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Incidence, Mortality and Prevalence by cancer site

New cases Deaths 5-year prevalence (all ages)

Cancer Number Rank (%) Cum.risk Number Rank (%) Cum.risk Number Prop.
Liver 25335 1 16.57 3.81 25404 1 23.56 3.81 21055 21.82

I Lung 23667 2 15.48 4.85 20710 2 19.20 4.51 22564 23.38 I
Stomach 17527 3 11.46 3.60 15065 3 13.97 3.56 21839 2263
Breast 15229 4 9.96 3.43 6103 4 5.66 165 42188 86.56
Rectum 8815 5 5.77 1.79 4673 6 433 122 20184 20.92
Nasopharynx 6212 6 4.06 093 4232 7 3.92 0.78 16 290 16.88
Leukaemia 6144 7 4.02 0.67 4923 5 4.57 0.58 16 565 1717
Colon 5457 8 3.57 1.14 3183 8 2.95 0.84 11662 12.09
Thyroid 5418 9 3.54 0.51 528 22 0.49 0.11 16897 17.51
Cervix uteri 4177 10 273 1.04 2420 10 2.24 0.81 10657 21.87
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Diéu tri nham trdng dich trong UTPKTBN

HER2
MET = Trastuzumab emtansine?
ALK = Crizotinib2 = Afatinib?
e Crizotinib? = Cabozantinib? = Dacomitinib?
" Alactinit Roci"‘zotinib‘
= Ceritinib* EGFR MET 3% -
EGFR Sensitizing « Lorlatinib? Other 4% > 1 Mutation 3% = Cabozantinib?
= Gefitinib? « Brigatinib? = Ceritinib?
« Erlotinib* HER2 2% « Lorlatinib?
= Afatinib* ROS1 2% = DS-6051b!
= Osimertinib* BRAF 2%
= Necitumumab* BRAF
* Rociletinib® RET 2% « Vemurafenib?
NTRK1 1% » Dabrafenib?
PIK3CA 1%
RET
MEK1 < 1% = Cabozantinib®
= Alectinib?
= Apatinib?
= Vandetanib®
PIK3CA = Panatinib?
= LY3023414 = Lenvatinib®
= PQR 3097
NTRK1
. inib2
 Enven
Key = Trametinib? - Cab B tinib?
1.Phasel  3.Phase lll = Selumetinib® : Da °Zg1“b"1"
2. Phase Il 4. Approved = Cobimetinib®

Tsao AS, J Thorac Oncol. 2016



Dot bién EGFR chiém 30% - 50% BN UTPKTBN giai doan mudn trén dan sé chau
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Different EGFR mutations in NSCLC!?
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Exon positions on EGFR!

ATP, adenosine triphosphate; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitor.

1.Li T, et al. J Clin Oncol. 2013;31:1039-1049. 2. Zhang Y, et al. Oncotarget. 2016;7:78985-78993. 3. Midha A, et al. Am J Cancer Res. 2015;5:2892-2911. 4. Mok TS, et al. N Engl J Med. 2009;361:947-957. 5.
Wu J, et al. Clin Cancer Res. 2011;17:3812-3821. 6. Kim D, et al. Lung Cancer. 2011;71:65-69. 7. Kosaka T, et al. Clin Cancer Res. 2006;12:5764-5769.

8. Masago K, et al. Jon J Clin Oncol. 2010;40:1105-1109. 9. Mitsudomi T, et al. Lancet Oncol. 2010;11:121-128. 10. Sharma SV, et al. Nat Rev Cancer. 2007;7:169-181. 11. Wee P, et al. Cancers (Basel).
2017;9(52):1-45. 12. EGFR mutations in non-small cell lung cancer. My Cancer Genome Web site. https://www.mycancergenome.org/content/disease/lung-cancer/egfr/. Accessed February 28, 2018. 13.
Tan CS, et al. Lancet Oncol. 2015;16:e447-e459. 14. Mitsudomi T, et al. FEBS J. 2010;277:301-308. 15. Russo A, et al. Oncotarget. 2015;6:26814-26825. 16. Gazdar AF. Oncogene. 2009;28(suppl 1):524-531.
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Hwéng dan chan doan diéu tri UTPKTBN tai Viét Nam 2018

