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Tém tat

Da u tdy la mét bénh ly gay tén thuwong tly xwong va nhiéu co quan ngoai xwong
do s tang sinh &c tinh cla dong twong bao. Chién lwoc diéu tri trong da u tly da
dat dwoc nhiéu tién bo, dic biét 1a sy phat trién cia cac thubc didu hoa mién dich,
thudc trc ché proteasome va phwong phap cdy ghép t& bao gbc tao mau tw than.
Tuy nhién, phan I&n bénh van khoéng thé chira khdi va hu hét bénh nhan déu tai
phat. Trong nhitng nd3m gan day, sw ra doi ctia Daratumumab, mét khang thé don
dong chéng lai CD38 da mé ra mét twong lai day hira hen cho bénh nhan da u tdy.
Daratumumab chéng lai t& bao da u tiy théng qua cac co ché tac dong mién dich phu
thudc Fc, gay hién twong apoptosis théng qua lién két chéo va tac ddng bién ddi hoat
tinh enzyme ctia CD38. Hiéu qua ctia Daratumumab da dwoc chirng minh théng qua
nhiéu th&r nghiém 1am sang. Vao thang 11 nam 2016, két qua tir nghién ctru CASTOR
va POLLUX da d&n dén viéc FDA phé duyét Daratumumab vé&i Vd hodc Rd cho nhivng
bénh nhan da u tly tai phat/khang tri. Thém vao dé, FDA va EMA cling da phé duyét
2 phac d6 Daratumumab véi VMP va Daratumumab véi Rd cho bénh nhan da u tay
m&i chan doan khéng da didu kién cdy ghép théng qua két qua tir 2 thir nghiém ngau
nhién ALCYONE va MAIA. Ngoai ra, két qua cla thir nghiém CASSIOPEIA ciing da
tao co' s& cho FDA chép thuan Daratumumab két hop VTd & bénh nhan da u tly mai
chan doan du diéu kién cdy ghép. Daratumumab da cai thién dang ké két qua diéu tri
& bénh nhan da u tay tai phat/khang tri cting nhw bénh nhan da u tdy méi chan doan.
Chinh vi vy ma ngay nay Daratumumab ngay cang dwoc (rng dung rong rai hon trong
thwc hanh [am sang.

Tir khéa: CD38, khang thé don dong, Daratumumab, da u tdy.

Abstract
The role of daratumumab monoclonal antibody in the treatment
of multiple myeloma

Multiple myeloma is a disease that damages the bone marrow and many extra-
skeletal organs due to malignant proliferation of plasma cells. Therapeutic strategies
for multiple myeloma have made great progress, especially with the development
of immunomodulatory drugs, proteasome inhibitors and autologous hematopoietic
stem cell transplantation. However, the majority of the disease remains incurable
and most patients relapse. In recent years, introduction of Daratumumab, an anti-
CD38 monoclonal antibody, has opened up a promising future for patients with
multiple myeloma. Daratumumab acts against multiple myeloma cells through Fc-
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dependent immunomodulatory mechanisms, induces apoptosis through cross-linking
and modifies CD38 enzymatic activity. The effectiveness of Daratumumab has been
demonstrated through numerous clinical trials. In November 2016, results from the
CASTOR and POLLUX studies led to FDA approval of Daratumumab with Vd or Rd
for patients with relapsed/refractory multiple myeloma. Further, the FDA and EMA also
approved two regimens of Daratumumab with VMP and Daratumumab with Rd for
transplant-ineligible newly diagnosed multiple myeloma patients through results from
two randomized trials, ALCYONE and MAIA. In addition, the results of the CASSIOPEIA
trial also provided the basis for FDA approval of Daratumumab plus VTd in transplant-
eligible newly diagnosed multiple myeloma patients. Daratumumab has significantly
improved treatment outcomes in patients with relapsed/refractory multiple myeloma as
well as in patients with newly diagnosed multiple myeloma. Therefore, Daratumumab

is more and more widely applied in clinical practice today.

Key word: CD38, monoclonal antibody, Daratumumab, Multiple myeloma.

