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KET QUA XAC DINH KHANG THE BAT THUGNG
O BENH NHAN DA U TUY XUONG BUQC DIEU TRI DARATUMUMAB
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

TOM TAT

Muc tiéu: M6 t& két qud xac dinh khang thé bét
thwong & bénh nhan da u tiy xwong dwoc diéu tri béng
Daratumumab sau khtr nhiéu anti-CD38 tai Vién Huyét hoc
— Truyén méau Trung wong.

Thiét ké nghién ctru: Mo ta cét ngang.

Dia diém va thoi gian nghién ctru: Vién Huyét hoc
— Truyén mau Trung wong, tir thang 1 nadm 2023 dén hét
thang 12 nam 2025.

Déi twong nghién ctru: 69 bénh nhan da u tdy xwong
dwoc didu trj bang Daratumumab co chi dinh xét nghiém
sang loc khang thé bt thuwong.

Két qua: Trudc khi khir nhidu anti-CD38, 100% bénh
nhan diéu tri bdng Daratumumab cé két qua sang loc
khang thé bat thudng dwong tinh. Sau khi khtr nhiéu anti-
CD38, phat hién 15,9% bénh nhan cé khang thé dong loai.
Xac dinh dwoc hai loai khang thé déng loai gdm anti-Mia
(63,6%) va anti-E (36,4%). Hiéu gia anti-CD38 trong huyét
thanh cao hon hiéu gia khang thé ddng loai (trung vi lan
lwot 1a 1024 va 4).

Két luan: Ap dung cac phwong phap khiv nhiéu anti-
CD38 gilip xac dinh chinh xac khang thé bat thwérng & bénh
nhan da u tly xwong duoc diéu tri bdng Daratumumab.

Twr khéa: Da u tdy xwong; Daratumumab; khang thé
bat thwong.

SUMMARY

IRREGULAR ANTIBODY IDENTIFICATION IN
DARATUMUMAB-TREATED PATIENTS WITH
MULTIPLE MYELOMA AT THE NATIONAL INSTITUTE
OF HEMATOLOGY AND BLOOD TRANSFUSION

Objective: To describe the results of irregular antibody
identification in patients with multiple myeloma receiving
Daratumumab after mitigation of anti-CD38 interference at
the National Institute of Hematology and Blood Transfusion.
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Hoang Thj Thanh Nga', Pham Quang Thinh'?,
DPao Hwong Giang', Nguyén Quang Tung"?

Study design: A cross-sectional descriptive study.

Study setting: The study was conducted at the
National Institute of Hematology and Blood Transfusion,
Vietnam, from January 2023 to December 2026.

Subjects: 69 patients with multiple myeloma receiving
Daratumumab who were indicated for irregular antibody
screening.

Results: Before mitigation of anti-CD38 interference,
100% of patients treated with Daratumumab had positive
irregular antibody screening results. After mitigation of anti-
CD38 interference, alloantibodies were detected in 15.9%
of patients. Two alloantibodies, anti-Mi? (63.6%) and anti-E
(36.4%), were identified. The median anti-CD38 antibody
titer was markedly higher than the median alloantibody titer
(1024 vs. 4, respectively).

Conclusion: Mitigation of anti-CD38 interference
facilitates the identification of irregular antibodies in
patients with multiple myeloma treated with Daratumumab.

Keywords: Multiple myeloma; Daratumumab; irregular
antibodies.

I. DAT VAN DE

Daratumumab 1& khang thé& don dong khang
CD38 c6 kha nang tiéu diét twong bao va dwoc
str dung trong diéu tri bénh nhan da u tdy xwong
(BUTX). Tuy nhién, thubc cé thé lién két véi khang
nguyén CD38 trén mang hdng ciu (HC) gay phan
&ng dwong tinh trong cac xét nghiém mién dich
truyén mau. Ngoai ra, su tén tai clia anti-CD38 trong
huyét thanh (HT) bénh nhan che l4p sy hién dién
clia khang thé déng loai, lam kho khan cho viéc xac
dinh khang thé bat thwong (KTBT) (1),(2).

