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Tai Viét Nam, UTBQ dirng thir 19 vé ty & mac méi,
voli 2000 ca moi ham

Incidence, Mortalig and Prevalence by cancer site

New cases Deaths S-year prevalence
Cancer Number Rank (%) Cum.risk Number Rank (%) Cum.risk Number Prop. (per 100 000)
Breast 24 563 1 13.6 4.1 10 008 4 8.3 16 72617 146.6
Liver 24 502 2 13.6 24 23333 1 19.4 23 3319 335
Lung 24 426 3 13.5 25 22 597 2 18.8 23 34 477 34.8
Colorectum 16 835 4 9.3 1.7 8 454 5 7.0 0.80 46 140 46.6
Stomach 16 277 5 9.0 1.6 13 264 3 11.0 1.3 25 458 25.7
Thyroid 6 122 6 34 0.51 858 21 0.71 0.08 19813 20.0
Prostate 5875 7 33 1.3 2800 9 23 0.32 12 411 251
Leukaemia 5789 8 3.2 0.49 4330 6 36 0.38 17 099 17.3
MNasopharynx 5613 9 31 0.52 3453 8 29 0.34 16 007 16.2
Corpus uteri 4 953 10 2.7 0.93 1374 13 1.1 0.25 16 639 336
Cervix uteri 4612 1 26 0.80 2571 10 21 0.46 13157 26.6
Oesophagus 3 686 12 2.0 0.37 3470 7 29 0.35 5752 5.8
NHL 3516 13 1.9 0.34 2211 12 1.8 0.21 10 591 10.7
Brain CNS 2829 14 1.6 0.25 2431 1 2.0 0.22 9849 10.0
Lip, oral cavity 2 449 15 1.4 0.24 1279 14 1.1 0.12 6742 6.8
Hypopharynx 2374 16 13 0.23 1236 15 1.0 0.11 4618 a7
Kidney 2246 17 1.2 0.21 1112 18 0.93 0.10 6580 6.7
Larynx 2 186 18 1.2 0.21 1233 16 1.0 0.1 6403 6.5
19| Blacder 1972 19 1.1 0.19 1004 19 084 0.09 5785 5.9
Ovary 1534 20 0.85 0.27 1003 20 0.84 0.19 4293 8.7
Pancreas 1251 21 0.69 0.12 1226 17 1.0 0.12 1414 1.4
Prnnhanm Tnn 2 naa nn7 279 22 n a4 nna 1047 1a
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Thong ké tai Bénh vién Chg Ray

Ung thu bang quang
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Ty lé séng con trong UTBQ giam dan theo tién trién bénh

Ty l& s6ng con 5 ndm giam dan khi khéi u bang quang tién trién va xam lan xa hon: NMIBC ¢4 tién lugng
tot nhat nhung nguy co cao sé tai phat va tién trién thanh MIBC

STAGE
Patients with NMIBC have favourable
9 NMIBC MIBC Metastatic outcomes, with 10 year-survival of 70-85%?2
I-ll_J » The rate was found to be much higher
é 95.8% for low-grade disease
-
S
S 69.5% There is a high risk of recurrence after transurethral
% resection in NMIBC patients:3
»
° - o
I.|>J 47.3% 15-61% after 1 year
2 . 24_780
'<7. 36.3% 31-78% after 5 years
-
w
[
°<‘ Up to 17% of NMIBC tumours progress to MIBC
- 4.6% tumours after 1 year, and up to 45% after 5 years?
1) I
In situ Localised Regional Distant Unstaged

MIBC=muscle invasive bladder cancer; NMIBC=non-muscle-invasive bladder cancer.

1. Cancer of the Urinary Bladder (Invasive and In Situ). Available at: https://seer.cancer.gov/archive/csr/1975_2016/results_merged/sect_27_urinary_bladder.pdf. (Accessed November 2021); 2. Diagnosis and
treatment of non-muscle invasive bladder cancer: AUA/SUQO guideline. Available at: http://www.auanet.org/guidelines/non-muscle-invasive-bladder-cancer-(aua/suo-joint-guideline-2016). (Accessed November 2021);
3. Van der Heijden AG, Witjes JA. Eur Urol Suppl. 2009;8:556—-562.



CHAN DOAN UNG THU BANG QUANG



Phan l&n bénh nhan UTBQ di kham lan dau véi triéu chirng tiéu mau

Ti€u mau la triéu ching khdi phat thudng gap nhat, xuat hién & khoang 80% bénh nhan ung thu bang quang. Mot s6

bénh nhan cé thé xuat hién triéu chirng réi loan ti€u tién nhu' ti€u gat budt, ti€u nhiéu lan, tiéu dém.

» NAEIT(;'L"YZED HAEMOLYZED SMALL MODERATE LARGE
TRACE TRACE + ++ +4+

g . . . Other symptoms associated with the initial tumour may include:1:2
. . . » Changes in bladder habits (increased frequency, urgency of urination)

* Pain orirritation during urination

+ Nocturnal urination (increased frequency)
80% 20%

Symptoms of advanced/metastatic disease may also include:*2
+ Pain due to obstruction of upper urinary tract
* Inability to urinate

Visible haematuria

Non-visible haematuria

« Pain in the lower back on one side

UTI symptoms * Appetite and weight loss
+ Feeling tired / weak
Bladder storage symptoms: + Oedema in the feet
Frequency, urgency and dysuria * Bone pain

1. Bladder Cancer Early Detection, Diagnosis, and Staging. Available at: https://www.cancer.org/content/dam/CRC/PDF/Public/8559.00.pdf. (Accessed November 2021); 2. Smith A, et al. Chapter 83: Bladder Cancer. In: Niederhuber
JE, et al (eds). Abeloff’s Clinical Oncology. 5th ed. Philadelphia, PA: Elsevier; 2014



Hwéng dan quoc té khuyén nghi str dung nhiéu phwong phap

N

chan doan xac dinh loai ung thw, giai doan va do mé hoc

ESMO guidance' NCCN guidance? AUA/SUO guidance?

 History and physical examination + History and physical examination - Cystoscopic examination
+ Cystoscopic evaluation » Office cystoscopy » Visual resection of the bladder
 Urine cytology  Consider cytology tumor
« Blood work « Abdominal/pelvic CT or MRI before * Urinary tract imaging
» Upper urinary tract imaging TURBT » Prostatic urethral biopsies and
» Metastatic workup in patients with » Imaging of upper tract collecting upper tract imaging in patients with
high risk of metastases system a history
- Additional staging workup of NMIBC with normal cystoscopy

- Complete blood count and positive cytology

» Chemistry profile including alkaline
phosphatase

» Chestimaging
» Bone scan if symptoms of bone
metastasis

AUA=American Urological Association; CT=computed tomography; ESMO=European Society of Medical Oncology; MRI=magnetic resonance imaging; NCCN=National Comprehensive Cancer Network; NMIBC=non-muscle-
invasive bladder cancer; SUO=Society of Urologic Oncology; TURBT=transurethral resection of bladder tumour.

1. Ann Oncol. 2022;33(3):244-258; 2. NCCN bladder cancer guidelines 2025;

3. Holzbeierlein JM, Bixler BR, Buckley DI, Chang SS, Holmes R, James AC, Kirkby E, McKiernan JM, Schuckman AK. Diagnosis and Treatment of Non-Muscle Invasive Bladder Cancer: AUA/SUO Guideline: 2024
Amendment. J Urol. 2024 Apr;211(4):533-538. doi: 10.1097/JU.0000000000003846. Epub 2024 Jan 24. Erratum in: J Urol. 2024 Dec;212(6):936. doi: 10.1097/JU.0000000000004251. PMID: 38265030.



Patient Identification and Diagnosis

Sau khi khai thac triéu chirng va yéu t6 nguy cag, BN dugc tham kham lam sang, xét nghiém
nudc ti€u, ndi soi bang quang va chan doan hinh anh dudng niéu trén dé xac dinh chan doan.

a. History: Symptoms and risk factors

b. Examination

c. Urinary tests: Microscopy and cytology

d. Bladder: Flexible cystoscopy

l e. Upper tracts: USS/CT/other
Bladder

£ /’
Ao 4—”‘/, '.'
L)

Cystoscope

WA




NOi soi bang quang

Tiéu chuan vang trong chan doan UTBQ, giup phan loai giai doan xam lan cta khéi u

High grade, non-muscle, invasive  High grade, muscle invasive

Low grade, non-muscle, invasive

1. Bladder Cancer Early Detection, Diagnosis, and Staging. Available at: https://www.cancer.org/content/dam/CRC/PDF/Public/8559.00.pdf. (Accessed November 2021); 2. Smith A, et al. Chapter 83: Bladder Cancer. In: Niederhuber
JE, et al (eds). Abeloff’s Clinical Oncology. 5th ed. Philadelphia, PA: Elsevier; 2014



Phan loai giai doan UTBQ

Ung thu bang quang dugc phan loai dua trén mirc do xadm lan vao céac ldp thanh bang quang va vi tri khdi phat

trong hé tiét niéu.

