Vai tro ctia Osimertinib trong dieu tri bénh nhan
Ung thw phoi khong te bao nho tiéen trien vé&i TKIs

Case lam sang st dung Osimertinib

HIEU QUA




Osimertinib da dwoc BYT Viet Nam phé duyét
cho cac chi dinh sau:

Osimertinb dorn tri liéu dwoc chi dinh cho:

> Diéu tri bwdc 1 & bénh nhan trwdng thanh ung thw phoi loai khéng té bao
nho (NSQLC) giai doan tién trién tai chd hoac di can c6 doét bién hoat hoa
thu thé yéu t6 phat trién biéu bi (EGFR).

> Diéu tri bénh nhan trwong thanh ung thw phoi loai khong té bao nhé
(NSCLC) giai doan tién trién tai ché hoac di can c6 doét bién EGFR
T790M dworng tinh.

Theo thong tin ké toa Tagrisso — Osimertinb dwoc phé duyét tai Viet Nam cap nhat thang 02, 2019.
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bé khang mac phai véi TKI
trén bénh nhan UTPKTBN coO dét bien EGFR



Hau hét bénh nhan UTPKTBN di can c6 dét bien EGFR

>

sé tien trien sau diéu tri TK| thé hé 1,2 bwéc 1 2

UTPKTBN Pap rng Xuat hién dot Tién trién trén Ngwng TKI
di can co ban dau véi TKI [llbién do dé khang TKI — khéi u tang
dot bién EGFR mac phai, vi du rwéng nhiéu ho
T790M

Té bao ung thw phoi Té bao ung thw phoi
. v&i dot bién EGFR . v&i dot bién

nhay cam o khang thuéc mac phai

« Khoang ¥ bénh nhan sé& phat trién dét bién khang thubc EGFR T790M34

1. Diagram adapted from Sacher AG, Janne PA, Oxnard GR. Cancer. 2014;120:2289-2298. 2. Langer CJ. J Clin Oncol. 2013;31:3303-3306. 3. Sun JM, Ahn
MJ, Choi YL, et al. Clinical implications of T790M mutation in patients with acquired resistance to EGFR tyrosine kinase inhibitors. Lung Cancer. 2013;82:294-
298.4. LiW, Ren S, Li J, et al. T790M mutation is associated with better efficacy of treatment beyond progression with EGFR-TKI in advanced NSCLC

h patients. Lung Cancer. 2014;84:295-300.



Pot bién khang thuéc EGFR T790M khi bénh tién trién
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« CNS, central nervous system; EGFR, epidermal growth factor receptor; EGFRm, EGFR mutation-positive; TKI, tyrosine kinase inhibitor.

« 1. Sacher AG, et al. Cancer. 2014;120(15):2289-2298. 2. Cortot AB, et al. Eur Respir Rev. 2014;23:356-366. 3. Bedard PL, et al. Nature. 2013;501(7467):355-364.

.



PIEU TRI UNG THU PHOI KHONG TE BAO NHO
~ TIEN TRIEN VOI TKI
CO XUAT HIEN DOT BIEN T790M?




Hwéng dan diéu tri cia NCCN nam 2018
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Osimertinib |a diéu tri chuan cho bénh nhan UTPKTBN tién xa tai ché hay di can c6 dét bién T790M
da tién trién voi diéu tri bwéc 1 bang TKI véi mire dé chirng ctv 1

.



Tim d6t bién T790M cho BN co’ hdi song thém
v&i chat lwo'ng song tot

_ ) oA c 4-5
8 — 14 thang diéu ftri WA Cs

buwdc 1 HT

8 — 14 thang diéu tri = 10 thang
budc 1 Osimetinib

Céc doc tinh huyét hoc, nén giam rd rét
so v&i nhdm hoa tri

1. Mok TS, et al. N Engl J Med. 2009;361(10):947-957. 2. Han JY, et al. J Clin Oncol. 2012;30(10):1122-1228. 3. Maemondo M, et al. N Engl J Med. 2010;362:2380-2388. 4. Mitsudomi T, et al. Lancet
Oncol. 2010;11(2):121-128. 5. Zhou C, et al. Lancet Oncol. 2011;12(8):735-742. 6. Rosell R, et al. Lancet Oncol. 2012;13:239-246. 7. Gridelli C, et al. J Clin Oncol. 2012;30(24):3002-3011. 8. Sequist
LV, et al. J Clin Oncol. 2013;31:3327-3334. 9. Wu YL, et al. Lancet Oncol. 2014;15(2):213-222.; 9.Mok TS, et al. N Engl J Med. 2017; 376:629-640; 10. Suppl. Info for: Mok TS, et al. N Engl J Med.