Dé han ché anh huéng cla anti-CD38, mot sb
phuong phap da dwgc nghién ctru va ap dung, trong
dé phd bién nhéat 1a xt ly HC bang Dithiothreitol
(DTT) va trung hoa anti-CD38 trong HT bang soluble
CD38 (sCD38). Str dung DTT c¢6 wu diém la chi phi
thap, k§ thuat tién hanh twong dbi don gian va dé
trién khai thuwong quy nhung DTT ciing cé thé pha
hdy mét sé khang nguyén HC nhuw Kell, Lutheran
va Dombrock 1am han ché kha nang phat hién cac
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KTBT twong &ng (1). S dung sCD38 ¢ wu diém
la trung hoa tryc tiép anti-CD38 trong HT gitp bao
tdn cac khang nguyén HC nhwng cé han ché vé chi
phi, khd nang tiép can va c6 thé anh hwéng dén kha
nang phat hién KTBT thudc hé Duffy (2). Do méi
phuwong phap khtr nhiéu anti-CD38 déu c6 nhirng
wu diém va han ché riéng, cac hwéng dan hién nay
khuyén cao phong xét nghiém nén phéi hop nhiéu
phwong phap véi nhau dé& nang cao kha néng phat
hién KTBT (1). Tai Vién Huyét hoc — Truydn mau
Trung wong, chung t6i dang str dung déng thei DTT
va sCD38 trong xac dinh KTBT & bénh nhan BUTX
diéu tri bang Daratumumab. D& cé nhirng danh gia
cu thé, chang téi tién hanh nghién ctu nay nham giai
quyét muc tiéu: ‘M6 ta két qua xac dinh khang thé
bét thuong & bénh nhén da u tiy xwong duoc diéu
tri bang Daratumumab sau khir nhiéu anti-CD38 tai
Vién Huyét hoc — Truyén méu Trung wong”.

2.5. Cac bién sé nghién ctru

Bang 2.1. Céc bién sé nghién ciru

Il. PHUONG PHAP NGHIEN CcUU

2.1. Thiét ké nghién ctru: M6 ta cit ngang

2.2. Dia diém va thoi gian nghién ctru

Dia diém nghién clru: Vién Huyét hoc — Truyén
mau Trung wong.

Th&i gian nghién ctru: Tir thang 1 nam 2023
dén hét thang 12 nam 2025.

2.3. Béi twong nghién ciru: Bénh nhan da u tay
xwong dwoc diéu tri bAng Daratumumab c6 chi dinh
xét nghiém sang loc khang thé bat thwong.

2.4. C& mau, cach chon mau

Cach chon mau: Toan bd.

C& mau: Trong thdi gian t& thang 1 nam 2023
dén hét thang 12 nam 2025, c6 tat ca 69 bénh nhan
da u tdy xwong dwoc didu tri bAng Daratumumab
dwoc chon vao nghién ctru.

Néi dung nghién ciru Bién sé Loai bién M6 ta/Vi du
Tubi Binh lwong 0,1,2,3, ...
cua doi trgng nghién ciru Tidn st truyén mau Dinh tinh Co/Khéng
Tién st thai san Dinh tinh Cd6/Khdng
Sang loc KTBT Dinh tinh Am tinh/Dwong tinh
& bénh nhan Hiéu gia anti-CD38 Binh lvong 0,2,4,8, ..
Hiéu gia KT d(")ng loai Binh lvong 0,2,4,8, ...

2.6. Cong cu thu thap sé liéu

Céc thong tin cla bénh nhan va két qua xét
nghiém trong nghién ctu (sang loc KTBT, dinh danh
KTBT, hiéu gia khang thé) dwoc thu thap tr hd so
bénh an va thu thap trwc tiép trong qua trinh thuc
hién xét nghiém.

2.7. Cac xét nghiém str dung trong nghién ctru

Sang loc va dinh danh khang thé bat thudng

- Ky thuat thwc hién: Ngwng két cot gel trén hé
théng may Erytra — Grifols, Tay Ban Nha.

