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TOM TAT

Dat van dé: Mélaném da tuy chi chiém mot ti 1é nhd trong ung thw da nhung lai la nguyén nhén géy tir vong hang
d4u & nhém bénh nay. Pembrolizumab da duwoc chap thuén trong diéu tri mélaném da tai Viét Nam tir 2017. Chung téi
thuc hién nghién ctru ndy nham dénh gié hiéu qué lam sang thuc té ciia pembrolizumab trong diéu tri mélaném da tién
xa di can tai Bénh vién Ung Buwou Tp. HCM

DPéi twong, phwong phap: Nghién ctru hbi ciru mé ta loat ca bénh nhan ung thw mélaném da diéu tri béng
pembrolizumab tai khoa Néi Tuyén vu - Tiéu héa - Gan niéu Bénh vién Ung Buéu Thanh phé Hé Chi Minh tir 01/01/2018
dén hét 30/4/2023. Bénh nhan c6 gidi phdu bénh la mélaném da, giai doan tién xa, khéng phéu thuét duoc theo AJCC 8"

Két qua: V6i trung vi thoi gian theo déi 15,63 théang, ti1é bénh nhén dat dap ting hoan toan, dap trng mét phan va
bénh én dinh Ian luot 13 1 (5,6%), 4 (22,2%), 8 (44,4%). O’ nhém dat dap (g khach quan, trung vi thdi gian dap tng
14 9,83 thdng. Nhém bénh nhén st dung pembrolizumab trong diéu tri déu tay cé trung vi séng con toan bé la 15,93
thang va ti 1é séng con toan bo tai thoi diém 1 va 2 nam la 67% va 32,6%. Trung vi séng con khéng bénh tién trién &
nhém nay la 5,4 thang, véi ti 16 bénh khong tién trién tai thoi diém 6 théng, 12 thang la 38% va 30,4%. Phéan tich don
bién cho thdy nhém bénh nhén dat kiém soat bénh cé tién liong séng con toan bé tét hon nhém dénh gia bénh tién
trién. Hau hét céc bién cé bét loi duoc ghi nhdn & do I, bao gém phan (g da (13,64%), mét madi (13,64%), tdng men
gan (9,09%), tiéu I6ng (4,54%), gidm bach céu hat (13,64%) va thiéu mau (9,09%).

Két luan: Nghién ctru nay cho thdy pembrolizumab cé hiéu qua hon hoé chéat gay déc té bao trong diéu tri ddu
tay mélaném da tién xa di c&n. Pembrolizumab dé dung nap va cé thé tao duoc dap tng bén viing, gitp cai thién tién
lwong cudc séng cho bénh nhan.

Ttr khéa: Mélaném da, pembrolizumab, liéu phép mién djch, di liéu doi thuc.

ABSTRACT
PEMBROLIZUMAB UTILIZATION AND OUTCOMES FOR ADVANCED AND METASTATIC CUTANEOUS
MELANOMA

Le Hoang Dinh Nguyen', Phan Thi Hong Duc’, Nguyen Hoang Quy?

Background: Cutaneous melanoma is the leading cause of death among all skin cancer despite its low prevalence.
Pembrolizumab has been approved in Viet Nam for treating advanced and metastatic cutaneous melanoma since
2017. We conduct this research to examine the real - world efficacy and safety profile of pembrolizumab for advanced
and metastatic melanoma at Ho Chi Minh City Oncology Hospital

Methods: Retrospective descriptive study on recurrent, advanced and metastatic cutaneous melanoma patients
who were treated by pembrolizumab at Breast, Gastroenterology, Hepatic and Urology Department in Ho Chi Minh City
oncology hospital since 1/1/2018 to 30/4/2023.
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Results: Median follow - up was 15,63 months, among all patients, 1 (5,6%) achieved complete response, 4
(22,2%) partial response and 8 (44,4%) reached stable disease. Median OS was 15,93 months, Kaplan - Meier 1- year
and 2 - year survival rates were 67% and 32,6%, respectively; and median duration of response was 9,83 months.
Median PFS was 5,4 months, Kaplan - Meier 6 - month and 12 - month progression free survival rates were 38% and
30,4%, respectively. Univariate analysis shows that patient who archieved disease control had better survival rate
than patient who progressed. Most adverse events were grade 1, including skin - related (13,64%), fatigue (13,64%),

transaminitis (9,09%), diarrhea (4,54%), neutropenia (13,64%) and anaemia (9,09%)
Conclusions: This study shows that pembrolizumab is more effective than cytotoxic chemotherapy in the first-

line treatment of advanced and metastatic cutaneous melanoma. Pembrolizumab is well tolerated and can potentially

archieve durable response, which improves the prognosis for patients.