Phan giai doan va d6 mo hoc ctia khoi u sé gitp tién lugng bénh va lwa chon diéu tri - rat quan trong trong UTBQ

NMIBC"2

Position in bladder wall:

Urothelial layer (mucosa) -

a specialised epithelial layer
consisting of a range of different
cell types

Lamina propria —

a suburothelial layer which
separates the urothelium and
muscularis propria

Ureters
I ,;:'.’...‘ |
J.Q ' '
- W Muscularis
" Propria
Lamina (L P
Propria (e
o, :?.._ Serosa /
Urothelial —— a8 adventitia
layer(mucosa)$°‘ {. O >
Adjacent
’ organs
Urethra \Z

Adapted from Duran N, ) Braz Chem Soc 2018°

MBC=metastatic bladder cancer; MIBC, muscle-invasive bladder cancer; NMIBC=non-muscle-invasive bladder cancer

MIBC:2

Position in bladder wall:

Muscularis propria —
also known as the detrusor muscle,
consists of three layers

Position in bladder wall:

Serosa / adventitia —

a thin layer of connective tissue that
covers the bladder adjacent to the
peritoneal layer of the abdominal
wall

1. Whatis bladder cancer? Available at: https://www.cancer.org/cancer/bladder-cancer/about/what-is-bladder-cancer.html(Accessed June 2022); 2. Duran N, Favaro WJ. J Braz Chem Soc 2018;29(5):973-981. 3. Stage
IV bladder cancer. Available at: https://www.texasoncology.com/types-of-cancer/bladder-cancer/stage-iv-bladder-cancer. (Accessed June 2021); 4. Bolla SR, et al. StatPearls Publishing; 2022 Jan-. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK540963/. (Accessed June 2022)
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Phan do mo hoc

Urothelial

Squamous differentiation
Glandular differentiation

Micropapillary

Microcystic
Plasmacytoid/signet ring
Small cell/neuroendocrine
Sarcomatoid/carcinosarcoma
Lymphepithelioma-like

Giant Cell
Lipid-rich

Clear cell
Nested

Non-urothelial

Urachal carcinoma

Pure adneocarcinoma
(enteric, mucinous)

Pure squamous cell

Pure sarcomas

Lymphoma

Melanoma

Metastases

1. Barkin J, et al. Can J Urol. 2014;21 Suppl 2:55-63; 2. NCCN Bladder Cancer Guidelines. V3 2024. Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed May 2024.



Phan nhém nguy co

70-75% 25-30%
Recurrence
Metastasis

->

. Progression

~
Low grade NMI BC High grade NMIBC Muscle invasive ’.\.)

50%+ Recurrence

5% Progression

90-95% 5yr Survival =70% 5yr survival

~50% Syr survival

17 Image developed by speaker
BC=bladder cancer; NMI=non-muscle invasive; yr=year.



Piéu tri UTBQ khong xam lan co’



NMIBC la thé bénh thuwdng gap nhat tai thoi diém chan doan UTBQ

NMIBC chiém t&i 70-80% cac truong hop UTBQ, trong dé: 60% la Ta, 30% la T1, 10% la Tis

70-75% 25-30%
Recurrence

Metastasis

> >

Progression

vk

I 1 LI . .
Low grade NMI BC High grade NMIBC Muscle invasive
30%

50% pA

50%+ Recurrence >70% Recurrence

5% Progression 25-75% Progression

90-95% 5yr Survival ~70% 5yr survival ~50% Syr survival

19
Marko Babjuk. European Urology 76 (2019) 639 - 657



Phan nhom nguy co NMIBC
_ [AUAdefinition”  |EAU2022definition® | IBCGdefinition®

Low risk * Papillary urothelial neoplasm of low malignant potential * A primary, single, Ta or T1 low-grade / Grade 1 tumor <3 cm in » Solitary, primary low-grade Ta <3
* Low-grade urothelial carcinoma diameter without CIS in a patient <70 years cm
* Taand <3 cm and solitary * AprimaryTa low-grade / Grade 1 tumor without CIS with

<1 additional clinical risk factor®

Intermediate risk * Low-grade urothelial carcinoma e Patients without CIS who are not included in either the low-, high-  * Multiple and/ or recurrent
* T1or>3cm or multifocal or recurrence within , or very high-risk groups low-grade Ta
1year * Taand<3cm and solitary

* High-grade urothelial carcinoma
e Taand<=3cm and solitary

High risk * High-grade urothelial carcinoma e AUT1 high grade / Grade 3 without CIS, EXCEPT those included in = T1, any high-grade tumors
* CISorT1or>3cm or multifocal the very high-risk group and/ or CIS
¢ HG Ta, >3cm, or multifocal * ALl CIS patients, EXCEPT those included in the very high-risk
* Any very high-risk features group
* BCG unresponsive * Talowgrade/ Grade 2 or T1 Grade 1, no CIS with all 3 risk factors
* Variant histologies * Tahigh grade / Grade 3 or T1 low grade, no CIS with at least
* Lymphovascularinvasion 2 risk factors
* Prostatic urethralinvasion * T1 Grade 2 no CIS with at least 1 risk factor

Very high risk

* Tahigh grade / Grade 3 and CIS with all 3 risk factors

* T1 Grade 2 and CIS with at least 2 risk factors

* T1 high grade / Grade 3 and CIS with at least 1 risk factor
* T1 high grade / Grade 3 no CIS with all 3 risk factors

“NCCN Clinical Practice Guidelines for NMIBC also utilize the AUA risk stratification definitions; fage >70, multiple papillary tumors, tumor diameter 23 cm.
AUA, American Urological Association; BCG, Bacillus Calmette-Guérin; CIS, carcinoma in situ; EAU, European Association of Neurology; IBCG, International Bladder Cancer Group;
NCCN, National Comprehensive Cancer Network; NMIBC, non-muscle-invasive bladder cancer.
1.Changs, et al. J Urol 2016;196:1021-1029; 2. EAU. Non-muscle-invasive Bladder Cancer guidelines. https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer.
20 Accessed October 6, 2022; 3. Kamat A, et al. J Clin Oncol2016;34:1935—-1944.


https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer
https://uroweb.org/guidelines/non-muscle-invasive-bladder-cancer

Piéu tri UTBQ khong xam lan co

MANAGEMENT PER NMIBC RISK GROUP

AUA RISK INITIAL MANAGEMENT FOLLOW-UP
GROUP

(BL-2)

Low = Surveillance® -

Intravesical therapyP:9 « Cytology positive
(preferrad} . Imy;(i mgyn ative —=BL
oscapy negative -

Intermediate
Su rveillance

Cystectomy (preferred)

Bacillus eatures BCGP maintenance
= Sy
uérin
. . BCGP (category 1, preferred) preterre IS
(BCG) naive No very-high- ' . Group and
risk foatures — o stactom > Cystoscopy positive —>| FF0CR 2
. y y ;
High accordingly
Cystectomy” (preferred)
of
Unresponsive Intravesical chemotherapyP

or
or H i 5
BCG intolerant Pembrollzumab{selact patients)

| BCG

Nadnfaraqena ﬁ;adannvac-vncg

(select patients) # Pembrolizumab may be considered for the treatment of
patients with BCG-unresponsive, high-risk NMIBC with
apanqum alfa inbakicept- CIS (with or without papillary) tumors (category 2A) or
min + BCGY (select patients) with BCG-unresponsive, high-risk NMIBC with high-grade

papillary Ta/T1 only tumors without CIS (category 2B) who
are ineligible for or have elecled not to undergo cystectomy.
n Lymphovascular invasion, prostatic urethral involvement of tumor, subtype histology (eg. micropapillary, 'Madofaragene firadenovec-vncg may be considered for the

plasmacytoid, sarcomatoid). treatment of patients with BCG-unresponsive, high-risk,
0 Should consider single perioperative instillation of intravesical chemotherapy at time of TURBT. NMIBC with CIS (with or without papillary) (category 2A) or
P Principles of Instillation Therapy (BL-F). with BCG-unresponsive, high-risk, NMIBC with high-grade
9 Options for intravesical therapy for intermediate-risk disease include BCG and chemotherapy; should papillary Ta/T1 only tumors without CIS (category 2B8).
consider BCG availability in decision-making. U Nogapendekin alfa inbakicept-pmin in combination with
"'If not a cystectomy candidate, and recurrence is high-grade ¢Ta or ¢T1, consider concurrent BCG may be considered for the treatment of patients with
chemoradiotherapy (category 2B for cTa, category 2A for cT1) or a clinical trial. See Principles of BCG-unresponsive, high-risk NMIBC with CIS (with or
Systemic Therapy (BL-G 5 of 7). without papillary) tumors.

1
NCCN V1.2025



Piéu tri ban dau NMIBC: Phau thuat cat khéi u bang quang qua niéu dao
(TURBT)

TURBT vira dworc sir dung dé chan dodn va danh gia giai doan bénh, déng thoi cling 1a phuwong phap diéu trj ban
dau dé loai bo cac khdi u bang quang nhin thay duoc.

