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Noi Dung

Tong két bao cdo ADR

Hudng dan bao cao ADR
trén phan mém mai, so
sanh v41 bdo cdo

Tong quan vé thude tic ché
mién dich trong huyét hoc

Thudc giam dau trong
huyét hoc: Lua chon va luu
y an toan

Thudc hiém trong huyét
hoc: T “Thudc md coi”
dén thach thirc tiép can va
phéi hop quan 1y

Céc thudc tiém tiy trong
huyét hoc — thuc trang va
danh gia

CAR-T Cell Therapy— li¢u
phap mién dich tién tién va
kha nang tiép can tai Viét
Nam

DPong kinh do thudc: Nhan
dién sdm va chién luoc
quan ly

Lam tron liéu hoa chat va
pha ché an toan: Nguyén
tac va ung dung thyc hanh

10

Mot s6 twong tac thude
thuong gap trong di€u tri
bénh ly huyét hoc

Chu bién
PGS.TS. Nguyén Ha Thanh

Co van ngi dung

PGS. TS. Bach Qudc Khanh
PGS. TS. Vi Duc Binh
ThS. LLé Lam
PGS.TS. Nguyén Quang Tung
TS. Vit Duy Hong
TS. Nguyén Hiru Chién
DSCK2. Nguyén Duy Tan
ThS. Pham Minh Tuan

Bién soan
ThS. Lé Thi Hong Anh
DSPH. Trin Duy Anh
DSPH. Tran Thi Thu Ha
DSPH. Tran My Linh
DSDH. Cu Thi Lan Trang
DSDH. Phan Ngoc Luan
DSDH. Lé Phuong Thao
ThS. Nguyén Thi Diéu Linh
ThS. Nguyén Lan Huong
DSPH. Tran Thi Hién
DSDH. Dam Thi Van Anh




H TONG KET BAO CAO ADR 2025 T

1. Théng tin vé s6 lwgng bio cio ADR
1.1. S6 lwong bao cao tir 1/1/2025 dén

31/12/2025: 10 bao cao
1.2. Chit lwong bio cio:

- Dé xuat: Tét ca cac bao cao déu cung cip
day du thong tin, bao gdbm: thong tin chung,
thong tin bénh nhan, phan mg c¢6 hai, thude
nghi ngo va thim dinh tir don vi giri bao cdo.
2. Théng tin vé nguoi bao cio

2.1. Poi twong bao cio ADR

Poi twong
tham gia
Bac si
Duoc si (thu thap
thong tin, hoan
thién bao cao)

S6 b4o cdo
(N=10)

Ty 18
(%)
10

90

3.2. Thudc nghi ngé giy ADR

Nhém thudc
Khang sinh
Khang virus

Corticosteroid

Piéu tri ung thw

Piéu hoa mién dich
Khang thé don dong

Giai doc

Hoat chat
Ciprofloxacin
Amoxicillin
Imipenem+Cilastatin
Cefazidim
Aciclovir
Dexamethason
Methyl prednisolone

Vincristin
Methotrexat
Asparaginase
Nilotinib
Lenalidomide

Daratumumab

Calci folinat

2.2. Cac khoa phong bao cao

S6 bao cao Ty I¢
(N=10) (%)
Bénh mau tong hop 2 20

Khoa phong

Bénh mau tré em /3 30
Ghép té bao gbc 5 50

3. Thong tin yé thudc nghi ngo gy ADR

3.1. Tién sir di ing ciia bénh nhan

S6 baocao Ty I¢
(N=11) (%)

Co tién st di Gmg 10

trude do

Khong c6 tién str 90

di ung trudc do

Tién s

Biét dugc So bao cdo
Ciptocin 400mg

Curam 875mg+125mg

Raxadin

Tenamyd ceftazidim

Aciclovir 200mg
Dexamethason 4mg

Vinsolon 40mg

Vincran 1mg

Methotrexat Ebewe 500mg/5ml
Methotrexat Belmed 1000mg
L-aspase

Tasgina

Lenagio 25

Darzalex

Calci folinate 50mg/5ml



https://www.google.com/search?q=Amoxicillin&oq=amoxci&gs_lcrp=EgZjaHJvbWUyBggAEEUYOTILCAEQABgKGAsYgAQyCwgCEAAYChgLGIAEMgsIAxAAGAoYCxiABDILCAQQABgKGAsYgAQyCwgFEAAYChgLGIAEMgsIBhAAGAoYCxiABDILCAcQABgKGAsYgAQyCwgIEAAYChgLGIAEMgsICRAAGAoYCxiABNIBCDQzMDNqMGo3qAIAsAIA&sourceid=chrome&ie=UTF-8&mstk=AUtExfBYCXyftLFPJLRAhAkCgIsuUmhAM_gZApc7Ou5PdDJDLkLO8rK3aTsse9c-r177pIBy_LxTKUgRAeGMIDXxZt3X0VzJuPAJN_1NBzv0CYh-aafMML-ed7JKiUEtHf1_BjU&csui=3&ved=2ahUKEwjQ3tGj0PiRAxU4klYBHQSWH08QgK4QegQIARAE

3.3. Pwong dung cia thudce

S6 thude Ty 1é

(N=16) (%)
Ubng 4 25
Tiém/truyén tinh
mach

Puwong dung

12 75

3.4. Mirc d¢ nghiém trong ctiia ADR

S6 bao cao Ty lé

Mirc do *
trede N-10) (%)

Khong nghiém

trong

6 60

Nhap vién/kéo dai 30
thoi gian nam vién

De doa tinh mang 1 10

3.5. Biéu hién 1am sang phd bién
Biéu hién S0 biéu hién  Tan suit
lam sang (N=14) (%)
Ban ngtra, man
do trén da
St 1 7,1

3 21,4

Tang men gan 214
Réi loan tiéu

hod 14,3

Biéu hién SO biéu hi¢n  Tin suit
1am sang (N=14) (%)
Suy thén N\ 7,1
‘Tang huyét ap 1 = 7,1

Sung dau bap

| 7,1
tay : :

R&t run~ ] 7.1
Pau dau 1 7,1

3.6. Danh gia ADR theo thang Naranjo

Mobi li@n quan giira S0 bdo cdo Ty Ié
thuoc va ADR (N=10) (%)
Cé the 5 50
C6 kha nang 2 20
Khong chic chin 3 30
3.7. Két qua sau xir tri phan ting
Két qua S()(Nbi(l);)éo

Hoi phuc khong

c6 di chung 8

Dang hodi phuc 1
Chura ho6i phuc 1




HUGNG DAN BAO CAO ADR
TREN PHAN MEM ISOFH

1. Muc tiéu hoat dong biao cao ADR

Hoat dong bio cdo phan tmg co hai ciia thude
(ADR) tai bénh vién duoc trién khai nham
dam bao str dung thudc an toan, hop 1y cho
nguoi bénh, véi cac muc tiéu chinh sau: :
- Phat hién va xir tri kip thoi:

Phat hién sdm va ghi nhan day dii cic ADR,
dac biét 1a ADR nghiém trong, ADR mdi, cac
vén dé vé chit luong thube va sai sot trong st
dung thudc; tir 46 cung cap thong tin kip thoi
giup bac si, dugc si xu tri cho nguoi bénh va
xdy dung bién phap du phong.

- Thu thap va danh gia dir licu:

Thu thap dir liéu dé danh gia tinh an toan ctia

2. Cac bworc thao tac

|

thude dang str dung tai bénh vién, xac dinh ty
16 va yéu t6 nguy co gy ADR (tudi, bénh
kém theo, twong tac, dwong dung...), dong
thoi eung cép bang chimg cho Hoi dong
Thudc va'diéu tri, Trung tam Céanh giac Dugc
dé dua ra canh bao va cai thién chat luong ké
don, st dung thudc.

- Nang cao van hoa an toan nguoi bénh:
Thuc day trach nhiém va dao dirc nghé nghiép
ctia nhan vién y té trong theo ddi, bao céo
bién ¢ lién quan dén thube, gop phan giam ty
1€ méc bénh, tir vong va chi phi diéu tri do
thubc gay ra.

