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Ca lam sang

* BN nam SN 1950
08/2023: BN tiéu ra mau, khong diéu tri
05/2024: bi tiéu, nhap BV Nguyén Tri Phuong
Diéu tri: Noi soi cat dét budu bang quang 25/04/2024,
GPB (BV NTP) Carcinom niéu mac dang nhu, d6 ac cao, xam nhap
Diéu tri:
Bom hoa chat bang quang bang Doxorubicin 10mg x 4 [an
7/2024: Phat hién ton thuong phdi BVUB:
Diéu tri tiép theo ?



Ca lam sang

* Gemcitabine x 4 chu ky

* CT-scan nguc:

ké va not rai rac hai phoi kt</=10mm

trén hai bén kt</=15mm bat can quang vien

mang tim

i, hom tre trai va hach co sau bén trai bat can quang kt</=15mm

Tén thwong phéi hai bén theo dbi di ciin
Hach trén don, hdm tc, c6 sau bén trai va hach trung that di can

Ngay 27 thang 10 nam 2024

Bac si chuyén khoa
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® ¥ Xét nghiém t€ bao hoc 4p nhudm...
DONG MAU

® ¥ Théi gian prothrombin (PT: Prothr... RE

S WA e e R el i
HUYET HOC ~ Binh lrgng Creatinin (mau)

® ¥ Téng phan tich t&€ bao mau ngoai... 1 | creatinin 108 72 - 127

® ¥/ Téng phan tich t€ bao mau ngoai... 2 eGFR (CKD-EPY) 58 ~90

eGFR = 45 ml/ph

® v Hcv Ab mién dich tu déng
® V| HBc total mién dich tu dong
N SINH HOA MAU

-n Binh lugng Creatinin {(mau) _
« .




Ca lam sang

Panh gia: bénh ti€n tri€n tai cho + phoi

- Tuyen thwong than hai ben binh thwong
- Hach sau chan hoanh, canh dong mach chu bung hai bén dén chd chia doi kt</=27x17mm
- Hach chau chung, chau ngoai, chau trong hai bén kt</=19x14mm

- Khong thay hach ben hai bén phi dai 4c tinh

- Sang thwong day mo khong deu thanh trude bang quang hai bén kt#6
quanh

- Vung chau con lai binh thwong

KET LUAN: -Theo ddik bang quang thim nhiém mé& xung quanh
- Hach bung chiu di can ’
- Not nho gan hai thuy chwa ré ban chat, kha nang nang

PE NGHI:
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THACH THU’'C TOAN CAU CUA UTBMDTN
TINH HINH UTBMBDTN O VIET NAM



Pai cwong vé Ung thw biéu mdé dwéng niéu

Renal

7\ .

pelvis

* Hau hét cidc ung thu bang quang, niéu dao va bé than bat
nguon tur té€ bao biéu md dudng niéu

Ung thw bang quang

« ~ % )< Bladder

Urethra

Image adapted from: https://www.saintlukeshealthsystem.org/health-library/anatomy-pediatric-urinary-tract. Accessed February 23, 2018.

1. National Institutes of Health. Bladder cancer treatment. http://www.cancer.gov/types/bladder/hp/bladder-treatment-pdq. Accessed February 23, 2018. 2. Hum M. 2016.
http://www.cancernetwork.com/cancer-management/urothelial-and-kidney-cancers. Accessed February 23, 2018.



Ung thw Bang quang

, Ureter

> 90% Ung thuw bang quang: ung thu biéu md té bao chuyén tiép

(cOn goi 1a ung thu biéu moé dudng tiét niéu) bat ngudn tw

Bladder 38— Urothelium

- A ~ 4 v n N 4 N Opening of ureter
biéu mo chuyén tiép, nam trén duong tiét niéu T igone WY

Bladder neck

Lamina propria

Ung thw bang quang

"
Urethral __’ ‘

sphincter

Image from: http://www.premiermedicalhv.com/divisions/services/overactive-bladder.Accessed February 2016. 1 1
1. National Institutes of Health. Bladder cancer treatment. http://www.cancer.gov/types/bladder/hp/bladder-treatment-pdq. Accessed February 2016. 2. Pasin E, et al. Rev Urol. 2008;10(1):31-43.



Ung thu bang quang

Khodng 90% ung thuw bang quang Ia ung thu biéu mé té bao niéu (ung thu biéu mé té bao chuyén tiép)?

Tinh hinh Viét Nam ?

7% 573,278 75% 212,536 = hem

n=440,864 < n=158,785 . m N
( ) Ca mac ( ) Ca twr vong
mei

23%

(n=132,414)

25%

(n=53,751)

a Excluding non-melanoma skin cancer (NMSC)3

1. Verma S et al. Radiographics. 2012;32(2):371-387. 2. Bladder. the Global Cancer Observatory. December 2020. Accessed October 13, 2022. https://gco.iarc.fr/today/data/factsheets/cancers/30-Bladder-
fact-sheet.pdf 3. Estimate number of new cases in 2020. world, both sexes, all ages (excel NMSC). Global Cancer Observatory. Accessed January 12, 2023. http://gco. iarc. fr/today/online-analysis-
table?v=2020&mode=cancer&mode population=continents&population=900&population=900&key=asr&sex=0&cancer=39&type=0&statistic=5&prevalence=0&population group=0&ages group%5B%5D=08&a
ges=group%5B%5D=17&group cancer=0&include nmsc=0&include nmsc other=1



https://gco.iarc.fr/today/data/factsheets/cancers/30-Bladder-fact-sheet.pdf%203.