Transurethral Resection of Bladder Tumour (TURBT)

* AUA, EAU, ESMO and NCCN guidelines recommend TURBT
as the first treatment for bladder cancers'® Resectoscope Bladder

* TURBT can completely eradicate most NMIBC tumours that are papillary
in nature?

o These are easily removed by cutting across their narrow stalk or
base using endoscopy?

* Avresectoscope, a thin, tube-like instrument is used for the procedure and
has a small loop of wire at the end to remove visible tissue or tumours®’

* TURBT can be performed repeatedly with minimal risk
to the patient®

o There is <10% risk of infection or injury to the bladder, and both
are easily correctable®

Tumour removed in pieces

AUA=American Urological Association; EAU= European Association of Urology; ESMO=European Society of Medical Oncology; NCCN=National Comprehensive Cancer Network;

NMIBC=non-muscle invasive bladder cancer; TURBT=transurethral resection of bladder tumour.

1. Medscape.Transurethral Resection of Bladder Tumours. Available at: https://emedicine.medscape.com/article/1951622-overview#al. Accessed March 2024; 2. Chang SS, et al. J Urol. 2016;196(4):1021-1029;

3. Alfred Witjes J, et al. Eur Urol. 2017;71(3):462—-475; 4. Babjuk M, et al. Eur Urol 2017;7(3):447-461; 5. NCCN Clinical Practice Guidelines in Oncology. Bladder Cancer. V3. 2023; 6. Powles T, et al. Ann Oncol. 2022;33(3):
244-258; 7. National Cancer Institute. Available at: https://www.cancer.gov/publications/dictionaries/cancer-terms/def/resectoscope. Accessed March 2024; 8. Bladder Cancer Advocacy Network. Transurethral Resection of a
Bladder Tumour (TURBT) Procedure. Available at: https://bcan.org/bladder-cancer-turbt/. Accessed March 2024.



Sau TURBT ban dau, héa tri bang quang (IVT) la diéu tri tiéu
chuan ti€p theo

IVT — truyén hda tri dang long truec ti€p vao bang quang qua 6ng théng mém dat qua niéu dao — gitp lam giam
dang ké nguy co tai phat cla khéi u bang quang

INTRAVESICAL CHEMOTHERAPY

* Should be given within 24 hours of TURBT*. A single dose of given within this
timeframe can reduce the frequency of tumour recurrence®?

* Gemcitabine can also be used and is now the preferred regimen recommended by NCCN3

* Intravesical chemotherapy post-TURBT should NOT be given if there is any suspicion of bladder
perforation following the TURBT procedure3*

Key information about IVT:25

* It allows the treatment to target any remaining tumour cells lining the inside of the bladder?3
* |t does not cause any major systemic effects in the body?

* It should be kept in the bladder for up to 2 hours before being passed through urination®

* It may deliver either chemotherapy (mitomycin C / gemcitabine) or BCG depending on the patient’s risk
of disease progression?™

* Some patients with NMIBC also receive adjuvant intravesical chemotherapy, which may follow a second
TURBT procedure3~>

Theo EAU va NCCN: Bé&nh nhan cé nguy co trung binh nén duoc diéu tri bé tro IVT, bén canh d6 BCG ciing 1a mét Iwa chon nén dwoc can nhac



~

BCG IVT la liéu phap mién dich khong dac hiéu, si* dung nhuw diéu
tri bd tro cho NMIBC nguy co trung binh va cao

Ty lé dap irng theo Di¥ liéu do'i thuc

Data from 160 RWE studies on patients with
BCG-naive high-risk NMIBC, receiving

intravesical BCG treatment showed varied .
response rates based on guideline adherence

and side effect tolerance?!

5-year RFS (17-89%), PFS (58—89%) and OS

(28-90%) were low without proper BCG .
schedules or administration?

Although there is no formal statement on the
optimal duration of BCG maintenance

treatment, guidelines suggest 1-3 years!

BCG IVT diéu tri hiéu qua trén

NMIBC giai doan sm

~70% of patients with early stage NMIBC
achieve a complete response with
intravesical BCG treatment, depending on
the risk group and adherence to guidelines?!
However, T1 tumours are associated with
significant rates of recurrence

and progression?

In an RCT, BCG outperformed epirubicin and
interferon-alpha2b, mitomycin C, or epirubicin
alone in preventing tumour recurrence in
intermediate and high-risk NMIBC patients?
However, despite BCG treatment's efficacy,
approximately 30-40% of patients experience
failure, leading to increased risks of recurrence and
progression?

BCG=Bacillus Calmette-Guérin; EAU=European Association of Urology; NICE=National Institute for Health and Care Excellence; NMIBC=non-muscle invasive bladder cancer; OS=overall survival; PFS=progression-free survival;
RFS=recurrence-free survival; SoC=standard of care; T=tumour; TURBT=transurethral resection of bladder tumour.

1. Bedke J, et al. Urol Oncol. 2023;41(12):461-475; 2. Kodera A, et al. Cureus. 2023;15(6):e40962.



~50-70% bénh nhan NMIBC sé that bai diéu tri véi BCG IVT: tai phat trong
vong 2 ndm, va ~20-30% ti€n trién thanh MIBC:2

NMIBC recurrence after BCG can be categorised into BCG refractory, relapsing or . Patients with
BCG relapse may have better outcomes than BCG refractory patients3

BCG refractory tumour? BCG relapsing tumour3
1. T1 G3/HG tumour present at 3 months. Further administration Recurrence of G3/HG tumour after completion
of conservative BCG therapy associated with increased of BCG maintenance, despite an initial response

risk of progression

2. Ta G3/HG tumour present after 3 months and/or at 6 months,
after either re-induction or first course of maintenance

3. CIS (without concomitant papillary tumour) at 3 months and
persists at 6 months after either re-induction or first course
of maintenance

BCG refractory or T1/Ta HG BCG recurrence within
6 months of completion of adequate BCG exposure’
or development of CIS within 12 months of completion

4. If HG tumour appears during BCG maintenance therapy* of adequate BCG exposure

NMIBC khoéng dap (rng véi BCG gan nhw khéng nhan dwoc loi ich tir viéc tiép tuc diéu tri BCG.
Phau thuat cat bang quang toan bé (radical cystectomy) la Iwa chon chuan va wu tién.

BCG=Bacillus Calmette-Guérin; CIS=carcinoma in-situ; G3=Grade 3; HG=high grade; MIBC=muscle invasive bladder cancer; NMIBC=non-muscle invasive bladder cancer.

1. Balar AV, et al. Lancet Oncol. 2021;22:919-930; 2. Aldousari S et all Can Urol Assoc J. 2010;4(1):56-64; 3. European Association of Urology. EAU Guidelines on Non-muscle-invasive Bladder Cancer (TaT1 and CIS). Available at:
https://d56bochluxgnz.cloudfront.net/documents/full-guideline/EAU-Guidelines-on-Non-muscle-Invasive-Bladder-Cancer-2023_2023-03-10-101110_jued.pdf. Accessed March 2024; 4. Balar A et al. Presented at ASCO GU Annual Congress 2019. 14-16 February; San
Francisco, CA. Poster #350; 5. Food and Drug Administration. FDA approves pembrolizumab for BCG-unresponsive, high-risk non-muscle invasive bladder cancer. Available at: https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-
pembrolizumab-bcg-unresponsive-high-risk-non-muscle-invasive-bladder-cancer. Accessed March 2024; 6. Food and Drug Administration.



KEYNOTE-057 investigated pembrolizumab in patients with
high-risk BCG-unresponsive NMIBC unsuitable for radical cystectomy

Phase Il open-label, single-arm, multi-centre study

Pembrolizumab?
200 mg IV Q3W <35
up to 2y or until
recurrence

Patient population:?2

* High-risk NMIBC
unresponsive to BCG

Decline/not eligible
for radical cystectomy

ECOG PS 0-2

R1:1
N=101

Pembrolizumab
/ vibostolimab

/ favezelimab?
200 mg each IV
Q3W <35 up to 2ys

Tissue for biomarker
testing

Adequate organ
function

Outcomes from Cohort A (patients with CIS  papillary tumours):2

Primary
endpoint??

* CRR
* DFS

Key secondary
endpoints'2

* DoR

* Complete response, duration of response and safety summary after 22

years follow-up (n=96)*

- Patients with complete response:* 41%

- No patients progressed to MIBC or metastatic disease on Tx

« Grade 3—-4 TRAEs occurred in 13% of patients; Most common TRAEs were

hyponatremia (3%) and arthralgia (2%)

Patients remaining in CRS2

1004 * Duration of CR, median (range): 16.2 months

30—

90~ (6.7-36.2)
= 80 * 18/39 (46.2%) of responders had a CR duration
g 70+ of 212 months
£ 5o
5
E 40_ 1 11 |

20

10+

0 T T T T T T T I 1

4] 3 é 9 12 1I5 1‘8 21 2‘4 27 30 33 36 39 42
Time since first dose of pembrolizumab (months)

Numberatrisk 39 36 27 18 18 15 13 10 9 8 6 3 2 o o
(numbercensored) (0) (3) (4) (6) (6) (7) (7)) (10) (10) (11) (13) (16) (17) (18) (18)

Ty Ié ddp irng hoan toan chia Cohort A 13 41% tai thoi diém 3 thang

=>» Pembrolizumab dwoc phé duyét cho NMIBC nguy co’ cao, khong
dap wng BCG, c6 CIS * papillary tumours, va khong du diéu
kién/tlr chdi phau thuat

1. Balar A et al. Presented at ASCO GU Annual Congress 2019. 14—16 February; San Francisco, CA. Poster #350; 2.
ClinicalTrials.gov. Study of Pembrolizumab (MK-3475) and Pembrolizumab With Other Investigational Agents in Participants
With High Risk Non-muscle Invasive Bladder Cancer (MK-3475-057/KEYNOTE-057). Available at:
https://clinicaltrials.gov/study/NCT02625961. Accessed March 2024.