Buwée 1: Man hinh chinh ¢6 chure ndng “Quan 1y bao cdo ADR”
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Buwéc 2: Nhap M3 hd so cta ngudi bénh — tw dong phan mém ldy thong tin Ho tén nguoi bénh
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Bwéc 3: Phan mém hién thi phiéu bao cio ADR. Béc si/diéu dudng ghi day du cac thong tin, dic
biét cac thong tin vé biéu hién ADR, cach xir tri phan tmg, thong tin thude nghi ngo gy ADR.
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Mau ndi dung ‘ Chon dit liéu mau H Tao mau méi ‘

3. Lgi ich
Viéc chuyén tir ghi nhan va dién tay sang béo cdo chu dong trén phan mém quan 1y bénh vién
(HIS/EMR) mang lai nhiéu loi ich vuot troi, gitip cong tac giam sat ADR ctia bénh vién tré nén hiéu
qua, kip thoi va chuyén nghiép hon.

Loi ich M0 ta chi tiét
B4o c4o dé dang, nhanh chéng ngay tai chd (bénh phong, phong kham) gitp
tang sd luong bao cdo. Giao dién phan mém gitip dam bao dy du thong tin
can thiét (tranh thiéu sot thong tin quan trong nhu 16/han dung, liéu dung).

Tang ty 16 va chat
lwong bao cao

Dir liéu duoe tap trung hoa va sb hoa ngay 1ap tirc. Duogc si 1am sang/Pon vi
Canh giac Dugc nhan duogc thong bao real-time dé tham dinh, phan loai, va
dua ra khuyén nghi xu trf kip thoi.

Xir ly thong tin
nhanh chong.
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Mo ta chi tiét

Giam cong viéc hanh chinh (in an, luu trix ho so gidy). Tu dong hoa viéc trich
xuét dit liéu bénh nhan, thudc dang dung tir ho so dién tir (EMR) gitip tiét
kiém thoi gian cho nguoi bao cdo.

To1 uu hoa quy
trinh lam viéc

D@ dang trich xuat bao cao tong hop theo thudc, khoa phong, mirc do nghiém
trong, va cac yéu t6 nguy co khac dé HDT&DT phan tich xu huéng, dua ra
cac quyet dinh quéan Iy thubc (vi du: thay d6i phac dd; ngimg/han ché str dung
mdt s6 16 thude, tap hun chuyén dé).

Phan tich va Ra
quyét dinh

D& dang két ndi dir liéu bao cao ADR véi cac hé théng canh bao khac (vi du:
canh bao twong tac thude, chong chi dinh) trén phan mém, tao thanh mot hé
thdng quéan 1y an toan thudc toan dién.

Lién két dit liéu

4. So sanh voi cach bao cao cii

Tiéu chi

Tinh chu dong cua
nguoi bao cao

Quy trinh bdo céo

Ngudn dir liéu

Thoi gian xtr ly

Ty I¢ bao cao

Chat luong dit liéu

Kha nang phan tich

Luu trt va tra ctru

Hé théng Cii (Thi cong)

Thu dong. Ngudi bao cao phai
tu dién tay vao mau, tim kiém
thong tin.

Phirc tap, nhiéu budc

Phai tra ctru tha cong Ho so
bénh 4n gidy/dién tor dé lay
thong tin bénh nhan, thudc st
dung, va chi tiét ADR.

Cham. C6 d6 tré 16n giita lic
phat hién va luc xtr ly.

Thap, do quy trinh ruom ra,
t6n thoi gian va dé bi quén.

Khong ddng nhat. D& bi bo sot
thong tin quan trong.

Khé khan. Phai nhap lai dir
liéu vao Excel dé thong ké, mat
nhiéu thoi gian tong hop.

Kho khan. Luu trit ho so gidy,
dé that lac, ton dién tich, tra
ctru ton thoi gian.

H¢ thong Méi (Tich hop Phin mém)

Chu dong. Ngudi bao cdo (Bac si, Diéu
dudng) c6 thé thao tac truc tiép trén may
tinh ngay tai khoa lam sang.

Pon gian, tinh gon

Ty dong trich xuat thong tin tir HO so
bénh an dién tor (EMR/HIS) (Vi du: Tén
bénh nhan, ma s, thue dang dung, liéu
dung, ngay dung).

Nhanh chong/Real-time. Bao cao duogc
gui t6i khoa Dugc, Dugc si nhan thong
bao ngay lap tirc trén phan mém dé tham
dinh va phan hoi.

Cao hon, do dé thao tac, tich hop vao
quy trinh lam vi¢éc hang ngay.

Dong nhét va day du.

D@ dang. Phan mém ty dong tao cac bao
c4o, phuc vu Hoi dong Thude va diéu tri
ra quyét dinh.

Dé dang. Luu trit tp trung trén hé
théng.
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Tiéu chi H¢ thong Cii (Thii cong)  H¢ thong Méi (Tich hop Phin mém)

Hi¢u qua. Duoc st ¢6 thé nhap truc tiép
két qua tham dinh va khuyén nghi vao
bao céo, Bac si/Diéu dudng nhan duoc
phan hoi ngay trén phin mém.

Thuong khong c6 hodc chdm.
Phan hdi/Feedback Phan hdi thuong. bang dién
thoai.
\ ‘

Tom lai, viéc chuyén doi sang hé théng mdi1s€ giup bénh Vié} tao ra mothé théng Canh giac Dugc
manh mé& hon, t6i vu héa nguén luc va quan trong nhat 1a nang cao tinh an toan cho ngudi bénh thong
qua vi¢c phat hién, xur Iy va phong ngira ADR mdt cach kip thot va co hé théngi .

Viéc nang cap 1én hé théng mai gitip chuyén trong tim tir cong tac hanh chinh, gidy to sang cong
tac chuyén moén, phan tich va can thiép kip thoi, tir d6 ning cao chat luong diéu tri va an toan ngudi
bénh mot cach ro rét. ’




TONG QUAN VE THUOC UC CHE MIEN DJCH
TRONG HUYET HQOC

Thudc e ché mién dich dong vai tro rat
quan trong trong viéc kiém soat, diéu chinh
hoat dong cua hé thdng mién dich, dic biét
trong cac bénh 1y huyét hoc nhu bénh tir mién
va ghép té bao gdc. Sir dung cac thude trc ché
mién dich gitp ngan ngira va diéu tri mot s6
bénh 1y nhu thiéu mau bat san, hoi chimg

Evans, diéu trj cAc tinh trang viém man tinh, hd
trg diéu trj khi bénh nhan trai qua ghép té bao
géc nham ngan chdn hién tuong thai loai té bao
ghép. Noi-dung vé cac thude wre ché mién dich
dudi day tong hop cac nhém thude chinh, ing
dung, ADR thudng gip, theo dbi diéu tri nham
dam bdao hi€u qua va an toan cho nguoi bénh.

1. Cac nhém thudc e ché mién dich dung trong diéu tri bénh Iy huyét hoc

Nhém thude Cacﬂthuorc dunA,g trong
bénh ly huyét hoc

Prednisolone,

Prednisone,

Methylprednisolone

Glucocorticoids

Thuoc trc ché
Calcineurin

Cyclosporine,
Tacrolimus

Azathioprine,
Methotrexate,

Thube ché
Uoe C1OME  Mycophenolate mofetil

chuyén hoa

Co ché tiac dung chinh

Uc ché gen tién viém, nén 1am giam san xuat
cytokine gy viém chinh (nhu IL-1 va IL-6), trc ché
té bao T tao ra IL-2 va tang sinh

Lién két v6i cac protein bao twong (immunophilins)
va cubi ciing wre ché hoat dong ciia enzyme
calcineurin, ngan chan sy khir phosphoryl héa va sy
di chuyén ctia yéu t6 hat nhan ciia t& bao T hoat hoa
(NFAT) vao nhén té bao. Do d6 1am giam hoat hoa
céc gen cytokine, bao gém interleukin-2 (IL-2), yéu
t6 tang truong té bao T

U'c ché tong hop ADN/ARN lympho bao.

- Mycophenolate Mofetil (MMF): MMF 14 tién chét
dugc thuy phan nhanh chong thanh hoat chét 1a
Mycophenolic Acid (MPA). MPA tic ché chon loc
enzym IMPDH can thiét cho viéc tong hop
nucleotide guanine, do do tic ché chon loc su tang
sinh ctia té bao Bva T

- Azathioprine: La mot chat chéng chuyén hoa
purine. N6 & mot tién chat clia 6-mercaptopurine
(mdt nucleotide gia, dugc dua vao DNA, tur 6 uc
ché sy tang sinh té bao.