Tai Viet Nam Ung thu bang quang:
Xép thr 20 trong cac ung thw thwong gap

Méd mac, Tirvong va Hign mac theo vi tri ung the

Mdri mac Tir vong Hién méc trong 5 ndm
Ung thw Shwrgng  Thirhang (%) N:; l';: Sélwong  Thir hang (%) H:::Ici: Sé lwong Ty 1& (trén 100 000)
Va 24 563 1 1386 41 10 008 4 83 1.6 72817 17.7
Gan 24 502 2 136 24 23 333 1 194 23 3319 81
Phbi 24 425 3 13.5 25 22 597 2 188 23 3 477 B4
Biai tnrc frang 16 B35 4 93 1.7 8454 5 70 0,80 45 140 13
Da day 16 277 5 9.0 16 13 264 3 1.0 13 25 458 6.2
Tuyén gidp 6122 <] 34 0.51 858 21 0.7 008 19 813 48
Tuydn fidn liét 5875 T 33 13 2 800 9 23 032 12 411 3.0
Bénh bach chu 5 TG 8 32 0.49 4 330 L] 36 038 17 099 42
Wam hong 5613 8 31 0,52 3453 B 29 034 16 007 39
Tilr cumg 4 953 10 27 0,93 1374 13 1,1 025 16 638 41
Cé tr cung 4 612 1 26 0,80 2 57 10 21 046 13 157 32
Thure guén 3 686 12 20 0,37 3470 T 28 035 5 752 14
U ympha khdng Hodglkin 3 516 13 1.9 0,34 221 12 18 021 10 581 28
Mo va hé thdn kinh 2 823 14 1.6 0.25 243 1" 20 022 9 849 24
M, kKhoang miéng 2 449 15 1.4 0.24 1278 14 11 o012 G T42 18
Ha hong 23714 16 13 023 1236 15 10 011 4 818 11
Than 2 248 17 1.2 021 1112 18 0,93 010 6 580 186
Thanh gquan 2188 18 1.2 021 1233 16 1.0 a1 6 403 16
Bang quang 1872 19 1.1 019 1 004 19 0,84 008 5785 14
Budng nimg 1534 20 0,85 027 1003 20 0,84 019 4 203 1.0

Globocan 2022,



Ty |1é sdng 5 nam theo giai doan ta

I Tai chd (52%)
Chi nam tai l&p niém
mac

1 Localized (34%)
Gidi han tai vi tri
nguyén phat

10 Regional (7%)
Di can hach

j Distant (4%)
Di can xa

™ Unknown (3%)
Khoéng xac dinh

% Case

SEER 18 2008-2014, All Races, Both Sexes by SEER Summary Stage 2000.
1. National Cancer Institute. SEER stat fact sheets: bladder cancer. http://seer.cancer.gov/statfacts/html/urinb.html. Accessed April 25, 2018.
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In situ

46%

Localized
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Regional

Distant | Unstaged

Giai doan
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PIEU TRI TOAN THAN
UNG THU BIEU MO PUONG TIET NIEU



Diéu tri toan than Ung thw biéu mé dwdong niéu trwdc 2016

Giai doan Diéu tri Diéu tri bwéc 1 Buwdrc tiép theo
khong xam lan Tan b6 tro' va bd tro Giai doan di cin Giai doan di cin

Khéng diéu tri toan than
Gem + cisplatin A-MVAC (cisplatin)
Gem + cisplatin

A-MVAC (cisplatin)
or

Gem + carbo

/ Cisplatin \

ORR 50% to 60%;
median OS: 15 mos; = Paclitaxel
1-yr OS: 60% = Docetaxel
Carboplatin = Vinflunine*

ORR: 36%;
median OS: 9 mos; ORR: 12% median; OS: 7 mos;
\ 1-yr OS: 37% / *1-yr OS: 26%
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Cap nhat Guidelines NCCN Version 04.2024

Mational . . . L
comprehensive NCCN Guidelines Version 4.2024 HEGNTEE:SEGIPE; r':?edrﬁ:;
D e Bladder Cancer 1 Sonients

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage V)

Preferred regimens
* Pembrolizumab and enfortumab vedotin-ej

Other recommended regimens
« Gemcitabine and cisplatin® (category 1) followed by avelumab maintenance therapy (category 1]"-“:1
* Nivolumab, gemcitabine, and cisplatin (category 1) followed by nivolumab maintenance l:hlrlpy“ (category 1)

Useful under certain circumstances
* DDMVAC with grnwﬂl factor support |l:atagnr1r 1 lz-“ followed by avelumab maintenance therapy {:amgnw 1]"-13

Preferred regimens
* Pembrolizumab and enfortumalb wdnﬁn-nifv”-” (category 1)

Other recommended regimens
* Gemcitabine and ca rh:}platin"ﬁ followed by avelumab maintenance therapy (category 1 l“-”

Useful under certain circumstances
* Gemcitabine ™
» Gemcitabine and paclitaxel!?
* [fosfamide, doxorubicin, and ge mcitabine?! (for patients with good kidney function and good performance
status)
Pembrolizumab?? (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not eligible for any platinum-containing chemotherapy)
» Atezolizumab2? (only for patients whose tumors express PD-L1P or who are not eligible for any platinum-
t:nntaining chemotherapy I'EEIH"EH of PD-L1 expression) :catagnry 2B)
VN-RCC-00003




Cap nhat Guidelines NCCN Version 04.2024

National s
comprehensive NCCN Guidelines Version 4.2024 NCCN Guidelines Index
NCCN el Bladder Cancer f Contents

PRINCIPLES OF SYSTEMIC THERAPY

fnr Lm:lll _Advlnud or Illltutltu: Disecase Etl

Preferred regimen Other recommended regimens
* Pembrolizumab (category 1 pﬂst-plaﬁrlum!“ * Paclitaxel”* or docetaxel
» Gemcitabine1®