Piéu tri UTBQ xam lan co’

Phau thuat, xa tri, hda tri va liéu phap mién dich



MIBC chi€ém khoang ~25% cac ca UTBQ méi chan doan va thuwdng cé tién lwong xau

About 1 in 4 patients are diagnosed with MIBC; 10% to 20% of NMIBC patients will progress to muscle-
invasive disease

70%

Recurrence

o
A

Metdstasis

1 1 | L
Low grade NMI BC High grade NMIBC Muscle invasive

50% 20% 30%

50%+ Recurrence >70% Recurrence

5% Progression 25—-75% Progression

~50% 5yr survival

90-95% 5yr Survival =70% 5yr survival

28
Marko Babjuk. European Urology 76 (2019) 639 — 657
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Phau thuat cat bang quang toan bo (RC) la diéu trij tieu chuan cho
UTBQ xam lan co

Bénh nhan cé du diéu kién sir dung cisplatin: RC duoc thuc hién sau hda tri tdn bo trg.
Bénh nhan khong da diéu kién st dung cisplatin: RC la lwa chon diéu tri chinh.

Treatment Patient selection Clinical outcomes

50% cure with surgery alone, highly dependent on

Radical cystectomy Fit MIBC patients pathologic stage

Blad.der-sparlng Solljcary tumours in dome of bladder Variable, highly dependent on patient selection
partial cystectomy are ideal
Bladder-sparing No CIS, no hydronephrosis, maximal | 65% cure, 55% bladder intact, highly dependent on
chemoradiation TURBT required patient selection
Neoadjuvant 5-10% improvement in overall survival compared to RC
cisplatin-based Cisplatin-eligible MIBC patients °1mp P

alone
chemotherapy
Adjuvant cisplatin- Cisplatin-eligible high-risk post-RC Similar improvement as neoadjuvant treatment, data less
based chemotherapy MIBC patients (pT3-4, N+) robust, many patients not suitable for adjuvant treatment

ClS=carcinoma in situ; MIBC=muscle-invasive bladder cancer; RC=radical cystectomy; SoC=standard of care; TURBT=transurethral resection of bladder tumour
1. Hahn NM. Harrison's Principles of Internal Medicine, 20e. Chapter 82. Cancer of the Bladder and Urinary Tract.



K&t qua phau thuat cat bang quang toan bo phu thudc vao giai

doan bénh

1000% - N+ and EXTRAVESICAL DISEASE matters
00% 88.9% -
80.0% g .
~ 080
70.0% - E
— 064.9% (3 0.70
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a 030 - Extravesical (n=214)
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DISEASE SPECIFIC SURVIVAL ACCORDING TO STAGE

Years from Cystectomy

German series of 1.100 cystectomies. University of Ulm. 1986-2009 American series of 1.054 patients. 1971-1997

Céac bénh nhan MIBC méac du da duoc diéu tj véi phau thuat cat toan bd bang quang, nguy co taisphats van
dang ké va gia tang khi c6 tinh trang u xdm l&n ngoai bang quang hodc cé xuét hién di can hach (micro
metastatic disease)

MIBC: Muscle-Invasive Bladder Cancer




K&t qua phau thuat cat bang quang toan bo phu thudc vao giai
doan bénh
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Years from Cystectomy

The 5- and 10-year recurrence-free survival for patients with organ-confined, lymph node-negative tumors was 92% and 86% for pTO disease, 91%
and 89% for pTis, 79% and 74% for pTa, and 83% and 78% for pT1 tumors, respectively.

Patients with muscle invasive (pT2 and pT3a), lymph node-negative tumors had 89% and 87% and 78% and 76% 5- and 10-year recurrence-free
survival, respectively.

Stein JP et al. Radical Cystectomy in the Treatment of Invasive Bladder Cancer: Long-Term Results in 1,054 Patients. J Clin Oncol. 2023 Aug 1;41(22):3772-3781.



Mot so truwong hop MIBC (nhw can bao ton BQ): Xa tri hoac hoa xa tri
la lwa chon
Radiotherapy alone may have comparable outcomes to chemoradiotherapy in older patients or those with a worse
prognosis*°

Radiotherapy or chemoradiotherapy may be used in selected MIBC patients as follows:-?

For patients suitable
for organ (bladder)
preservation therapy

Patients ineligible
for cystectomy

Patients who do not want As palliation therapy in
to undergo cystectomy patients with advanced
(patient preference) metastatic disease

MIBC=muscle-invasive bladder cancer

1. Bellmunt J, et al. Ann Oncol. 2014;25(Suppl 3):iii40-iii48; 2. NCCN bladder cancer guidelines. V5 2024. Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed
Nov 2024; 3. EAU Guidelines on Muscle-invasive Bladder Cancer https://d56bochluxgnz.cloudfront.net/documents/fullguideline/EAU-Guidelines-on-Muscle-Invasive-and-Metastatic-Bladder-
Cancer-2024.pdf. Accessed October 2024; 4. Yamamoto Y, et al. Adv Radiat Oncol. 2022;7(6):101157. doi:10.1016/j.adro.2022.101157. 5. Gergelis KR, et al. Pract Radiat Oncol. 2020 Sep-

Oct;10(5):e378-€387.



Lwa chon héa tri trong MIBC: Tan bé tro’ va bo tro’

Cac khuyén cdo qudc té: Lua chon liéu phap héa tri tdn bo trg (NAC) cho bénh nhan MIBC dé cai thién két
qua phau thuat cat bé bang quang toan bo

Neoadjuvant Adjuvant
RADICAL

Given pre-surgery to destroy CYSTECTOMY Given post-surgery in cystectomy patients
micro-metastases outside the surgical field' with extensive disease*

MIBC patients who have not received NACT
and have non-organ confined disease at
radical cystectomy may be treated with
adjuvant cisplatin-based chemotherapy?-°

NACT administered prior to radical cystectomy
reduces risk of recurrence from
micrometastases,?and may be more
tolerable than adjuvant chemotherapy?

For cisplatin-ineligible patients, some

Cisplatin-based NACT is the recommended guidelines state that there is insufficient
regimen for MIBC, providing a 5-8% survival evidence for non-cisplat.in tl_'lerapy,?”4 but
benefit vs. no NACT3 others recommend gemcitabine

(+ paclitaxel)®

MIBC=muscleinvasive bladder cancer; NACT=neoadjuvant chemotherapy.

1. Johnson DC, et al. BJU Int. 2014;114(2):221-228; 2. Apolo AB, et al. Urol Oncol. 2012;30(6): 772-780; 3. EAU Guidelines on Muscle-invasive Bladder Cancer.
https://d56bochluxgnz.cloudfront.net/documents/fullguideline/EAU-Guidelines-on-Muscle-Invasive-and- Metastatic-Bladder-Cancer-2024.pdf. Accessed October 2024; 4. AUA Guidelines on Muscle-
invasive Bladder Cancer. Available at: https://www.auanet.org/guidelines/bladder-cancer-non-metastatic-muscle-invasive-guideline Accessed Oct 2024; 5. NCCN bladder cancer guidelines. V5 2022.
Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed Oct 2024.



Héa tri tadn bo tro’ v&i cisplatin La diéu tri tiéu chuan

Systematic Reviews & Meta-analysis (voi 11 TNLS, There are two preferred cisplatin-based NACT
3005 bénh nhan): Hoa tri tdn bé trg véi cisplatin gitp regimens recommended for treatment of MIBC:"-?
tang 5% OS, 9% DFS

E European Urology 48 (2005) 202-206
Urology

Dose-dense
Gemcitabine + methotrexate,

cisplatin (GC) vinblastine, doxorubicin
+ cisplatin (ddMVAC)

Review—Bladder Cancer

Neoadjuvant Chemotherapy in Invasive Bladder Cancer: ﬁhén tich hdi cru cho thdy héa tri tan bé trh
Update of a Systematic Review and Meta-Analysis of phac d6 GC va MVAC c6 hiéu qua twong duong,
Individual Patient Data nhung GC dung nap tot hon.