- Methotrexate: La chat ddi khéang acid folic, hoat
dong bang cach tic ché enzyme dihydrofolate
reductase, ngan can su tong hop ARN va ADN ciia
cac té bao ¢ chu ky phan héa nhanh

- Cyclophosphamide: tao lién két chéo giira hai
chudi ADN thong qua nhom alkyl, ngin can sao
chép ADN va phién m3 ARN. Gay chét té bao
lympho T, B dang phan chia.




Nhém thube

Thudc e ché
mTOR

Khéng thé don
dong

Khang thé da
dong

2. Chi dinh chinh

Nhém thube

Glucocorticoids

Thuoc we ché
Calcineurin

Thubc chong
chuyén hoa

Thube e ché
mTOR
Khang thé don
dong

Khang thé da
dong

Cac thudc ding trong
bénh 1y huyét hoc

Sirolimus,
Everolimus

Rituximab (anti-CD20),
Alemtuzumab (anti-
CD52),

Daclizumab (anti-
CD25)

Infliximab (anti-TNF)

Anti-thymocyte
globulin (ATG)

Thubc chinh

Prednisolone, Prednisone,

Methylprednisolone
Cyclosporine,
Tacrolimus

Azathioprine
Methotrexate
Mycophenolate mofetil

Sirolimus,
Everolimus

Rituximab, Daclizumab,
Alemtuzumab

Anti-thymocyte globulin

Co ché tiac dung chinh

Ca Sirolimus (SRL) va Everolimus (EVL) déu la
tién/thude, lién két v6i immunophilin FKBP-12 tao

*thanh phtic hop SRL/EVL-FKBP, phttc hop nay

lién két va trc ché protein kinase mTOR. Do do,
ngan chin sy ting sinh té bao lympho T.

SRL va EVL ciing tc ché gidi phong céc chit trung
gian gy viém nhu interleukin va VEGF tur bach
cAu trung tinh

- Alemtuzumab: nham vao khang nguyén CD52,
gy suy giam té bao lympho sau va kéo dai (lympho
T va lympho B). '

- Rituximab: nhdm dén khang nguyén CD20 trén bé
mit té bao lympho B, gay suy giam té bao B.

- Daclizumab: nhidm muc tiéu vao chudi o cta thu
thé Interleukin-2 (IL-2R), con duogc goi la CD25
trén bé mit té bao T dd dugc hoat hoa, do d6 ngan
chian sy khuéch dai dong té bao T.

- Infliximab: nhdm muc tiéu vao yéu t6 hoai tir khoi
u (TNF-a), gy tc ché thu thé TNF-o, ¢6 tac dung
ngin chin chudi phan ung viém.

Hon hop khang thé da dong nham vao nhiéu khéng
nguyén bé mit cua té bao T (nhu CD2, CD3, CD4,
CDS...), tiéu diét va bat hoat té bao T thong qua da
co ché.

Chi dinh
Piéu tri bénh ghép chong chi (GVHD),
Lymphoma
Piéu tri bénh ghép chong chii (GVHD)

Diéu tri tan mau tu mién, xuét huyét giam tiéu
cau mién dich

AML, GVHD, U lympho khong Hodkin
GVHD, Tan mau tu mién, Xuat huyét giam tiéu
cAu mién dich, Hoi ching Evans

Piéu tri GVHD
Diéu tri GVHD, Lymphoma

Diéu tri GVHD, Suy tuy xuong




3. Tac dung khong mong mudn thuwong giip va theo ddi giam sat trong qua trinh sir dung thudc

Nhém thube

Glucocorticoids

Cyclosporin
Tacrolimus
Azathioprine,
Mycophenolate
mofetil

Sirolimus

Rituximab
Alemtuzumab

Két luin

Thudc &c ché mién dich gitp can bang va
kiém soat hé mién dich, ngin ngira cac ton
thwong do phan tng mién dich qua muc hoic
thai loai trong ghép té bao gdc, va la nén tang
trong diéu tri nhiéu bénh huyét hoc. Viéc lua

ADR thwong gap
Ting dudng huyét, lodng xuong,
nhiém tring, ting huyétap
Doc than, tang huyét ap, run tay,
tang kali mau

Giam bach cau, ti€u cau, buon

non, tiéu chay

Tang lipid mau, chdm lanh vét
thwong, giam bach cau, giam tiéu
cau, dung dong thoi véi
cyclosporine 1am tang doc tinh
than

Phan tng lién quan dén truyén
dich — IRR (budn nén, dau dau,
nhip tim nhanh, ha huyét ap, phat
ban va kho tho), thiéu mau, giam
bach cau, giam tiéu cau

Phan tng truyén dich, soc phan ve,
sOt, gidm bach cau, giam tiéu cau,
tang nhiem trung co hoi

chon va phoi hop thudc can dua trén co ché tac

Tai liéu tham khdo:

. T& thong tin san pham (SmPC) danh cho can bo y té.
. Bo Y té (2015). Hudng dan chan doan va diéu tri mot sé bénh 1y huyét hoc. Nha xuét ban Y hoc,

Ha Noi.

Theo doi

DPuong huyét, huyét ap, ddu hiéu nhiém
trung

Chure nang than, theo doi néng dd thude
trong mau

Cong thirc mau

Theo ddi nong d6-thude trong méu,
chirc niing than, theo ddi cholesterol,
triglyceride méau

Theo d&i va du phong IRR bang thude
(acetaminophen, thudc khang histamine,
corticosteroids) hoac giam tde do
truyén.

Theo doi cong thirc mau

Theo ddi va du phong IRR bang thude
(acetaminophen, thude khéang histamine,
corticosteroids) hodc giam t6c do truyén
Theo ddi cong thirc mau

dung, dap tmg diéu tri va nguy co tac dung phu
cua tung bénh nhan. Xu hudng hién nay hudng
t6i diéu tri ca thé hoa véi cac thude sinh hoc
thé hé mai, gitip tang hidu qua, giam doc tinh
va cai thién ti€n lugng 1au dai cho nguoi bénh.

. Meneghini, M., Bestard, O., & Grinyo, J. M. (2021). Immunosuppressive drugs modes of
action. Best Practice & Research Clinical Gastroenterology, 54, 101757.
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THUOC GIAM PAU TRONG HUYET HQC

LUA CHON VA LUU Y AN TOAN

Quan 1y dau 1a mot phan thiét yéu nhung.
cling 12 mot thach thie 16n trong diéu tri cac
bénh 1y huyét hoc. Bénh nhan thuong phai ddi
mat véi con dau do bénh 1y 4c tinh hodc tac
dung khong mong mudn cia qua trinh diéu tri.
Thubc giam dau khong chi nhim muc dich
kiém soat con dau ma con phai t6i vu hoa loi
ich va giam thiéu rui ro trén nén bénh nhan vén
nhay cam véi cac van dé vé déng mau, giam

Bang 1: Thang giam

Mirc d§ dau

Thubc chinh
(VAS/NRS) uoe cim

Bac

Paracetamol +
NSAIDs chon loc

Pau nhe
(VAS 1-3)

Tramadol, Codein +
Paracetamol

Pau vira
(VAS 4-6)

Dau nang
(VAS 7-10) Fentanyl +£ NSAIDs

hodc paracetamol.

4 (m¢ = Dau khang tri

rong) gdy té ngoai mang

ctmg, block than kinh,

xa tri giam dau.

Nguyén tic chung khi giam dau cho bénh
nhén huyét hoc:
. Panh gia dau dinh ky bang thang VAS

hodc NRS.

. Uu tién Paracetamol, han ché NSAIDs
néu giam tiéu cau.

. C4 thé hoéa liu opioid, theo ddi chuc
nang gan than. :

. Phéi hop thudc hd trg (gabapentin,
corticoid, ph(‘)ng"trﬁm cam).

. Két hop cham 'soc giam nhe, vat 1y tri
liéu, ho tro tam 1y.

Morphin, Oxycodon,

Truyén morphin PCA,

|

mién dich va doc tinh co quan nhu bénh nhan

huyét hoc.

