally mild to moderate

- Serious ARs occurred in 13% of patients treated with ALECENSA

ESTABLISHED SAFETY PROFILE!

The efficacy and safety of ALECENSA were established in the global, open-label, Phase 3 ALINA trial. Patients with completely resected stage IB (=4 cm) to IlIA ALK+ NSCLC were randomized to receive ALECENSA 600 mg orally twice daily
(n=130) or 4 cycles of platinum-based chemotherapy (h=127). Staging was based on UICC/AJCC 7th edition. Randomization was stratified by race (Asian and other races) and stage of disease (IB, Il, and IllA). Stratification factors were applied
to hazard ratio and P-value analysis (stratified by race in stage Il-llIA, stratified by race and stage in stage IB-1lIA). Treatment in the ALECENSA arm continued for 2 years or until disease recurrence or death due to any cause. Treatment in the
chemotherapy arm continued until completion of the fourth cycle. The primary efficacy endpoint was DFS as determined by the investigator. Secondary efficacy endpoint was OS and an exploratory endpoint was time to CNS recurrence."’

AJCC=American Joint Committee on Cancer; DFS=disease-free survival; N+=node positive; UICC=Union for International Cancer Control.

Select Important Safety Information

Severe Myalgia and Creatine Phosphokinase (CPK) Elevation

- Myalgia (including muscle- and musculoskeletal-related reactions) occurred in 31% of 533 patients treated with ALECENSA, including Grade =3 in
0.8% of patients. Dosage modifications for myalgia events were required in 2.1% of patients

- Of the 491 with CPK laboratory data available, elevated CPK occurred in 56% of patients, including 6% Grade =3. The median time to Grade =3

CPK elevation was 15 days (interquartile range 15-337 days). Dosage modifications for elevation of CPK occurred in 5% of patients. In the ALINA

study, elevated CPK occurred in 77% of 128 patients with CPK laboratory data, including 6% Grade >3 elevations /
- Advise patients to report any unexplained muscle pain, tenderness, or weakness. Assess CPK levels every 2 weeks for the first month of treatment and

as clinically indicated in patients reporting symptoms. Based on the severity of the CPK elevation, withhold ALECENSA, then resume or reduce dose \ ALECENS K
Please see full Prescribing Information and additional Important Safety Information throughout this presentation. alectini ligé'.:?es

ALEX =L b SAFETY DOSING o gl SUPPORT AND

CLINICAL AND TUMOR RESECTABLE SUMMARY SAFETY
TRIAL RESPONSE PROFILE AND ADMIR ALK+ NSCLC INFORMATION RESOURCES



https://www.gene.com/download/pdf/alecensa_prescribing.pdf

Leading the way in ALK+ mNSCLC

SURVIVAL

Delivered superior mPFS vs crizotinib'®

- PFS by IRC: In the ITT population, mPFS was 25.7 months for ALECENSA (95% CI: 19.9, NE)
compared with 10.4 months with crizotinib (95% CI. 7.7, 14.6); (HR=0.53 [95% CI: 0.38, 0.73];
P<0.0001)

60% of patients who started ALECENSA were still alive at 5 years?

* In a post-hoc analysis, OS rate at year 5 was 60% with ALECENSA (n=152) vs 48% with
crizotinib (n=151) (HR=0.71; [95% CI: 0.49, 1.03])

OS data were not mature at the time of primary cutoff, and the median was still not
reached. This post-hoc OS analysis, conducted at ~5 years after randomization of the last
patient, was exploratory in nature, and was not powered to show statistical significance.?’

79% ORR with ALECENSA!

« ORR was 79% with ALECENSA (13% CR/66% PR; 95% Cl°: 72, 85) vs 72% with
crizotinib (6% CR/66% PR; 95% CI¢: 64, 79); P=0.1652

aStratified by race (Asian vs non-Asian) and CNS metastases at baseline (yes vs no) for Cox model, log-rank test, and Cochran-
Mantel-Haenszel test, respectively.

®Results for PFS as determined by INV assessment (HR=0.48; 95% CI: 0.35, 0.66; P<0.0001) were similar to that observed by IRC.

°Clopper and Pearson exact binomial 95% CI.

dCause-specific HR and 95% CI were estimated by Cox model where patients with competing events (systemic progression and
death prior to CNS or systemic progression) were censored at the time of these events. P-values were estimated from two-sided
stratified cause-specific log-rank tests.®

*Patients treated is based on the PBRER report of patient exposure, which was calculated based on the global total milligram
volume sales divided by the average dose per patient per year, based on US approved indications. Average dose was based on
the monthly dose multiplied by treatment duration (in months). Assumption of patient exposures from the PBRER report may not
necessarily correspond to a unigue patient.