Tuy nhién, ty & tai phat tich LGy thdp hon & nhém
, _ T MVAC so véi GC & bénh nhan c6 di can hach

Meta-analysis Group, Medical Research Council Clinical Trials Unit, 222 Euston Road, London NW1 2DA, UK ,

Accepted 6 April 2005 du’dng tlnh (LN-lj)'

Available online 21 April 2005 D( liéu cho thay ddMVAC giup giam 25% nguy co

tién trién va giam 20% nguy cd tir vong so Vi

Q/NAC. /

CMV-=cisplatin, methotrexate + vinblastine; ddMVAC=dose-dense methotrexate, vinblastine, doxorubicin and cisplatin; GC=gemcitabine + cisplatin; MIBC=muscle-invasive bladder cancer; MVAC=methotrexate, vinblastine, doxorubicin + cisplatin; NACT=neoadjuvant chemotherapy
1. NCCN bladder cancer guidelines. V5 2024. Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed Nov 2024; 2. EAU Guidelines on Muscle-invasive Bladder Cancer. https://d56bochluxgnz.cloudfront.net/documents/fullguideline/ EAU-Guidelines-
on-Muscle-Invasive-and- Metastatic-Bladder-Cancer-2024.pdf. Accessed Oct 2024. 3. Fairey AS, et al. Urol Oncol. 2013;31(8):1737-1743; 4. Von der Maase H, et al. J Clin Oncol. 2000;18(17):3068-3077. 5. Sternberg C, et al. J Clin Oncol. 2001;19(10):2638-2646

Advanced Bladder Cancer (ABC) Meta-analysis Collaboration



https://d56bochluxqnz.cloudfront.net/documents/fullguideline/

~50% bénh nhan khong du diéu kién st dung cisplatin, khong c6 lwa chon thay
thé trong diéu tri tdn bd tro, tuy nhién, dinh nghia cta viéc khong du diéu kién
hién chwa duo'c chuan héa

Even if patients are eligible, utilization of neoadjuvant
chemotherapy is typically low due to relatively
modest survival outcomes and HCP preference to go
straight to surgery>®

% Around half of patients with MIBC are
G considered cisplatin ineligible or refuse
cisplatin-based therapy'™

Risk factors for cisplatin ineligibility include:

« ECOG performance * Renal impairment (GFR <60 | Patients with MIBC who
status >1 mL/min) 20-40% receive neoadjuvant

 Grade >2 peripheral * Grade >2 audiometric loss chemotherapy~®
neuropathy * NYHA class-lll heart failure

° Neoadjuvant cisplatin-based chemotherapy has a low utilization rate and an unmet need exists in

the neoadjuvant setting

ECOG=Eastern Cooperative Oncology Group; GFR=glomerular filtration rate; MIBC=muscle-invasive bladder cancer; NAC=neoadjuvant chemotherapy; NYHA=New York Heart Association; SoC=standard of care.
1. NCCN Bladder Cancer Guidelines. V3 2024. Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed May 2024; 2. EAU Guidelines on Muscle-invasive and Metastatic Bladder Cancer. Available at:
https://uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer. Accessed May 2024; 3. Patil G, Basu A. Ther Adv Urol. 2022;14:17562872221134389; 4. Galsky MD, et al. Lancet Oncol 2011;12:211-214;

36 5. Roviello G, et al. Front Oncol. 2022;12:912699; 6. Liu W, et al. Minerva Urol Nephrol. 2021;73:144-153.



Mot s6 bénh nhan khdong thé nhan NACT cé thé phu hop véi héa tri bo tro' dé
tranh lam tri hoan RC

Though some evidence supports the benefits of adjuvant chemotherapy after RC in MIBC, it is still
under debate and as such is used infrequently

Overall survival by therapy type and pooled data

Study %
0 ES (85% CI) Wisdght . c .
- A meta-analysis of 9 randomised trials

; suggests adjuvant chemotherapy improves OS
Bono - 0.65 (0.34-1.25) 5.83 d DFS. h the trials included had
Freiha - 0.74 (0.36-153) 861 a_n_ o DRSS WS el In(_: Helziel ng
— S - 0.82(048-130) 127 limitations such as heterogeneity and lack of
Skinner — 4 0.75(0.48-118)  14.22 access to individual patient data
Lenmann N 05T (0.31-1.05) ;‘:‘3:? In an updated analysis of an earlier meta-
Stadler 0 1.11 (045-2.73) ; ] :
- <> 074 (056004 6195 analy3|s, a total of 945 patients from 9 RCTs (5
_ \ previously analysed, 1 updated, and 3 new)
5 —— ; were included
Steger 1 142{0s7-183) 100 The pooled HR for OS across all 9 trials was
Subital (£ % p =) = romleeTE s 0.77 (95% Cl: 0.59-0.99; P=0.049)
Gomeliahing-—dssialin cormbinations: ; For DFS, the pooled HR across 7 trials that
lalian P 129(084-189)  14.83 reported this outcome was 0.66 (95% CI: 0.45-
Spanish e | 0,38 (0.22-0.65) 12.13 091 . P=001 4)
Subtotal (F = 91.8%, p = 0,000) -$— 0.71(021-2.35)  26.96 _
_ , DFS benefit was more pronounced among
Oversll (2 = 46.5%, p = 0.060) =T 0.77 (0.56-100)  100.00 patients with positive nodal involvement

(P=0.010)

NOTE: Weights ane from random-effects analysia. .
T I
Favors adjuvant chemotherapy 1 Favors surgery alone

Cl=confidence interval; DFS=disease-free survival; ES=effect size; HR=hazard ratio; MIBC=muscle-invasive bladder cancer; OS=overall survival; RCT=randomised-controlled trial.
1. Leow JJ, et al. Eur Urol. 2014;66(1):42-54..



Liéu phap mién dich diéu tri MIBC

B6 tro va Tan bo tro




C6 nhiéu nghién ctru diéu tri bo tro véi liéu phap khang PD-L1 trong
MIBC, mac du két qua giira cac thir nghiém con khong thong nhat

] CheckMate 274 IMVigor010° AMIBASSADOR

Nivolumab Atezolizumab Pembrolizumab

Neoadjuvant chemo 43% 48% 64%
use
Presence in lymph

47% 52% 50%
nodes
Upper tract disease 21% 7% 22%
Median DFS, months 20.8 vs. 10.8 19.4 vs. 16.6 29.0vs. 14.0
DFS endpoint met Yes No Yes

° Nivolumab cho thay hiéu qua tich cuc va dwgc phé duyét trong diéu tri bd tro MIBC

DFS=disease-free survival; MIBC=muscle-invasive bladder cancer; PD-L1=programmed death-ligand 1. D{r liéu dén tir cac ngh|én clu cd thiét ké khac nhau, chima ng tinh chat tham khao
1. Bajorin DF, et al. Presented at ASCO Annual Meeting; 17—19 February 2020, Virtual Congress; )

39 2.Bellmunt}J, et al. Lancet Oncol. 2021;22(4):524-537; 3. Apolo AB, et al. J Clin Oncol. 2024;42 (suppl 4; abstr LBA531).



TNLS pha Ill CheckMate 274 danh gia hiéu qua ctua nivolumab so
V@i gid duwo'c trong diéu tri bo tro MIBC, c6 nguy co' tai phat cao

* Adults age 218 years

* Radical surgery within 120 days +
neoadjuvant cisplatin or ineligible
for/declined cisplatin-based
chemotherapy

» Evidence of urothelial cancer at
high risk of recurrence per
pathologic staging

» Disease free by imaging

Nivolumab
240 mg IV Q2W

(n=353)

Placebo
Q2W
(n=356)

Primary endpoints:

DFS
DFS (PD-L1 21%
population)

Secondary endpoints:

0S

NUTRFS

DSS
Safety/tolerability
(exploratory)

DFS=disease-free survival; DSS=disease-specific survival; IV=intravenous; MIBC=muscle-invasive bladder cancer; NACT=neoadjuvant chemotherapy; NUTRFS=non-urothelial tract recurrence-free survival; OS=overall survival; PD-

L1=programmed death-ligand 1; Q2W=every 2 weeks; R=randomisation.

40 1. Bajorin DF, et al. Presented at ASCO Annual Meeting; 17—19 February 2020, Virtual Congress; 2. ClinicalTrials.gov. CheckMate 274. Available at: https://clinicaltrials.gov/study/NCT02632409. Accessed May 2024.



Piéu tri bd tro véi nivolumab gitup kéo dai DFS so véi placebo’

P T Nivolumab showed an acceptable safety

_ 22.0 (18.8-36.9) profile, in line with previous trials
® 10.9 (8.3-15.2)
- HR (95% Cl), 0.71 (0.58-0.86)
&
g 48.4 Nivolumab Placebo
w 45.0 - —
: ‘Mum (n=351) (n=348)
o 1 'l
@ ! (L (L
& i Any Grade TRAE, % 79 56

36 42 48 54 60 66 Grade 3—-4 TRAE, % 18 7

Months
No. at risk

NIVO 353 253 208 177 150 132 113 83 57 43 4

Nivolumab dwgc phé duyét trong diéu tri bd trg MIBC dua trén két qua nghién ciru?3

Nivolumab hién chua dugc phé duyét tai Viét Nam. Vui long tham khao t& thong tin ké toa trudc khi st dung

AE=adverse event; Cl=confidence interval; DFS=disease-free survival; EAU=European Association of Urology; EMA=European Medicines Agency; FDA=U.S. Food and Drug Administration; HR=hazard ratio; Cl=confidence interval;
41 HR=hazard ratio; MIBC=muscle-invasive bladder cancer; NIVO=nivolumab; PBO=placebo; PD-L1=programmed death-ligand 1; NCCN=National Comprehensive Cancer Network; TRAE=treatment-related adverse event.
References in slide notes.
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Tuy nhién, hién van con nhiéu nhu cau chwa dwoc dap rng trong diéu tri

MIBC

50%

Bénh nhan tai phat

hod&c tién trién sau 5

nam phau thuat cat

bd bang quang tan
goc'!?