I. PAT VAN PE

Da u tity 1a mot bénh 1y gay ra do sy ri loan
tang sinh cua dong tuong bao, dugc dac trung
boi sy tiét protein don dong trong mau hoic
nudc tiéu va rdi loan chirc ning co quan dich,
biéu hién nhu thiéu mau, tadng canxi mau, suy
than va nhitng ton thuong hity xuong (1).

Pa u tuy dimg hang tht hai trong s6 nhiing
bénh 1y huyét hoc 4c tinh, chiém khoang 10 -
15% tong sé cac chan doan méi. Trong nim
2020, théng ké tir GLOBOCAN cho théy ti 1¢
da u tiy méi méc 1a 1,8/100.000 nguoi va ti 16
ta vong 1a 1,1/100.000 nguoi.

Hién nay, chién luoc diéu tri da u tiiy ngay
cang phat trién va mo rong nho vao su ra doi
ctia nhiéu loai thuéc méi. Céc lua chon diéu tri
nhu cdy ghép té bao gbe ty than, thude diéu hoa
mién dich va thudc tc ché proteasome c6 thé
phuc hdi va ting cudng dap tng mién dich dé
chéng lai céc twong bao 4c tinh. Tuy nhién, bat
chap su thanh coéng vé mit 1am sang cua cac
lidu phap nay, da u tiy phan 16n van khong thé
chira khoi va hau hét bénh nhan déu tai phat (2).
Bén canh do, ty 1 tir vong do da u tiiy van con
cao, v6i ty 18 séng thém 5 nam wéc tinh khoang
52,2%. Diéu nay da dit ra thach thirc 16n cho
cac nha nghién ctru 1am sang ciing nhu cho thay
su can thiét dé tim ra nhiing lya chon diéu tri
hi€u qua hon.

Céc khang thé don dong di dugc chimg
minh la dac biét hi€u qua trong mot vai bénh

1y 4c tinh vé huyét hoc va u dic (3). Vo nhiing
nam 1990, viéc phat trién cac khang thé don
dong trong bénh 1y da u tiy da bat dau hinh
thanh. Ngay nay, Daratumumab da dugc FDA
(Food and Drug Administration - Cuc quan ly
Thuc phim va Dugc phdm Hoa Ky) phé duyét
dé diéu tri cho bénh nhan da u tuy tai phat/
khang tri cling nhu bénh nhan da u tiy méi chan
doan. Véi co ché hoat dong moi mé va hoan
toan khac biét cung véi hi¢u qua ngay cang trd
nén rd rang hon, Daratumumab da m¢ ra mét
tuong lai day hira hen cho bénh nhan da u tiy.

2. KHAI NIEM VE CD38

CD38 (con goi la khang nguyén T10)
dugc phat hién 1an dau tién vao nam 1980 boi
Reinherz E. L., Schlossman S. va cac cong su
trong qua trinh phén tich trén bé mat té bao
lympho nguoi bang cach st dung cc khang thé
don dong dé tim kiém thu thé t& bao T (4).

CD38 la mot glycoprotein xuyén mang loai
IT ¢6 trong lugng phén tir 46 - kDa dugc biéu
hién trén cac té bao dong lympho, dong tiy va
ca trén cac mo khong tao mau. So sanh mac do
biéu hién CD38 trén cac quan thé té bao nay
cho thiy rang, CD38 c6 biéu hién cao nhat trén
tuong bao, sau d6 14 té bao giét ty nhién (NK)
va tiép dén 1 quén thé t& bao B va T (5).

CD38 dam nhan nhiéu chirc nang khac
nhau, bao g(‘Sm hoat dong ctia ectoenzym cling
nhu diéu hoa su két dinh té bao va truyén tin
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hiéu qua trung gian thy thé. Vi vai tro 1a mot
ectoenzym, CD38 vira c6 hoat tinh cyclase vira
c6 hoat tinh hydrolase, CD38 hoat dong nhu
mot cam bién xdc tdc qua trinh chuyén doi
nicotinamide adenin dinucleotide (NAD+) va
nicotinamide adenin dinucleotide phosphate
(NADP+) thanh cyclic adenosine diphosphate
ribosyl (cADPR), ADPR, va axit nicotinic
adenin dinucleotide phosphate (NAADP), chat
nén can thiét cho qua trinh diéu chinh tin hiéu
canxi noi bao. cADPR, ADPR va NAADP la
nhimg chat truyén tin thr hai diéu chinh sy
huy dong Ca2+ tir té bao va kich hoat cic con
duong tin hiéu nham kiém soat cac qua trinh
sinh hoc khac nhau, chéng han nhu tang sinh té
bao lympho va su bai tiét insulin boi cac té bao
B trong tuyén tuy.