- Sinh pham dung trong xét nghiém:

+ Gelcard neutral, AHG cla hang Grifols, Tay
Ban Nha;

+ Panel HC sang loc va dinh danh KTBT cua Vién
HHTMTW;

+ Panel HC dinh danh KTBT cua hang Grifols,
Tay Ban Nha;

+ Dung dich pha lodng va héa chét di kém may.
Khtr CD38 trén bé mat hdng cau (xt ly hdng cau)

+ Rira HC 4 14n bang NaCl 0,9%, loai b dich néi
sau rra;

+ Cho vao 6ng nghiém sach 0,5ml HC da r(ra;
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+ B6 sung tiép vao éng nghiém 2ml DTT, lc déu;

+ U hén hop trén & 37°C trong 30 phat. Luu y ol
10 phat 14c tron 1 1an;

+ Rira hén hop vira G 4 1an bang NaCl 0,9%, loai
bo dich ndi sau rtra;

+ Kiém tra hiéu qua khtr CD38 trén mang HC
béng cach danh gia tan mau va kha nang phan &ng
Vi anti-CD38 (2),(3).

Trung hoda anti-CD38 trong huyét thanh bang
sCD38 (xt ly huyét thanh)

+ Cho vao 6ng nghiém 75puL huyét thanh ctia BN
can trung hoa anti-CD38;

+ B sung vao éng nghiém 6L sCD38;

+ U éng nghiém 37°C trong thai gian 15 phut;

+ Kiém tra hiéu qua trung hoa anti-CD38 bang
xét nghiém sang loc KTBT & diéu kién 37°C/AHG.
Trwdng hop anti-CD38 chwa duwgc trung hoa hoan
toan, tiép tuc tang thé tich sCD38 thanh 12uL va 18uL
dé trung hoa anti-CD38 trong 75 uL HT bénh nhan,
sau do kiém tra hiéu quéa trung hoa anti-CD38 (2).

Hiéu gia khang thé

- Ky thuat thue hién: Ngwng két cot gel trén hé
théng may Erytra — Grifols, Tay Ban Nha.

- Hiéu gia anti-CD38:

+ V&i mau HT chi ¢ anti-CD38, s dung HC bét
ky trong panel dinh danh KTBT;

+ V&i mau HT cé ca anti-CD38 va KT dong loai,
st dung HC khéng cé khang nguyén twong trng voi
KT ddng loai trong panel dinh danh KTBT.

- Hiéu gia KT déng loai: St dung HC c6 khang
nguyén twong (rng véi KT ddng loai trong panel dinh
danh KTBT (3).

2.8. Xtr ly va phan tich s6 liéu

Sé lieu dwoc x&r ly bdng phan mém SPSS 20.0:

+ Céac bién dinh tinh dwoc trinh bay duwdi dang
ty 1€ %;

+ Céac bién dinh lwong phan phéi chuan dwoc
trinh bay duwdi dang gia tri trung binh va d6 léch
chuan;

+ Céc bién dinh lwong phan phéi khéng chuan
dwoc trinh bay dwdi dang gia tri trung vi va khoang
t& phan vi.
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2.9. bao dwrc nghién ctru

- S6 liéu dwoc thu thap va st dung chi nham muc
dich nghién ctru khoa hoc;

- Moi thong tin ca nhan cla bénh nhan dwgc
ma hoa, bao mat va chi dwgc str dung b&i nhom
nghién ctu.

. KET QUA

3.1. Pac diém chung cua déi twong nghién
clru

Dic diém tubi va giei

- Tubi trung binh: 63,7 + 11,2 (tudi nhé nhét: 34,
tudi I6n nhéat: 82);

- Gi&i nam: 38/69 bénh nhan, chiém 55,1%;

- Gi6i niv: 31/69 bénh nhan, chiém 44,9%.

Dic diém vé tién st truyén mau va thai san

Bang 3.1. Tién st truyén mau va thai sén ctua déi
twong nghién cteru (n=69)

o S6 lwgng Ty lé
Tien s (n) (%)
Tién st truyén mau
Cé 61 88,4
Khﬁng’ 8 11,6
Téng sb 69 100
Tién st thai san (v&i ni)

Co 31 100

Khéng 0 0
Tong sO 31 100

Nhén xét: Phan Ién bénh nhan trong nghién ciru
c6 tién str truyén mau (88,4%). Dbi véi 31 bénh nhan
nir, tt cd déu co tién st thai san (100%).