1. Phén loai theo th’a'n'g giam dau cia WHO
Hau hét'cac hiép hoi huyét hoc Chau Au

' (EHA, EHP, EBMT...) déu str dung va khuyén

nghi 4p dung thang gidm dau ba bac cia WHO
— duogc diéu chinh cho bénh nhan huyét hoc, cu
thé & Bang 1:

dau ciia WHO

Luu y trong huyét hoc

Thubc hd trg

Gabapentin licu
thap

Tranh NSAIDs khi gidm
tiéu cau, rdi loan dong
mau hodc suy than.

Theo ddi budn nén,
chong mat. Khong phdi
hop 2 opioid cung nhom.

Amitriptylin,
Pregabalin

Giam sat uc ché ho hap,
tao bon, budn non.

Dexamethason,
thuoc nhuan
trang, an than.

— Ap dung tai trung tim
giam dau chuyén khoa.

2. Vi sao can tranh NSAIDs trong bénh
nhan huyét hoc bi giam tiéu cau?

NSAIDs nén tranh tuyét ddi & bénh nhan
huyét hoc bi giam tiéu cau (<100 G/L, dic biét
12 50 G/L). Paracetamol 1a lua chon thay thé an
toan nhat, c6 thé phdi hop opioid néu can kiém
soat dau manh hon. Do cac nguyén nhan sau:
2.1. Anh hwéng dén chirc ning tiéu cau:

NSAIDs tic ché men COX, lam giam tong
hop thromboxan A2 (chat can thiét cho két tap
tiéu cau). Do d6 tiéu cau hoat dong kém =>
tang nguy co chdy mau.

2.2. Ting nguy co xuit huyét tiéu hoa:




...
i x
i

NSAIDs gay tic ché prostaglandin — chit bao
v€ niém mac da day => viém, loét va chdy mau
tiéu hoa. O bénh nhan giam tiéu cau, nguy co
xuit huyét tiéu hod ning ting cao gip nhiéu
lan.

2.3. Lam suy than ning thém:

Nhiéu bénh nhan huyét hoc (dic biét sau hoa
tri dung amphotericin B, cisplatin hodc bénh
nhan da u tuy xwong) von da c6 nguy co ton
thuong than. NSAIDs co thé giy giam tudi
mau dén than => nang thém bénh than.

3. Chinh liéu thudc giam dau & bénh nhan
huyét hoc c6 suy gan

Nguyén tic chung khi chinh liéu thuéc

1. Panh gi4 chirc ning gan: Diém Child-
Pugh 14 hé thong phd bién nhét dugc sir
dung dé phan loai mtrc 4o nghiém trong
cua bénh gan (nhe, trung binh hoac
ning) va huéng dan liéu luong thudc.

. Bit dau véi liéu thap, ting cham: Podi
v6i bénh nhan suy gan ning, nguyén tic
chung 14 bat dau vai lidu thap hon va
tang dan tir tir trong khi theo ddi can
than tinh trang gidm dau va tac dung phu
cua bénh nhan.

. Uu tién thudc: Chon thube giam dau it
phu thudc vao qua trinh chuyén hoa &
gan hodc c6 tac dung an toan hon trong
truong hop bénh gan.

. Xem xét chirc nang than: Suy gan
thuong di kem véi suy than, lam phuc
tap thém qua trinh thanh thai thude.
Ludn xem xét chirc ndng than ctia bénh
nhan khi diéu chinh liéu.

. C4 nhén héa diéu tri: Viéc lya chon
thudc giam dau va liéu luong phai dugc
c4 nhan hoa dwa trén bénh 1y huyét hoc
cu thé, nguyén nhan va muc d6 nghiém
trong cua suy gan, tinh trang dinh dudng
va kha ning tuong tac thudc.

MGt s6 thuéc cu thé:
Paracetamol: thuong duoc coi 1a phuong
phap diéu tri dau tay cho cac con dau nhe dén

trung binh ¢ bénh nhan méc bénh gan do dac
tinh cua thudc. Can nhéc giam lidu luong tdi
da néu bénh nhan suy gan ning hoic men gan
tang cao.

NSAIDs: thuong tranh dung hoan toan do
nguy co gay tac dung khong mong muén nhu
suy than cap, doc tinh v6i gan, xuat huyét tiéu
ho4 va 1am ning thém tinh trang cd truéng.
Tramadol: khuyén céo dung 50mg mdi 12h &
bénh nhan suy gan nhe - trung binh, trdnh dung
dang phéng thich kéo dai néu suy gan nang.
Morphin: & nguoi suy gan nang phai giam liéu
hodc kéo dai khoang cach vi do thanh thai giam
va kha nang tich luy ting. Than trong/tranh néu
X0 gan nang.

Fentanyl: c6 anh huong dén gan it hon
morphin nhung van nén ding lidu thap va gidm
sat ky.

Codein: & bénh nhan suy gan, chuyén hoa
khong 6n dinh c6 thé giam hi¢u qua hodc ting
ddc tinh nén tranh dung/ than trong.
Gabapentin/Pregabalin: c6 thé sir dung gan
v6i lidu binh thuong nhung can hi¢u chinh néu
c6 suy than di keém.

4. Chién lwgc giam phu thudc Opioid

Chién lugc giam phu thudc Opioid (Chién
luge tiét kiém Opioid) 12 mot phan thiét yéu
trong quan 1y con hién dai, toi uu hoa hiéu qua
giam dau dong thoi giam nguy co giy tir vong
lién quan dén Opioid nhu suy ho hip, tao bon,
dung nap thude, ting dau do Opioid (OIH) va
r6i loan sir dung Opioid (Réi loan sir dung
opioid - OUD).

Céc chién luoc nay dac bi¢t quan trong dbi
v6i bénh nhan méc bénh man tinh, bao gém ca
bénh nhan huyét hoc, noi viéc kiém soat con
dau c6 thé kéo dai va can su can bang gitra chat
luong cudc séng va an toan diéu tri.

a. Giam dau da phuong thirc: két hgp nhiéu loai
thudc giam dau tac dong dén co quan va co ché
khac nhau, nhim tao ra hiéu ung hiép dong dé
dat dugc muc do giam dau mong mubn véi lieu
Opioid thap hon.

b. Téi uu hoa viéc ké don va theo ddi: danh gia
co s& ban dau, than trong khi ké don, chuyén




dbi som sang non-opioid, theo ddi thudng
xuyeén.

c. Kiém soat con dau qua can thiép: phong bé
than kinh, gy t& ngoai mang cting, xa tri giam
dau. \

d. Liéu phap khong dung thudc: vat 1y trj liéu
va phuc hdi chirc ning, cham ctru, lidu phap
nhan thire hanh vi, nhiét/lanh tri liéu. ..

e. Chién lwgc giam dan: khi quyét dinh
giam/ngimg Opioid can c6 mot ké hoach duoc
ca nhan hoa. Trude hét phai thao ludn trude voi

bénh nhén, giam liéu tir tir va hd tro tridu
chung.

Két ludn: Kiém soat'dau 1a mot phan quan
trong trong cham soc toan dién cho bénh nhan
huyét hoc. Lua chon thube giam dau can dua
trén mirc d§ dau, tinh trang huyét hoc va chic
nang gan than. Viéc phéi hop da phuong thic
bao gdm thude, hd trg tam 1y, vat 1y tri liéu va
cham soc giam nhe s& gip nang cao chét
luong sbng va hiéu qua diéu tri cho ngudi
bénh.
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THUOC HIEM TRONG HUYET HQC: TU “THUOC MO cOr
PEN THACH THUC TIEP CAN VA PHOI HGP QUAN LY

Theo Co quan Quén 1y Thyc phdm va Dugc
phim Hoa Ky (FDA), thuc hiém (orphan
drugs) 1a cac thube dung dé diéu tri cac bénh
hiém gip. Tén goi “thudc md coi” bit ngudn tir
mot thuce té trong phat trién duoc pham: do s6
luong bénh nhan it, chi phi nghién ctru — san
xudt cao va kha nang thu hoi von thap, nhiéu
thudc tiém ning cho bénh hiém timg bi “bo
ro1” hodc khong dugc duy tri san xuét. Vi vay,
thudc c6 thé tro nén khan hiém, dit gay ngudn
cung va thudng c6 gia thanh cao, khién viéc
tiép can diéu tri ciia ngudi bénh gip nhiéu rao
can.