Trong cac nghién ctru ban dau tim hiéu vé
chirc ning thy thé ciia CD38, nguoi ta thdy rang
CD38 lam trung gian lién két t& bao véi nodi
mo va dong mat vai tro quan trong trong su di
chuyén cua té bao lympho, ciing nhu thé hién
nhitng lién két chirc nang véi cac phan tir bé
mit clia t€ bao T, B va té bao NK.

Vai trd cua CD38 trong két dinh t& bao di
dugc xac dinh rd rang hon bang viéc tim thy
CD31 1a phbi tir bé mat d6i véi CD38 trén té bao
n6i mo. Deaglio va cong sy di nhan thiy ring
twong tac CD38/CD31 dan dén tin hi¢u xuyén
mang dugc dac trung boi sy huy dong canxi
va bai tiét cytokine. Sy gin két giira CD38 va
khang thé 1am kich hoat cac té bao lympho T,
gilp cac té bao nay tiét interleukin (IL)-6, yéu
t6 kich thich quéan thé té bao hat - dai thuc bao
(GM-CSF), interferon-y (IFN-y) va cytokine IL-
10. Trong cac nghién ctru khéc, sy gan két giita
khang thé don dong va CD38 trén té biao NK
cling dugc chirng minh 1a gy ra dong chay canxi
va phosphoryl hoa tyrosine, bén canh d6 con tac
dong dén té bao NK 1am giai phong IFN-y, GM-
CSF va phan tmg doc té bao dan dén viéc phong
thich cac granzyme va cytokine.

Vi su biéu hién cao va déng nhét cia CD38
trén té bao da u tiy cung vé6i chiic nang té bao
quan trong dd khién CD38 tr thanh dich nhim
1y tuong trong diéu tri da u tay.

KHAINIEM VE KHANG THE PON DONG

Khang thé don dong 1a nhitng khang thé
¢6 tinh dac hiéu duy nhit va c6 kha ning lién
két v6i cing mot quyét dinh khang nguyén
(epitope). Cac khang thé nay duoc tao ra tir mot
dong té bao lympho B.

Nam 1975, George Kohler va Cesar Milstein
lan d4u tién tao ra khang thé don dong dugc san
xuét bang ky thuat hybridoma, diéu nay da tac
dong manh mé& dén nganh nghién ciru sinh hoc
co ban va y hoc 1dm sang luc bay gid. K§ thuat
nay dugc thuc hién bang cach két hop cac té
bao B da dugc hoat hoa hinh thanh khang thé
voi té bao dau tuy, tir do thu duoc cac té bao lai,
cac té bao nay dugc thira hudng kha ning cua
té bao B di hoat hoa dé tiét ra mot loai khéang
thé duy nhat cung véi kha ning bt tir cua té
bao da u tuy. Té bao lai 3 duogc chon s& lién tuc
phat trién, cung cip ngudn khang thé v tan véi
tinh dac hiéu duy nhét. Viéc tao ra cac khéang
thé don dong da cho thay nhiéu img dung trong
nghién ctru co ban va chan doan, vi vy nim
1984, Kohler va Milstein da dugc trao tang giai
Nobel vé Y hoc.

Ngay nay, c6 khoang 30 khang thé don dong
duge FDA chip thuan st dung cho ngudi dé
diéu tri cac bénh Iy khac nhau bao gdm: ung thu,
viém man tinh, ciy ghép, bénh truyén nhidm va
bénh tim mach (6). Chi trong vong 30 nam ké
tir 1an dau tién dugc cap phép sir dung, khang
thé don dong di mang lai nhiéu thanh tyu ndi
bat, dugc ung dung rong rai trong thuc hanh
lam sang va s& 1a muyc tiéu dé cac nha nghién
ctru 1am sang tiép tuc phat trién trong twong lai.

