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Diéu tri toan than mélaném da trong ky nguyén mién dich

liéu phap

Phan Thi Hong Burc!, Lé Hoang Dinh Nguyén', Nguy&n Hoang Quy?

'B6 mén Ung Buéu Bai hoc Y khoa Pham Ngoc Thach, Bénh vién Ung Buwéu Tp.HCM.
2Bo moén Ung Bwéu Bai hoc Y dwoc Tp.HCM, Bénh vién Ung Buwéu Tp.HCM.

Tom tat

Mélaném da tuy chi chiém mét ti 1& nhé trong ung thw da nhung lai Ia nguyén nhan
gay t&r vong hang dau cla nhém bénh nay. Bénh déc trung bdi ganh nang dot bién
khéi bwéu 1on, trong d6 con dwerng MAPK |a quan trong nhét.

Diéu trj toan than mélaném da hién nay da cé nhiéu budc tién véi sy xuét hién cda
cac nhém thubc méi. Théng qua viéc tdng hop lai di¥ liéu tr cac hwéng dan hién nay,
chung t6i trinh bay tém tat cac di liéu tir cac thir nghiém lam sang hién nay cta diéu
tri toan than mélaném da trong ky nguyén mién dich liéu phap.

T khéa: Mélandm da, (rc ché BRAF/MEK; trc ché chét kiém mién dich; PD-L1.
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1. PAT VAN PE

Mélanom da tuy chi chiém mot ti 1€ nho
trong ung thu da nhung lai la nguyén nhan gay
tir vong hang dau cua nhom bénh nay. Xuat do
méc bénh va xuat do tir vong cua bénh lan luot
la 3.4 va 0.56 trén 100.00 dan / nam [1]. Ti I¢
dot bién trén mot megabase DNA cua mélandm
da gép 15 1an ung thu dai truc trang va gép 4 lan
ung thu phéi [2]. Nhitng dot bién thuong gip
nhat trong mélaném da 13 BRAF, CDKN2A,
NRAS va TP53 [3]. Con duong tin hifu MAPK
1a con dudng quan trong nhit trong co ché bénh
sinh mélanom da, chiém téi gan 70% truong
hop [4].

Systemic therapies for cutaneous melanoma
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in the era of

Cutaneous melanoma is the leading cause of death among all skin cancer despite
its low prevalence. It is characterized by high tumor mutation burden, of which the
MAPK pathway is the most important.

Systemic therapies have now made many strides with the advent of novel
therapies. By reviewing data from availabled guidelines, this review summarizes the
current therapeutic approach for cutaneous melanoma in the era of immunotherapy

Keywords: Cutaneous melanoma; BRAF/MEK inhibitor; immune checkpoint

Trudc nam 2011, cac li€u phdp toan than
diéu tri h6 tro mélandm da co hiéu qua kha
khiém t6n. Temozolomide (TMZ) 14 hoa chat
gdy doc té bao duy nhat dugec FDA chip thuan
trong diéu tri mélaném da giai doan di can,
tuy nhién TMZ hd trg sau phau thuat & nhém
bénh nhan giai doan I, II chi gitup cai thién RFS
(42% sv 30%) ¢ nhom theo ddi va su khac biét
nay khéng co6 y nghia thong ké. Mot sb tac
nhan khac nhu BCG, G-CSF, vaccine (gp100,
Melacine, gangliosides) déu cho cac két qua
khong méy kha quan va do do6 hién nay khong
con duoc khuyén cao trong diéu tri toan than hd
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tro mélandém da. Nam 2011, FDA chap thuan
cho ipilimumab trong diéu tri mélanom giai
doan 1V, ipilimumab ciling la loai thudc mién
dich dau tién duoc chap thuan cho diéu tri ung
thu [5]. K& tir thoi diém d6, nhom thude tre ché
chét kiém mién dich, nhiam trang dich da dan
thay thé hoa tri tiéu chuan va trg thanh diéu
tri tiéu chuan cho liéu phap diéu tri toan than.
Tuy da dat duoc nhiéu tién bo, hién nay diéu
tri toan thAn mélandm da van con nhiéu van dé
can giai quyét nhu hiéu qua cua bo ba BRAF/
MEK/ICIs hay d4u 14 trinh tu diéu tri phu hop
dé t6i da hiéu qua va giam tac dung phu nhat
cho bénh nhan. Chiing t6i lya chon chu dé nay
nham mang dén mot bt tranh tong quan nhat
trong diéu trj toan thdn mélaném da hién nay
va nhitng van d& cAn dugc nghién ctru trong
tuong lai. Bai bao tong quan nay duoc xay
dung dya trén dir liéu tor cac khuyén cao cua
cac hiép hoi ung thu trén thé gisi két hop vai
nhiing bai phén tich tong hop (Meta-analysis)
va téng quan tai lidu c6 hé thdng (Systematic
review).