So d6: Chan doan dot bién EGFR trong UTPKTBN giai doan tién trién

[ Phat hign d&t bifn EGFR ]

(*Erlotinib, Gefitinib, Afatinib, Osimertinik)
[ Chén Bodn Gial Phiu Binh Xet nghlemud’ot bien EGFR
UTPKTEN dworc wu tién thwe hién
1 trwwdc cac xét nghiém chan
®ét nghiém d&t bién EGFR doan khac nhw ALK, ROS1,
| (MBu M5 Bénh Hoc & TE Bho Hoe) | PD-L1
| ) . }

¥ét nghiém dat biéin EGFR khang [ Khing phat hign dat ]

thire hign dureee do khdng d0 s biiin EGFR
9 Iurermgg tE béa y

Két nghidrn A5t bidin EGFR wéi mdu |
huydt tuiong [ctDRMA)

-

Benh nkbn 90 disu kien g8 digu tr
wirl EGFR-TEI*

v

H Phat hifn dét bidn EGFR ]

dé& didu tri véri EGFR-TKI™

[ Bénh nhan khing di digu kign ]

“ Thire hign cée st nghigm chin

| S—

doin khic: ALK, ROS1, FD-L1...

d6: Chin dodn dit bign EGFR trong UTPKTEN giai doan ti#n trién
(*Erlotinib, Gefitinib, Afatinib, Osimertinib)

Theo QUYET DINH s6 4825/0D-BYT VE VIEC BAN HANH TAI LIEU CHUYEN MON “HUPONG DAN CHAN DOAN VA BIEU TRI UNG THU PHOI KHONG TE BAO NHO”
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SENSITIZING EGFR MUTATION POSITIVERh
FIRST-LINE THERAPY™™M
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Drugs:

Inhibition activity:

Reversibility:

Targeting:

Selectivity for
WT EGFR:

CNS activity:

Structures:

Co ché tdc dong cta 3 thé hé TKls

Gefitinib
Erlotinib

EGFR-sensitising mutations

Reversible

Reversible binding to the EGFR ATP-binding
site

Strongly inhibit WT EGFR with similar
potency to sensitising mutant EGFR

Ability to cross intact BBB
is minimal

Afatinib

EGFR-sensitising mutations,
rare EGFR mutations, HER2

Irreversible

Covalent modification of the
ATP-binding site of EGFR (Cys 773) and HER2
(Cys 805) to C797 in EGFR

Afatinib showed potent activity against WT
EGFR

Ability to cross intact
BBB is minimal

First Generation Second Generation Third Generation

Osimertinib

EGFR-sensitising mutations,
T790M resistance mutation

Irreversible

Covalent bond formation with
cysteine-797 in the EGFR ATP-binding site

Low selectivity towards WT EGFR

Ability to cross intact
BBB is significant
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ATP, adenosine triphosphate; BBB, blood-brain barrier; Cys, cysteine; EGFR, epidermal growth factor receptor; EGFRm, EGFR mutant;
HER, human epidermal growth factor receptor; NSCLC, non-small cell lung cancer; TKI, tyrosine kinase inhibitor; WHO, World Health Organisation; WT, wild-type.