3.CO CHE HOAT PONG CUA
DARATUMUMAB

Daratumumab 1a mot khang thé don dong
cia ngudi nhim vao mot quyét dinh khang
nguyén duy nhédt trén glycoprotein CD38.
Daratumumab c¢6 hoat tinh chéng lai t& bao da
u tily thong qua céc co ché tac dong mién dich
phu thudc Fc, cu thé 1a con duong doc té bao
qua trung gian khang thé (ADCC), con dudng
thuc bao qua trung gian khang thé (ADCP) va
con duong doc té bao phu thude bo thé (CDC).
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Bén canh do, Daratumumab con c6 tac dong gay
hién twong apoptosis thong qua lién két chéo va
tac dong bién d6i hoat tinh enzyme cta CD38.

Con dudng doc té bao qua trung gian khang
thé (ADCC)

ADCC

Té bao hiéu ting

Qi

Hinh 1: Co ché ADCC (7)

*ADCC: Con duong doc té bao qua trung
gian khang thé.

ADCC 14 co ché tiéu diét té bao dich qua
trung gian khang thé quan trong nhét. Sy gan két
giita cac thu thé Fcy (FeyRs) duoc biéu hién trén
té bao hiéu ung voi doan Fe ciia Daratumumab
gay ra qua trinh phosphoryl hoa ndi bao cta cac
mo tip hoat hoa dua trén tyrosine mién dich ctia
FcyRs dan dén ly giai cac té bao dich (8). Cac
FcyR chinh dugc biéu hién trén té bao hiéu Gmg
la CD32¢ va CDI16 trén té bao NK va CD64
trén dai thuc bao, t& bao dudi gai, neutrophils,
eosinophils. Té bao NK tiéu diét t& bao dich
thong qua phan tng thoat hat va gidi phong
cac protein dgc nhu perforin va granzyme, bén
canh d6 thong qua viéc kich hoat thu thé chét té
bao (vi du nhém thy thé yéu t6 hoai tir khéi u,
TNFRs), lam cho té bao dich chét theo chuong
trinh t& bao. Neutrophils gay doc té bao thong
qua viéc pha huy mang sinh chat, din dén ly
giai cac té bao dich. Mic du dai thuc bao chu
yéu tham gia vao con duong ADCP nhung dai
thuc bao nhom M1 ciling dugc cho la c6 vai
tro trong ADCC thong qua viéc giai phong
oxit nitric (NO) va cac gbc oxy tu do (ROS)
(8). Cudi cing, té bao y3 T tiéu diét té bao dich
thong qua ADCC nho vao co ché phu thudc
CD16 gay ra phan ung thoat hat va giai phong
LAMP-1 hodc CD107a. Tuy nhién, hién nay vai
tro cua dai thuc bao, neutrophils, eosinophils va

té bao y8 T trong ADCC van chwa duoc biét rd,
can duoc nghién ciru thém.

Con duong thuc bao qua trung gian khang
thé (ADCP)

Pai thuc bao
Macrophage

Fo Recepiar®”
Thu thé Fey
Hinh 2: Co ché ADCP (7)

* ADCP: Con duong thuc bao qua trung gian
khang thé.

Qua trinh thuc bao ciing gop phan vao co
ché chéng lai té bao da u tuy cua cac khang
thé don dong khang CD38. Cac nghién ciru in
vitro dd chirng minh rang cac té bao da u tay bi
tan cong boi Daratumumab s& nhanh chéng bi
cac dai thuc bao tiéu diét. Cac té bao da u tuy
dugc opsonin héa bai khang thé s& kich hoat
cac thy thé Fcy duoc biéu hién trén bé mat cta
cac té bao mién dich, thuc déy qua trinh thyc
bao thong qua viéc ndi bao hoa va do d6 lam
ly giai céc té bao dich thong qua qué trinh axit
hoéa tii thuc bao (9). ADCP la mét trong nhitng
co ché giét t& bao da u tuy cuc ky hiéu qua cuia
Daratumumab vi mdi dai thuc bao déu co kha
ning nudt chimg nhanh chéng cac té bao da u
tay c6 gin Daratumumab.

Con duong doc té bao phu thudc bd thé (CDC)

CcDC

cpafD38
Daratumumab
atumumab

Hinh 3: Co ché CDC(7)
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*CDC: Con duong doc té bao phu thudc bo
thé, MAC: phirc hop tin cong mang.