2. PIEU TRI HO TRQO MELANOM DA

2.1. Trwée ky nguyén mién dich

TMZ 1a hoa chat gay doc té bao duy nhat
duoc FDA chép thuén trong diéu tri mélandom
da giai doan di can, tuy nhién TMZ hd tro
sau ph?lu thudt & nhém bénh nhan giai doan
I, II chi giap cai thién RFS (42% sv 30%) su
khéc biét nay khong cé ¥ nghia thong ké [6].

IFN da dugc ching minh gitp cai thién
trung vi sdng con toan bd (0OS) (5 nam so véi
4.4 nam) va RFS (2.2 ndm so véi 1.6 nam)
so voi theo doi trong mot phan tich meta-
analysis [7]. Ngoai ra, nghién ctru NORDIC
cling cho thay IFN giup cai thién RFS ¢o6 y
nghia théng ké so véi theo ddi trong diéu
tri hd tro [8]. Tuy nhién, két qua tir 2 thir
nghiém E1697 va cia Sunbelt va cdng su lai
khong cho thiy lgi ich cia IFN trong diéu tri
hé tro [9, 10].

2.2. Liéu phap mién dich

Nghién cuu E18071 trén 951 bénh nhan
cho théy ipilimumab cai thién RFS va OS so
voi theo doi trong diéu tri hd tro mélaném
da giai doan III [11], Ngoai ra, thir nghiém
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E1609 so sanh hiéu qua cua ipilimumab liéu
3mg/kg va 10mg/kg so voi IFN lidu cao ciing
chirng minh hiéu qua cta ipilimumab liéu
3mg/kg so voi IFN. Hién nay v6i su xudt hién
ctia cac thude ICIs (trc ché chét kiém mién
dich) mdi, ipilimumab da khong con la lya
chon dau tay trong diéu tri hd trg mélandom da
giai doan II1.

Checkmate 238 la nghién ctru RCT, mu d6i,
pha III so sanh hi€u qua ctia nivolumab v&i
ipilimumab trén 906 bénh nhan mélanom da giai
doan ITIB/C hodc IV di dugc phiu thuat day du.
Tai thoi diém 4 nam, RFS (Séng con khong tai
phat) & nhom nivolumab 1a 51.7% so v6i 41.2%
cua nhoém nivolumab (HR 0.71, 95% CI 0.6-
0.86. Ti 1€ ddc tinh do 3 tré 1én ctia nivolumab
chi la 14% so v6i 46% cua ipilimumab va chi
4% bénh nhan sir dung nivolumab phai ngung
diéu tri do tac dung phu so véi 30% ctia nhém
ipilimumab.