3.2. Két qua xac dinh khang thé bat thwong

Bang 3.2. Két qua sang loc KTBT ban d&u cia
mé&u (n=69)

Két qua xét nghiém S6 lvong Ty lé
SLKTBT (n) (%)
bdukien | -Amtinh 69 100
22°CINaCl |~ D;Pg:gg e 9 100
Didukign | -Amtinh 0 0
Pns | omin | & | o
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Nhén xét: Tat ca cac mau bénh pham cla bénh nhan dang sir dung Daratumumab déu cé xét nghiém

sang loc KTBT dwong tinh & diéu kién 37°C/AHG.
Bang 3.3. Ty Ié phat hién KTBT giira hai phwong phap (n=69)

Phwong phap sang loc KTBT .
Két qua sang loc KTBT Xt ly HC bing DTT Xv Iy HT bing sCD38 th/:qp
n (%) n (%)
Am tinh 58 (84,1%) 58 (84,1%) 58/58
Duong tinh 11 (15,9%) 11 (15,9%) 111
Téng sb 69 (100%) 69 (100%) 69/69

Nhén xét: Két qua sang loc KTBT bang phwong phap xt ly HC va phwong phap x& ly HT hoan toan twong
ddng. Ca hai phwong phap déu phat hién 11/69 mau dwong tinh, ty 1& xuét hién KTBT 1a 15,9%.

Bang 3.4. Két qua dinh danh KTBT ctia bénh nhan (n=11)

Loai KTBT S6 lwong (n) Ty 1é (%)
Anti-Mie 7 63,6
Anti-E 4 36,4
Téng sb 11 100

Nhén xét: Binh danh KTBT cho 11 m&u HT cla bénh nhan diéu tri bang Daratumumab x&c dinh dwoc 2
loai KT 1a anti-Mie va anti-E. Trong d8, Anti-Mi® & KTBT gdp nhiéu nhét v&i 7/11 mau (63,6%), anti-E gap &
4/11 mau (36,4%).

Bang 3.5. Hiéu gié khang thé trong huyét thanh bénh nhan

Hiéu gia khang thé

Trung vi (IQR)

Nho nhéat — Lén nhét

Anti-CD38 (n=69)

1024 (1024-2048)

256 — 8192

Khang thé déng loai (n=11)

4 (2-8)

2-8

Nhén xét: Hiéu gia anti-CD38 trong HT clia bénh nhan diéu tri Daratumumab rat cao, voi trung vi la 1024
(IQR: 1024-2048) va dao dong tlr 256 dén 8192. Trong khi d6, hiéu gia KT déng loai ctia bénh nhan (néu co)
thp hon nhiéu, cé trung vi 4 va dao déng tir 2 dén 8.

IV. BAN LUAN

4.1. Pac diém cua déi twong nghién cliru

Dic diém theo tudi va gioi

Trong s6 69 bénh nhan BUTX diéu tri bang
Daratumumab dwgc nghién ctru, ching toi thay tudi
trung binh clia dbi twong nghién ctru la 63,7 tudi va
bénh c6 xu hwéng gdp nhiéu hon & nam gigi. Két
qua nay phu hop véi nhidu nghién ciru vé dich té
hoc DUTX trén thé gidi, trong d6 nam gidi thwong
chiém wu thé nhe v&i ty 1& dao dong khoang 1,3—
1,5/1. Nghién ctru cla tac gia Rajkumar va céng sy

(2022) ciing ghi nhan tudi bénh nhan BUTX tai thoi
diém chan doan dao dong khoang 68-70 tudi, voi
hon 60% trwdng hop dwoc phat hién sau 65 tubi (4).