Michel de Weers va cong su da phat hién
ra rang Daratumumab 13 khang thé duy nhat
trong s6 42 khang thé don dong dic hiéu cho
CD38 cua ngudi kich hoat con dudng doc té
bao phu thude b thé cua cac té bao dich Daudi.
Su gén két gitra doan Fc v6i Clq lam khoi dau
con dudng ¢ dién cta dong thac bd thé, dan
dén viéc hinh thanh phtc hop tin cong mang
(MAC), mot kénh xuyén mang cho phép ly giai
thim thau té bao da u tuy, tir d6 giy chét té bao.

Tac dong gay hién tugng apoptosis thong
qua lién két chéo

l Apoptosis }

.Cm Lién két chéo

Su chét t& bao

Hinh 4: Apoptosis sau lién két chéo (7)

Mdi day, mot bang chimg d chi ra rang lién
két chéo qua trung gian FeyR cua cac khang thé
don dong ddi véi té bao da u tily c6 thé khoi
ddng hién tuong apoptosis - chu trinh chét theo
chuong trinh ciia té bao.

Téc dong bién dbi hoat tinh enzyme ctiia CD38

Daratumumab Daratumumab

1 |

ADPR qrm% CADPR» _ caoer hydrolase

NICOTINAMIDE> Hap
NAD ADPR

NAD glycohydrolase

Hz20 ¢

Hinh 5: Bién d6i hoat tinh enzyme (7)
Mot $6 nghién ctu cho théy, Daratumumab
lam bién ddi hoat tinh enzyme cua CD38, urc ché
hoat tinh cyclase va tang hoat tinh hydrolase.
Tir d6 1am giam nong do cADPR va ting nong
d6 NAD, ADPR. Nong do cADPR giam c6 thé

dan dén viéc giam huy dong Ca2+ va lam giam
con dudng tin hi¢u lién quan canxi ndi bao, hon
nira nong do NAD tang c6 thé gy chét té bao.

4. HIEU QUA CUA DARATUMUMAB
TRONG PA U TUY

Pa u thy tai phat/khang tri

Hién nay, phac dd ba thubc dua trén
Daratumumab hoac duédi dang don tri li¢u la
nhiing lga chon ¢6 hiéu qua cao trong da u
tay tai phat/khang tri. C6 rat nhiéu thir nghiém
danh gia hiéu qua cia Daratumumab, nhung
CASTOR va POLLUX la hai thtr nghiém giai
doan 3 noi bat va mang tinh budc ngodt khi
nghién ctru vé sy hi¢p dong ctia Daratumumab
khi két hop v6i bortezomib va lenalidomide
trong da u ty tai phat/khang tri.

Thi nghiém CASTOR chi dinh ngau nhién
498 bénh nhan da u tiy tai phat/khang tri diéu
tri vdi bortezomib va dexamethasone (Vd) hoac
kém theo Daratumumab (D-Vd). Két qua cho
thiy Daratumumab 1am cai thién dang ké ORR
(Overall response rate - ti 1¢ dap Gng chung) va
PFS (Progression-free survival - thoi gian song
thém khong tién trién). Nhém D-Vd c6 nguy
co tir vong hodc tién trién bénh thap hon 61%
so v6i nhom Vd sau khi theo doi trung binh 7,4
thang. Sau thoi gian theo doi trung binh 50,2
thang, PFS trung binh ctia nhém D-Vd cao hon
dang ké so v6i nhém Vd, twong tmg 16,7 thang
va 7,1 thang. Ti I¢ dap ung chung ¢ nhém D-Vd
1a 79,3%, cao hon so v6i nhom Vd (59,9%),
trong do ti 1€ dat CR (Complete response -
dap ung hoan toan) cao hon gap do6i ¢ nhom
D-Vd. Bén canh d6, nghién cuu ciing ghi nhan
déap tng diéu tri sdu va bén vimg hon & nhom
D-Vd. Ba tac dung phu do 3 - 4 phd bién nhat &
nhém D-Vd va Vd 1a giam tiéu cau (tvong tng
45,3% va 32,9%), thiéu mau (twong tng 14,4%
va 16,0%), va giam bach cau hat (twong tng
12,8% va 4,2%).