Keywords: Cutaneous melanoma, pembrolizumab, immunotherapy, real - world data.

I. PAT VAN PE

Mélaném da 1a ung thu c6 ganh ning dot bién
khdi budu 16n véi ti 1é dot bién trén mot megabase
DNA gip 15 1an ung thu dai truc trang va gip 4
1an ung thu phoi [1]. Chinh vi thé, liéu phap mién
dich dugc mong cho s€ tao ra nhiing budc tién
dot pha trong diéu tri nhom bénh nay. That vay,
ké tir khi budc sang ky nguyén mién dich, lya
chon diéu tri cling nhu tién lwgng cua bénh nhan
mélandm da tién xa di cin ngay cang dwogc cai
thién. Mé dau vai ipililmumab, mot thude tc ché
CTLA - 4 dugc FDA chap thuan trong diéu tri
mélandém giai doan IV vao nam 2011, va sau do
la pembrolizumab va nivolumab vao nam 2014.
Pembrolizumab 1a mot khang thé don dong khang
PD - 1, tac dong vao su diéu hoa giira té bao T va
té bao tua gai. Bang cach ngin can thy thé PD -
1 gan v6i PD - L1, PD - L2, pembrolizumab tai
hoat hoa lymphd T gy doc té bao dic hiéu theo
khéi u va tai hoat hoa hé mién dich khang u [2].
Trong diéu tri budu dic, két qua tir hai nghién
cuu pha II KN158/164 da ching minh hiéu qua
ctia pembrolizumab trong diéu tri budc 2 trén cac
bénh nhan budu dac cé tinh trang bat 6n dinh vi
v€ tinh (MSI - H/dAMMR), tir d6 md ra hudng
diéu tri m6i cho nhom bénh nay [3, 4].

Tai Viét Nam, pembrolizumab dugc bo y té
chip thuan trong diéu tri mélanom da tién xa
di can tu thang 10/2017. Chung t6i thyc hién
nghién cttu ndy nhim danh gia hidu qua cia
pembrolizumab trong diéu tri mélaném da giai
doan tién xa khong phﬁu thuat duoc tai khoa Noi1
Tuyén vl - Tiéu hoéa - Gan ni¢u Bénh vién Ung
Buéu Tp. HCM

IL. POI TUQONG VA PHUONG PHAP NGHIEN
cUU
2.1. Pbi twong

Dan sb chon mau 12 bénh nhan ung thu mélaném
da diéu tri tai khoa Noi Tuyén vu - Tiéu hoa - Gan
niéu Bénh vién Ung Budu Tp. HCM tur 01/01/2018
dén hét 30/4/2023

Tiéu chuin nhan bénh: Ung thu da nguyén
phat c6 giai phau bénh 12 mélanom. Giai doan
tién xa khong phau thuat dugc hodc di can (IV)
theo AJCC 8™, Giai doan tién xa dugc dinh nghia
la nhom bénh nhéan giai doan III theo AJCC 8®
hodc nhom tai phat (tai chd, tai ving, tai phat di
cin xa) sau diéu tri.

Tiéu chuén loai trir: Bénh nhan khong thu thap
duoc dﬁy du hd so bénh an cua qua trinh diéu tri.
Bénh nhén c6 ung thu khac
2.2. Phuwong phap nghién ciru

Hoi ctru mo ta loat ca

Dt liéu dugc ghi nhan béng bang thu thap sb lidu
dua trén hd so bénh an va phan mém eHospital
2.3. Xir Iy sb liéu

S liéu dugc nhap va xtr bang phan mém SPSS
25.0.

Tinh ty 1& séng con khong bénh tién trién 6 thang
va 12 thang, sdng con toan b 1 nam va 2 nam bang
phuong phap Kaplan - Meier va so sanh cac gia tri
nay bang kiém dinh Log Rank. Ngudng c6 ¥ nghia
thong ké khi p < 0,05 voi do tin cay 95%.