Mot
pemprolizumab ciing da

PD-1 khac 1la
duoc FDA chip
thuén trong diéu tri hd trg mélaném da giai
doan III. Két qua tir nghién cttu EORTC
1325/KN-054 trén 1019 bénh nhan so sanh
vai tro cua pembrolizumab véi theo doi trong
diéu tri hd tro. Két qua, ti 1¢ RFS tai thoi
diém 3 nam va DMFS tai thoi diém 3.5 nim
ctia pembrolizumab so voi theo ddi lan luot
1a 64% so v&i 44% (HR 0.56, 95% CI 0.47-
0.68) va 65% so voi 49% (HR 0.6, 95% CI
0.49-0.73) [12]. Phan tich dudi nhém cho
thay pembrolizumab cé hiéu qua & ca nhém

thudc wc ché

bénh nhan ¢6 PD-L1 budu am tinh va nhom
c6 dot bién BRAF V600.

Hién nay, chi c¢6 nivolumab don tri duoc
chép thuan trong diéu tri hd trg mélandm
da giai doan IV di duoc phau thuat da nho
dir li€u tu nghién ctu Checkmate 238 [13].
Tuy nhién, dit liéu gan day tir nghién ciru
IMMUNED cho thdy b d6i nivolumab +
ipilimumab giap cai thién RFS trong diéu
tri ho trg mélandém da giai doan IV so voi
nivolumab don tri hay theo ddi, qua dé c6 thé
mé ra hudng tiép can méi trong diéu tri hd
trg mélaném da giai doan IV.
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Hinh I. Co ché tac dong nhom thude khang
PD-1 [14]
Lympho T

Pembrolizumab/ Thu thé

Nivolumab
Khang nguyén

2.3. Liéu phap nhim tring dich

Trong nghién ctru BRIM-8, vemurafenib
hd trg 960mg 2 1an/ngay kéo dai trung vi DFS
so voi theo ddi (23.1 thang so véi 15.4 thang,
HR 0.8, 95% CI 0.54-1.18) ¢ nhém bénh
nhan giai doan IIC, IIIA, IIIB. Tuy nhién
phén tich dudi nhom cho thdy vemurafenib
khong cai thién DFS & nhom bénh nhan giai
doan IIIC [15]. Hon nita, viéc sir dung thude
rc ché BRAF don trj ¢ thoi gian dap ung
ngén ciing nhu ti 1& khang thubc cao. Vi thé,

" ﬁﬁé@r_‘; T&lﬁ?ﬁi‘é’{&q}b xu ’hu('mg hién nay 1a két hqp cac 'thu?’)c c().ccy
{j{k-ﬁ;@"“ e - ché tac dung khac nhau gitp cai thi€én hi¢u
e Té bao melaném (4}34; ! 2 4e A .

s ¥ qua diéu tri.
Bang 1. Hiéu qua cta b doi dabrafenib+trametinib so vdi gia dugc
trong nghién cru COMBI-AD [16]
Dabrafenib + Trametinib Gia duoc HR
RFS 5 nam 52 36 0.51 95% CI 0.42-0.61
DMEFS 5 nam 65 54 0.55 95% CI 0.44-0.70
OS 3 nam 86 77 0.57 95% CI 0.42-0.79

Hinh 2. Co ché tac dong nhom thude tc ché
BRAF [14]

Nhu véy, trong diéu tri hd trg mélanom da
giai doan III, diéu tri dau tay nén la nivolumab
hodc pemprolizumab. Dbi véi nhom bénh nhan
c6 dot bién BRAF duong tinh, dabrafenib +
trametinib cling 1a mot Iyra chon phu hop. Trong
diéu tri hd tro bénh nhan giai doan IV, hién nay
chi c6 nivolumab dwoc khuyén céo. Cubi ciing,
cho dén nay hién van chua c6 nghién ctru dbi
dau nao giita nhom thudc nham trang dich va
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nhém thude ICIs, do d6 viée lua chon diéu tri
nén dugce cé thé hoa.