* Pembrolizumab and enfortumab vedotin-ejfv (category IE]-"'I|I
Alternative preferred regimens Useful in certain circumstances based on nnnr medical therapy
* Immune chu:kpnlnt inhibitor * [fosfamide, doxorubicin, arld gemcitabine®s
» Nivolumab?s * Gemcitabine and pa::lltaul
» Avelumab2827 *» Gemcitabine and cisplatin?
+ Erdafitinibd28 » DDMVAC with growth factor support®
» Enfortumab vedotin-ejfv®29
Second-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage V) [post-checkpoint inhibitor
Participation in clinical trials of new agents is recommended.
Preferred regimens for cisplatin ineligible, | Other recommended Eqimans
chemotherapy naive + Paclitaxel or docetaxel
» Enfortumab vedotin-gjfv<® +» Gemcitabine 18
. Gamcluhlnl and carboplatin
+ Erdafitinib%
Preferred regimens for cisplatin eligible, Useful in certain circumstances based on prior medical thera
chemotherapy naive + [fosfamide, doxorubicin, lnd gemcitabine
+ Gemcitabine and :lsplann" * Gammhhmu and p:clltanl
« DDMVAC wrth growth factor suppnrti
+ Erdafitinib®:

VN-RCC-00003



HIEU QUA PEMBROLIZUMAB TRONG UNG THU’
BIEU MO DUONG TIET NIEU



Pembrolizumab kich hoat dap rng mién dich chdng khai u

Té bao T gay : . ..
doc te bao : Té bao khoi u

« Pembrolizumab 1a mét khang thé don dong duwgc nhan héa co tac dung ngdn chan sy tuong tac gitta PD-1 va cac phdi tir
clia nd, PD-L1 va PD-L2?
+  Pembrolizumab giai phdng sy (rc ché dap rng mién dich qua trung gian PD-1, bao gdm dap (rng mién dich chéng khdi u?

«  Mac du cé tdc dung Ién té bao khdi u nhung diéu nay ciling c6 thé dnh huédng dén céc té bao khde manh binh thuéng?

MHC = phtrc hgp twong thich mé chinh; PD-1 = thu thé chét theo chwong trinh-1; PD-L1 = phéi t&r chét theo chwong trinh-1; PD-L2 = phéi t& chét theo chwong trinh-2; TCR = Thu thé té bao T.
1. Hwéng dan st dung thubc— Bo Y Té. No: 10498e/QLD-DK, 09/05/2024 2. Pardoll DM. Nat Rev Cancer. 2012;12(4):252—-264.



Chi dinh Pembrolizumab trong diéu tri UTBMPDTN tién trién

m

Pembrolizumab don tri
ong du dieu kien de dung

BN co6 PD-L1 CPS=210 ky hoéa tri liéu co chira platin bat ké
tinh trang PD-L1.

Ngwoi Ion khong da diéu kién dé
dung hoa tri lieu co chira cisplatin

Pembrolizumab don tri

Ngudi I&n da diéu tri trwd'c bang
hda tri liéu co chira platin




Chi dinh Pembrolizumab trong diéu tri UTBMPDTN tién trién
KN 052

m

Pembrolizumab do'n tri
ong du dieu kien de dung

BN co6 PD-L1 CPS=210 ky hoéa tri liéu co chira platin bat ké
tinh trang PD-L1.

Ngwoi Ion khong da diéu kién dé
dung hoa tri lieu co chira cisplatin

Pembrolizumab don tri

Ngudi I&n da diéu tri trwd'c bang
héda tri liéu co chira platin




KEYNOTE-052: Nghién ct*ru pha 2 Pembrolizumab diéu tri
1L UTBMPDTN tién trién tai cho hoac di cin & nguoi lén

khong du diéu kién diéu tri véi hda tri liéu cé cisplatin



Pinh nghia “cis - ineligible” trong cac thir nghiém lam sang

Tiéu chuan phan loai bénh nhan mac ung thu biéu moé dudng niéu di cdn trong sang loc doi
twong trong cac nghién ciru duoc cho la khong phu hgp véi phac d6 héa tri dwa trén Platinum*

= WHO or ECOG PS > 2 or Karnofsky PS 60% to 70%

creatinine clearance < 60 mL/min

= CTCAE v4 grade > 2 mat strc nghe khi do bang thinh lyc ké

= CTCAE v4 grade > 2 Ddc tinh than kinh ngoai vi

= NYHA: Suy tim d6 3

*> 1 C6 tir mot dau hiéu tré 1én xép vao nhém Platinum Ineligible.

Galsky MD, et al. J Clin Oncol. 2011;29:2432-2438.



KEYNOTE-052: Diéu tri bwéc 1 Pembrolizumab trén BN Ung thw biéu mé dwérng niéu
khong dung nap Cisplatin.

Pembrolizumab

Tiép tuc diéu tri dén

24 thang

Xac dinh bénh tién trién
Khéng dung nap doc tinh
BN tw xin rut khdi NC

Tiéu chuan tuyén bénh 200 mg Q3W
N=370

« UT biéu md dwdng niéu tién xa
« Chuwa diéu tri hoa tri trwde do . . .
« ECOG PS 0-2 Mau sinh thiet dworc lay trwéc

« Khéng dung nap cisplatin: khi dieu tri

— CrCl <60 mL/min
_ ECOG PS 2 Tiéu chi nghién ctru chinh: ORR va DOR ] ’
_ Grade 22 bién ching tk ngoai vi Ti’éu ch_i’dénb gia Ak.héc: PFS, OS,msafe’Ey; x.éc dinh dié‘m c’;ét !DD-L1
ho3c méat kha ning nghe Danh gia khac: Méi twong quan gitra cac biomarker va dap ng
e o Thei diém phan tich: March 9, 2017
— NYHA: Suy tim do lll e . ,
« Trung vi thoi gian theo dbi: 9.5 thang (range, 0.1-23 months)

CrCl = creatinine clearance; DOR = duration of response; ECOG PS = Eastern Cooperative Oncology Group performance status; NYHA = New York Heart Association; ORR = overall response rate; OS = overall survival; PD = progressive disease; PD-L1 = programmed death ligand
1; PFS = progression-free survival; Q3W = every 3 weeks.