Tién st truyén mau va thai san cua déi twong
nghién clru

Két qua nghién ctu & bang 3.1 cho thay 88,2%
bénh nhan cé tién st truyén mau trwdc khi didu tri
bang Daratumumab. Ty 1& nay twong dbi cao nhwng
phu hop véi dac diém lam sang cta bénh DUTX
do thiéu mau 1a mét trong nhirng biéu hién thuong
gap nhéat (4). Bén canh d6, tat ca nhixng bénh nhan
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ni¥ (31/31) trong nghién ctru déu co tién s mang
thai, day ciing 1a mét yéu t6 nguy co da dwoc chirng
minh d&i v&i sy hinh thanh KTBT. Nhw vay, nhom
bénh nhan trong nghién ctu cé nhidu yéu tb nguy
co xuét hién KTBT. Vi vay, viéc sang loc KTBT trwdc
truyén mau va theo déi trong subt qua trinh diéu tri
la c&n thiét nham phat hién sém tinh trang man cam
mién dich va lwa chon don vi mau pht hop. Déi voi
bénh nhan diéu tri bAng Daratumumab, yéu cau nay
cang tré nén quan trong do thudc gay nhidu cac xét
nghiém mién dich truyén mau, lam phtc tap qua
trinh phat hién khang thé bat thwong.

4.2. Két qua xac dinh khang thé bat thwong
Sang loc khang thé bat thwong

Thwe hién sang loc KTBT cho bénh nhan dang
diéu tri Daratumumab vé&i panel HC chwa xtr ly (béng
3.2), ching t6i thay tAt cd HT bénh nhan déu phan
&ng v&i panel HC & diéu kién 37°C/AHG va khéng
phan (rng & diéu kién 22°C/NaCl. Kiéu phan (rng nay
rat phu hop véi déc diém cla Daratumumab (KT don
dong thudc 16p 1gG c6 kha nang lién két véi CD38
trén mang HC va gay phan &ng dwong tinh & diéu
kién c6 AHG) (1), (2). Tuy nhién, v&i két qua nay
chwa thé khang dinh HT bénh nhan chi chva anti-
CD38, bdi cac KT ddng loai c6 y nghia 1am sang
ciing phan &ng & cung diéu kién trén. Do do, can
c6 bién phap loai bé hoac trung hdoa anh hwéng cla
anti-CD38 trwdc khi thye hién sang loc va dinh danh
KTBT dé dam bao phat hién chinh xac cac loai KT ¢
trong HT cda bénh nhan.

Trong nghién clru nay chung téi 4p dung déng
thei ca hai phwong phap khir nhiéu anti-CD38 Ia st
dung DTT 0,2M dé kh&r CD38 trén mang HC panel
sang loc/dinh danh KTBT va st dung sCD38 dé
trung hoa anti-CD38 trong HT clia bénh nhan. Sau
khi d& khac phuc &nh hwéng ctia Daratumumab,
chung t6i tién hanh sang loc KTBT v&i panel HC sau
xt ly bang DTT 0,2M va st dung HT bénh nhan sau
xt ly badng sCD38. Két qua nghién ctvu & bang 3.3
cho thay phwong phap xt ly HC va phwong phap xor
ly HT cho két qua sang loc KTBT hoan toan twong
doéng. Ca hai phwong phap déu xac dinh 58/69 méau
am tinh va 11/69 mau dwong tinh, dat ty 1€ phu hop
100%. Ty lé phat hién KTBT & bénh nhan BUTX diéu
tri Daratumumab trong nghién ctu la 15,9%, két qua
nay phu hop véi déc diém cua dbi twong nghién ctru
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khi phan I&n cac bénh nhan da cé tién st truyén mau
va thai san. Két quéa nghién ctru cla ching t6i cao
hon két quéa ctia mot sb cong bd truéc day: Nghién
clru cla tac gid Samantha Phou va céng sw ghi nhan
ty 1& xuét hién KTBT 1a 7,8% va ty 1& nay trong nghién
clru cla tac gid Carreno va cong sw 1a 9,1% (5),(6).
Su khac biét nay c6 thé lién quan dén c& mau ciing
nhw dac diém cua déi twong nghién ctru. V&i nhivng
két qua thu dwoc, co thé thdy néu khong st dung
cac phwong phap khir nhiéu anti-CD38 thi sé khong
thé xac dinh dwoc sw ton tai clia cac loai KT cé trong
HT bénh nhan. Diéu nay rat nguy hiém vi khéng chi
lam kéo dai thoi gian lwa chon don vi mau phu hop
ma con tiém an nguy co bd sét cac KTBT cé y nghia
lam sang, anh huéng dén an toan truyén mau va tinh
mang clia bénh nhan.