3. PIEU TRI MELANOM DA GIAI POAN
TIEN XA DI CAN

Di can xa t&i da va md mém va hach ¢6 tién
lugong tdt hon ca. Néu khong diéu tri hodc diéu
tri bang cac tic nhan khong hiéu qua, tién luong
séng ctia nhdm bénh nhan di can tang (M1c) 1a
6 - 9 thang va 15 thang véi nhom M1a [17, 18].
Nhitng yéu t6 tién lugng x4u ctia giai doan IV 1a
chi sb hoat dong co thé thap, ting ndng 46 LDH
mau va sb lugng ton thwongdi cin nhiéu [19].

3.1. Hoa chit gay doc té bao

3.1.1. Dacarbazine (DTIC)

DTIC 1a hoa chit dau tién dugc FDA chap
thuan va duoc xem la diéu tri tiéu chuan cho
diéu trji mélaném giai doan tién xa. Tuy nhién,
hién van chwa c6 bat ky nghién ctru pha III so
sanh hiéu qua cua DTIC hay bat ky phac do
diéu tri toan than nao so voi gid dugc & bénh
nhan mélaném giai doan tién xa.

DTIC don chit c6 ti 1¢ dap tmg trung binh 1a
15.3% (5.3% - 28%), trong d6 chi c6 4.1% bénh
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nhan co6 dap tng toan bo, 11.2% dap ung mot
phan[20]. Mic di duoc xem la hoa chit hiéu
qua nhat khi don tri, trung vi thoi gian dap tng
cta DTIC chi la 4 - 6 thang [20].

3.1.2. Temozolomide (TMZ)

La mot tién chat dang uéng, sau khi vao co
thé TMZ dugc giang hoa thanh MTIC & pH
sinh 1y. TMZ ¢6 uu diém la dung duong udng,
sinh kha dung 100% va c6 thé xuyén qua hang
rao mau ndo. Cac nghién ciru gan day da cho
thiy két hop TMZ véi xa tri toan bd nido khong
dem lai loi ich séng con [21, 22].

TMZ dugc so sanh voi DTIC qua hai thu
nghiém 1am sang ngau nhién. Middleton va cs
thuc hién nghién ctru trén 305 bénh nhan, két
qua TMZ 200 mg/m2 trong 5 ngay co loi ich
hon vé OS (Séng con toan bd) va PFS (Séng
con khong bénh tién trién) so voi DTIC, tuy
nhién gia tri p khong dat dugc (trung vi OS
va PFS ¢ hai nhém lan luot 1a 7.7 so véi 6.4
thang va 1.9 so véi 1.5 thang) [23]. Trong tht
nghiém EORTC 18032,mac du TMZ cho th?iy
ti 1€ dap ung cao hon (14.5% so vdi 9.8%),
diéu nay khong chuyén thanh loi ich vé& OS

3.1. Liéu phap mién dich
3.2.1. Thuéc irc ché chot kiém mién dich

(trung vi OS 9.1 so v6i 9.4 thang, HR = 1) va
PFS (trung vi PFS 2.3 thang so voi 2.2 thang,
HR = 0.92) [24].

3.1.3. Héa tri két hop

Bo doi Carboplatin / Paclitaxel (PC)tuy
khong dugc so sanh truc tiép véi DTIC hay TMZ
nhung van c6 nhiing két qua rat hira hen. Nghién
ctru E2603 so sanh PC + Sorafenib trén 823 bénh
nhan mélaném di can chua tirng hoéa tri. Tai thoi
diém két thac nghién curu, trung vi OS va ti 1€
dap tmg (RR) ctia PC 1a 11.3 thang, 18% va PC
+ sorafenib 1a 11.1 thang, 20% [25]. Nghién ctru
PRISM thyc hién ¢ nhém bénh nhan da tirng hoa
tri, so sanh hai phac dd trén cho két qua trung
vi PFS va RR ctia PC 1a 17.4 tuan, 11% va PC
+ sorafenib 14 17.4 tuan, 12%. Két qua cta hai
nghién ciru trén cho thay viéc thém sorafenib vao
phac d6 PC khong cho loi ich va PC ¢6 hiéu qua
trén bénh nhan mélanom di can [26].