1. O’'Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.



KEYNOTE-052: Nghién ctru pha 2

* KEYNOTE-052 nghién clru pha 2 nhéan ma, da trung tam vé hiéu qua pembrolizumab & bénh
nhan ung thw biéu mé dwdng tiét niéu khdong da diéu kién dé dung héa tri liéu c6 chira cisplatin

Nhirng ly do khéng du diéu kién dé dung héa tri liéu c6 chira cisplatin trong s6 370 bénh nhan

ca ECOG PS 2 Bénh than kinh

ECOG CrCl ban dau : ) Méat thinh giac o o
. va baseline CrCl Caa N Suy tim dé Il ngoai bién
PS 2 <60 mL/min <60 mL/min tr d6 2 tré I1én tir d0 2 tré Ién
".‘I & "."a G ) “’
32% 50% 9% 9%

1L = first line; CrCl = creatinine clearance; EQOG PS = Eastern Cooperative Oncology Group performance status; KN = KEYNOTE;
1. KEYTRUDA Théng tin sn phdm — B8 Y Té. No: 14944/QLD-DK, 29/08/2019
2. Balar AV et al. Lancet Oncol. 2017;18(11):1483-1492.



KEYNOTE-052: Dac diém bénh nhan

Pac diém

Tuéi trung binh 74 (34-94) Diéu tri hoa tri bo trg/tan bo tro 36 (10)

<65 tudi 68 (18) c6 chira platinum truée dé

265 tudi 302 (82) Ly do khéng du diéu kién dung hoa

Nam gié [ 286 (77) ] tri c6 chira cisplatin
ECOG PS ECOG PS 2 120 (32)
- 80 (22) ROi loan chirc nang than 182 (49)
1 133 (36) ECOG PS 2 va rdi loan chi*c nang than 35 (10)
2 156 (42) Ly do khac 33 (9)

Vi tri u nguyéen phat

Pudng tiét niéu trén (niéu 69 (19)

quan/khung chau than)

Pudng tiét niéu duwdi (bang 300 (81)

quang/niéu dao)

Vi tri di can, n (%) [ 315085 |

Chi ¢6 hach bach huyét 51 (14)

L
Di can tang 315 (85) 1 L

1.Balar, Arjun V., et al. "First-line pembrolizumab in cisplatin-ineligible patients with locally advanced and unresectable or metastatic urothelial cancer (KEYNOTE-052). a multicentre,
single-arm, phase 2 study.” The Lancet Oncology 18.11 (2017): 1483-1492.



KEYNOTE-052: Cap nhat 5 nam: Ti lé dap *ng

Ti l& dap ng khach quan chung 1a 28.9%, ti 1& nay gap déi & bénh nhan c6 CPS 210: 47.3%

100 Best

8 Response All Patients CPS210 CPS <10

- n (%) N =370 n=110 n=251
2 80
@ CR 35 (9.5) 23(20.9)  10(4.0)
@
g 60 PR 72(19.5) 29 (26.4) 42 (16.7)
Q
o SD 67 (18.1)  22(20.0) 44(17.5)
© 40
> PD 155(41.9) 30(27.3) 121(48.2)
Q
§- 20 NA? 32(8.6) 6 (5.5) 25(10.0)

NE® 9(2.4) 0(0) 9(3.6)
0 All CP3210 CPS<10
N =370 n=110 n= 251
*Mo available postbaseline imaging data. ®"Had postbaseline imaging, and best objective response was determined to be NE by RECIST v1.1. Data cutoff: September 26, 2020.

Data cutoff: Sep 26,2020
Cl = confidence interval; ORR = overall response rate; RECIST = Response Evaluation Criteria In Solid Tumors.1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract

4502.



Thoi gian dap ong

Trung vi thoi gian dap wng 33.4 thang
O nhém bénh nhan cé CPS 210 1a NR sau 5 nam

100 - 100 -
90— 90 ~
80— 80—
o S
3= 70 = o 70=- |~ 57.7%
< » 34.4%
[
EBO— §.60- | l\ Ly LIm 1ml 111 J
g | : L
@ 50— | x 50 | |
p | | £ ' l
£ 40— | I = 40 = I |
= | ' = | |
£ 30— | : £ 30=- | | L1 11 L
% : | Median (range), months E I : Median (range), months
£ 20— ! I ® 20— | | ’
e 10 I Overall | 33.4(1.4+ to 60.7+) o 10 | CPS>10 | NR
| | i CPS<10 |  21.2 (1.6+ to 59.7+)
M | |
0 1 | I | | I | | | | 1 0 I | 1 | | | | | I I |
0 6 12 18 24 30 36 42 48 54 60 66 0O 6 12 18 24 30 36 42 48 54 60 66
Months Months
No. atrisk Mo. at risk
107 85 65 54 42 398 3N 29 17 7 1 0 52 41 35 25 20 20 19 18 12 c 1 0
Data cutoff: September 26, 2020. 52 41 28 26 19 16 11 10 5 2 0 0

Data cutoff: Sep 26, 2020..1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.