Tai Viét Nam, thudc hiém duoc x4c dinh 1a
thudc dé phong, chan doan, diéu tri bénh hiém
gip hoic thudce khong sin c6 theo quy dinh cia
Bo truong Bo Y té. Trong thuc hanh, tinh
“khong sin c6” va ngudn cung han ché khién
viéc tiép can thudc cua nguoi bénh cod thé cham
tré; dong thoi nhu cau sir dung thap lam giam
dong lyc nghién ciru — san xut, gop phan gia
tang ganh nang chi phi cho nguoi bénh va hé
thong y té.

Su ra doi ctia Thong tuw sé 26/2019/TT-
BYT ngay 30/8/2019 da tung budc thao go
nhirng kho6 khan nay. Thong tu quy dinh danh
muc thubc hiém bao gdm danh muc thube dé
phong, chan doan, diéu tri bénh hiém gap va
danh muc thubc khong sin co. Viéc ban hanh
danh muc thudc hiém tao co sé phap 1y dé vu
tién trong dang ky luu hanh, nhap khau va quan
1y cac thudc nay tai Viét Nam. Pong thoi,
Thong tu cho phép xem xét mién hodc gidm
yéu cau vé dir liéu 1am sang va dir liéu nghién
ctru 6n dinh, gop phan rat ngan thoi gian dwa
thud¢ vao st dung. Co chéuu tién xir 1y hd so
va hd tro cp phép nhap khau khi thi truong
chua ¢6 thude thay thé phu hop, cing véi quy
dinh cho phép thanh toan chi phi hao hut d6i
v6i thude hiém trong qua trinh bao quan va st

dung, da giup cai thién dang ké kha ning tiép
can thudc hiém ¢ho nguoi bénh va hd tro co so
y té trong cong tac cung ung, quan ly diéu tri.
Thube hiém can diroc xem la nguén luc diéu tri
ddc biet va hitu han; vivdy, viéc chi dinh —
cung 1tng — theo déi an toan phdi dwoc chudn
héa va phéi hop lién khoa, tranh tiép cdn theo
co ché “thude thong th‘u’o‘ng”.

Vién Huyét hoc — Truyén méu Trung uong
13 co s chuyén khoa dau nganh vé huyét hoc,
tiép nhén va diéu tri nhidu bénh nhan mic cac
bénh mau hiém va ning. Su xuét hién cua cac
thudc hiém di gop phan thay doi két qua 1am
sang va kéo dai thoi gian sdng cho bénh nhan
huyét hoc. Tuy nhién, di cung véi loi ich diéu
tri 1a nhitng thach thirc 16n lién quan dén chi
phi, kha ning cung @ng, an toan trong siu
dung va cong tic quan Iy thude.

Hién nay, nhiéu thudc hiém di duogc cép s6
dang ky lwu hanh va duoc d4u thau, mua sim
tuong ty cic thudc thong thuong nhu
cytarabin, methotrexat, bendamustin,
busulfan,  cyclophosphamid,  ifosfamid,
decitabin, etoposid, imatinib, lenalidomid,
daratumumab, pembrolizumab. Tuy nhién, chi
phi diéu tri 16n va thiéu co ché chi tra dai han
van 1a thach thtrc 16n nhét ddi v6i nhiéu thube
hiém, ddc biét 1a cac thude thé hé¢ méi va thude
nhim dich nhu  daratumumab  hay
pembrolizumab, véi chi phi diéu tri co thé 1én
t6i hang tram triéu dén vai ty ddng mdi nim
cho mot bénh nhan, vuot xa kha nang tu chi
tra. Viéc dua céac thude nay vao danh myc duogc
Bao hiém Y té thanh toan con gip nhiéu rao
can do chi phi cao va yéu cau danh gia hiéu qua
— chi phi.

Trong bdi canh d6, cac chwong trinh hd
tro' ngwdi bénh do cac hing duoc trién khai da
ra doi nhu mot giai phap ho tro quan trong,




gitip bénh nhan tiép cAn mot phan chi phi diéu
tri d6i véi cac thudc hiém kho tiép can. Tai
Vién, cac chuong trinh hd tro dbi voi cac thude
nhu Keytruda (pembrolizumab), Darzalex
(daratumumab), Jakavi (ruxolitinib), Adcetris
(brentuximab
(acalabrutinib) da gop phan dang ké trong viéc
giam ganh nang chi phi va giup bénh nhan tiép

vedotin) va  Calquence

can sém hon véi cac thube hiém c6 chi phi cao.
Cdc chuwong trinh hé tro nguoi bénh la gidi
phdp “bdc cau” givp gidm rdo can chi phi
trong giai doan triede mdt, dong thoi cung cdp
dit liéu thuc tién dé cung 6 co sé cho co ché
chi tra bén vitng hon vé sau.

Déi véi cac thude hiém chua co gidy phép
luvu hanh tai Viét Nam, viéc nhap khéau duge
thuc hién theo nhu ciu diéu tri dic biét cia
bénh vién theo quy dinh tai Piéu 54 Nghi dinh
s6 163/2025/NP-CP ngay 29/6/2025. Qua
trinh ndy doi hoi sy phdi hop chit ché giita
khoa diéu tri, khoa Duoc va Hoi déng thude va
diéu tri. Khoa diéu tri 1a don vi phat hién va
xac dinh nhu cau st dung thudc, 1ap dé xuét
nhap khau theo timg bénh nhan hoic theo nhu
cau diéu tri cia khoa, trong d6 néu rd 1y do
khong thé sir dung thudc da luu hanh tai Viét
Nam, s6 luong bénh nhén, phac do ap dung va
cam két quan 1y st dung. Trén co s d6, khoa
Duogc tong hop hd so, trinh Hoi déng thube va
diéu tri xem xét, danh gia va quyét dinh. Quy
trinh nady nhim dam bao nhu cau nhap khau
thudc hiém 1a chinh dang, hop 1y, tuan thu quy
dinh phap luat va toi vu hoa kha ning tiép can
thube cho ngudi bénh trong cac tinh huéng 1am
sang dac biét. Tuy nhién, thuc té cho théy thu
tuc nhap khéu va d4u thau thudc hiém theo co
ché nay van con phuc tap, mat thoi gian, dan
dén tinh trang mat s6 thudc-hiém du ¢6 nhu cu
sir dung nhung van “khong sin c6” hodc khong
dﬁy di. Bén canh d6, danh muc thube hiém ban
hanh tir nam 2019 dén nay chua dugc cap nhat

thuong xuyén, chua theo kip sy phét trién
nhanh cta thuéc méi va su thay doi trong phac

dd diéu tri, dit ra nhu cau can duoc ra soat, cap
nhat dinh ky.

Trong toan bo chu trinh nay, khoa Dwoc dong
vai tro truc diéu phéi giira lim sang — héi dong
— cung ing, nham bdo dam thuéc-hiém dwoc
tiép cdn diing doi twong, ding quy trinh va an
toan.