Tuong tu, thtr nghiém POLLUX theo ddi 569
bénh nhan da u tiy tai phat/khang tri, danh gia
hiéu qua cua lenalidomide va dexamethasone
(Rd) hoic két hop voi Daratumumab (D-Rd).
Két qua thir nghiém cho thay Daratumumab két
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hop v6i Rd (D-Rd) 1am giam 63% nguy co tién
trién bénh hodc tir vong so voi Rd sau thoi gian
theo doi trung binh 13,5 thang. PFS trung binh &
nhom D-Rd 14 44,5 thang, cao hon dang ké so véi
17,5 thang ¢ nhém Rd. ORR ctia nhém D-Rd 1a
92,9% so v6i 76,4% trong nhom Rd va ty 1¢ > CR
tuong ung 1a 43,1% so vdi 19,2%. Sau thoi gian
theo doi trung binh 44,3 thang, Daratumumab
tiép tuc chimg minh loi ich vé PFS, ORR ciing
nhu ti &€ MRD (Minimal residual disease - bénh
ton Iuu t6i thiéu) am tinh bén vimg. Mic du ty
1€ gidam bach cau hat va nhiém trung ¢ nhom
D-Rd cao hon, nhung ty 1¢ nhiém trung d9 3 - 4
la twong ty nhau gitta hai nhom.

Két qua tir nhimg nghién ctru nay da dan
dén thang 11 nam 2016, FDA phé duyét
Daratumumab véi Vd hoac Rd cho nhitng bénh
nhan da u tay tai phat/khang tri da duoc diéu tri
it nhat mot phéac do trudc do.

Pa u tily méi chan doan

Bénh nhan khong du diéu kién cdy ghép

Hién nay, FDA va EMA (European
Medicines Agency - Co quan Quan ly Duogc
pham Chau Au) da phé duyét 2 phac d6 dua trén
khang thé CD38 dé diéu tri cho bénh nhan dau
tiy moi chan doan khong du diéu kién cay ghép:
Daratumumab cdng v6i bortezomib - melphalan
- prednisone (D-VMP) va Daratumumab cdng
v6i lenalidomide - dexamethasone (D-Rd). Cac
phac d6 phdi hop v6i Daratumumab ngdy cang
duoc st dung nhiéu hon duya trén co s6 két qua
tir 2 thir nghiém ngau nhién giai doan 3.

Nghién cttu ALCYONE danh gia hiéu qua
VMP c¢6 hodc khong c6 Daratumumab trong
706 bénh nhan da u tiy méi chan doan khong
du diéu kién cay ghép (tudi trung binh, 71 tudi).
Sau thoi gian theo doi trung binh 16,5 thang,
nhoém D-VMP dat dugc dap ung sau hon va cai
thién dang ké PFS so v6i nhom chi diéu tri voi
VMP. Nghién ctru cho thdy ORR, VGPR (Very
good partial response - dap (mg mot phan rat
t6t), CR va sCR (Stringent complete response -
dap ung hoan toan nghiém ngat) trong nhom co
Daratumumab déu cao hon dang ké. Bén canh
do, ti 1€ MRD am tinh 6 nhém D-VMP cling cao
hon géap 4 1an (28% so v&i 7%). Véi thoi gian

10

theo ddi lau hon, viéc bd sung Daratumumab
vao VMP ciing mang lai loi ich vé OS (Overall
survival - thoi gian song thém toan bg). Tuy
nhién can lvu ¥ rang bénh nhan & ca hai nhom
dugc dicu tri tiép theo khi tai phat, do d6, khong
1 liéu loi ich vé& OS 1a do Daratumumab hay do
lidu phap diéu tri tiép theo. Hau hét cac tac dung
phu & ca hai nhom la tuong tu nhau, ngoai trir ty
1¢ nhiém trung d6 3 - 4 @ nhém D-VMP cao hon
so voi VMP (25,1% so véi 14,7%). Dac biét,
viém phdi & nhém D-VMP cao hon (12,4% so
v6i 4%). Tuy nhién, nhimng diéu nay chi khién
mot s6 it bénh nhan ngimg diéu tri (10).