KEYNOTE-052: Cap nhat 5 nam OS

Trung vi OS la 11.3 thang, ti 1€ OS sau 4 nam la 19%
O nhém bénh nhan cé CPS cao (CPS =10), ti I8 OS 2 nam gan 50%

100 E Median, months
100, - Events. n Median, months - | vents, n (95% CI)
\ ’ (95% ClI) 90 |, CPS 210 75 18.5 (12.2-28.5)
90— \ Overall 305 11.3 (9.7-13.1) \ CPS <10 221 9.7 (7.6-11.5)
| 80 |\
80— '\k
e \ 5 70~
— \ s —
S g0 £ 60
£ \ -
e \ 3 50 -
S 50— \ (7}
7] \ —
£ 40+ S\ 31.5% éE‘“"
.y
& 30- T 21% o 30= | |
R -
20 -~ : : T L:_Lmh | 20=- | |
l
10 | | | 104 i |
0 I | | 0 | | I
G T r o r o r o r | | | | | | | L | |
0 6 12 18 24 30 36 42 48 54 6 0 6 12 18 24 30 36 42 48 54 60 66
) Months Months
No. at risk .
370 247 173 138 115 92 80 71 64 34 & No. at risk

110 83 66 85 4 38 36

51 31 19
231 158 103 7 60 a7 38 32 30 14 =
1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.



KEYNOTE-052: Cap nhat 5 nam OS theo dap rng khach quan

Toan bd nhdm bénh nhan cd CR va 2/3 bénh nhan c6 PR dat OS trong 2 nam dau

Co6 88% bénh nhan CR va hon 40% bénh nha

Overall Survival, %

n PR duy tri OS sau 4 nam

— 94.1% 88.0%
100 50.0% 417%
90 = : !
|
80 — i i
70 — ! i
I
0 — : = i
|
50 — | , |
| |
40 — : i |
| |
30 — | | |
20 Events, n Median, mon’fhs (95% CI) : I
— |
0 Overall CR 8 NR ! |
Overall PR 45 35.9 (2?.:5-53.7} : i
|
0 I T T T I I T T ] T 1
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
ag 34 1 28 19 2

72

e
Data cutoff: September 26, 2020.

41

Data cutoff: Sep 26,2020

Cl = confidence interval; ORR = overall response rate; RECIST = Response Evaluation Criteria In Solid Tumors.1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract

4502.



Kich thuwdc khdi u thay doi so véi ban dau

100
80 ” "> ” ” A
58% BN c6 giam kich thwéc khoi u

60
2
.gg 40
0 +20% Tumor
w 20
© Increase
m
= 0
o
L; 20 -30% Tumor
g’ Reduction
©
£
(&)

-100

Data cutoff: Sep 26, 2020. Assessed per RECIST v1.1 by central imaging vendor review. Includes patients who received 21 dose of pembrolizumab, had a baseline scan with
measurable disease per RECIST v1.1, and a postbaseline assessment (n=332).
RECIST = Response Evaluation Criteria In Solid Tumors.1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.



Kich thuwéc khdi u thay doi so véi ban dau theo CPS
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*Patients with measurable disease at baseline and 21 postbaseline measurement (n = 103 [CPS =10], n =152 [CPS <10]). Data cutoff. September 26, 2020.
Data cutoff: Sep 26, 2020..1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.



Phan tich dwdi nhém vé ty Ié dap irng khach quan

Overall

PD-L1 CPS <10 —o

PD-L1 CPS 210

Age <65

ECOG 0/1

ECOG 2

Lymph Node Only

|
|
|
|
|
|
|
|
|
|
|
Age 265 —o
|
|
|
|
|
|
|
|
|
|

Visceral Disease ——

o
1. O’'Donnell PH, et al. Presented at ASCO 2017; Abstract 4502. ORR, /0



Bién co bat loi

Bién co bat Igi dong nhat v&i cac bao céo trwde do
Bién co bat lgi thworng gap nhat 1a mét maéi (18.1%)

e TRAES With >5% PembrolizumabN = 370

n (%) N =370 Incidence Any Grade  Grade 3-5
Any-grade AE 361 (37.6) Pruritis 68 (18.4) 3(0.8)
Any-grade TRAE? 249 (67.3) )

Fatigue 67 (18.1) 9(2.4)
Grade 3-5 TRAE 78(21.1)

Rash 45(12.2) 2 (0.5)
Serious TRAE 43 (11.6)

Decreased appetite 40 (10.8) 2 (0.5)
Death due to TRAEP 1(0.3)
Discontinued® because of a 35 (9.5) Hypothyroidism 37(10.0) 0(0)
TRAE ’

Diarrhea 34 (9.2) 4(11)
Discontinued because of a 16 (4.3)
serious TRAE ' Nausea 32 (8.6) 1(0.3)

“Determined by investigator to be related to pembrolizumab. =1 death from treatment-related myositis. “Study medication withdrawn. Data cutoff. September 26, 2020.

Data cutoff: Sep 26, 2020. Assessed per RECIST v1.1 by central imaging vendor review. Includes patients who received 21 dose of pembrolizumab, had a baseline scan with
measurable disease per RECIST v1.1, and a postbaseline assessment (n=332).
RECIST = Response Evaluation Criteria In Solid Tumors.1. O’Donnell PH, et al. Presented at ASCO 2017; Abstract 4502.
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KEYNOTE-052: K&t luan

= Piéu trj bwdc 1 v&i Pembrolizumab chirng minh ¢6 y nghia 1am sang vé hiéu quéa
Mot lieu phap méi khang u & nhirng bénh nhan ung thw dwdng niéu tién trién khéng du diéu kién diéu
mang lai hiéu qua tri hod tri co chira cisplatin, dac biét hiéu qua trén nhédm bénh nhan cé biéu hién
PD-L1 CPS cao

OS kéo dai tren nhém: Toan bd nhém bénh nhan cé CR va 2/3 bénh nhan c6 PR dat OS trong 2 ndm dau
BN c6 dap rng Cb 88% bénh nhan CR va hon 40% bénh nhan PR duy tri OS sau 4 nam

Ti Ié dap wng khach quan chung Ia 28.9%, ti 1& nay gap déi & bénh nhan co
Dap &’'’ng manh meé CPS 210: 47.3%
bi

p
va bén Trung vi thoi gian dap wng 33.4 thang
O nhém bénh nhan c¢6 CPS 210 Ia NR sau 5 nam

ORR = overall response rate

1. KEYTRUDA Théng tin san phdm —Bo Y Té
2. Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.



KEYNOTE-045: Nghién ctru pha 3 cua Pembrolizumab cho
diéu tri bwdc 2 & bénh nhan UTBMDTN tién trién hoac

di cin d3 that bai v&i diéu tri trwdc d6 bang platinum

Bellmunt, J., De Wit, R., Vaughn, D.J., Fradet, Y., Lee, J.L., Fong, L., Vogelzang, N.J., Climent, M.A., Petrylak, D.P., Choueiri, T.K. and Necchi, A., 2017. Pembrolizumab as second-line therapy for advanced
urothelial carcinoma. New England Journal of Medicine, 376(11), pp.1015-1026.