1. Costa DB. Transl Lung Cancer Res. 2016;5(3):331-337. 2. Cross DA, et al. Cancer Discov. 2014;4(9):1046-1061. 3. Li D, et al. Oncogene. 2008;27(34):4702-4711. 4. Nelson V, et al. Oncol Targets Ther.
2013;6:135-143. 5. Kobayashi Y, et al. Cancer Sci. 2016;107(9):1179-1186. 6. Colclough N, et al. Poster presented at: 28th European Organisation for Research and Treatment of Cancer, the National Cancer
Institute, and the American Association for Cancer Research Molecular Targets and Cancer Therapeutics Symposium; November 29, 2016; Munich, Germany. Eur J Cancer. 2016:69(S28). Abs 64. 7. Ballard
P, et al. Clin Cancer Res. 2016;22(20):5130-5140. 8. IRESSA (gefitinib) [prescribing information]. Wilmington, DE: AstraZeneca UK Limited; 2015. 9. TARCEVA (erlotinib) [prescribing information]. Northbrook,
IL: OSI Pharmaceuticals; 2016. 10. GILOTRIF (afatinib) [prescribing information]. Ridgefield, CT: Boehringer Ingelheim Pharmaceuticals Inc; 2018. 11. TAGRISSO (osimertinib) [prescribing information].
Wilmington, DE: AstraZeneca Pharmaceuticals LP; 2017. 12. Nan X, et al. Oncotarget. 2017;8(43):75712-75726. 13. Janne PA, et al. Clin Cancer Res. 2011;17(5):1131-1139. 14. Solca F, et al. J Pharmacol
Exp Ther. 2012 Nov;343(2):342-50. 15. Finlay MR, et al. J Med Chem. 2014;57(20):8249-8267. 16. Tan CS, et al. Lancet Oncol. 2015;16:e447-e459.



Yéu t6 can nhac dé lua chon EGFR TKls v&i UTPKTBN cé dot
bién EGFR hoat hda?

1. Hiéu qua: OS, PFS, ORR

2. Dicannao

3. Tinhantoan
o
4. Kha nang chitra cla bénh nhan
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1. Hiéu qua: OS, PFS, ORR



Hiéu qua clia EGFR TKIs thé hé 1 va 2 qua cac nghién cttu so sénh vdi
hda tri

EGFR-TKI Ty 1é dap wng, %

Trung vi PFS, thang

Trung vi séng con, thang

(HR [95% CI]) (HR [95% CI1)

Gefitinib

IPASS1? 71.2vs 47.3 9.5vs 6.3 21.6vs 21.9

(vscarboplatin/paclitaxel)n=261* (p<0.001) (0.48 [0.36, 0.64]; p<0.001) (1.00 [0.76, 1.33]; p=0.990

NEJ00234 73.7 vs 30.7 10.8vs 5.4 27.7 vs 26.6

(vs carboplatin/paclitaxel) N=228 (p<0.001) (0.32 [0.24, 0.44]; p<0.001) (0.89 [0.63, 1.24]; p=0.483

WJITOG34055 62.1vs 32.2 o 48995.;;5_%.710], 34.8vs 37.3

(vs cisplatin/docetaxel) N=172 (p<0.0001) 0<0-0001) (1.25[0.88, 1.78]; p=0.206
Erlotinib

EURTAC-? (vs platinum-based 64 vs 18 10.4vs 5.1 22.9vs 22.1

chemotherapy) N=173 (p<0.0001) (0.33 [0.23, 0.49]; p<0.0001) (p=0.97)

10-12

(O\IEEL’\'{LAOL latin/gemcitabine) 83 vs 36 13.7 vs 4.6 22.8 vs 27.2

Neto4 platin’g ’ (p<0.0001) (0.16 [0.11, 0.26]; p<0.0001) 1.19[0.83, 1.71]; p=0.266

ENSURE® 62.7 vs 33.6 11.0 vs 5.5 months 26.3vs 25.5

(vs cisplatin/gemcitabine) N=217 : ’ (0.34 [0.22, 0.51]; p<0.0001) 0.91[0.63, 1.31]; p=0.607
Afatinib

LUX-Lung 31415 _ 11.1vs 6.9 28.2 vs 28.2

(vs cisplatin/pemetrexed)N=345 S ws 28 ([ (0.58 [0.43, 0.78]; p=0.001) (0.88[0.66, 1.17]; p=0.39)

LUX-Lung 6516 66.9 vs 23.0 11.0vs 5.6 23.1vs 23.5

(vs cisplatin/gemcitabine) N=364 (p<0.0001) (0.28 [0.20, 0.39]; p<0.0001) (0.93 [0.72, 1.22]; p=0.61)