Hiéu qua lam sang cua D-Rd va Rd duoc
danh gia trong nghién ctu MAIA trén 737 bénh
nhan da u tiy méi chan doan khong du diéu
kién cdy ghép (tudi trung binh, 73 tudi). Rd
1a mot trong nhitng phuong phap diéu tri tiéu
chuan dugce str dung cho nhom bénh nhan nay,
déc biét 1a nhitng bénh nhan cao tudi khong thé
dung nap phac do ba thudc (11). Két qua nghién
ctru cho thiy viéc thém Daratumumab vao phac
d6 Rd da cai thién do sau cta dap tng, PFS va
ca PFS2 (duoc dinh nghia la thoi gian tir khi
ngau nhién dén khi tién trién & 1an diéu tri tiép
theo hoac tir vong) (12). Nhém D-Rd ¢ ty 1€
dap tng diéu tri sdu hon bao gdm > CR (47,6%
so voi 24,9%). Tuong tu, ORR, > VGPR va
MRD am tinh (24,2% so v6i 7,3%) cling cao
hon so v&i nhém D-Rd. Tai thdi diém theo ddi
trung binh 36,4 thang, khong c6 sy khac biét
vé OS gifra cac nhom diéu tri va viéc theo dai
thoi gian song lau dai thi van trong giai doan
thuc hién. Diéu quan trong la chét lwong cude
séng & nhom diéu tri bang D-Rd dugc cai thién
nhanh hon va bén viing so v6i nhom chi dung
Rd(13). Hai tac dung phu do 3 - 4 thuong gap
nhat & D-Rd va Rd 1a giam s6 lugng bach cau
hat (twong tmg 50% va 35,3%) va nhiém tring
(twong ting 32,1% va 23,3%).

Bénh nhan du diéu kién ciy ghép

Thtt nghiém CASSIOPEIA giai doan 3
nim 2019 di chimg minh ring viéc bd sung
Daratumumab vao VTd trude (tin cong) va sau
(cing c6) khi bénh nhan cdy ghép da cai thién
do sau cua dap ung, PFS, cling nhu OS mac du
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thoi gian theo ddi van con ngin (14). Phac dd
két hop Daratumumab - VTd da cho thay ti 1é
sCR tang 1én rd rét & 100 ngay sau cdy ghép, ti
1€ sCR & nhom D-VTd la 29%, trong khi nhom
VTd la 20%. Ngoai ra, nhom D-VTd cling duoc
ghi nhan nhitng ti [¢ > CR, > VGPR va MRD am
tinh (64% so v6i 44%) cao hon. V& mit sCR, tinh
vuot tri cua Daratumumab dugc duy tri & bénh
nhan > 50 tudi, thé trang kém, suy giam chirc
nang gan hodc than nhung khéng ¢ bénh nhan
giai doan 3 theo ISS. Bénh nhan c6 di truyén té
bao nguy co cao dat ti 16 sCR thip hon so véi
nguy co chuan. Tuy nhién ca hai nhom nay déu
cho théy loi ich vé PFS ciing nhu ti 16 MRD am
tinh khi két hop v6i Daratumumab. Ty 1& chung
vé tac dung phu nghiém trong ¢ ca hai nhom 1a
nhu nhau (47%). O nhém D-VTd, ti 1& giam té
bao mau do 3 -4 cao hon nhom VTd. Mac du ti 1€
nhiém tring cao hon & nhém D-VTd nhung ti 1¢
trung d6 3 - 4 1a twong duwong nhau ¢ ca 2 nhém.
Hiéu qué cua vigc duy tri Daratumumab ¢ nhiing
bénh nhan dat dugc > PR (Partial response - dap
{ng mot phan) tir ca hai nhém hién dang dugc
danh gia trong mot phan khac cia nghién ciru
nay (14). Két qua ctia thir nghiém CASSIOPEIA
da tao co s6 cho FDA chép thuan Daratumumab
két hop VTd ¢ bénh nhan da u tiy moi chan
doan du diéu kién cay ghép.