Do quy trinh xét duyét thudc hiém nhép

khau theo nhu cau diéu trj dic biét duoc rat gon
so voi dang ky luu hanh thudc thong thuong,
cac nguy co tiém 4n lién quan dén an toan, hiéu
qué va chat luong thude c6 thé gia ting. Vi vay,
cong tac theo doi, giam sat va quan ly st dung
thubc hiém sau nhap khau gifr vai tro dac biét
quan trong. Khoa Dugc cé trach nhiém xay
dung va thuc hién quy trinh tiép nhan, bao
quan, cdp phat phu hop, dong thoi thu thap
thong tin vé tinh hinh st dung va béo céo kip
thoi cac van dé lién quan dén an toan thude.
Céc khoa diéu tri chu dong theo ddi dap ung
lam sang, ghi nhan va bdo cdo cac phan ting co6
hai, danh gia hiéu qua diéu tri thuc té trén ting
bénh nhan. Viéc quan ly chat ché nay khong
chi dam bao sir dung thudc hiém an toan — hop
Iy — hiéu qua, ma con tao co sé dir licu thyuc
ching quan trong phuc vu cong tdc quan ly va
hoach dinh chinh sach thudc hiém trong tuwong
lai.
Str dung thude hiém trong huyét hoc da mang
lai nhiéu loi ich thiét thuc cho nguoi bénh,
song ciing dit ra nhitng thach thic 16n vé tiép
can va quan ly. Dé cin bang giita d6i méi diéu
trj va tinh bén vitng tai chinh, can trién khai
ddng bo cac giai phap, bao gdm: hoan thién va
cap nhat khung phép 1y lién quan dén thudc
hiém; xay dung cac co ché chi tra phii hop nhu
dam phan gia, dong chi tra va chuong trinh hd
trg; ting cudng cong tac quan Iy thube hiém
trong bénh vién; dong thoi nang cao vai tro cia
dugc 1am sang va hoi chan da chuyén nganh
nham st dung thuc hiém hiéu qud, an toan
trén timg truong hop cu thé.
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CAC THUOC TIEM TUY DUNG TRONG BIEU TR]
BENH LY HUYET HOC

Hoéa tri ndi tuy (intrathecal chemotherapy)
la phuong phap quan trong trong du phong va
diéu tri tén thuong xam 14n hé than kinh trung
wong (CNS) & bénh nhan mic cac bénh 1y
huyét hoc 4c tinh, dic biét 1a bénh bach ciu cép
dong lympho (ALL) va u lympho ac tinh.

Phéc d6 hoéa tri ndi tuy thuong phdi hop voi
hoéa trj toan than liéu cao nham dam bao thude
dat néng dd diéu tri toi wu trong dich nao tay
(CSF).

Ba nhom thubc dugc st dung phé bién nhat
trong hoa tri ndi tiy la methotrexate,
cytarabine va corticosteroid, c6 thé dung don
trj hodc phéi hop tiy theo muc tiéu dy phong
hoic diéu trj.

Phuong phap nay giup tiéu diét té bao ung
thu tai chd, ngin ngira di can CNS va giam
nguy co tai phat bénh.

Day 1a mot thi thuat xam 14n nén c6 thé gay
doc tinh than kinh, bao gdm ton thuong tuy
song, co giat hodc rdi loan chirc ning than kinh
trung wong. Can giam sat chit ché cac tic dung
phu dé tdi vu hiéu qua diéu tri va giam thiéu
rui ro.

1. Tiéu chi lwa chon thudc tiém ndi tiy

Viéc lua chon thube sir dung trong tiém ndi
ty doi hoi su can nhac k¥ ludng vé dic tinh
dugc 1y, do an toan va tinh tuong thich véi hé
than kinh trung wong.

Do thubc duoc dua truc tiép vao dich ndo
tily (CSF) nén chi nhitng ché pham dat tiu
chuén v khuan tuyét d6i, khong chira chat
d6c.than kinh va c6 tinh chét Iy héa phu hop
moi duoc chap nhan st dung. :

Ba tiéu chi quan trong bao gom:

1. Noi doc o |

Nﬁ‘)ng dé‘\n(f)i doc tb duge do béng Pon vi noi
doc t6 (EU) hodc Pon vi qudc té (IU).

Gi6i han noi doc to phu thude vao san phém
va liéu lwong. Gi6i han nay duoc thé hién
nhu sau:

EL=K/M

Trong do:

EL: gidi han nd1 doc td.

K: ngudng ndi doc to gay sot trén mdi kg co
thé, don vi Ul/kg. Gidi han dugc chip nhan
dé st dung trong tiém tay 14 0,2 UI trén mdi
kg trong lugng co thé (tbi da 14 UI mdi
nguoi).

M: lidu bolus thudc t6i da duwoc khuyén cao
cho mdi kg trong lugng co thé. Khi thude
dugc tiém theo chu ky thuong xuyén hodc
truyén lién tuc, M 1a téng lidu t6i da dung
moi gio.

2. Chit bao quan

Thudc tiém vao mang cing thudng khong c6
chat bao quan .

Chat bao quan, vi dy nhu paraben va con
benzyl, gdy viém mang nhén va gay doc than
kinh. Céc ta dugc khac ciing c6 thé gay doc
than kinh.

3. pH va 4p suit tham thau

Do pH va ap suat tham thau cta dung dich
tiém dugc khuyén cao phai cang gan voi
pham vi sinh 1y binh thuong cua dich ndo
tiy (CSF) cang tot. Tinh chét Iy hoa ctia dich
ndo tiy thuong la:

- Ap suit tham thau 292-297mOsmol/L.
bopHla731.




. Mt s6 thudc duwoe lwa chon tiém ndi tity cho bénh nhan huyét hoc

Tén thube

Tén
hoat chat

Ham
lwgng

Dang
bao che

Nha san xuat

Cach pha

Theo dbi tic dung khong mong mudn

Cytarabine-
Belmed

Cytarabin
100mg

100mg

Dung dich
tiém

Belmedpreparaty
RUE

Thudc tiém Cytarabine
20 mg/ml la dung dich

da pha sin va thich hop
dé tiém noi tuy.

Tacybine 50

Cytarabine

50mg/1ml

Dung dich
tiém

Cong ty TNHH
Sinh Dugc pham
Hera

Khi tiém tiry sng,
khuyén céo rat 5 - 8 ml
dich ndo tiy roi tron véi
dung dich tiém trong
6ng tiém va tiém tir tir.

Theo doi:

1. Phan tmg toan than ¢6 the xay ra: uc che tuy
xuong, budn nén, non. P c6 bao cao vé mot vai
truong hop xay ra doc tinh nghiém trong trén
tay song, thim chi dan dén liét tir chi va liét,
bénh néo hoai tir, mi va cac doc tinh than kinh
khéc.

2. Trong trudng hop qua lidu nghiém trong do
su ¢6 do tiém tity song, phai thay thé ngay dich
ndo tuy bang dung dich natri clorid dang truong.
Tuy theo mirc do nghiém trong cua cdc tdc dung
khong mong mudn trén lam sang ¢ tirng bénh
nhdn, bac si sé xem xét ngirng thudc va diéu
chinh phdc do diéu tri phit hop.

Methotrexat

Methotrexat

25mg/ 1ml

Dung dich
tiém

Cong ty C6 phan
Dugc- Trang
Thiét Bi Y té

Binh Pinh
(Bidiphar)

Dung dung dich
methotrexate khong co
chat bao quan v6i nong
do 1mg/ml pha véi dung
dich natri clorid 0,9%
hodc glucose 5%.

Methotrexat
"Ebewe"
500mg/Sml

Methotrexat

500mg/5ml

Dung dich
dam dac
pha dung
dich tiém

truyén

Fareva Unterach
GmbH

Sau khi pha lodng ché
pham thudc chira
methotrexat, néng do
methotrexat dé dung noi
tuy khong dugc vuot
qua Smg/ml. Nén pha
lodng thubc v6i nude

Theo ddi cac phan ng bét loi khi sir dung
methotrexat ndi tily song trong bénh ung thu
Poc tinh trén than kinh trung wong co thé xuat
hién sau khi str dung ndi tily methotrexat, co thé
bao gdm céc biéu hién sau:

- Viém mang nhén cép do hoa chét (viém mang
nhén) véi biéu hién dau dau, dau lung, cimg gay
va sbt.

- Bénh tay sdng ban cp, biéu hién dic trung boi
liét hai chi dudi/liét nira dudi co thé (lién quan
dén mot hodc mot vai ré than kinh cot séng).

- Bénh néo chat tréng man tinh v&i biéu hién 1a
13n, kich thich, ngt ga, mét diéu van, mat tri
nhd, co giat va hon mé. PBJc tinh trén than kinh
trung wong c6 thé tién trién nang dan dén tir




Tén

Tén thuoc hoat chit

Cich pha Theo ddi tac dung khéng mong mudn

pha tiém, lactat (1/6 vong.

mol), dung dich Ringer | Cé bang ching cho thay sir dung phdi hop
lactat, uu tién dung dich | methotrexat ndi tuy va chiéu xa so ndo lam tang
Elliot-B. tan suat bénh ndo chat trang. Sau khi ding noi
tay methotrexat, can kiém tra k¥ cac biéu hién
doc tinh trén than kinh (kich thich mang ndo,
liét tam thoi hodc vinh vién bénh nao).