PBRER=Periodic Benefit-Risk Evaluation Report.
Select Important Safety Information

Hemolytic Anemia

CNS EFFICACY

84% reduction in risk of tumors spreading or growing in the
CNS at first site of progression (HR=0.16 [95%Cl: 0.10, 0.28]; P<0.0001)"2

- Nearly 4X more patients had CNS as the first site of progression with crizotinib than
with ALECENSA (45% [n= 68/151] with crizotinib vs 12% [n=18/152] with ALECENSA)

ALECENSA delivered a durable CNS response’

- In an exploratory subgroup analysis (IRC) of patients with measurable CNS
metastasis at baseline: 81% of patients on ALECENSA achieved ORR (n=17/21;
95% CI: 58, 92) vs 50% of patients on crizotinib (n=11/22; 95% CI: 28, 72)

— Of the patients who achieved a CNS response, 59% on ALECENSA
experienced a CNS response >1 year vs 36% with crizotinib

WELL-ESTABLISHED SAFETY PROFILE

- The most common drug reactions (=20% for all NCI CTCAE Grades) in patients treated
with ALECENSA were constipation (34%), fatigue (26%), myalgia (23%), and edema (22%)'

- Safety results at 5-year post-hoc analysis were consistent with the originally
reported adverse events of ALECENSA in ALEX’

— The most common ARs at 5 years were constipation (38.2%), anemia (27.6%),
fatigue (22.4%), and increased blood bilirubin (22.4%)?

BACKED BY EXPERIENCE
ALECENSA has been used to treat ~115,000 patients with ALK+ mNSCLC worldwide’

test (DAT) result. Assessments for the determination of hemolytic anemia were subsequently collected in the ALINA study, where hemolytic anemia

- Hemolytic anemia was initially reported with ALECENSA in the postmarketing setting, including cases associated with a negative direct antiglobulin /

was observed in 3.1% of patients treated with ALECENSA

- If hemolytic anemia is suspected, withhold ALECENSA and initiate appropriate laboratory testing. If hemolytic anemia is confirmed, consider

resuming at a reduced dose upon resolution or permanently discontinue ALECENSA

Please see full Prescribing Information and additional Important Safety Information throughout this presentation.
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Important Safety Information

Indications

ALECENSA is a kinase inhibitor indicated for:
- adjuvant treatment in adult patients following tumor resection of anaplastic lymphoma

kinase (ALK)-positive non-small cell lung cancer (NSCLC) (tumors =4 cm or node
positive), as detected by an FDA-approved test

- treatment of adult patients with ALK-positive metastatic NSCLC as detected by an FDA-
approved test

Warnings and Precautions

Hepatotoxicity
W  Severe hepatotoxicity, including drug-induced liver injury, occurred in patients
treated with ALECENSA. Hepatotoxicity occurred in 41% of 533 patients treated
with ALECENSA and the incidence of Grade =3 hepatotoxicity was 8%. In the ‘ﬁ/\/&‘
ALINA study, hepatotoxicity occurred in 61% of patients treated with ALECENSA
and the incidence of Grade =3 hepatotoxicity was 4.7%. The majority (72% of 136
patients) of elevated transaminases occurred during the first 3 months of
treatment. Treatment discontinuation due to hepatotoxicity occurred in 3.6% of
patients who received ALECENSA in the pooled safety population and 1.6% of
patients treated in the ALINA study

+ Concurrent elevations in alanine transaminase (ALT) or aspartate transaminase
(AST) greater than or equal to 3 times the ULN and total bilirubin greater than or
equal to 2 times the ULN, with normal alkaline phosphatase, occurred in less than

1% of patients treated with ALECENSA. Three patients with Grades 3-4 AST/ALT
elevations had drug-induced liver injury (documented by liver biopsy in 2 cases)

 Monitor liver function tests including ALT, AST, and total bilirubin every 2 weeks
during the first 3 months of treatment, then once a month and as clinically indicated,
with more frequent testing in patients who develop transaminase and bilirubin
elevations. Based on the severity of the adverse drug reaction, withhold ALECENSA
and resume at a reduced dose, or permanently discontinue ALECENSA

Interstitial Lung Disease (ILD)/Pneumonitis
Ub - ILD/pneumonitis occurred in 1.3% of 533 patients treated with ALECENSA with 0.4%

of patients experiencing Grade 3 ILD/pneumonitis. Five patients (0.9%) discontinued
ALECENSA due to ILD/pneumonitis. The median time-to-onset of Grade 3 or higher
ILD/pneumonitis was 2.1 months (range: 0.6 months to 3.6 months)

- Promptly investigate for ILD/pneumonitis in any patient who presents with worsening
of respiratory symptoms indicative of ILD/pneumonitis (eg, dyspnea, cough, and fever)