Ngoai ra, mot sé phac d6 két hop khac nhu
Darmouth (Cisplatin / Carmustin / DTIC /
Tamoxifene - CBDT), Cisplatin / Vinblastine /
DTIC cho két qua khong qua kha quan va hién
khoéng con duoc khuyén cdo sir dung.

Bdng 2. Higu qua ctia ipilimumab trong diéu tri mélaném da giai doan
tién xa khong phau thuat duge hodc di cin

Hi¢u qua Pic tinh
Tén TNLS | Nhénh didu tri Trung vi ﬁ?(f 3“;
RR PFS Trung vi OS .
Ipitgpl00 | 6% p=0.04 | 2.8p<0.05 | 10p<0.001 | 10-15%
NCT00094653[27] Ipi 11% p=0.001 | 2.9 p<0.001 | 10.1 p<0.003 | 3%
Gp100 2% 2.8 6.4
o
DTIC + Ipi 15% KXD 1.2 38%
DTIC + gia
NCT00324155[28] o 10% KXD 9.0 4%
: P=0.09 HR=076 | p<0.001
Ipi 10mg/kg 15% 2.8 15.7 30%
NCT01515189[29] |  Ipi 3mg/ke 12% 2.8 11.5 14%
P=0.16 p=0.04

TNLS: Thtr nghiém l1am sang
Ipi: ipilimumab
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KXP: Khong xac dinh
Gp100: Vic xin gp100
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Pembrolizumab ciing 1a mot khang thé don
dong nhung khac véi Ipilimumab, von tac dong
vao su didu hoa giira té bao T va té bao tua gai,
pembrolizumab hoat ddng bang cach tic ché su
diéu hoa giira té bao T va té bao u.

Két qua cia tr hai nghién ciu
KEYNOTE-002, 006 cho thdy Pembrolizumab
co6 hi¢u qua ca ¢ diéu tri budc 1 va bude 2 &
nhom bénh nhan mélandm giai doan tai phat,
tién xa khong phiu thuat duoc. Trung vi thoi
gian dap ung v6i pembrolizumab rat dai, 1én t6i
33.9 thang ¢ nghién cttu KEYNOTE-006 so voi
chi 6.8 thang cua hoa tri. [30 - 33]

Nghién ctu Checkmate 066 thyc hién trén
nhém bénh nhian mélaném da giai doan tién
xa, di can khong ph'fiu thuat duoc, chua tung
diéu tri va khong mang dot bién BRAF cho
thiy nivolumab gitp lam giam nguy co tir
vong 58% (HR 0.42, 99.79% CI 0.25 - 0.73,
p<0.001) va nguy co tir vong hay bénh tién
trién 57% (HR 0.43, 95% CI 0.34 - 0.56,

p<0.001) so v6i DTIC. Hai nghién ctru pha
3 d6i dau giira ipilimumab véi nivolumab/
nivolumab + ipilimumab (Checkmate 067)
hay pemprolizumab (KEYNOTE-006) déu cho
thdy hiéu qua cai thién OS & nhém thude wc
ché PD-1 so véi ipilimumab don chét [34, 35,
30]. Duya trén két qua tir cac thir nghiém lam
sang trén, nhém thudc e ché PD-1 hién nay
dugc khuyén céo sir dung dau tay cho nhom
bénh nhan mélaném da giai doan tai phat, tién
xa khong ph?iu thuat dugc bat ké tinh trang dot
bién BRAF.