KEYNOTE-045: Thiét ké nghién ciru

Thiét ké nghién ctru: nghién ctu pha 3 da trung tdm, ngau nhién, nhan mé

Tiéu chi bénh nhan du

dieu kién tham gia NC
*Ung thw biéu md dwong tiét niéu
Bénh tién trién sau 1-2 bwdc diéu tri
hoa tri c6 chira platinum hoac tai phat
trong 12 thang sau khi hoan thanh
diéu tri hod tri chira platinum phau
thuat

*ECOG PS 0-2

Danh gia biomarker cho mau khéi u

+ Tiéu chi nghién ctru chinh: OS va PFS

N=542

Truyén TM
pembrolizumab
200 mg mdi 3 tuan
200 mg (n=270)

Paclitaxel 175 mg/m2
moi 3 tuan

Hoac
Docetaxel 75 mg/m2
méi 3 tuan
Hoac
Vinflunine 320 mg/m2
méi 3 tuan
(N=272)

+ Tiéu chi danh gia khac: ORR va DOR, tinh an toan

CPS =Combined proportion score.

1. Bellmunt, Joaquim, et al. "Pembrolizumab as second-line therapy for advanced urothelial carcinoma." New England Journal of

Medicine 376.11 (2017): 1015-1026.

Dieu tri lién tuc cho
dén khi bénh tién
trién hoac doc tinh
khong thé chap nhan
dwoc hoac diéu tri
dén khi 24 thang




Dac diém bénh nhan

Pembrolizumab Chemotherapy®

200 mg moi 3 tuan

Pic diém bénh nhan
Intention-to-treat (ITT) Population?

n (%), (N=270)

n (%), (N=272)

Tudi trung binh 67 (29-88) 65 (26-84)
265 tudi 165 (61.1) 147 (54.0)
Nam gioi 200 (74.1) 202 (74.3)
ECOG PS 21 145 (53.7) 162 (59.6)
Di can tang, s& BN/tbng BN (%) 240/269 (89.2) 233/271 (86.0)
Di can gan, s6 BN/tébng BN (%) 91/270 (33.7) 95/271 (35.1)
U nguyén phat & duéng tiét niéu dudi (bladder or urethra) 232/270 (85.9) 234/271 (86.3)
U nguyén phat & duéng tiét niéu trén (renal pelvis or ureter) 38 (14.1) 37 (13.6)
D4 diéu tri trwdc day
Tan bb tro hoac bb tro 31 (11.5) 53 (19.5)
Budc 1 183 (67.8) 157 (67.7)
Budc 2 55 (20.4) 60 (22.1)
SHgéB';\lt/f‘g:;éB‘f\l”(%z)”g dieu tri trroc day <3 thang 103/269 (38.3) 104/271 (38.4)
Diéu tri cisplatin trwérc do 198 (73.3) 213 (78.3)
Diéu tri carboplatin trué'c dé 70 (25.9) 56 (20.6)
Diéu tri trwdc d6 véi oxaliplatin hodc nedaplatin 1(0.4) 2(0.7)

aThe ITT population included all the patients who underwent randomization.?
bChemotherapy: paclitaxel, docetaxel, or vinflunine.

ECOG PS = Eastern Cooperative Oncology Group performance status;

1. Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.
2 Rellmiint 1 et al Qtunnlementary Annendix to° N Fnal | Med 2017:-R7A6(111015—1026 doi*10 1056/NE IMoa1R812RKR




KEYNOTE-045: OS ¢ toan bo bénh nhan

= OS cao hon & nhém Pembrolizumab so v&i nhém hoa tri’

100
2 Nghién cwru
80 | ngwng s&m:
70 ba dat tiéu
| 10.3 months chi chinh OS'
60 (95% Cl, 8.0~11.8)
2
= %0 8 < Median
> 1
S 40 7.4 months
3 i (95% Cl, 6.1-8.3)
= 30 |
o
(<]
C>) 20
10
0 | | | ! | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24
No. at risk Time, months
270 226 194 169 147 131 87 54 27 13 4 0 0
272 232 171 138 109 89 55 27 14 3 0 0 0

Graph adapted with permission from Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.
1. Bellmunt, Joaquim, et al. "Pembrolizumab as second-line therapy for advanced urothelial carcinoma." New England Journal of Medicine 376.11 (2017): 1015-1026.



KEYNOTE-045 Cap nhat 5 nam: OS ¢ toan bo bénh nhan

Trung vi OS & nhém s&r dung Pembrolizumab Ia 10.1 thang vs 7.2 thang & nhom s dung Hoa tri
Ti lé %0OS Pembrolizumab & thoi diém 3 nam gan gap déi Hoa tri (20.7% vs 11.0%)

Median (95% ClI),
= Events,n  months _ HR (95% CI)
B Pembrolizumab 2247270 10.1{8.0-12.3) 0.71 (0.59-0.86)

Chemotherapy 2300272 7.2(6.1-8.0)

2 Giam gan 30%
'g nguy co tw
c vong SO V@i
U, L Y V 4 =
= 20.7% Hda tri sau 5
e 11.0% =
g nam
\M%_\
0 4 8 12 16 20 24 28 32 36 40 44 48 52 5% 60 64 68
Months

No. at risk

270 165 148 116 G838 80 69 64 58 §2 49 44 42 41 38 27 " 0

272 173 109 73 59 42 35 29 27 26 25 25 24 24 23 15 © 0

. Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.
2. Bellmunt J et al. Supplementary Appendix to: N Engl J Med. 2017;376(11):1015-1026. doi:10.1056/NEJMoa1613683.