5. KET LUAN

Mic du ¢6 nhiéu tién bd trong viéc lya chon
phac do diéu tri nhung ty 1& tir vong trong da
u tity van con cao, doi hoi can co phac dd hiéu
qua hon. Daratumumab - khang thé don dong
chéng lai CD38 - mot thude méi duoc khuyén
cdo rong rdi cho nhiing bénh nhan da u tuy
tai phat/khang tri ciing nhu da u titly méi chan
doan. Daratumumab c6 vai tro 1am chét té bao
da u tiy thong qua cac con duong trung gian
mién dich (ADCC, ADCP, CDC, gay apoptosis,
rc ché chic ning cac enzyme). Ngay nay,
Daratumumab da cho théy hi¢u qua vuot troi
0 dang don tri li€u hoac Kkét hop véi cac phac
dd khac va da mo ra mot twong lai day hira cho
bénh nhén da u tiy tai phat/khang tri va da u tuy
moi chan doan.

11

TAI LIEU THAM KHAO

1. Palumbo A, Anderson K (2011). Multiple
myeloma. N Engl J Med, 364(11):1046-
1060.

. Guillerey C, Nakamura K, Vuckovic S,
Hill GR, et al (2016). Cell Mol Life Sci,
73(8):1569-1589.

. Lu RM, Hwang YC, Liu 1J, et al (2020).

Development of therapeutic antibodies for

the treatment of diseases. J Biomed Sci,

27(1):1-30.

Laubach JP, Richardson PG (2015). CD38-

targeted immunochemotherapy in refractory

multiple myeloma: a new horizon. Clin

Cancer Res, 21(12):2660-2662.

. Krejcik J, Casneuf T, Nijhof IS, et al (2016).
Daratumumab depletes CD381
regulatory cells, promotes T-cell expansion,

immune

and skews T-cell repertoire in multiple
myeloma. Blood, 128(3):384-394.

Li J, Zhu Z (2010).
development of next generation of antibody-

Research and

based therapeutics. Acta Pharmacol Sin,
31(9):1198-1207.

Larysa Sanchez, Yucai Wang, et al (2016).
CD38
monoclonal antibody for the treatment of

Daratumumab: a first-in-class
multiple myeloma. Journal of Hematology
& Oncology, 9(1):51-51.

Herter S, Birk MC, Klein C,

(2014). Glycoengineering of therapeutic

et al

antibodies enhances monocyte/macrophage
- mediated phagocytosis and cytotoxicity.
Journallmmunol, 192(5):2252-2260.

. Bakema JE, van Egmond M (2014).
Fc receptor - dependent mechanisms

antibody
cancer. Curr Top. Microbiol Immunol,
382(1):373-392.

10.Dimopoulos MA, Mateos MV, Cavo M, et
al (2018). One - year update of a phase 3

of monoclonal therapy of

randomized study of Daratumumab plus
bortezomib, melphalan, and prednisone
(D-VMP) versus bortezomib, melphalan,
and prednisone (VMP) in patients (Pts)
with transplant - ineligible newly diagnosed



Chau Héng Anh. Tap chi Y Dwoc hoc Pham Ngoc Thach. 2022; 1(3): 5-12

multiple myeloma (NDMM): ALCYONE.
Blood, 132(1):156-156.

11.Benboubker L, Dimopoulos MA,
Dispenzieri A, et al (2014). Lenalidomide
and dexamethasone in transplant-ineligible
patients with myeloma. N Engl J Med,
371(10):906-917.

12.Facon T, Kumar S, Plesner T, et al (2019).
MAIA Trial Investigators. Daratumumab

lenalidomide and dexamethasone
for untreated myeloma. N Engl J Med,
380(22):2104-2115.

13.Perrot A, Facon T, Plesner T, et al (2019).
Faster

plus

and sustained improvement in

12

health - related quality of life (HRQoL)
for newly diagnosed multiple myeloma
(NDMM) patientsineligible for transplant
treated with Daratumumab, lenalidomide,
and dexamethasone (D-Rd) versus Rd
alone: MAIA [abstract]. Journal of Clinical
Oncology, 37(15):8016-8016.

14.Moreau P, Attal M, et al (2019). Bortezomib,
thalidomide, and dexamethasone with or
without Daratumumab before and after
autologous stem - cell transplantation

for newly diagnosed multiple myeloma

(CASSIOPEIA): a randomised, open - label,

phase 3 study. Lancet, 394(10192):29-38.