3.2.2. Nhém thuoc nhim tring dich

Céc thir nghiém 1am sang cho thay don tri voi
vemurafenib hay dabrafenib déu cai thién RR,
PFS va OS so véi hoa tri. Ngoai ra, RR, trung vi
PES va trung vi OS 14 trong duong khi diéu tri &
budc 1 va budce 2. So véi pembrolizumab, nhom
thudc (rc ché BRAF c6 trung vi thoi gian déap Gmg
ngan hon, chi 5 - 10 thang, do d6 s& phu hop hon
v61 nhiing bénh nhan c¢6 bénh [36 - 41, 18]

Badng 3. Hi€u qua cua dabrafenib/ vemurafenib don tri trong diéu tri mélaném da
giai doan tién xa khong phiu thuat duoc hodc di cin

Hi¢u qua .
Tén TNLS | Nhénh didu tri : —  Doc tinh
: RR Trung vi Trung vi do 3-4
PFS OS
V) 0
BRIM-3 Vemurafenib 48% 6.9 136 4%
42, 43] DTIC 5% 1.6 9.7 42%
’ p<0.001 | p<0.0001 | p=0.003
NCTO01307397 )
[18. 40] Vemurafenib 36% 5.6 12.1 53%
BREAK-2 [39] Dabrafenib 59% 6.3 13.1 27%
50% 5.1 20 53%
BREAK-3 i
143 b ag;fgmb 5% 27 15.6 44%
[44, 38] p<0.0001 | HR=0.77

Mic du thube tre ché BRAF ¢ ti 18 dap tng
cao, gan 50% sd bénh nhén sé& tai phat trong
vong 6 thang do khang thude, chi yéu do viée
tai hoat hoa con duong MAPK. Co ché tai hoat
hoéa c6 thé do kich hoat thy thé tyrosin kinase,
qua con dudng RAS, RAF, bt hoat NF1 hay
qua protein MEK. Trametinib va cobimetinib
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la nhitng phan tir nho khang MEK1 va MEK2,
tir d6 diéu hoa xuéng BRAF thong qua con
duong MAPK. Tuy don tri v6i nhém thube
rc ché MEK & nhém bénh nhan giai doan tai
phat tién xa c6 hiéu qua hon so véi hoa tri,
hiéu qua ctia nhém thude nay lai kém hon so
v6i cac nhom thude khac (e ché BRAF, trc
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ché chét kiém mién dich). Nguoc lai, két hop
trc ché BRAF véi e ché MEK (dabrafenib
+ trametinib, vemurafefnib + cobimetinib,
encorafenib + cobimetinib) & nhém bénh nhan
mang dot bién BRAF lai co két qua rat kha
quan khi by doi nay cai thién RR, thoi gian
dap tng, PFS, OS so v&i don chat dabrafenib
hay vemurafefnib (COBRIM, COMBI-d,
COMBI-v, COLOMBUS)

4.NHUNG VAN DPE CAN GIAI QUYET

B6 d6i BRAF/MEK mang lai dap ung
nhanh, gitp kiém soat bénh t6t. Tuy nhién,
thoi gian dap ing ctia phuong phap nay lai kha
ngin, c6 thé do co ché cac thude mac phai [45].
Nguoc lai, diéu trj béng ICIs mang lai hiéu
qua cham hon, tham chi c6 thé gip tinh trang
“gi tién trién” do tinh trang thdm nhap té bao
lympho-T vao budu nhung lai mang dén dap
g bén vitng hon [46]. Ngoai ra, bo doi trc ché
BRAF/MEK khong chi tac dong vao con dudong
MAPK ma con 1a hé thong mién dich khang
budu [47]. Nhu vy, mot trong nhiing van dé
quan trong trong diéu tri mélandm da giai doan
IV 1a liéu bo 3 BRAF/MEK/ICIs c6 mang lai
hiéu qua hon hay khong va néu khong thi dau 1a
trinh tu diéu tri hop 1y.