Str dung methotrexat duong ndi tuy hodc tinh
mach c6 thé gdy viém ndo cap va bénh nio cap
tinh, c6 thé dan dén tir vong.

D3 ghi nhan bénh nhan bi u lympho hé than
kinh trung wong quanh nio that c6 bién chimg
thoat vi ndo sau khi str dung methotrexat noi
tuy.

Pha lodng methotrexat
khong chira chit bao
quéan dén nong do
Img/ml trong moi
Belmedpreparaty| truong vo trung, khong
chira chit bao quan
thich hgp nhu dung dich
tiém natri clorid 0,9%,
USP.

Bot dong
Methotrexat kho pha
e-Belmed S0 S dung dich

tiém truyén

Két luin:
Hoa tri noi tiy dong vai tro quan trong trong diéu tri va dy phong xam lan hé than kinh trung wong & mot sb bénh 1y huyét hoc ac tinh. Viéc lya chon
va st dung thudc tiém ndi tuy phai tuan thu nghiém ngit cac tiéu chuan vé do vo khuan, gidi han ndi doc t6, thanh phan khong chira chat bao quan va

tinh tuong thich 1y hoa véi dich ndo tiy, nham dam bao an toan va hiéu qua diéu tri. Can theo ddi sat cac phan tng bat loi, dic biét 1 doc tinh than kinh,

dé kip thoi xur tri va diéu chinh phac d6 phu hop. Chi nén st dung cac thube c6 hudng dan sir dung cho dudng ndi tity va giam sat 1am sang chit ché s&

gitp toi vu hiéu qua hoa tri ndi tuy va giam thiéu rii ro cho nguoi bénh.




Tai li¢u tham khdo:
. Td thong tin san pham (SmPC) danh cho can bo y té.
. Kwong, Y. L., Yeung, D. Y., & Chan, J. C. (2909). Intrathecal chemotherapy for hematologic
malignancies: drugs and toxicities. Anndis‘ of hematology, 88(3), 193-201. =
. NHS England. Private: Choosing an injectable medicine for intrat‘hecaulladministration.
Specialist Pharmacy Service. Accessed 30/04/2024, 2024.\

https://www.sps.nhs.uk/articles/choosing-an-injectable-medicine-: for-

intrathecal%?20administration/

. UpToDate. Charles, A.S., Geoffrey U. MD. (2024). Acute myeloid leukemia: Involvement of

the central nervous system.
. UpToDate. Terzah M. H., et al. (2025). Relapsed or refractory acute lymphoblastic

leukemia/lymphoblastic lymphoma in children and adolescents.
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CAR-T CELL THERAPY- LIEU PHAP MIEN DICH TIEN TIEN
VA KHA NANG TIEP CAN TAI VIET NAM

Trong hon mot thap ky qua, y hoc ung thu
hoc da chung kién sy xuét hién cta céc liéu
phap mién dich d6t pha, trong d6 liéu phap té
bao CAR-T (Chimeric Antigen Receptor T-
cell) duoc xem 13 bude ngoit trong didu trj cac
bénh ung thu huyét hoc khang tri. Liéu phap
nay khai thac kha nang nhan dién va ti€u diét
té bao ung thu cua hé mién dich, béng cach tai
1ap trinh té bao lympho T ctia chinh bénh nhan
dé chung co thé nhan dién dic hiéu khéng
nguyén bé mit cua té bao 4c tinh.

Ké tir khi san pham CAR-T dau tién dugc
Cuc Quan 1y Dugc va Thyc pham Hoa Ky
(FDA) phé duyét nam 2017, linh vuc nay da
phat trién manh mé véi hang nghin thir nghiém
lam sang trén toan cau va nhiu san pham
thuong mai hoéa thanh cong, mé ra hy vong
diéu tri triét dé cho cac thé ung thu timg duoc
coi 1 “khang tri tuyét d6i”.
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Vé co ché tac dung, liéu phap CAR-T duogc
thuc hién qua quy trinh gdm nhiéu giai doan
chdt ché. Dau tién, té bao T cia bénh nhan
dugc thu thdp bang phuong phép
leukapheresis, sau d6 duge chuyén gen dé biéu
hién'mot thu thé téng hop — chimeric antigen

receptor (CAR) - c¢6 kha niang gin v6i khang
nguyén dac hi¢u trén bé mat té bao ung thu,
dién hinh 12 CD19 trong cac bénh 1y té bao B.
Thu thé CAR c6 céu trac_gom ba ving chirc
nang chinh: viung nhan-dién khang nguyén
ngoai bao (single-chain variable fragment —
scFv), ving xuyén. mang (transmembrane
domain) va vung ndi bao kich hoat tin hi¢u
(endodomain) chira CD3{ -CD3 zeta chain
cling cac yéu té dong kich thich nhu CD28
hodc 4-1BB, giup tang cuong tin hi¢u hoat hoa
va kéo dai thoi gian song cua té bao T sau
truyén. Sau khi dugc nudi cdy va nhan 1én ex
vivo, cac té bao CAR-T duoc truyén tro lai co
thé, noi chiing nhan dién va tiéu diét cac té bao
dich mang khang nguyén twong tng bang co
ché phong thich perforin, granzyme va céc
cytokine gay doc té bao. Piém wu viét cia co
ché nay la khong phu thudc vao trinh dién
khang nguyén qua MHC, giip CAR-T vuot
qua mdt trong nhitng hang rao 16n nhat trong
diéu tri mién dich truyén thong (Li et al.,
Nature Reviews Cancer, 2025).

Trén lam sang, CAR-T cell da chung minh
hiéu quéa vuot trgi trong cac bénh bach cau
lympho cép dong B (ALL), lymphoma té bao
B 16n téi phéat hodc khang tri (R/R DLBCL), va
da u tuy xuong (multiple myeloma).

Mot sb san phém da dugc FDA va EMA phé
duyét gom: tisagenlecleucel (Kymriah®),
axicabtagene ciloleucel (Yescarta®),
brexucabtagene  autoleucel (Tecartus®),
lisocabtagene =~ maraleucel (Breyanzi®),
idecabtagene  vicleucel (Abecma®) va
ciltacabtagene autoleucel (Carvykti®)
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Kaplan—Meier Curves
Three-Year Relapse-Free Survival (RFS)
CAR-T 46% (95% Cl: 08 — 79%)
HCT 68% (95% Cl: 46 — 83%)
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Xu, J., Wang, BY., Yu, SH. et al. Long-term remission and survival in patients with relapsed or refractory
multiple myeloma after treatment with LCAR-B38M CAR T cells: 5-year follow-up of the LEGEND-2 trial. J
Hematol Oncol 17, 23 (2024). https://doi.org/10.1186/s13045-024-01530-z

Nhiéu nghién ctru cho thiy ty 1& dap ung
toan phan (CR) dao dong tir 40-80% ¢ nhom
bénh nhan R/R DLBCL, trong khi thoi gian
song khong tién trién co thé kéo dai trén hai
nam ¢ nhimng bénh nhan duy tri dugc quan thé
té bao CAR-T bén viing (Abramson, Blood
Reviews, 2024). Biéu d6 Kaplan—-Meier cho
thay liéu phap CAR-T cell giup cai thién r
rét ty 1é song toan bd (OS) va sdéng khong
tién trién bénh (PFS) & bénh nhan ung thu
dong té bao B tai phat hodc khang tri. Sau thoi
gian theo doi trung vi 24 thang, ty 1€ OS dat
49,1% va PFS dat 21,0%, cho thdy mot phan
dang ké bénh nhan duy tri dap ung 1au dai sau
diu tri.

Bén canh hiéu qua ndi bat, CAR-T cell ciing
di kém cac tic dung khéng mong mudn dic
trung, doi hoi su gidm sat nghiém ngat t nhom
diéu tri da chuyén nganh. Pho bién nhét 1a hoi
ching giai phong cytokine (Cytokine Release
Syndrome — CRS), xay ra ¢ khoang 70-90%
bénh nhan, biéu hién sdt cao, tut huyét ap, r6i
loan hé hip va c6 thé dan téi suy da co quan.
Poc than kinh lién quan mién dich (ICANS) la
bién chimg déng lo ngai.thir hai, biu hién réi
loan y thure, €0 giat, phu nao, doi khi dé lai di
chimg than kinh.