Dinh danh khang thé bat thwong

V&i 11 mau bénh phdm clia bénh nhan co xét
nghiém sang loc KTBT dwong tinh sé dwoc dinh
danh KTBT, két qua nghién ctru bang 3.4 cho thay
chung t6i da xac dinh dwoc hai loai KT déng loai &
anti-Mie va anti-E, trong dé anti-Mie chiém ty 1& cao
hon (63,6%). Tai Viét Nam, hai loai KT nay déu cé
tan suét xuat hién cao va cé y nghia lam sang, c6
thé gay ra cac phan (rng truyén mau murc dd manh.
Céac phwong phap kh&r nhiéu anti-CD38 st dung
trong nghién ctru déu khéng anh hwéng dén sy phat
hién anti-E va anti-Mi=. Biéu nay c6 y nghia rat quan
trong, cung cap béng chirng Gng ho viéc cé thé ap
dung réng rai cac phwong phap nay tai Viét Nam.
Viéc lwa chon phwong phap khir nhiéu anti-CD38
cling can can nhac dén dac diém dich t& KTBT cla
tirng khu vire, quéc gia. Tai nhiéu nwédc chau Au va
Bac My, xt ly héng cau bang DTT khéng dwoc wu
tién st dung vi DTT pha hdy khang nguyén hé Kell,
khién cac KT thudc hé nay (dac biét la anti-K, ty 1&
xuét hién cé thé t&i 30%) khoéng dwoc phat hién.
Trong khi do, tai Viét Nam chwa ghi nhan trwdng hop
nao c6 anti-K nén han ché nay cia phwong phap it
bi anh huwdng dén kha nang phat hién KTBT (1),(7).
Tl nhirng phéan tich trén cho théy, tai Viét Nam
DTT c6 tiém nang tré thanh mot giadi phap thay thé
cho sCD38 trong kh* nhiéu Daratumumab & nhiéu
trwdng hop 1am sang. Diéu nay dac biét cé y nghia
khi viéc nhap khau sCD38 con gap nhiéu khé khan,
chi phi cao va kha néng tiép can con han ché.
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Phan tich dac diém huyét thanh hoc cta KT &
bénh nhan BUTX diéu tri Daratumumab & bang 3.5
cho thay hiéu gia anti-CD38 rat cao, vé&i trung vi dat
1024 (IQR: 1024—2048) trong khi hidu gia KT déng
loai chi dao doéng tlr 2-8 (trung vi la 4). Sw chénh
léch rat I&n vé hiéu gia gitra anti-CD38 va KT déng
loai da chrng minh dwgc vi sao Daratumumab
che l4p sy hién dién cta cac KT déng loai. Vé&i két
qua nghién ctru nay con cho thay viéc ap dung cac
phwong phap huyét thanh hoc truyén théng nhw pha
lodng KT hay hap phu KT dé loai bd sw anh hwéng
cla thudc 1a khong kha thi. D& c6 thé xac dinh chinh
xac cac loai KT co trong HT bénh nhan BUTX diéu
tri bang Daratumumab bat budc phai st dung cac
phuwong phap kht nhiéu anti-CD38.

Sau khi &p dung cac phwong phap khr nhiéu
anti-CD38, chung t6i da xac dinh dwgc cac KTBT
cho bénh nhan BUTX dang diéu tri Daratumumab,
do 1a co s& dé lwa chon don vi mau phu hop va nang
cao an toan truyén mau.

V. KET LUAN

Ap dung cac phwong phap khtr nhiéu anti-CD38
gilp xac dinh chinh xac khang thé béat thuong
& bénh nhan da u tiy xwong dwoc diéu tri bang
Daratumumab.
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