2017; 376:629-640
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Osimertinib: Co ché tac dung



CO CHE TAC DUNG

wt EGFR

Pc ché thu thé EGFR c6 dét bién T790M2

Uc ché thy thé EGFR c6 dét bién nhay thudc
(mat doan exon 19 va L858R)12

it hoat tinh vé&i wt EGFRL2

Co ché tac dung khéac biét gip Osimertinib c6 hiéu qua dic hiéu trén doét bién T790M va han ché tac dung ngoai y

EGFR, epidermal growth factor receptor; IGFR; insulin-like growth factor receptor; IR, insulin receptor; NSCLC, non-small cell lung cancer; TKI,
tyrosine kinase inhibitor; wt, wild type.

1. Osimertinib Prescribing Information. 2. Cross DA, et al. Cancer Discov. 2014;4(9):1046-1061.




Hiéu qua va dé an toan cua
Osimertinib trén nghién ctru pha lll



Osimertinib dworc nghien cru trong AURAS,
pha lll ngau nhién, so sanh v&i Platinum-Pemetrexed?!?

AURA3 la NC pha Ill, ngau nhién, quoc té, nhan mé, so sanh Osimertinib véi platinium-
pemetrexed trén 419 BN UTPKTBN coO dét bien EGFR T790M tién trien sau diéu tri
TKI bwéce 1.1

Muc tiéu chinh: PFS (theo danh gia cia NC vién)
Muc tiéu phu: ORR, DoR, OS, DCR, lam nhé bwé&u, HRQoL, va an toan

UTPKTBN c6 dot bién o
EGFR tién trién sau diéu tri |—' Osimertinib =

EGFR TKI bwou 1 Danh gia theo

80m / 2
\_g/ tiéu chaan .
RECIST v1.1 B4t chéos Theo d6i OS moi

m&i 6 tuan cho Khéng bat budc: 6 tuan
t6i khi bénh tién BN & nhanh hoa
trient tri c6 thé chuyén
qua nhanh

N=419

: R2:1

+

Platinum-
pemetrexed moi 3

XN trung tdm danh gia dot bién X
tuan trong 6 chu

EGFR T790M*

Osimertjnib khi
ky' bénh tién trién

* cobas® EGFR Mutation Test v2 (Roche Molecular Systems).

TPemetrexed tinh mach (500 mg trén mét vudng dién tich bé& mat co thé) cdng véi carboplatin (dién tich dwéi dwdng cong 5 [AUC5]) hoac cisplatin (75 mg moi
mét vudng) cr 3 tuan mot lan trong toi da sau chu ky. Bénh nhan khong co tién trién bénh sau bdn chu ky diéu tri platinum cong vé&i pemetrexed (nhém
platinum - pemetrexed) c6 thé tiép tuc duy tri pemetrexed theo nhén da dwoc phé duyét..

1Bénh nhan c6 thé dwoc diéu tri ngoai tiéu chi tién trién RECIST mién rang cho thdy c6 dap trng lam sang, dwoc danh gia bdi didu tra bdi nghién ctru vién

§Tr0ng nhom platinum-pemetrexed , 60% (n=82) bénh nhan sau tién trién chuyén sang dung Osimertinib. B&nh nhan nhém platinum-pemetrexed c6 thé
chuyén sang dung Osimertinib khi c6 tién trién dwoc xac nhan béi BICR.2

1. AstraZeneca Pharmaceuticals. Osimertinib® (Osimertinib). Summary of Product Characteristics, 2017. 2. Mok TS, Wu YL, Ahn MJ, et al. N

! Engl J Med. 2017;376:629-640.



Pic diém bénh nhan trong nghién ctru AURA3

Sex/Age Race Smoking history Brain metastases
= 65% Asian 68% Never &8 33%
=R N of patients
e - 32°/° White 27 % Former gw had brain
'8 = {median) o <# metastases
38% 620/0 \ 30/° Other 5 /o Current
_ Male Female
S
£S s — 66% Asian 67 % Never é&\ 36%
23 B of patients
w3 YEARS 32% White 27 % Former gs had brain
o3 {median) \ . <& metastases
2 31% 69% W 2% other 6% coment
Male Female

« Tat ca BN c6 thé trang 0 hodc 1 theo WHO

* 96% BN trong méi nhdm nhan dwoc 1 phac do dieu tri trudc do; con lai
nhan dwoc trén 1 phac doé diéu tri

! Mok TS, Wu YL, Ahn MJ, et al. N Engl J Med. 2017;376:629-640.