HR, hazard ratio; Cl, confidence interval; NR, not recorded; *Data relate to the subset of EGFRm patients in IPASS

1. Mok, et al. N EnglJ Med 2009;361:947-957; 2. Fukuoka, et al. J Clin Oncol 2011;29:2866-2874; 3. Maemondo, et al. N Engl ] Med 2010;362:2380-2388; 4. Inoue, et al. Ann Oncol 2013;24:54-59; 5. Mitsudomi, et al. Lancet Oncol 2010;11:121-128;
6. Yoshioka, et al. J Clin Oncol 2014;32(suppl):abstr 8117; 7. Rosell, et al. Lancet Oncol 2012;13:239-246; 8. Costa, et al. Clin Cancer Res 2014;20:2001-2010; 9. Karachaliou, et al. JAMA Oncol 2015;1:149-157; 10. Zhou, et al. Lancet Oncol
2011;12:735-742; 11. Chen, et al. Ann Oncol 2013;24:1615-1622; 12. Zhou, et al. Ann Oncol 2015 [Epub ahead of print]; 13. Wu, et al. Ann Oncol 2015 [Epub ahead of print]; 14. Sequist, et al. J Clin Oncol 2013;31:3327-3334; 15. Yang, et al. Lancet
Oncol 2015;16:141-151; 16. Wu, et al. Lancet Oncol 2014;15:213-222 ll



Cac nghién ctru dbi dau gilra cac thé hé EGFR-TKIs

Khong co khac biét c6 y nghia thong ké PFS trung vi dOng nhat
Erlotinib vs gefitinib Afatinib vs gefitinib Osimertinib vs erlotinib or gefitinib
(Investigator assessed) (Independently assessed) (Investigator assessed)
Erlotinib B acatinio B Osimertinib
25 W Gefitinib M Gefitinib B Erlotinib or gefitinib
HR0.81 (95% Cl 0.62, 1.05) HR 1.09 (95% C1 0.88, 1.36)
P=0.108 P=0.424

18 . 9 HR0.46 (95% CI1 0.37,0.57)

P<0.0001

HR0.73(95% C1 0.57,0.95)
P=0.017

15 - 13.0
Mont 104 100

hs

11.0 10.9 10.2

O T T
Study: N=256 woeswosz N =401 LUX-Lung 7* N :319RCHER 1050° N=556

CTONG 0901 Phase Ill Phase IIB Phase Il FLAURAS
Phase lil Phase lll
Prior EGFR-TKI naive EGFR-TKI naive Treatment naive Treatment naive Treatment naive
Therapy: (35% previously treated*) previously treated*
Brain Unstable brain Symptomatic brain y ic brain Brain excluded via y ic brain excluded
metastases: metastases excluded metastases excluded LM excluded scan at entry

*Dacomitinib is not an approved product; 'Subset analysis of enrolled patients with EGFR mutations;

*Previously treated with chemotherapy. LM, leptomeningeal metastasis; mPFS, median progression-free survival

. 1.Yang JJ et al. BrJ Cancer 2017;116:568-574; 2. Urata Y et al. J Clin Oncol 2016;34:3248-3257;
3.Park K et al. Lancet Oncol 2016;17:577-589; 4. Wu Y-L et al. Lancet Oncol 2017;18:1454-1466; 5. Soria J-Cet al. N EnglJ Med 2018;378:113-125



LUX-Lung 7: Khong c6 sw khéc biét c6 y nghia thong ké ve
PFS trung vi & cac phan nhém theo dét bien EGFR