KEYNOTE-045 Cap nhat 5 nam: PFS & toan bo bénh nhan

Ti 1&8 %PFS Pembrolizumab & th&i diém 12 thang gan gap déi Hoa tri (19.2% vs 10.9%)

Madian (95% CI),
Events, n months HR [95% CI)
A Pembrolizumab 2447270  2.1(2.0-2.2) 0.95 (0.79-1.14)

Chemothermpy 241272  3.3(24-1.5)

—
[

Progression-Free Survival,

| | T T T |
24 ZB 32 36 40 44 48 52 56 G0 B4 GBE
Months

MNo. a1 risk
i) 91 66 4% 45 40 33 30 28 2% 23 21 18 153 1w 51 o
2T 98 4 24 17 M & ¢ T ¥ T T & & & 2 1 0

.1 Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.
2. Bellmunt J et al. Supplementary Appendix to: N Engl J Med. 2017;376(11):1015-1026. doi:10.1056/NEJM0al613683.



KEYNOTE-045 Cap nhat 5 nam: Phan tich OS phan nhom

Pembrolizumab mang lai lgi ich hon so véi Hoa tri & tat cd phan nhdm bénh nhan Ung thw biéu
mo duwong tiét niéu trong KN-045, dac biét trén nhdm bén nhan cé CPS cao

— N
454/542
Ase
<65 years 2071230
265 years 2471312
Prior platinum therapy
Cisplatin 3400413
Carboplatin 111126
Liver metastases
Present 169/186
Not present 285356
Hemoglobin
210 gldL 363444
<10 g'dL 8387
Time from most
recent chemotherapy
23 months 276/385
<3 months 178207
ECOG PS
Oor1 439526
2 67

Bellmunt KN 045 ASCO 2021

wr s co [ I v

0.71 (0.59-0.86)

0.64 (0.48-0.86)
0.83 (0.64-1.08)

0.71 (0.57-0.89)
0.71(047-1.07)

0.76 (0.55-1.04)
0.70(0.55-0.89)

0.70 (0.56-0.86)
0.71(0451.13)

0.68(0.53-0.87)
0.78 (0.57-1.06)

0.72 (0.59-0.87)
0.25(0.03-243)

0 1 2 3
Favors Favors
Pembrolizumad Chemotherapy
Estimated HR

Overall
Visceral disease

Lymph node only
Visceral cisease
Risk score

PD-L1 CPS
210
<10

Histology
Transitional cell

Mixed transitional/
nontransiional

Chemotherapy choice
Padiitaxel
Docetaxel
Vinflunine

454/542

4485
410v476

71/99
157/194
132/146

132/164
310/362

325385
127/155

300/350
288/350
297/353

HR (95% C1) _

0.71(0.59-0.88)

0.45(0.22-092)
0.74 (0.61-0.9)

0.80(0.50-1.28)
0.74 (0.53-1.02)
0.73(0.51-1.07)

0.59 (0.40-0.86
0.77 (0.61-0.97)

0.77 (0.62-0.97)
063(043-092)

0.70(0.53-0.91)
0.78 (0.59-1.04)
0.68 (0.52-0.90)

.-

T

2

-

Favors Favors

Pembrolizumab Chemotherapy

Estimated HR



KEYNOTE-045 Cap nhat 5 nam: Dap rng khach quan

Ti lé dap &ng khach quan @ nhém Pembrolizumab [a 21.9% vs 11.0% ¢ nhdm Hda tri, voi
CR gan 3 Ian nhdm hda tri

|_ 10.0% CR

21.9% ORR"

(95% CI, 17.1-27.3) I

11.9% PR 11.0% OR
(95% C1,7.6-154) 8 1% PR
Pembrolizumab Chemotherapy®
200 mg Q3W (n=272)
(n=270)

.1 Bellmunt J etal. N Engl J Med. 2017;376(11):1015-1026.

ORR, % (95% Cl)

CR
PR
SD
PD
NA?
NE®

2. Bellmunt J et al. Supplementary Appendix to: N Engl J Med. 2017;376(11):1015-1026. doi:10.1056/NEJMo0a1613683.

Pembrolizumab Chemotherapy
ITT
n=270 n=272
21.9 (171-27.3) 11.0 (76-15.4)

27 (10.0) 8(2.9)
32(11.9) 22 (81)
47 (174) 92 (33.8)
129 (47.8) 90 (33.1)
31 (11.5) 51 (18.8)

4 (15) 9(3.3)



KEYNOTE-045 Cap nhat 5 nam: Tho'i gian dap wng

Trung vi thoi gian dap wng & nhém Pembrolizumab 1a 29.7 thang, gap gan 7 lan
so voi nhom Hoa tri S el
Responders, n months
Pembrolizumab 59 29.7 (1.6+ to 60.5+)
hemotherapy 30 44 (14+to 63.1+)

Remaining in Response, %

12 16 20 24 2

No. at risk
59 55 44 37 33 32 28 26 23 21 19 17 12 7 4 2 0 0
30 21 6 5 5 5 4 4 4 4 4 4 4 3 2 1 0 0

.1 Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.
2. Bellmunt J et al. Supplementary Appendix to: N Engl J Med. 2017;376(11):1015-1026. doi:10.1056/NEJMo0a1613683.