2.4. Van dé y dirc

Pay 1a nghién ctru hdi ciru mé ta, ghi nhan thong
tin tir hd so bénh an, khong can thiép vao qué trinh
chan doan hay diéu tri nén khong vi pham dao duc
nghién ctru.
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II. KET QUA
Tur cac truong hgp mélandm da diéu tri tai Bénh vién Ung Budu Tp. HCM tir 01/01/2018 dén 30/4/2023,
ching t6i thu thap dugc 22 truong hop thoa tiéu chuan chon bénh va tiéu chuan loai trir dé dua vao két qua
nghién ctru. Pac diém dan s nghién ctru dugc thé hién & bang 1
Biang 1: Dic diém dan s nghién ctru

eru:nizv)i tuoi Dan sb chung 53 (24 - 73)
Gisi Nam 15 (68,2%)
(n=22) Nit 7 (31,8%)
ECOG 0 20 (90,9%)
(n=22) 1 2(9,1%)
IIC khong phau thuat dugc 1(4,5%)
fﬁing;ém bénh nhin Tai phat khong phiu thuat duoc 3 (13,6%)
Di can xa 18 (81,8%)
Mla 3 (16,7%)
Phan loai di cin xa MIb 5 (27.8%)
(n=18) Mic 7 (38,9%)
MI1d 3(16,7%)
Giai doan IV tir dAu Co 6(33,3%)
(n=17) Khong 12 (66,7%)
Néng do LDH tai thoi diém Binh thuong 6 27,3%)
chan doan Tang 3(13,6%)
(n=22) Khong 1am 13 (59,1%)

Trong 22 truong hop thoa tiéu chuan nghién ctru, 18 bénh nhan (81,8%) sir dung pembrolizumab & budc
1, 3 bénh nhén (13,6%) & budc 2 va 1 bénh nhan (4,5%) & bude 3. Hidu qua diéu tri va két cuc song con
dugc trinh bay 1an lugt & bang 2 va 3
Bang 2: Dic diém va hiéu qua diéu trj pembrolizumab

Bwéc 1 (n=18) Bwéc 2 (n=3) Bwéc3(n=1)
S5 chu ky 7,6(71 ;;),35 I,S?Iﬂ;:z()),W 1
CR 1 (5,6%) 0 (0%) 0 (0%)
PR 4(22,2%) 0 (0%) 0 (0%)
SD 8 (44,4%) 0 (0%) 0 (0%)
PD 3 (16,7%) 1 (33,3%) 0 (0%)
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Budce 1 (n=18) Budc 2 (n=3) Buéc3(n=1)
Khong danh gia 2 (11,1%) 2 (66,7) 1 (100%)
ORR (CR + PR) 5(27,8%) 0 (0%) 0 (0%)
CBR (CR + PR + SD) 13 (72,2%) 0 (0%) 0 (0%)
. , 9,83+ 0,16
Trung vi DOR (thang) (447 - 1.16)

Bang 3: Két cuc song con & nhom diéu tri
pembrolizumab budc 1

Séng con toan bj (OS)

Trung vi (thang) 15,93+3,9
OS 1 nam (%) 67%
OS 2 nam (%) 32,6%
Mla (thang)
MI1b (thang) 7,43 + 3,34
Mlc (thang) 19,63 + 8,6
M1d (thang) 12,43 + 5,06
S6ng con khong bénh (PFS)
Trung vi (thang) 5,4+ 0,88
PFS 6 thang 38%
PFS 12 thang 30,4%

Béang 4: Anh huong ciia mot so yéu to
dén song con toan bo

Pac diem

Phan tich don bién

LDH mau 0.394
Phan loai di can xa 0.335
Giai doan IV tai thoi

diém chan doan 0.123
CR+PR+SD so v6i PD 0.002
CR + PR so v6i SD + PD 0.106

50

Bang 5: Cac AEs duoc ghi nhan

Pembrolizumab (n = 22)
AEd¢ 3,4 0(0)
Phan tng da 3 (13,64)
bo 1 (%) 3 (13,64)
Mét moi -
Tong cong (%) 3 (13,64)
bo 1 (%) 1(4,54)
Tiéu long -
Tong cong (%) 1(4,54)
i bo 1 (%) 2 (9,09)
Giam bach cau Do 2 (%) 1 (4.54)
hat -
Tong cong (%) 6 (11,76)
) bo 1 (%) 2(9,09)
Thiéu mau -
Tong cong (%) 2 (9,09)
bo 1 (%) 1(4,54)
Tang men gan Do 2 (%) 1 (4,54)
Tong cong (%) | 2 (9,09)