- Immediately withhold ALECENSA treatment in patients diagnosed with ILD/
pneumonitis and permanently discontinue ALECENSA if no other potential
causes of |ILD/pneumonitis have been identified

Renal Impairment

- Renal impairment occurred in 12% of 533 patients treated with ALECENSA,
including Grade =3 in 1.7% of patients, of which 0.4% were fatal events

- The median time to Grade =3 renal impairment was 3.7 months (range 0.5 to
31.8 months). Dosage modifications for renal impairment were required in 2.4%
of patients

- Permanently discontinue ALECENSA for Grade 4 renal toxicity. Withhold ALECENSA
for Grade 3 renal toxicity until recovery to less than or equal to 1.5 times ULN, then
resume at reduced dose

Bradycardia

- Symptomatic bradycardia occurred in patients treated with ALECENSA.
Bradycardia occurred in 11% of 533 patients treated with ALECENSA. Twenty
percent of 521 patients for whom serial electrocardiograms (ECGs) were
available had post-dose heart rates of less than 50 beats per minute (bpm)

- Monitor heart rate and blood pressure regularly. For asymptomatic bradycardia,
dose modification is not required. For symptomatic bradycardia that is not life-
threatening, withhold ALECENSA until recovery to asymptomatic bradycardia or
to a heart rate =60 bpm and evaluate concomitant medications known to cause
bradycardia, as well as anti-hypertensive medications. If bradycardia is
attributable to a concomitant medication, resume ALECENSA at a reduced dose
upon recovery to asymptomatic bradycardia or to a heart rate of =60 bpm, with
frequent monitoring as clinically indicated

- Permanently discontinue ALECENSA in cases of life-threatening bradycardia
if no contributing concomitant medication is identified or for recurrence of
life-threatening bradycardia

é
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Important Safety Information (cont’'d)

Warnings and Precautions (cont'd)

Severe Myalgia and Creatine Phosphokinase (CPK) Elevation Embryo-Fetal Toxicity

+ Severe myalgia and creatine phosphokinase (CPK) elevation occurred in patients @ - ALECENSA can cause fetal harm when administered to pregnant women.
treated with ALECENSA. Myalgia (including muscle- and musculoskeletal-related Administration of alectinib to pregnant rats and rabbits during the period of
reactions) occurred in 31% of 533 patients treated with ALECENSA, including organogenesis resulted in embryo-fetal toxicity and abortion at maternally
Grade =3 in 0.8% of patients. Dosage modifications for myalgia events were toxic doses with exposures approximately 2.7-fold those observed in humans
required in 2.1% of patients with alectinib 600 mg twice daily. Advise pregnant women of the potential risk

- Of the 491 with CPK laboratory data available, elevated CPK occurred in 56% of to a fetus
patients, including 6% Grade =3. The median time to Grade >3 CPK elevation - Advise females of reproductive potential to use effective contraception
was 15 days (interquartile range 15-337 days). Dosage modifications for elevation during treatment with ALECENSA and for 5 weeks following the last dose

of CPK occurred in 5% of patients. In the ALINA study, elevated CPK occurred in

77% of 128 patients with CPK laboratory data, including 6% Grade =3 elevations - Advise males with female partners of reproductive potential to use effective

contraception during treatment with ALECENSA and for 3 months following

- Advise patients to report any unexplained muscle pain, tenderness, or weakness. the last dose
Assess CPK levels every 2 weeks for the first month of treatment and as clinically
indicated in patients reporting symptoms. Based on the severity of the CPK Most Common Adverse Reactions
elevation, withhold ALECENSA, then resume or reduce dose D - The most common adverse reactions (=20%) were hepatotoxicity (41%),

- Hemolytic anemia occurred in patients treated with ALECENSA. Hemolytic and cough (21%)
anemia was initially reported with ALECENSA in the postmarketing setting,
including cases associated with a negative direct antiglobulin test (DAT) Use in Specific Populations
result. Assessments for the determination of hemolytic anemia were
subsequently collected in the ALINA study, where hemolytic anemia was Lactation

observed in 3.1% of patients treated with ALECENSA - Because of the potential for serious adverse reactions in breastfed infants
from ALECENSA, advise a lactating woman not to breastfeed during
treatment with ALECENSA and for 1 week after the last dose

% Hemolytic Anemia O constipation (39%), fatigue (36%), myalgia (31%), edema (29%), rash (23%),

- If hemolytic anemia is suspected, withhold ALECENSA and initiate appropriate
laboratory testing. If hemolytic anemia is confirmed, consider resuming at a

reduced dose upon resolution or permanently discontinue ALECENSA You may report side effects to the FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch. You may also report side effects to
Genentech at 1-888-835-2555.
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