Exon 19 deletion L858R
. _ edian PFS (months) Median PFS (months)
10 — Afatinib (n=93)" 12.7 10 = = Afatinib (n=67) 10.9
— Gefitinib (n=93 11.0 === Gefitinib (n=686) 10.8
0.8 HR (95% CI)0.76 (0.55, 1.06); 0.8 = HR (95% CI)0.71(0.47, 1.06);
i p=0.107 @ p=0.086
o o
‘5 0.6 = ‘5 0.6 =
£ £
2 04 = S 04 =
O O
o o
% 02 % 02
c"'IIIIIIIIIIIIII c"'IIIIIIIIIIIIII
0 3 6 9 1215182124 27 30 33 36 39 42 0 3 6 91215182124 273033363942
Time (months) Time (months)
Mo of patients Mo of patients
Afatinib 93 83 67 58 43 31 221814 9 4 2 1 0 0  Afatinib 67 594536 241612 9 7 4 2 1 0 0 O
Gefitinib 93 76 64 53 3217 11 7 6 4 3 3 1 1 0 Gefitnb 66 56 423020 5 3 2 1 1 0 0 0 0 O

Park K, et al. Lancet Oncol. 2016;17(5):577-89.



FLAURA: PFS

Osimertinib SoC
(n=279) (n=277)

Median PFS, mos 18.9 10.2

HR (95% Cl) 0.46 (0.37-0.57);
P <.0001

Pts at Risk, n

Osimertinib 279 262 233 210 178 139 71 26 4 0
soc 277239 197 152 107 78 37 10 2 0

Ramalingam S, et al. ESMO 2017. Abstract LBA2_PR.



2. Dican nao



Di can n&o rat phé bién trén BN UTPKTBN giai doan tién xa, anh hwéng
tiéu cwe t&i tién lweng song va chat lwgng cuéc song cua BN

* Phan lon BN UTPKTBN di can n&o gdoan tién xa
co th&i gian song con dwdi 12 thang, trung vi PFS chan dodn
3-6 thang!-3

- Bénh nhan di can ndo dworc diéu tri EGFR-TKIs
cho thay ty 1é tién trién trén Hé TKTW thap hon so
voi Hoéa tri;

+ Tuy nhién, ty & di can ndo tang theo thoi gian trén
BN UTPKTBN c6 dét bién 8

Thoi diém

-

\_

~25%

BN EGFRm
NSCLC co di
can nao tai

thdi diém

chan

doan, sau 2

nam ty 1&
thwdng tang
gap doi 45

~N

J

1. Lukas RV et al. CNS Oncol 2014;3:61-75; 2. Fokas E et al. Biochim Biophys Acta 2013;1835:61-75; 3. Khan AJ et al. J Clin Oncol 2013;31:11-13; 4. Rangachari D et al. Lung Cancer

2015;88,108-111; 5. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V.1.2018. Available at:

https://www.nccn.org/professionals/physician_gls/PDF/nscl.pdf. Accessed March 2018; 6. Baik CS et al. J Thorac Oncol 2015;10:1268-1278; 7. Bartolotti M et al. Expert Rev Anticancer

Ther 2012;12:1429-1435; 8. Heon S et al. Clin Cancer Res 2012;18:4406-4414



BN di cdn n3o cé chat luong cudc sbng thap nhat

1.0
0.9 0.83 _
Chét lwong cudc

8? 0.69 séng binh thwéng
0.6 — 0.53 0.52
0.5 — L ‘
0.4 —
0.3 — Suy giam
0.2 — chét lwong
01 — i cuéc séng
0.0 —

Adrenal Liver Contralateral Bone Brain

glands (n=46) lung (n=92) (n=29)

= n= 111}?
<EQ-5Dis a standarlgized inst?ument for used to measure quality cgf life health outcomes across 5 dimensions: mobility, self-
care, usual activities, pain/discomfort, anxiety/depression.
NSCLC = non-small cell lung cancer.

Peters S et al. Cancer Treat Rev. 2016;45:139-162.