Osimertinib c6 PFS dai hon c6 ¥ nghia thong ké so véi
hda tri trong nghién ciru AURAS

Trung vi PFS dai hon gap déi so véi bé déi platinum-pemetrexed
(theo danh gia cua nghién ctru vién)
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* : ; 5 (95% CI: 8.3, 12.3) : } 0.41: P<0.001
e 60— : : : | T ' )
° : : : . : : _
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8
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"'o' 20 : months median PFS
: 95% Cl: 4.2, 5.6

z N ’
'_é 10
'g 0 — : : : : : :
a 0 3 6 Q 12 15 18
Nomk b Months
mmm  Osimertinib

279 240 162 88 50 13 0
B Platinum-pemetrexed

140 Q3 44 17 7 1 0

Overall Survival (OS) data were not mature at the time of this initial analysis (25% mature for Osimertinib; 29% mature for platinum-pemetrexed
[HR=0.72; 95% CI: 0.48, 1.09; P=0.121]).

! AstraZeneca Pharmaceuticals. Osimertinib® (osimertinib). Summary of Product Characteristics, 2017.



Osimertinib cé PFS dai hon c6 y nghia thong ké
trong tat ca cac phan nhom

PFS dai hon c6 y nghia thong Ké so vé&i hoa tri platinum-pemetrexed,
v&i HR<0.5 & tat ca cac phan nhom*

Subgroup HR (95% Cl)
Race Asian (n=274) ® 0.32 (0.24-0.44)
Non-Asian (n=145) ® 0.48 (0.32-0.75)
Sex Male (n=150) ® 0.43 (0.28-0.65)
Female (n=269) ® 0.34 (0.25-0.47)
Age at <65 (n=242) ® 0.38 (0.28-0.54)
screening 265 (n=177) ® 0.34 (0.23-0.50)
EGFR-TKl-sensitising | Exon 19 deletion (n=279) @ 0.34 (0.24-0.46)
mutation status L858R (n=128) ® 0.46 (0.30-0.71)
Duration of <6 months (n=24) NCt
previous EGFR-TKI >6 months (n=395) — 0.39 (0.30-0.51)
CNS metastases Yes (n=144) ® 0.32 (0.21-0.49)
No (n=275) @ 0.40 (0.29-0.55)
Smoking history Yes (n=13¢) ® 0.40 (0.27-0.62)
No (h=283) ® 0.36 (0.26-0.49)
0.1 0.2 0.3 04 0.5 0.7 0910
HR and 95% CI -

Favouring " ogsimertinib

* Size of circle is proportional to the number of events.
TNC=non-calculable. If there were <20 events in a subgroup, the analysis was not performed.

n Mok TS, Wu YL, Ahn MJ, et al. N Engl J Med. 2017;376:629-640.



Osimertinib cai thién két qua dieu tri do BN b&o céo so v&i hoa tri*

Sw thay doi triéu chirng ung thw phdi sau diéu trit
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Appetite loss Cough Chest pain Dyspnea Fatigue
(P<0.001) (P=0.001) (P<0.001) (P<0.001) (P<0.001)

LEGEND
mm® Osimertinib n=279

== Platinum-pemetrexed (n=140)

* PROs were assessed using the European Organization for Research and Treatment of Cancer Quality of Life Questionnaire—Core 30 items (EORTC QLQ-
C30) and EORTC QLQ-Lung Cancer 13 items Questionnaire.

TBased on a mixed model for repeated measures analysis of patient-reported outcomes across 5 prespecified symptoms during the overall time period from
randomisation until 6 months.

! AstraZeneca Pharmaceuticals. Osimertinib® (osimertinib). Summary of Product Characteristics, 2017.



Trong nghién ctru AURAS, Osimertinib dung nap tot voi
ty Ié tac dung ngoai y cap do 23 thap

Tan suét tdng cong nhém Osimertinib U L (lafe] S0 T [P ST
(n=279) pemetrexed
= (n=136)

Téat ca bién c6 ngoai y Moi mirc do (%) Mdrc do 23 (%) Moi mirc do (%) Mdrc do =3 (%)

Réi loan hé ho hap, 16ng ngwe va trung that

Viém phéi mo ké*t 3.6 0.4 0.7 0.7
Réi loan thi giac

Viém giac mac* 1.1 0 0.7 0
Réi loan tiéu héa

Tiéu chay 41 1.1 11 1.5
Viém miéng 15 0 15 1.5
Réi loan vé da va moé dwéi da

Méan* 34 0.7 5.9 0
Da khé* 23 0 4.4 0
Viém quanh mong* 22 0 15 0
Ngtra* 13 0 5.1 0
Théng s6 can lam sang

Kéo dai doan QT+ 1.4 0 0.7 0
Phéat hién dwa trén két qua xét nghiém tai cac cap ddé CTCAE

Giam tiéu cau 46 0.7 48 7.4
Giam bach cau 61 1.1 73 5.3
Giadm bach cau trung tinh 27 2.2 49 12

* Grouped term. If a patient has multiple preferred-term level events within a specific grouped term adverse event, then the maximum CTCAE grade across
those events is counted.