4.1. Phac d6 bd ba BRAF/MEK/ICIs

Nghién ciru pha 2 KN - 022 cho thiy bo
3 pembrolizumab / dabrafenib / trametinib cai
thién trung vi PFS (16 thang so v&i 10.3 thang)
va DOR (25.1 thang so voi 12.1 thang) so véi
b6 doi thudc nhim trung dich [48]. Tuong tu,
nghién cuu pha 3 Imspirel50 so sanh gita
atezolizumab/vemurafenib/cobimetinib  voi
gia duoc két hop voi bo d6i BRAF/MEK cho
thdy v6i trung vi theo doi 18.9 thang, két hop
bo 3 gitp cai thién PFS so véi nhom chung
(16.1 thang so v&i 12.3 thang, HR 0.85 95%CI
0.67-1.07). Ti 1& dap tmg ORR, CR, PR, SD 1a
twong duong gitta 2 nhém nhung bd 3 c6 thoi
gian dap Ung dai hon (21 thang so vdi 12.6
thang). Ngoai ra, ti 1¢ doc tinh d6 3 tr¢ 1én cua
phac db bd 3 12 79% so v&i 73% cua nhom
chung [49]. Tuy nhién, nghién ctu pha III con
lai, COMBI-L, lai cho thay b6 3 spartalizumab/
dabrafenib/trametinib khong dat ti€u chi chinh
PFS (16.2 so véi 122 thang, HR 0.82 95% CI
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0.66-1.03), ORR cua 2 nhom lan luot 12 69%
va 64%, di kem véi ti 1€ tdc dung phu do 3 trd
1én cao hon 55% so v6i 33% [50]. C6 thé thiy,
phac do bo 3 dem lai ORR cao hon, kéo dai
PFS hon nhung lai di kém véi tac dung phu
nhiéu hon. Do d0, can tim ra phac @b phdi hop
bo 3 phu hop dé vira giam ti 1& tac dung phu
vira dam bao hi€u qua dat dugc [51].

4.2. Lwa chon thir tw diéu tri

Hién nay, dir li€u tur cac thir nghiém lam
sang van chua du dé dua ra trinh tu didu tri
chung cho moi bénh nhan. Huéng din cia
ESMO dua ra quyét dinh diéu tri dya vao tong
trang bénh nhan, tinh trang di can tang, néng
d6 LDH mau, ganh nang budu, bénh ly di kem
va muc tiéu diéu tri. Mot phan tich tham do
vé dit liéu séng con gan ddy cho thiy bo doi
BRAF/MEK hi¢u qua hon so v6i ICIs trong 12
thang dau, tuy nhién tai thoi diém 3 nam, OS
cia 3 nhom BRAF/MEK, thudc khang PD-1
don tri va by doi khang PD-1/ khang CTLA-4
lan luot 14 41%, 50% va 58%.Hién nay c6 mot
s thir nghiém 1am sang dang dién ra nham tim
ra dap ung cho cau héi trén nhu SECOMBIT,
ImmunoCobiVem, EBIN (pha 2); DREAMseq
(pha 3) [52].

5. KET LUAN

Trong pham vi bai bao nay, ching t6i chi
trinh bay mot s6 nghién ctru chinh trong diéu
tri mélandm da tién xa di can béng hoéa tri
truyén thong, chua di sdu vao phan tich cac
dir liéu diéu tri thuc té, ddc biét 1a tai Viét
Nam. Ngoai ra, do han ché vé ngudn y vin
trong nudc, ching toi ciing chua thé dua ra
nhitng so sanh vé hiéu qua giita diéu tri toan
than bang hoa tri truyén thong va liéu phap
mién dich.

Nho nhitng dot pha trong cai thién hi¢u qua
1am sang, nhom thube nhidm trang dich va tc
ché mién dich hién da tr¢ thanh diéu trj tidu
chuén cho diéu trj toan than mélandém da tién
xa di can. Tuy nhién, ky nguyén mién dich liéu
phap chi méi bung nd trong khoang 10 nam trg
lai day, do d6 con tdn dong rat nhiéu van dé
can duogc 1am rd nhu cach phdi hop cac thude
hay lya chon thir ty diéu tri tdi wu cho ting
bénh nhan.
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