IV. BAN LUAN

Nghién ciu cua ching t6i thu nhan bénh
nhan mélaném tién xa di cin co diéu tri bang
pembrolizumab tr 1/2018 va ghi nhan dugc 22
bénh nhan thoa tiéu chuan nghién ciru, voi trung vi
thoi gian theo doi 1a 15,63 thang. Trudong hop theo
ddi dai nhat 1a 37 thang, ngan nhét 1a 0,6 thang. Da
s6 bénh nhin déu ghi nhan dugc tinh trang bénh
tai thoi diém két thac nghién ctru, tuy nhién co 4
truong hop (18,18%) mét dau trong qué trinh theo
ddi. Trong nghién ciru nay, ti 16 nam gidi chiém wu
thé, twong dong véi dic diém dan sb tir 2 nghién
ctru KN - 002, 006 va tur cac nghién ctru doi thuc
& Purc, Phap, My. Trung vi tudi la 53 tudi, tré hon
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cac nghién ciru khac véi trung vi tudi thuong trén
60. Ngoai ra, chi c6 3 truong hop (9,1%) dugc danh
gia ECOG = 1, trong khi ti I¢ nay ¢ cac nghién clru
khac 1a 20 - 40%. Tuy c6 3 nhéom bénh nhan dugc
ghi nhan thong tin nhung nhém duoc chan doan di
can xa chiém wu thé (81,8%), su chénh I¢ch nay gay
kho khin cho viéc phan tich séng con va hiéu qua
diéu tri & nhoém I1IC/tai phat khong phau thuat duoc.
Trong 18 truong hop duge chan doan di can xa, di
cin tang khong phai hé than kinh trung vong thuong
gip nhat, chiém 38,9% va chung t6i ¢6 thu nhan 3
truong hop di can hé than kinh trung, nhém dan s6
bi loai & hai nghién ctru KN - 002 va KN - 006. Cudi
cung, chung t6i chi ghi nhan dugc thong tin vé chi
s6 LDH trude diéu tri trong 40% cac truong hop,
trong do c6 3 truong hop (13,6%) c6 tang LDH mau
(> 248 U/L) trong khi ¢ cac nghién ctru khac, ti 1¢
nay 1an luot 13 tir 2 - 20% va 23 - 50%.

Nghién cuu nay ghi nhan trung vi OS 15,93
thang, thip hon nhiéu so voi dir liéu tir KN - 001
(22 thang), KN - 006 (32,7 thang) hay tu cac dit licu
tur cac nghién ctru doi thye 6 My (19,4 - 30 thang),
buc (30,5 thang), Phap (32,6 thang) [5 - 9]. Tuong
tu, ti 16 OS tai thoi diém 1 ndm va 2 nam trong
nghién ctru ciia ching t6i ciing thap hon toan bo
cac nghién ctru ké trén. Tuy nhién c6 thé nhan thiy
trong nghién ctru nay, da sé bénh nhan dugc danh
gia bénh 6n dinh (44,4%) va ti 1& dap tGmg chi la
27,8%. Gan dy, phan tich 7 nam tir nghién ctru KN
- 006 cho thdy nhom bénh nhéan dat dap ung khach
quan (CR, PR) cho két cuc séng con (OS, PFS) t6t
hon han nhém duoc danh gia bénh 6n dinh voi ti
1¢ OS tai thoi diém 7 nim ¢ 3 nhém nay lan lugt
1a 89,3%, 64,8%, 30,7% [8]. Mdc du vay, ti I¢ OS
tai thoi diém 1 nam trong nghién ctru nay ciing cao
hon han mirc 25%, thoi diém trude khi ky nguyén
mién dich xuit hién [10]. Trong diéu tri ung thu,
viéc quan ly cac bénh Iy di kém nhu cac bénh man
tinh khong 1y, tinh trang nhiém tring ciing rit quan
trong trong viéc duy tri chit luéng cudc séng ciing
nhu ting hiéu qua diéu tri. Viéc kiém soat khong tot
céc van dé di kém nay cong voi viée & mau nghién
ctru nho va thoi gian theo ddi ngin c6 thé 1a 1y do
anh huong t6i tinh chinh x4c cta phan tich sdng con
trong nghién ctru cua chung t6i. Nguogc lai, trung vi
PFS 1a 5,4 thang va ti 1& PFS tai thoi diém 1 nim
30,4%, kha tuong ddng v6i cac nghién ciru doi thuc