1One fatal ILD event was reported that was deemed to be possibly causally related to Osimertinib.
INo QTc-related arrhythmias were reported in the AURA studies.

! AstraZeneca Pharmaceuticals. Osimertinib® (osimertinib). Summary of Product Characteristics, 2017.



Ca lam sang
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Bénh s

« Bénh nhan nit , 48 tudi

Tién sir; - Lao phoi 2013 diéu trj d thang
- Gla dinh: Khoé manh

« Ngay vao vién: 20/1/ 2016

Ly do vv: Dau nguc phai va kho tho




Bénh s

- BN biéu hién 1 thang: dau nguc (P), khé tho ngay cang
tang, ho khan it, khdng sot, mét méi an kem, sut 2 can,
khong dau khép.

- Kham luc vao vién:

+ Hoi chtng 3 giam phoi P

+ Hach ngoai vi am tinh

+ HOi chirng can U, chen ép, di can: chua co




Bénh s

- CT nguc: Khoi ngam thudc thuy trén P 40 mm,
khoi thuy gitta 42 mm, tran dich mang phdi P- day
mang phoi, hach trung that.

- CT bung: Khong c6 ton thuong

- So1 phé quan: khong c0 ton thuong

- M0 bénh (sinh thiét/CT) : ung thu biéu mé tuyén




Bénh s

- Chan doan: KPQ phai giai doan 4,T4N2M1la

- Két qua sang loc: c6 dot bien EGFR

- BN bat dau diéu tri thuoc dich thé hé 1 tir 2/2016 va diéu
tri triéu chimg ( hat dich mang phoi, giam ho, giam dau)




CT nguc trudce diéu tri

Bénh st




Pieu tri va ket qua

Trwde diéu tri Sau 3 thang (5/2016) Sau 22 thang (11/2017)




Bénh s

-Bénh nhéan duoc két luan |4 bénh tién trién,

de khang TKIthé¢ he 1 | |

- Bénh nhan duoc sinh thiét lai ton thuwong phoi, va
xet nghiém co T790M (+)

- Bénh nhan bat dau diéu tr1 Osimertinib tor 12/2017




y
N

Dieu tri va ket qua

Sau 1,5 thang (1/2018) Sau 10 thang(9/2018)




Pieu trj va két qua cua case |am sang

- Vé hiéu qua diéu tri: , ,
+ Thoi gian dap tng voi Osimertinib (sau khi that bai voi TKI thé
hé 1) la 10 thang = twong dong v&i nghién ctru Aura 3.

- Tac dung phu:

+ Theo ddi trén bénh nhan nay cho thay Osimertinib (du dwoc
dung ¢ giai doan sau) it tac dung phy hon so v&i TKI he hé 1
dwoc diéu tri trwdc do.




» Khoang Y2 bénh nhan sé phat trién dot bien khang thuoc EGFR T790M sau
tién trién voi TKI thé hé 1 hodc 2 => sinh thiét lai dé phat hién dét bién
T790M

» Osimertinib la TKI thé hé ba, thudc dau tién dwoc FDA phé duyét trén bénh
nhan UTPKTB tién xa hay di can co dot bien EGFR T790M sau diéu tri voi
EGFR-TKI.

- Osimertinib c6 day du di¥ liéu IAm sang ching minh hiéu qua cao hon cé y
nghta thong ké so v&i platin-pemetrexed:
- PFS HR 0.30 (95% CI: 0.23, 0.41) P<0.0012
- Trung vi PFS do béac si danh gia: 10.1 sv 4.4 thang (UBDG dbéc lap: 11.0 vs 4.2 thang)
- ORR: 71% sv 31%, odds ratio 5.39 (95% CI: 3.47, 8.48); P<0.001

- Osimertinib c6 ty 1& bién cb ngoai y dd =3 thap hon so vi platin-pemetrexed?
Osimertinib diéu tri chudn mé&i trén bénh nhan UTPKTB tién xa
hay di can c6 dot biéen EGFR T790M sau diéu tri véi EGFR-TK|?

AE, adverse event; BICR, blinded independent central review; Cl, confidence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; NSCLC, non-small cell lung cancer; ORR, objective response rate; PFS,

progression-free survival; TKI, tyrosine kinase inhibitor.
1. Papadimitrakopoulou VA, et al. J Thorac Oncol. 2017; 12(S1), abstract PL03.03. 2. Mok TS, et al. N Engl J Med. 2017; 376:629-640.
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