5-8%

Loi ich sbng con
khiém tén tor NACT +
RC, va it hon mét
ntra s bénh nhan
da diéu kién st dung
cisplatin dwoc diéu
tri bang NACT?23

ICI

Chi dinh ICI b4 tro b
han ché vi loi ich chi
dwgc chirng minh trén
nhom dan sb c6 nguy
co cao + PD-L1 dwong
tinh4-8

Han ché veé OS

Con thiéu két qua séng
con toan bd co y nghia
thdng ké trong nhirng
nghién ctu ICI bd tro
trén nhém bénh MIBC

cis=cisplatin; ICI=immune-checkpoint inhibitor; MIBC=muscle-invasive bladder cancer; NATC=neoadjuvant chemotherapy; OS=overall survival; PD-L1=programmed death-ligand 1;

RC=radical cystectomy.

1. Patel VG, et al. CA CancerJ Clin. 2020;70:404-423; 2. Roviello G, et al. Front Oncol. 2022;12:912699; 3. Liu W, et al. Minerva Urol Nephrol. 2021;73:144-153; 4. Bellmunt J, et al. Lancet Oncol. 2021;22:525-537; 5. Bajorin DF, et al. New Eng J Med.
2021;384:2102-2114; 6. Apolo AB, et al. Abstract LBA531. J Clin Oncol. 2024;42(4_suppl):LBA531. d0i:10.1200/JC0.2024.42.4_suppl.LBA531; 7. Opdivo EMA label. June 2024; 8. Opdivo FDA label. 2022.
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Céac TNLS vé diéu tri bd tro véi liéu phap mién dich, mé ra lwa chon diéu tri
m&i cho bénh nhan nguy co’ cao va khong con liéu phap ho tro’

v Cis-eligible MIBC X Cis-ineligible MIBC
(neoadjuvant/perioperative) (neoadjuvant/perioperative)
NIAGARA! VOLGA>
Phase Ill, durvalumab* + CTx > RC > Phase lll, durvalumab* + enfortumab vedotin
durvalumab* + tremelimumab* > RC - durvalumab* £
tremelimumab?
RENOIIE:865; KEYNOTE-905/EV-3038

Phase Ill, pembrolizumabt + CTx > RC >

pembrolizumabt Phase lll, pembrolizumabt + EV - RC >

pembrolizumabt® + EV

ENERGIZE? PIVOT IO 0097
Phase Ill, nivolumabt + IDO + CTx > RC > Phase lll, nivolumab® + NKTR-214 - RC >
nivolumabt + IDO nivolumabt £+ NKTR-214

KEYNOTE-B154
Phase lll, pembrolizumab® + EV - RC >
pembrolizumabt + EV

° |0 therapies are being assessed in both cis-eligible and cis-ineligible patients to address the

unmet need in the neoadjuvant setting

*PD-L1 inhibitor; TPD-1 inhibitor; $CTLA-4 inhibitor.

CTLA-4=cytotoxic T-lymphocyte antigen 4; EV=enfortumab vedotin; IDO=indoleamine-pyrrole 2,3-dioxygenase; I0=immuno-oncology; MIBC=muscle-invasive bladder cancer; PD-1=programmed cell death protein 1;
PD-L1=programmed death-ligand 1; RC=radical cystectomy; SoC=standard of care.

References are included in the slide notes.

43 Chi dinh ctia Durvalumab chwa dwoc phé duyét trong diéu tri ung thw bang quang tai Viét Nam. Vui ldbng tham khao théng tin ké toa cu thé
cua thudc duoc phé duvét tai Vit Nam tredc khi sty dunag



Cac TNLS KEYNOTE 866, KEYNOTE-B15/EV-304, ENERGIZE con chwa cong bo
két qua

Awaiting results..

Perioperative Enfortumab Vedotin (EV) Plus Pembrolizumab (MK-3475) Versus Neoadjuvant
Chemotherapy for Cisplatin-Eligible Muscle Invasive Bladder Cancer (MIBC) (MK-3475-B15/
KEYNOTE-B15 / EV-304) (KEYNOTE-B15)

ClinicalTrials.gov ID @ NCT04700124 (]

Sponsor © Merck Sharp & Dohme LLC
A Study to Compare Chemotherapy Alone Versus Chemotherapy Plus Nivolumab or Nivolumab and

Information provided by @ Merck Sharp & Dohme LLC (Responsible Party) BMS-986205, Followed by Continued Therapy After Surgery With Nivolumab or Nivolumab and BMS-
Last Update Posted @ 2025-03-25 986205 in Participants With Muscle Invasive Bladder Cancer

ClinicalTrials.gov ID @ NCT03661320

E @ ‘ Sponsor @ Bristol-Myers Squibb

Information provided by @ Bristol-Myers Squibb (Responsible Party)

3 [iobe rtronies 1
. Study Details | Researcher View | No Results Posted | Record History Fastipdats Posted @, 2024:0150

Perioperative Pembrolizumab (MK-3475) Plus Neoadjuvant Chemotherapy Versus Perioperative

E] [E] ‘ Placebo Plus Neoadjuvant Chemotherapy for Cisplatin-eligible Muscle-invasive Bladder Cancer
OR s page (MIBC) (MK-3475-866/KEYNOTE-866) (KEYNOTE-866)
| Results Overview Results Overview ClinicalTrials.gov ID @ NCT03924856

More Information No Study Results Posted on ClinicalTrials.gov for tl- Study Details | Researcher View No Results Posted Rec Sponsor @ Merck Sharp & Dohme LLC

Information provided by O Merck Sharp & Dohme LLC (Responsible Party)

Study results have not been submitted. This may be because the study it

isn't required to submit results, or the sponsor or investigator has reques On this page Last Update Posted @ 20250325
For more information: | Results Overview Resu Its OverV|ew
FDAAA 801 and the Final Rule: Which trials must have results informatio = @ @ [
ications T . v
FDAAA 801 and the Final Rule: Delayed submission of results ir b No Study Results Posted on ClinicalTrial

More Information

Study results have not been submitted. This may be bec
isn't required to submit results, or the sponsor or investi

Study Details l Researcher View No Results Posted

Record History

For more information:

FDAAA 801 and the Final Rule: Which trials must have re
Active, not recruiting 2026-12-23 On this page

FDAAA 801 and the Final Rule: Delayed submission of re .
| Reuits Overview Results Overview

Publications

No Study Results Posted on ClinicalTrials.gov for this Study

More information
Estimated Study results have not been submitted. This may be because the study isn't done, the deadline for submitting results hasn't passed, this study

isn't required 1o submit results, or the sponsor of investigator has requested o received a certification to delay submitting the results.

Active, not recruiting

For more information:
EDAAA 801 and the Final Rule: Which trials must have results information submitted to ClinicalTrials.gov?
ERAAA 801 and the Final Rule: Delayed submission of results information

https://clinicaltrials.gov/study/NCT04700124

https://clinicaltrials.gov/study/NCT03661320

https://clinicaltrials.gov/study/NCT039248567?tab=results
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NIAGARA: Thiét ké nghién ciru’-*

Phase lll, randomised, open-label study of durvalumab plus chemotherapy vs. chemotherapy alone for cis-eligible
patients with MIBC1,2

Neoadjuvant Treatment Adjuvant Treatment

Key Inclusion Criteria®-34

Cisplatin-eligible MIBC (T2-

ECOG PS 0-1
Life expectancy 212 weeks at
randomization

. MFS and disease-specific survival per
investigator assessment or local biopsy

T4aN0/1MO0) ) Arm 1: Durvalumab +
S © s . . Arm 1: Durvalumab
UC or UC with divergent = Gemcitabine + Cisplatin? Monotherapy . 0s
differentiation or histologic 4 — Q3W x 4 cycles E‘ Q4W x 8 cycles . Safety, tolerability, immunogenicity
subtypes _ = n =533 9 «  Proportion of patients who achieve <P2
Evaluated and confirmed for - § (stages TO,Ta, T1 & carcinoma in situ) at
RC _ —> 7 time of cystectomy
(r\‘]rCI of 240 :nL/!mm 8 % +  EFSat24 months
cr?eﬂlc.())t;\?r/:pi/rrgf 'g 2 «  Proportion of patients who undergo
Arm 2: Gemcitabine + Cisplatin? .
immunotherapy for treatment of 2 Q3W x 4 cycles P & Arm 2: No Adjuvant cystectomy
MIBC i n =530 — Treatment « OSatbyears
| - PFS2
1
I
|

Stratification review
. Cinioal umor siage (ToNOve SN0 " Lo
+ Clini mor v
cal tumor stage s . HRQoL

| |
| |
'+ Renal function (CrCl 260 mL/min vs 240-<60 mL/min) !
1« PD-L1 status (high vs low/negative expression) I

aGemcitabine + Cisplatin dosing: CrCl 260 mL/min: cisplatin 70 mg/m2 + gemcitabine 1000 mg/m? Day 1, then gemcitabine 1000 mg/m2 Day 8, Q3W for 4 cycles; CrCl 240—<60 mL/min: Split dose cisplatin 35 mg/m? + gemcitabine
1000 mg/m? Day 1 and 8, Q3W for 4 cycles. PEvaluated by BICR or central pathology review (if a biopsy was required for a suspected new lesion). °Evaluated by blinded central pathology review.