Di can nao: Gefitinib va Afatinib khong khac biét

* Nghién ctru Lux Lung 7, trong phan nhém dworc dinh trwdece, trén tiéu chi PFS va OS, khéng co sw
khac biét gitra 2 nhém Afatinib va Gefitinib
« Trung vi PFS 1a 7.2 thang (95% ClI, 3.7-17.0) v&i afatinib so v&i 7.4 thang (95% Cl, 5.4-12.8)
voi Gefitinib (HR, 0.76; 95% ClI, 0.41-1.44; P = .93)!
*« OS HR, 1.16; 95% CI, 0.61-2.212

PFS theo danh gia doc lap *

Di can ndo Events/patients Trung vi PFS, thang (95% Cl) HR (95% Cl) Piteraction
Khéng c6 204/268 |—o-lI 12.7(10.9-13.3) 10.9 (9.1-12.7) 0.74 (0.56-0.98) o
c6 42/51 — 7.2(3.7-17.0) 7.4(5.4-12.8) 0.76 (0.41-1.44) :

T T 1
&= Favours Favours o,
116 afatinib ! gefitinib 16

0OS: phan tich subgroup da dinh trwéc?

Di cén ndo Events/patients HR (95% Cl) Pinteraction
Khéng c6 189/268 o 0.81 (0.61-1.07) 5133
c6 37/51 —ro— 1.16 (0.61-2.21) :
I I 1
1/16 « Favours 1 Favours * 16
LUX-Lung 7 was independently assessed. afatinib gefitinib

Cl, confidence interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival.
1. Park K, et al. Lancet Oncol. 2016;17:577-589. 2. Paz-Arez L, et al. Annals Oncol. 2017;28:270-277.
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FLAURA: PFS O BN CO HOAC KHONG DI CAN NAO

1.0
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] 0.8
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c 0.6
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2
5 0.4
-
S
g
2
s 0.2
3
a
0.0
No. at risk
Osimertinib
SoC

FLAURA data cut-off: 12 June 2017

Di can nao (n=116)

Median PFS, months (95% Cl)

Osimertinib ~ 15.2 (12.1, 24.4) Lo
= SoC 9.6(7.0, 12.4)
HR0.47 0.8
(95% C10.30, 0.74)
p=0.0009

Khong di can nao (n=440)

Median PFS, months (95% Cl)

Osimertinib 19.1(15.2, 23.5)
m— S0C 10.9(9.6, 12.3)
HR0.46
(95% C1 0.36, 0.59)
p<0.0001

0.0
I I I I I I I I 1 I | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Time from randomisation (months) Time from randomisation (months)
53 51 40 37 32 22 9 4 1 0 226 211 193 173 146 117 62 22 3 0
63 57 40 33 24 13 6 2 1 0 214 182 157 119 83 65 31 8 1 0

CNS progression events occurred in 17 (6%) vs 42 (15%) patients receiving osimertinib vs SoC (all patients)

Ramalingam et al ESMO 2017 #LBA2; Soria NEJM 2017

Tick marks indicate censored data; *By Investigator assessment
Cl, confidence interval; CNS, central nervous system; HR, hazard ratio; PFS, progression-free survival; SoC, standard-of-care



FLAURA CNS analysis: CNS response*

CNS full analysis set (n=128) CNS evaluable for response set (n=41)

Response EGFR-TKI
Osimertinib Osimertinib comparator
(n=61) (n=67) (n=22) (n=19)
CNS ORR, (95% CI) 66% (52 77) 43% (31, 56) 91% (71, 99) 68% (43, 87)
Qdds ratio* (95% Cl); p-value* 5(1.2,5.2); p=0.011 4.6 (0.9, 34.9); p=0.066
Complete response, n (%) 25 (41) 16 (24) 5 (23) 0
Partial response, n (%) 15 (25) 13(19) 15 (68) 13 (68)
Stable disease 26 weeks, n (%) 15 (25) 27 (40) 1(5) 4(21)
Median time to response, weeks 6.2 1.9 6.0 6.3
CNS DCRS (95% ClI) 90% (80, 96) 84% (73, 92) 95% (77, 100) 89% (67, 99)
Qdds ratio* (95% Cl); p-value* 1.8 (0.8, 5.5); P=0.269 2.5(0.2, 55.8); P=0.462

= Good concordance observed between CNS ORR and systemic ORR for the CNS full analysis and evaluable for response sets
- Analysis of CNS ORR was repeated for confirmed CNS responses,T results were consistent with the unconfirmed CNS ORR