KEYNOTE-045: Phan &rng bat loi

Pembrofzumab Chematherapy = Nhirng bién co lién quan diéu tri d('_j‘ 3, 4,
N=266 N=155 hoac 5 it gap hon & nhom diéu tri
_ Pembrolizumab so v&i nhom diéu tri hoa
Exposure, median range 35mo (003-200) 15mo (003142 tri (15.0% so v&i 49.4% bénh nhan),
Tesmnt lted AE, n (4 162(609 230902 cung nhw ngwng dieu tri lien quan den
f \ thudc (5.6% so voi 11.0%)
Grade 35 0/150) 126(194)
SerioLs 17(10]) 570224
Discontinuation 15(54) 18(110)
e —————]
Grate 1 414

Table from Bellmunt, Joaquim, et al. "Pembrolizumab as second-line therapy for advanced urothelial carcinoma." New England Journal of Medicine 376.11 (2017): 1015-1026.1. Bellmunt,
Joaquim, et al. "Pembrolizumab as second-line therapy for advanced urothelial carcinoma." New England Journal of Medicine 376.11 (2017): 1015-1026.



KEYNOTE-045: Bién c6 bat loi lién quan diéu trij ti l1é > 10%

Do
30 - 1-2 3-5
E = 7
25 o Pembrolizumab . %
% 7 e %
- Hoa tri . %
X
o~ 20 A 7
o .
)
: —_ L
8" w 7
§ 10 ~ .
5 _
7 7
O - %Od* ‘\G‘,b* O\X&é e('\\'b
\eede\“ QQ{\QOQ&\(\ WO (K
GRS

1. Bellmunt, Joaquim, et al. "Pembrolizumab as second-line therapy for advanced urothelial carcinoma." New England Journal of Medicine 376.11 (2017): 1015-1026.



KEYNOTE-045 Cap nhat 5 nam: Bién c6 bat loi

* Bién c6 bat loi ddng nhat v&i cac bao cdo trudc dé
> Ti & bién cd bat loi & moi dd va & dd 3-5 & nhdm Pembrolizumab < Héa tri

Pembrolizumab Chemotherapy?
n=266 n=255

Treatment-related adverse events, (%) Any Grade | Grade 3-5°¢| Any Grade | Grade 3-5°
Any 62.0 16.5 90.6 50.2
Pruritus 19.5 3.1
Fatigue 13.9 27.8
Nausea 11.3 24.3
Decreased appetite 9.4 16.9
Diarrhea 9.0 12.9
Asthenia 6.4 14.1
Anemia 3.0 0.8 25.1 9.4
Constipation 2.6 204
Peripheral sensory neuropathy 0.8 11.0
Neutrophil count decreased 0.4 0.4 14.5 12.2
Peripheral neuropathy 0.4 10.6
Neutropenia 0 0 15.7 13.7
Alopecia 0 37.6



KEYNOTE-045: Két luan

®
+ 0S kéo da :
o

i J ) %PFs gép dei

b

ap trng manh me
a bi

P
bén

ORR = overall response rate

1. KEYTRUDA Théng tin san phdm —Bo Y Té
2. Bellmunt J et al. N Engl J Med. 2017;376(11):1015-1026.

Nghién ctru pha 3 dau tién diéu tri khang PD-1 chirng minh OS kéo dai &
nhém Pembrolizumab so véi Héa tri

Giam gan 30% nguy co’ tir vong so v&i Héa tri sau 5 nam (HR = 0.71, 0.59 - 0.86)
Ti 1é sdng con nhém Pembrolizumab & th&i diém 3 ndm gan gap doi Hoéa tri
(20.7% vs 11.0%)

Ti 1é %PFS Pembrolizumab & th&i diém 12 thang gan gap doi Héa tri
(19.2% vs 10.9%)

Ti lIé dap wng khach quan (3’ nhém Pembrolizumab la 21.9% vs 11.0% &
nhém Héa tri, v&i CR gan 3 1an nhém héa trj (10% vs 2.9%)

Trung vi th&i gian dap wng & nhém Pembrolizumab 1a 29.7 thang, gap gan
7 1an so v&i nhém Héa tri

[KNoas
2L



Ca lam sang

* BN nam SN 1950
08/2023: BN tiéu ra mau, khdong diéu tri
05/2024: bi tiéu, nhap BV Nguyén Tri Phuong,
Piéu trj: Noi soi cat d6t buwdu bang quang 25/04/2024,
GPB (BV NTP) Carcinbm niéu mac dang nhu, do ac cao, xam nhap
Diéu tri:
Bom hda chat bang quang bang Doxorubicin 10mg x 4 lan
7/2024: Phat hién ton thwong phbi BVUB:
Diéu trj ti€p theo ?

Diéu trj ti€p theo




Ca lam sang

-Gemcitabine x 3 chu ky

-CT Scan bung (10/2024) Theo d&i k bang quang thAm nhiém m®& xung quanh.
Hach bung chdu di cdn. N6t nho gan hai thuy chua rd ban chat, kha nang nang.
Ton thuong phoi hai bén theo ddi di can. Hach trén don, hdm ¢, c6 sau bén trai
va hach trung that di can .

-Danh gia : PD (phoi, bang quang)
-Thé trang khéng phu hop diéu trj vdi Platinium

-> Pembrolizumab ?

-> Paclitaxel ?



Ca lam sang

-Gemcitabine x 3 chu ky

-CT Scan bung (10/2024) Theo d&i k bang quang thAm nhiém m®& xung quanh.
Hach bung chdu di cdn. N6t nho gan hai thuy chua rd ban chat, kha nang nang.
Ton thuong phdi hai bén theo ddi di can. Hach trén don, hdm ¢, c6 sau bén trai
va hach trung that di can .

-Danh gid : PD (phoi, bang quang)
-Thé trang khéng phu hop diéu trj vdi Platinium

-> Pembrolizumab
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