BICR = Blinded Independent Central Review; CrCl = creatinine clearance; DFS = disease-free survival; ECOG PS = European Cooperative Oncology Group performance score; EFS = event-free survival; HRQoL = health-related
quality of life; MFS = metastasis-free survival; MIBC = muscle-invasive bladder cancer; OS = overall survival; pCR = pathologic complete response; PD-L1 = programmed cell death ligand-1; PFS2 = second progression-free

survival; Q3W = every 3 weeks; Q4W = every 4 weeks; RC = radical cystectomy; TNM = Tumor, Node, Metastasis; UC = urothelial carcinoma.
1. Study NCT03732677. ClinicalTrials.gov website. 2. Powles T et al. Poster presented at: ASCO-GU Virtual Meeting; Feb 11-13, 2021. TPS505. 3. Powles T, et al. Presented at: ESMO Congress; September 13-17, 2024;

Barcelona, Spain. Abs#LBA5. 4. Powles T, et al. N Engl J Med. 2024.
Chi dinh cta Durvalumab chwa duwgc phé duyét trong diéu tri ung thw bang quang tai Viét Nam. Vui ldbng tham khao théng tin ké toa cu thé
cua thudc duoc phé duvét tai Viéet Nam trwdc khi sty duna



NIAGARA: K&t qua

EFS
HR, 0.68

04 95% Cl, 0.56-0.82

" %hs S P<0.0001 pCR (I ' )

0.8 -
. OR, 1.60
5] 95% Cl, 1.23-2.08
Eg 0.4- 5 | Nominal P=0.00052

0.2 i i

' ' — Durvalumab arm
0 T 1T 1T 17T i rFrr1ru1ri i rFrrT 17117 17 171 _l'_l (iorlnplarlat?r ;arrln | B G

0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months)

0s

=<
Honleesi 95% 1?;0%20 93 o
1.0 4 24 months % Cl, 0. ; -— 2
P=0.0106 - 37.3% 27.5%
0.8- | (&
. . 2 199/533 146/530
g 6 : [ 75.2% 95% Cl, 33.2-41.6 95% Cl, 23.8-31.6
= : :
'g 0.4 ! |
g ; | Durvalumab arm Comparator arm
0.2 4 1 i
' : — Durvalumab arm " =
g : ! —+  Comparator arm N=333 N=530
1

2 18 24 30 36 42 48 54 60 66
Time from randomisation (months)

N Engl J Med. 2024 Nov 14;391(1):1773-1786.

Chi dinh ctia Durvalumab chwa dwoc phé duyét trong diéu tri ung thw bang quang tai Viét Nam. Vui ldbng tham khao théng tin ké toa cu thé
cua thudc dwoc phé duyét tai Viét Nam trwde khi str dung



NIAGARA: DFS

DFS in patients who underwent RC

.'RC + disease-free
1.0
Phan tich DFS cung c&p goc nhin sau sac 05
hon vé két qua diéu tri 8 nhdm bénh nhan i
2 . = ~ < > N s 06+
trai qua phau thuat cat bo bang quang 2 Durvalnabam®  Comparator arm
~ ~ N g s , ~ ~ 5 N=352 N=337
tan goc. Trong s6 do, c6 469 bénh nhan E 0.4+ DFS events, n (%) 73 (22) 102 (30)
, , o C Y 2 Median DFS NR NR
(88%) 6 nhdm diéu tri bang Durvalumab . 02 (95% C), months (NR-NR) (51.3-NR)
N A~ A > , . i b an HR 0.69
va 441 benh nhan (83%) 0 nhom doi 33;3;;}?,;;‘%” {95% CI) (0.51-0.93); nominal P=0.0143
k¢ 0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
chu’ng. 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
~ >, 0. of patients at ris Time from radical cystectomy (menths)
Ket qua ¢ rl:armrp;:.]'! :::st 33":1 318 312 300 281 282 280 273 268 285 258 258 223 218 212 171 162 180 109 108 B8 65 80 20 14 14 o [i]
° Durvalumab quanh phéu thUét gi':lp Carm 337 332 314 200 294 279 270 283 2583 250 243 230 230 227 185 187 185 149 148 142 111 108 B85 55 50 16 12 12 1 1]
iam 31% nguy co bénh tai phat hoac . . . . .
g, g y e A P R DFES in patients with borderline renal function
tu vong sau khi cat bo bang quang tan Subgroup Catogory N HR 5% O
ofe All patients 669 - — 069 (0.51-0.93)
g Age at randomization <65 years 351 —— 0.77 (0.51-1.16)
* Lgiich DFS quan satthay @ nhém Sox o years o IS e
A A 2 . = Al 2 . Femal 120 . ’ 0.45 (0.18-0.99)
bénh nhan c6 chi’c nang than 0 muc Race bl o = 071 (0451 03)
i : Non-White 202 - 0.77 (0.44-1.36)
blen (CrCl 240_<60 mL/mIn) Tumor stage at baseline T2NO 267 — e 0.85 (0.53-1.38)
>T2NO 422 R — 0.63 (0.43-0.91)
Renal function at baseline CrCl 260 mL/min 575 ——— 0.70 (0.50-0.98)
CrCl 240—<60 mUimin 114 . : 0.71 (0.38-1.29)
PD-L1 expression at baseline High 509 —— 0.71 (0.49-1.01)
Low/negative 180 & i 0.70 (0.41-1.18)
Histology at baseline uc 586 —— 0.76 (0.55-1.05)
Chi dinh cua Durvalumab chwa dwoc phé duyét or hetologic Suptypes o aten 103 . ; 0.45(0.19-0.99)
trong diéu tri ung thw bang quang tai Viét Nam. Vui  jymeh node positive at m’ 6355 | 0.70 f”jg*-%?
long tham khao théng tin ké toa cu thé cla thubc s = A ; :

dwoc phé duyét tai Viét Nam truwdc khi sir dung

Favors durvalumab Favors comparator




International Guidelines — Bladder Cancer

National . . . -

Comprehensive NCCN Guidelines Version 1.2025 NCCN Guidelines Index
IN[e{®)'N Cancer Table of Contents = - -

Notworks Bladder Cancer Discussion EMA Recommends Extending Indications for Durvalumab

PRINCIPLES OF SYSTEMIC THERAPY
Neoadjuvant Chemotherapy (preferred for bladder) Perioperative/Sandwich Therapy
Preferred regimen Preferred regimen
« DDMVAC (dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin) with growth + Gemcitabine + cisplatin + durvalumab prior to i i i i i i
faetor Suport for o6 eyeleoi® cystectomy, then durvalumab after cystectomy® New indication concerns a neoadjuvant and adjuvant treatment of patients
Useful in certain circumstances (for bladder cancer only) (category 1) with muscle invasive bladder cancer
* Gemcitabine and cisplatin for 4 cyclesa"‘
Adjuvant Therapy Date: 17 Jul 2025
No previous platinum-based neoadjuvant therapy (pT3, pT4a, pN+) [ Previous platinum-based neoadjuvant therapy (ypT2-ypT4a or ypN+) Topics: Immunotherapy
Preferred regimen 12 Other recommended regimen Tumor Sites: Urothelial Cancer
« DDMVAC with growth factor support for 3—6 cycles - « Nivolumab®
Other recommended regimens « Pembrolizumab’
* Gemcitabine and cisplatin for 4 cycles3"" Eurupeun
« Nivolumab® Lo
« Pembrolizumab’ Assaciotion
of Uralogy

FDA approves durvalumab for muscle invasive 7.1.5 Summary of evidence and guidelines for neoadjuvant therapy

bladder cancer

On March 28, 2025, the Food and Drug Administration approved durvalumab (Imfinzi,
AstraZeneca) with gemcitabine and cisplatin as neoadjuvant treatment, followed by single
agent durvalumab as adjuvant treatment following radical cystectomy, for adults with

muscle invasive bladder cancer (MIBC).

Full prescribing information for Imfinzi will be posted on Drugs@FDA.