FLAURA data cut-off: 12 June 2017, /
i esponses dld nut lEqUIrE oonﬁrmahnn |}El RECIST 11 guldance on landammed studles ’Thls anah;sls was perforrned using

logistic regression with & factor for treatment; *The two-sided p-value was calculated based on the likelihood ratio test,
gl TEspo = gls disease 26 weeks "Respo ) EqUIrea o Stform after 4 weeks. Co ad NS ORR with

TompE oEls o spt onily amd-an ot e te
slmertlmb and EGFR -TKI oomuaralor was 57% and 40% in thE cFAS, and ??% snd 63% in cEFR respeeh\rely

Soria JC. et al. NEJM 2018;378:113-125



Hiéu qua PFS trong cac nghién citu d6i dau gilta cac EGFR TKIs

Drug Osimertinib  Gefitinib/ Afatinib Gefitinib
Erlotinib
CNS mets (%) 19 23 16 16
Dose reduction (%) 4 5 42 2
PFS HR (95%CIl) BM+ 0.47 (0.30-0.74) 0.76 (0.41-1.44) )
Khéc biét cé y nghia théng ké Khac biét khéng co y nghia thOng ké
PFS HR (95%Cl) BM- 0.46 (0.36-0.59) 0.74 (0.56-0.98)

not applicable, NA; brain metastases, BM; hazard ratio, HR, confidence interval, Cl

Park K et al Lancet Oncol 2016; Paz-Arez L et al Ann Oncol 2017; Wu YL et al Lancet Oncol 2017; Mok T et al J Clin Oncol 2018; Soria JC et al NEJM 2017; Furuya N et al J
Clin Oncol 2018 (abstract 9006); Seto T et al Lancet Oncol 2014; Yamamoto N et al J Clin Oncol 2018 (abstract 9007); Nakamura A et al J Clin Oncol 2018 (abstract 9005)



3. Tinh an toan



Bién cb ngoai y thudng gdp: Gefitinib, Erlotinib va Afatinib

Grade 23 Grade 23 Grade 23 Grade 23
[») [») 0, [»)
All (%) (%) All (%) (%) All (%) (%) All (%)

Gefitinib (khoang) 45-85 0-5 31-54 1-4 10-22 0-0.2 10-32

IPASS! 66.22 3.12 46.6 3.8 17.0° 0.2? 13.5 0.3
IFUM?2 44.9 0 30.8 3.7 NR NR NR NR
NEJ0023 71.1 5.3 34.2 0.9 9.6 0 9.6 2.6b
WITOG3405* 85.1 2.3 54.0 1.1 21.8 0 32.2 1.1
Erlotinib (khodng) 70-80 2-13 25-57 1-5 0-13 0-1 4-16 0
EURTACS 79.8 13.1 57.1 4.8 NR NR 14¢ o
OPTIMALS? 73.5 2.4 25.3 1.2 13.3 1.2 3.6 0
ENSURE? 70.9 6.4 455 1.8 NR NR 15.5 NR
Afatinib (khoang) 81-89 15-16 90-95 6-14 52-72 5-9 33-57 0-11
LUX-Lung 39104 89.1 16.2° 95.2 14.4 72.12 8.72 56.8 11.4
LUX-Lung 610 80.8° 14.6° 89.5 5.9 52.32 5.42 32.6° 0°

ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease

agrouped term; bnail changes; “data reported as adverse reactions from US FDA PI; ‘treatment-related AEs

1. Mok, etal. N Engl ) Med 2009;361:947-957; 2. Douillard, et al. Br J Cancer 2014;110:55-62; 3. Maemondo, et al. N Engl J Med 2010;362:2380-2388; 4. Mitsudomi, et al. Lancet Oncol 2010;11:121-128; 5. Rosell, et al. Lancet Oncol 2012;13:239-246; 6. TARCEVA
US FDA Full Prescribing Information, accessed 20 July 2015; 7. Zhou, et al. Lancet Oncol 2011;12:735-742; 8. Wu, et al. Ann Oncol 2015 [Epub ahead of print]; 9. Yang, et al. Lancet Oncol 2015;16:141-151; 10. Wu, et al. Lancet Oncol 2014;15:213-222



