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Oncology is the largest area of focus in R&D,
with almost 2000 products in the pipeline

Number of active products in the pipeline to date = 6,234

1,026 352 369 102 16
33% 33% 26% 23% 9%

©® Number and % of oncology products in phase Total drugs in pipeline

B 38% B 41% 56 44% 620 38% 630 37%

® Non biologics (small molecules) @ Biologics
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o8 T New drug launches manifest in waves of agents indicated
for the same cancer type

Melanoma example

PD-1 2, A2 OpdivolEFDA
FEAE A I R -

Anti-PD1
immunotherapy

MK-3475 (Merck)
TVEC (Amgen)
nivolumab (BMS)

FEE R R - RS " E—
{E KE ?—LF‘J@ E Mekinst, Tafinlar

Zelboraf

(2011) FDA approval May 2013; US.
launch June 2013.
Tafinlar used for the
treatment of patients with
unresectable or metastatic

FDA approval for
combination therapy
Jan 2014.

HTEEE S A (DR - JE[FIRFRF

FDA approval August 2011;

\ < N
’f I___EI‘ :E: E %I:[ ﬁ% ’ \JA_‘ ‘%ﬁ J:% D -@ 9% e Iaur.1ch Aagust 2.01 k melanoma with BRAF V600E
~Z N SN / ZIN Used with companion mutation and Mekinst for
[ Z‘-"Z. FDA approval March 2011; dlagnqstlc test for BRAF  BRAFV/600E or V600K.
/ E b U.S. launch April 2011. mutation. Concurrent with this
approval, FDA approved the
THxID BRAF assay for

detection of BRAF V600E and
V600K mutations.
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Rapid uptake of the new immuno-oncology drugs reflect
their remarkable clinical profile and expansion of indications

Chart 16: Volume of Immuno-Oncology PD-1 Inhibitor Use

700

I pembrolizumab approvals Il nivolumab approvals

600
500
400

300

BRAF V600 Wild-
Type Melanoma

Squamous
NSCLC
200
Melanoma

Extended Units Thousands

100

Nov Dec Jan Feb Mar Apr May Jun

Non-Squamous NSCLC

BRAF V600 Wild-Type
Melanoma (combination
with ipilimimab)

v

Jul Aug Sep Oct
2014 2014 2015 2015 2015 2015 2015 2015 2015 2015 2015 2015

Source: U.S. FDA, Mar 2016, IMS Health, National Sales Perspectives, Jan 2016; IMS Institute for Healthcare Informatics, Mar 2016
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Chart 8: Spending on Specialty Medicines USSBn

B Oncology [ Autoimmune [ Viral Hepatitis

91.3

880
82.0

15.2

256

201 2012

2013

Source: IMS Health, National Sales Perspectives, Jan 2016

Multiple Sclerosis

I HIV Antivirals

1241

2014

I Other Specialty

150.8

289

16.2

2015
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® NotRecommended @ Il Not Recommended 5. No additional benefit
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Taiwan, Both sexes, 2013

|Esophageal car
IStomach cance

ILiver cancer
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Larynx cancer
Lung cancer
| Breast cancer
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Lip oral cavity |
|Nasopharynx C

IOther pharynx
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IPancreatic cant
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Melanoma

‘ . Skin cancer
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Product Clinical Data Treatment Costs
Line of Therapy Incremental RR Incremental PFS Incremental 05 (Median) Duration of Tx m
Tarceva’ $60,431
Erlotinib 49% +5.2 months +3.4 months 9.6 months $6,295
1st Line (EGFR mutant)

TARCEVA as monotherapy for the first-line treatment of patients with metastatic NSCLC containing EGFRexon 19 deletions or exon 21 (L858R) substitution mutations compared
to chemotherapy:
PFS was 10.4 months vs. 5..2 months [HR 0.34 (95% (1 0.23, 0.49), p<0.001]

Product Clinical Data Treatment Costs
Line of Therapy Incremental RR Incremental PFS Incremental 0S (Median) Duration of Tx m
Xalkori? $58,595
Crizotinib 45% +4.7 months No improvement 7.1 months $11,567

(ALK+)

Xalkori compared to Chemotherapy fin ALK-Positive Metastatic NSCLC:
PFSwas 7.7 months vs. 3.0 months [HR 0.49 (95%(l) (0.37, 0.64), p < 0.001]
0S was 20.3 months vs. 22.8 months [HR1.02 (95% Cl) (0.68, 1.54), p = 0.54]

Product Clinical Data Treatment Costs
Gilotrif $66,813
Afatinib 313% +4.2 months No improvement 11 months $6,074
(EGFR mutant)

Gilotrif compared to Pemetrexed/Cisplatin in EGFR mutation- positive metastatic NSCLC:
PFS:was 11.1 monthsi vs. 6.9 months [HR0.58 (95% Cl 0.4}, 0.78), p <0.001]
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59,906,006 66,266,212 70,028,546 72,587,078 83,557,245
8,914,062 10,931,753 11,263,386 14,521,307 16,874,066

St+EAEHR
UB+EAN 9I78TEAN 9BTEA 1018+EA 1038+EA
&H &H &H &H &H
127,511,365 163,200,702 186,961,818 210,976,205 236,505,662
40,743,951 49,772,543 55,068,158 62,607,152 70,434,347

15,414,715 19,553,565 21,809,878 25,338,202 27,447,431

17,558,574 21,009,182

12,291 ,916]

14,172,009‘ 15,395,093

13,915,216
257,947
546,076

11,682,693

21,406,425 24,741,566

256,596
653,964
15,169,120

346,336
685,540
18,130,239

28,649,719
354,318
702,005

20,018,517

32,074,012
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772,943
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