Summary of evidence LE
Neoadjuvant cisplatin-containing combination chemotherapy improves 05 (8% at five years). la
Meoadjuvant treatment may have a major impact on 05 in patients who achieve ypT0 or = ypT2. 2a

Peri-operative durvalumab plus neoadjuvant gemcitabine and cisplatin improves EFS and 0OS compared | 1b
to necadjuvant gemcitabine and cisplatin alone.

Neoadjuvant immunotherapy with checkpoint inhibitors alone has demonstrated promising results.

There are still no reliable tools available to select patients who have a higher probability of benefitting
from MAC. In the future, genomic markers in a personalised medicine setting might facilitate the
selection of patients for NAC and differentiate responders from non-responders.

Chi dinh cGia Durvalumab chwa dwoc phé duyét trong diéu tri ung thw bang quang tai Viét Nam. Vui Iong tham khao théng tin ké toa cu thé

cta thubc duwoc phé duyét tai Viét Nam trwde khi st dung



Quan ly va diéu tri giai doan di can



Khoang 5% cac trwéng hop mac UTBQ duoc phat hién & giai doan tién xa/ di can

T& bao ung thu thudng di can theo dudng mau hodc dudng bach huyét, dan dén cac triéu chirng
nghiém trong tuy thudc vao vi tri di can.

70-75%
25-30%
Recurrence

5

Metastasis

Progression

1 | L
Low grade NMI BC High grade NMIBC Muscle invasive

50% 20% 30%

50%+ Recurrence >70% Recurrence

5% Progression 25—-75% Progression

~50% 5yr survival

90-95% 5yr Survival =70% 5yr survival

51
Marko Babjuk. European Urology 76 (2019) 639 — 657



Cac liéu phap diéu tri toan than dong vai tro chinh trong diéu tri
mUC'-6

Bao gom liéu phap hoa tri va liéu phap mién dich.
Lwa chon diéu tri dworc phan loai dwa trén tinh trang da diéu kién st dung platinum va sé buéc
diéu tri trwdc do.

Chemotherapy 10 therapies
A A
4 N N\
Platinum-based . . . Platinum- .
regimens Non-platinum regimens ineligible Post-platinum

Viéc lwa chon diéu tri budc 1 khéng phu thudc vao diéu kién sir dung hda tri cé chua platinum ctia bénh
nhan.

1L=first line; IO=immuno-oncology; UC=urothelial cancer.

1. NCCN Clinical Practice Guidelines in Oncology. Bladder Cancer. v3.2022; 2. Bellmunt J, et al. Ann Oncol. 2014;25(suppl 3): iii40-iii48; 3. Powles T, et al. Ann Oncol. 2022;33(3):244—-258; 4. Bellmunt J, et al. Cancer Treat Rev.
2017;54:58-67; 5. FDA. FDA approves new, targeted treatment for bladder cancer. Available from: https://www.fda.gov/news-events/press-announcements/fda-approves-new-targeted-treatment-bladder-cancer. Accessed January
2023; 6. EMA. Tecentrig. Available from: https://www.ema.europa.eu/en/medicines/human/EPAR/tecentriqg. Accessed January 2023.
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Luwu do diéu tri ung thu bang quang di can

Diéu tri buwdc 1

Combination therapy-ELIGIBLE
+ (PS5 0-2, GFR = 30ml/min, adequate organ functions)
« (for cisplatin, GFR = 50 ml/min)

Combination-INELIGIBLE

h 4

Enfortumab vedotin (EV) + Pembrolizumab

Later line therapy options

\d
Pre-treated with EV and CPI Pre-treated with platinum +/- CPI Pre-treated with single agent
. - v

h 4
v if PD-L1 positive:
Not eligible for EV (or EV not available): = Atezolizumab
« Pembrolizumab
Platinum/Gemcitabine +
Maintenance Avelumab
ar
Cisplatin/Gemcitabine + h
Nivolumab
Best
ar supportive
Not eligible for CPl: oL
Platinum/Gemcitabine
PD

PD i PD

Later line therapy options

EAU guidelines on Muscle-invasive and Metastatic Bladder Cancer 2024

» Platinum/Gemcitabine

» if FGFR positive: Erdafitinib

» Sacituzumab govitecan

» Single agent chemotherapy
(paclitaxel, docetaxel,
vinflunine)

» Trials

Enfortumab vedotin

if FGFR positive: Erdafitinib
Checkpoint inhibitor
platinum/Gemcitabine
Sacituzumab govitecan
Single agent chemotherapy
(paclitaxel, docetaxel,
vinflunine)

« Trials

» Enfortumab vedaotin

+ If FGFR positive: Erdafitinib

+ Checkpoint inhibitor

« Sacituzumab govitecan

+ Chemotherapy (platinum-
based, paclitaxel, docetaxel,
vinflunine)

« Trials
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én sau hoa tri

2"d line therapy - Tién trié

A Overall Survival KEYNOTE-045 CheckMate-275
100 B
90- Hazard ratio for death, 0.73 (95% Cl, 0.59-0.91) 100 Median overall survival
< P=0.002 90 PD-L1 <1% 5-95 months (95% Cl 4-30-8-08)
_‘;’ 80 80 - PD-L1=21% 11-30 months (95% Cl 8-74 to not reached)
RS £ 704
£ 60 ERE
2 504 10.3 months 2 g
-?f 40- Pembrolizumab % 40 - By, o e
v
2 304 g 304 16.1%
5 207 Chemotherapy 20 —A- PD-L1 <1% (n=143)
10 7.4 months 10 - -6~ PD-L1 21% (n=122)
0 T T T T T T T | T T T | 0 ! | ! I !
0 2 - 6 8 10 12 14 16 18 20 22 24 0 3 6 9 12 15
Months Months since first dose of study drug
. Number at risk
No. at R_'Sk (number censored)
Pembrolizumab 270 226 194 169 147 131 87 54 27 13 4 0 0 PD-L1<1% 143 (0) 101(2) 69 (3) 26 (35) 2 (58) 0(60)
Chemotherapy 272 232 171 138 109 89 55 27 14 3 0 0 O PD-L121% 122(0) 97 (1) 79 (1) 37 (36) 3(67) 0(70)
Pembrolizumab: giam nguy co t&* vong 27% Nivolumab: ti lé dap &’ng 19.6%

1. Bellmunt J et al. N Engl J Med. 2017 March 16;376(11):1015-26 2. Sharma P. et al. The Lancet Oncology. 2017;18(3):312-322
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2"d line therapy - Tién trié

PD-L1 IMvigor210  Atezolizumab
D Intention-to-treat population (n=310)
100 —— Median overall survival, 12-month overall survival
months (95% Cl) % of patients (95% CI)
0_
’ — 1C2/3(n=100) 11.4 (9-0-not estimable) 48% (38-58)
80 — IC1(n=107) 67 (51-88) 30% (20-39)
o — 1C0 (n=103) 65 (4-4-83) 29% (20-39)
704 M
€ cod
Rl o Lo
e
50
2 25%  27%
~
S 40-
S =2 1% 18%
304
1-5% 10%
20+
<1% 9%
104
®®® Censored
0
0 2 4 6 8 10 I 14 16
Number at risk Months
1C2/3 100 92 74 67 58 50 23 2
IC1 107 89 68 58 47 32 10
ICO 103 84 60 49 40 32 14 1

Ti lé dap &'ng 15%

1. Rosenberg JE et al. The Lancet. 2016;387(10031):1909-1920

én sau hoa tri

1stline - ineligible cisplatin

12 month overall
survival,% of

Median overall
survival, months

100+ (95% CI) patients (95% Cl)
—— Al patients (N=119) 159 (10-4-NE) 57% (48-66)
30 —— I€2/3(n=32) 123 (6-0-NE) 52% (35-70)
—— 1C0/1 (n=87) 19-1(9-8-NE) 59% (48-70)

(=}
(=]
|

Overall survival (%)
-
(=]
|

o1 | o |
= 5% 28%
=21% 24%

204 1-5% 21%

<1% 21%

0 I T I T I 1
0 4 8 12 16 20 24

Months

Number at risk
All patients 119 101 89 78 72 67 64 56 41 26 11 2 0
IC23 32 28 24 21 19 18 16 13 10 6
ICof1 87 73 65 57 53 49 48 42 31 20 9 2 0

(]
=]
=]

Ti lé dap &*'ng 23%

2. Balar AV. et al. The Lancet. 2017;389(10064):67-76.



Két luan

Primary treatment is currently radical cystectomy plus neoadjuvant cisplatin-

based chemotherapy

A large unmet need exists as utilization neoadjuvant chemotherapy is low

|0 therapies are currently being assessed in the neoadjuvant setting to
address this unmet need

Perioperative (“Sandwich”) Therapy: Adding Durvalumab to Gemcitabine and
Cisplatin (GemCis) in the perioperative setting has been shown to
improvepCR, EFS and OS (category 1 recommendation/NCCN guidelines)

Chi dinh ctia Durvalumab chwa duwoc phé duyét trong diéu tri ung thw bang quang tai Viét Nam. Vui ldbng tham kh&o thoéng tin ké toa cu thé
cua thudc dwgc phé duyét tai Viét Nam trwwde khi str dung
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