FLAURA: Osimertinib it gap cac bién co mipc d6 3-4 hon TKI thé hé
1

EGFR-TKI| comparator (n=277)

AE, by preferred term,
0

N&i man va munb 152(54) 125(45)  24(9) 3(1) 0 205(74) 105(38) 81(29)  19(7)

Tiéu chay 138(49) 105(38) 27(10)  6(2) 0 142(51) 105(38) 31(11)  5(2) 0
Da khé® 93(33)  80(29)  12(4) 1(<1) 0 92(33) 70(25)  19(7) 3(1) 0
Viém quanh méngb 91(33)  48(17) 42(15)  1(<1) 0 84(30) 52(19) 30(11)  2(1) 0
Viém miéng 69(25) 57(20)  11(4) 1(<1) 0 45(16)  36(13)  8(3) 1(<1) 0
Chan &n 33(12)  15(5)  13(5) 5(2) 0 29(10)  16(6)  11(4) 2(1) 0
Ng(ra 43(15)  36(13)  6(2) 0 0 38(14)  26(9)  12(4) 0 0
AST tang 22(8)  15(5) 5(2) 2(1) 0 57(21) 31(11)  16(6)  10(4) 0
ALT ting 17(6)  11(4) 5(2) 1(<1) 0 62(22) 23(8)  16(6)  19(7) 4(1)

2Adverse events occurring in 10% or more of patients in any group are listed. Safety analyses included all patients who received at least 1 dose of trial

drug (safety analysis set). Some patients had more than 1 adverse event; PThis category represents a grouped term for the event. If a patient had multiple preferred-term level events within a specific grouped term
adverse event, then the maximum grade across those events was counted.

AE = adverse event; ALT = alanine aminotransferase; AST = aspartate aminotransferase; EGFR = epidermal growth factor receptor; TKI = tyrosine kinase inhibitor.

Soria J-C et al. Supplementary appendix. N Engl J Med. 2018;378:113-125.
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So sanh gilra cac nghién ctpu vé bién co do 3-4

R. R on
NOi man Viém quanh
Thuoc hoac mun? mong Tiéuchay | Viém miéng

FLAURA! Osimertinib 1% <1% 2% <1% 4%

LUX-Lung 72 Afatinib 9% 2% 13% 4% 42%

27

AE = adverse event; EGFR = epidermal growth factor receptor; TKI = tyrosine kinase inhibitor. 2Grouped term. "Dermatitis acneiform.



Chon TKI nao cho diéu tri budc 1?77

Thubc Lovi ich ORR va PFS | Tac dung CNS POc tinh PB hiém va kép | Chi tra, cung (rng

Osimertinib @

Afatinib @

Erlotinib

QOQQ
QQQOQ

Gefitinib

QOO0
QQOQ

Q
9




KET LUAN

Diéu tri BN UTPKTBN giai doan tién trién tai chd va di cin cé dot bién EGFR:
1. TKis 13 diéu tri tiéu chuln so v&i Hoa tri dwa trén ORR, PFS, QoL

2. Cac TKI thé hé 1,2: C6 hiéu quad twong dwong nhau, khac nhau vé tinh an toan
khi str dung cho bénh nhén

3. Osimertinib bwdc 1 cai thién rd rét PFS so v&i TKI thé hé 1, ddng nhat trén tat ca
cac phan nhém bénh nhan c6 dot bién hoat hda EGFR, trén cd bénh nhan cé hay
chwa cé di cin hé than kinh trung wong.

4. Osimertinib an toan trong st dung cho b&nh nhan. it gdp cac bién cd mlrc d6 3,4
hon TKI thé hé 1 (Nghién clru Flaura)

5. Bac sT cAn tw vAn va Iwa chon dé bénh nhan c6 liéu phap diéu tri hiéu qua va
hop Iy nhét.
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