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Contents lists available at ScienceDirect

Lung Cancer

ELSEVIER journal homepage: www.elsevier.com/locate/lungcan

Metastatic sites and survival in lung cancer

M. Riihimadki®"*, A, Hemminki¢, M. Fallah?, H. Thomsen?, K. Sundquist®9,
J. Sundquist™4, K. Hemminki "

2 Division of Molecular Genetic Epidemiology, German Cancer Research Centre (DKFZ), 69120 Heidelberg, Germany

b Center for Primary Health Care Research, Lund University, Malmd, Sweden

¢ Cancer Gene Therapy Group, Transplantation Laboratory & Haartman Institute, University of Helsinki, 00290 Helsinki, Finland
d Stanford Prevention Research Center, Stanford University School of Medicine, CA, USA
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Table 3
Median survival and hazard ratio (HR) for death after diagnosis of metastatic (M1) lung cancer, by sex, age at diagnosis, metastatic site, and histological subtype. Only deceased
patients with one distant metastasis are included.

Characteristic N Median survival (months) Crude Adjusted’ Fully adjusted”
HR 95% Cl HR 95% CI HR 95% Cl
Total 3759 5
Sex
Men 2078 4 1.00 1.00 1.00
Women 1681 5 0.89 0.84 0.95 0.90 0.85 0.97 0.92 0.86 0.98
Age at diagnosis
<60 746 6 1.00 1.00 1.00
60-64 694 5 1.06 0.96 1.18 1.06 0.96 1.18 1.05 0.95 1.17
65-69 723 5 1.12 1.01 1.24 1.11 1.00 1.23 1.07 0.96 1.18
70-74 630 4 1.19 1.07 1.32 1.18 1.06 1.31 1.16 1.04 1.30
=75 966 3 1.35 1.23 1.49 1.32 1.20 1.46 1.26 1.14 1.39
Metastatic site g
A Nervous system 1213 5 1.00 1.00 1.00 e
e Bone 858 5 1.20 1.10 1.31 1.16 1.06 1.27 1.16 1.06 1.27
— — _—
e Liver 414 3 1.57 141 1.76 1.51 1.35 1.69 1.53 1.36 1.71
Respiratory system 317 5 1.04 0.92 1.18 1.00 0.88 1.13 1.00 0.88 1.14 -
Adrenal gland 78 5 1.10 0.87 1.38 1.05 0.83 1.32 1.05 0.83 1.32 i
Other/unspecified 879 4 1.21 1.11 1.32 1.18 1.08 1.28 117 1.07 1.28
Histological subtype
Adenocarinoma 1609 5 1.00 1.00 1.00
Squamous cell 548 4 1.16 1.05 1.28 1.11 1.01 1.23 1.10 2.00 1.21
Small cell 707 5 1.04 0.96 1.14 1.03 0.94 1.12 0.99 0.90 1.08
Large cell 659 4 1.16 1.06 1.27 1.14 1.04 1.25 1.13 1.03 1.24
Other 236 4 1.13 0.98 1.29 1.07 0.94 1.23 1.08 0.94 1.23

Bold HR =statistically significant at 0.05 level.
* Adjusted for sex, age, region, and socioeconomic index.
" Adjusted for above-mentioned variables plus histological subtype and metastatic site.
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Survival curves for breast cancer patients with
bone metastases (n = 2216) with and without SREs
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The RANKL/RANK/OPG Pathway:

G is the Natural Endogenous Inhibitor of RANK Ligand
RANK Ligand Is an Essential Mediator of Osteoclast Formation, Function, and Survival

: Receptor Activator for Nuclear Factor k B Ligand

: Osteoprotegerin @ ranktigand

RANK ~ OPG

ﬂe iﬁﬂ.’. El(] Differentiated B

ﬁi ,%. :%EH H f] Osteoclast
B % B0 Y BE 2 BY,
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: OPG
Oestrogen RANK Ligand
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) IL-1 PTHrP TNF-o PGE, Glucocorticoids :'E'1
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Boyle WJ, et al. Nature 2003;423:337-342. Kostenuik PJ, et al. Curr Pharm Des 2001;7:613-635.
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Receptor Activator of Nuclear Factor KB Ligand
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TABLE 4. Patient Incidence of Adverse Events

Event n (%) Denosumab Zoledronic Acid
N =406 N =395
All adverse events 393 (96.8) 377 (95.4)
= Serious adverse events 268 (66.0) 288 (72.9)
= Fatal adverse events 183 (45.1) 189 (47.8)

]

Adverse events of interest
Hypocalcemia KMm$ERE 35 (8.6)

Osteonecrosis of the jaw TZEEEFE 3 (0.7)

N, number of patients who received =2 1 dose of active study medication.
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Xofigo Status in Taiwan

Xofigo is indicated in patients with castration-resistant prostate cancer, symptomatic bone
metastases and no known visceral metastatic disease.

v" FDA approval is obtained in May 2013
v" TFDA approval is obtained in 25" Jun 2015

v" NHIA Reimbursement will be approved

4. BRIRFFTE
4.1 &% 8 R IE
AR 5% B 3506 3% & P 3 HE R S8 VE 7% (castration-resistant prostate cancer)#% &5 * GG A7 s 4R 69 345 B & R A7 RS &4 F -
4.2 M BRBEF X
Xofigo B> S B P Hy78 B3F51E - HEENFHMEEMH SR AR A ETHERIGHTGE S M B 6.6 fTE5 3 -
Xofigot) H| EHAZ HF AT 78 T45 T 55 kB34 375 - FH4# &5 T - H6H| x5 -
% & S+ i 9 Xofigod il 68 64 42 4 M S 2 HAITHF R -
S H A E AN RN AF S E8E -

PP-XOF-TW-0015-1
53 Approval Date 09.2018

Reference: Xofigo Taiwan prescription information INTERNAL . ’ XOflgo

radium Ra 223 dichloride
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am LB IR (castration-resistant prostate cancer) 4. A& H#EMabirateronesenzalutamidek & fihi4 M E = 1@

FROHAMEERNBEBENAERBEBES AREERNE  AHMESBIF2ZRa Mdenosumab bisphosphonates$e
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1. BERAHEERKZBEBEREE22E

2. BB EREER ERE

. AR BEERERER PR
(1) BELH(EAABERNBEL BEREALEEY) oY)
(2) ZEBAX BRESHEIABEH 2258 : P
(3) =18 R A% Bk BPAEAE 236515 @ XOf'go

PP-XOF-TW-0009-1 A | Date 02.2019 - .
gL ainfa 23 it

PP-XOF-TW-0015-1 INTEDN AL Xofigo
Approval Date 09.2018 INTERNAL @ o g i
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