khac va phu hop voi ti 1€ bénh nhan dugc danh gia
bénh 6n dinh kha cao trong nghién ciru cua chung
t6i. Diém chung cua cac nghién ctru doi thyc so
v6i thir nghiém 14m sang 1a déu cho két cuc sdng
con xau hon, dic biét 1a PFS. Diéu nay kha d& hiéu
do dan sd nghién ctru trong thir nghiém 1am sang
dugc tuyén chon k¥ cang ciing nhu qua trinh danh
gid bénh duoc chuan hoa. Nguoc lai, thuc té 1am
sang chung ta s€ thu nhan nhitng nhém bénh nhan
c6 tién luong x4u hon (di can ndo chua diéu tri,
ECOG > 1) hay qua trinh diéu tri d& bj anh hudng
boi cac yéu td khac. Nghién ciru ctia chung toi chi
ghinhén 1 truong hop bénh nhén di can ndo dat dap
tmg hoan toan sau khi diéu trj voi pembrolizumab
14 chu ky, tuy nhién dap tmg nay xuat hién sau khi
bénh nhan di ngung diéu tri 3 thang va hién van
chua ghi nhan tinh trang tai phat. Piéu nay phu hop
vOi quan sat tor cac thtr nghiém trudce di khi mot
bénh nhan van c6 thé dat dap Gmg hoan toan ngay
cd khi da ngung sir dung pembrolizumab va hi¢u
qua cta nhom thude nay 1a rat bén vimng, dic biét
& nhom bénh nhén diéu tri pembrolizumab it nhat
94 tuan. Ngoai ra, trong 5 truong hop ghi nhan co
dap tng, chung t6i ghi nhan c6 3 bénh nhan xut
hién bach bién. Trong d6 mot bénh nhan da c6 bach
bién trude d6, hai bénh nhén con lai xuét hién khi
sir dung pembrolizumab & chu ky 2 va 3. Cho dén
nay, gan nhu khong c6 yéu t6 nao gitp tién doan
dap ting véi pembrolizumab, tuy nhién y van tung
ghi nhan phan tng da khi st dung pembrolizumab
1a mot ddu chi tién doan doan tng vé6i thude [11].
Phan tich don bién trong nghién ctru cta ching toi
chi ghi nhan co6 sy khac biét vé hiéu qua séng con
giita nhom dat kiém so4t bénh (CR+PR+SD) so véi
nhom bénh tién trién (p = 0.002). Nguoc lai, dit liéu
tr nghién ctru KN - 006 va cac nghién cuu doi thuc
goi ¥ rang dap ung khach quan voi thude, ndng do
LDH trudc md hay chi s hoat dong co thé ECOG
[5, 8]. Cudi cling, do thoi gian theo ddi ngan va sb
lugng mau nhd, wGce tinh trung vi thoi gian dap tng
trong nghién ctru cuia chung t6i chi 1a 9,83 thang,
thap hon nhiéu so voi cac nghién ctru khic. Mic du
ghi nhén hiéu qua trén sdng con thap hon so véi cac
dir liéu doi thuc khac, pembrolizumab van cho hiéu
qua tot hon so véi viée sir dung hoa chat gay doc té
bao ¢ budc 1. Nghién ciru nam 2021 tai Bénh vién
Ung Buéu Tp. HCM cho thidy & nhém lua chon
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hoa chat gay doc té bao cho didu tri dau tay, trung
vi OS va PFS ¢ nhom nay 1a 11,6 thang va 4,07
thang so v&i 15,93 va 5,4 thang & nhom sir dung
pembrolizumab. Chinh vi vdy, pembrolizumab vin
nén 1a lya chon dau tay trong diéu kién thyc té tai
Viét Nam [12].

Pembrolizumab 12 mét thude thudc nhém thude
trc ché chét kiém mién dich, chinh vi vay ngoai cac
AEs thong thuong, trong qua trinh theo dodi chung
ta can ghi nhan thém cac bién cb bét loi lién quan
dén mién dich (irAEs). Trong nghién ctru nay ghi
nhén hai AE duoc cho la lién quan dén mién dich
gb6m phan tmg da (bach bién) va ting men gan. Tat
ca bénh nhén trong nghién ctru cua chung t6i déu
dugc theo ddi chirc ning gan, than, tuyén giap dinh
ky tuy nhién khong ghi nhan bat cir AEs nao. Ngoai
ra, pembrolizumab kha d& dung nap khi tat ca AEs
duoc ghi nhan déu & d6 I hodc I va bénh nhan déu
c6 thé kiém soat duoc.

V. KET LUAN

Mic du séng con toan bo thip hon so véi cac
nghién ctru khéac, pembrolizumab van cho thay wu
thé khi diéu trj dau tay so voi nhém thude hoa chat
giy doc té bao vé hiéu qua diéu tri, dung nap thude
va kha ning tao dap ung bén viing. Nghién ciru
nay da bd sung nhitng thong tin hiru ich vé budc
dau tinh hinh diéu tri mélandm da tién xa di can
tai Viét Nam bang pembrolizumab ké tir khi nhom
thudc nay dugc Bo y té cip phép vao ndm 2017. Tuy
nhién, van can thoi gian theo déi lau dai voi & mau
16n hon, ciing nhu thiét ké nghién ctru phu hop dé
c6 thé danh gia rd rang loi ich va tinh an toan cta
loai thudc nay.
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