Ngoai ra, hién tuong giam mién dich kéo
dai do mét té bao B binh thuong cd thé lam

ting nguy co nhiém tring ning. Huéng din
cua ESMO (2025) va cac nghién ctru thuc hanh
lam sang déu nhan manh vai trd cua
tocilizumab (&rc ché IL-6) va corticosteroid
trong xu tri CRS/ICANS mtc d§ ndng, cung
voi theo ddi sat va cham soéc hd tro toan dién
(Santomasso et al., Cancers, 2024).

Trén thé giéi, dén nam 2025 da c6 hon 1000
thir nghiém CAR-T dang duoc trién khai, trong
d6 chau A — dac biét 1a Trung Quéc, Han Quéc
va Nhat Ban — ndi 1én véi nang lyc tu san Xuét
va chi phi thip hon 60-80% so v&i My hoic
chau Au. Tuy nhién, theo bao céo ctia Springer
Nature (2025), kha ning tiép can CAR-T & khu
vuc Pong Nam A vAn con rat han ché do chi
phi cao, co so ha tang ky thuat phtic tap va yéu
cau kiém soét chat luvong nghiém ngat. O My,
mot li€u trinh CAR-T co6 gia tr 370.000—
450.000 USD, trong khi tai Singapore khoang
250.000 USD, gay ra ganh nang kinh té déng
ké cho ca hé thong y té va ngudi bénh.

Tai Viét Nam, budc tién déng chi ¥ nhat 1a
vao nam 2024, ca diéu tri CAR-T dau tién duoc
thuc hién thanh cong tai Vién Nghién ciru Té
bao gdc & Cong nghé Gen Vinmec, trén bénh
nhi 4 tudi mic bach cau cap dong B tai phat,
dat dap ung hoan toan (CR) sau 30 ngay. Bao
c4o ciia Vinmec (2024) cho biét liéu phap nay
dugc phat trién va san xut trong nude véi chi
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phi khoang 2,5-3 ty déng, thap hon dang ké so
véi cac nude trong khu vuc. Sau sy kién nay,
BO Y té Viét Nam da yéu cAu ra soat toan dién
viéc trién khai liéu phap té bao nham dam bao
tuan thi quy dinh phap 1y, tiéu chuin an toan
sinh hoc va quan ly lam sang (Vietnam
Ministry of Health, 2025). Song song do, cac
trung tdm nghién ctru nhu Bénh vién Quan-y
108, Bénh vién Huyét hoc - Truyén méu
TP.HCM va moét $6 vién cong ngh¢ sinh hoc
dang phdi hop qudc té huéng t6i san xuit
CAR-T “made in Vietnam”, ky vong gidm chi
phi xudng dudi 500 triéu dong mdi liéu trinh
(Journal of Military Pharmaco-Medicine,
2025).

Du da c6 nhiing thanh tyu ban dau, kha
nang tiép can CAR-T tai Viét Nam van con
nhiéu thach thtrc. Trude hét 1a chi phi diéu tri
rat cao, chua dugc bao hiém y té chi tra; tha
hai 14 han ché vé co s& vat chét dat chuin GMP
dé xir 1y va nudi cdy té bao; va thir ba la thiéu
nhan lyc chuyén siu trong quéan 1y bién ching
mién dich ning nhu CRS hay ICANS. Ngoai

ra, quy trinh logistic phurc tap (tir 1dy mau, san
xuét, kiém dinh dén truyén lai bénh nhan) kéo

Tai liéu tham khao (TLTK)

dai hang tuan, trong khi nhiéu bénh nhan ung
thu mau tién trién nhanh va khéng du thoi gian
chd. Bé mé rong tmg dung, can co chinh sach
dau tu va hanh lang phap 1y r& rang cho liéu
phap té bao, bao gdm dang ky, kiém nghiém,
giam sat an toan sau diéu tri va quy dinh chi tra
phu hop.

Tém lai, CAR-T cell therapy la budc ngoit
mang tinh cach mang trong diéu trj ung thu
huyét hoc, v&i co ché mién dich chu dong va
hiéu qua vuot trdi so voi cac phuong phap
truyén théng. Sy thanh cong cta ca diéu tri dau
tién tai Viét Nam danh didu mot mdc quan
trong, chung minh nang lyc nghién ctru va ung
dung cong nghé sinh hoc tién tién trong nude.
Tuy nhién, dé CAR-T c6 thé tré thanh mot lua
chon pho bién, can giai quyét ddng thoi cac van
dé vé chi phi, phap ly, ha tang va nhan luc
chuyén sau. Viéc noi dia héa cong nghé, xay
dung hé théng san xuét té bao dat chuan GMP,
clng véi chinh sach hd trg thanh toan y té hop
1y s€ 1a chia khoa gitip bénh nhan Viét Nam c6
thé tiép can rong rii hon vai liéu phap dot pha
nay trong tuong lai gan.

1. Abramson, J. S. (2024). CAR-T cell therapy for B-cell lymphomas: Progress and challenges. Blood
Reviews, 68, 101-115.
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7./ Vinmec Research Institute of Stem Cells and Gene Technology. (2024). First successful
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technology in Vietnam. JMPM, 50(2), 45-52.
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PONG KINH DO THUOC NHAN DIEN SGM VA
CHIEN LUGC QUAN LY

1. Tong quan \

Pong kinh do thudc (Drug-Induced Seizures —

DIS) 1a bién chimg than kinh nghiém trong

nhung c6 thé phong ngira néu dugc nhén dién

s6m. DIS c6 thé do thube gay doc truc tiép 1én

hé than kinh trung uwong, lam thay d6i dan

truyén than kinh hodc rdi loan dién gidi —

chuyén hoéa.

Ty 18 co giat do thudc chiém khoang 6-9% cac

ca co giat cép tinh nhap vién, dac biét & bénh

nhén diéu tri hoa chét, ghép tang, hodc nhiém

khuédn ning.

Logi con co gidt:

- Cép tinh: Xay ra trong vong 24—72h sau khi
duing thude hodc ngd doc.

- Muoén: Xuét hién sau thoi gian dai tich liy
hodc khi ri loan chuyén hoa.

Co ché chinh gom:

- Giam dan truyén trc ché GABAergic (lic
ché GABA-A receptor).

2. Mot s6 cac thude/nhém thude cin hru y:

Thudc/Nhoém TAan xuit
thudc xuat hién
Fludarabine

Co ché — Biéu hi¢n

Tang dan truyén kich thich Glutamatergic
(kich hoat NMDA receptor).

Doc tinh té bao than kinh tryc tiép (dic bigt
cac thude hoa tri).

'R&i loan chuyén héa / dién giai: ha Na-,

Ca*, Mg*, toan mau. -

MECHANISMS OF
DRUG-INDUCED SEIZURES

Glutamate

Neuronal GABAerggic Increased
Toxicity “*—— Dysfunction —% Excitatory
& Neurotransmission

SEIZURE

Khuyén cao

Busulfan

Ifosfamide

>3-5%

Gay doc than kinh trung wong
qua tich iy 2-fluoro-ara-ATP
— 16 1an, hén mé, co giat;
nguy co tang khi ding liéu >
30 mg/m? hoic phdi hop
cytarabine hodc suy than
Giam ngudng co giat, dac biét
trong lidu diéu kién hoa trudc

| ghép té bao gbc

Chéat chuyén hoa
Chloroacetaldehyde gay doc
nao

Khuyén cdo: Giam liéu khi
CrCl < 70 mL/phut, Tranh phi
hop ara-C licu cao

Luwa chon thay thé:
Bendamustin

Khuyén cdo: Dy phong bang
Levetiracetam (uru tién)

Lua chon thay thé: khong
Khuyén cao: Giam liéu

Lua chon thay thé:
Cyclophosphamide




Téin xuit
xuit hi¢n
1-3%

Thudc/Nhém
thude
Methotrexate
(MTX) liéu cao

Cyclosporin

Tacrolimus

Asparaginase

Imipenem,
Quinolon

Co ché — Biéu hién

U'c ché tong hop folate — gy
doc chét tréng ndo — co giat,
1i loan tri giac; gap nhiéu khi
tiém ndi tiy hodc liéu cao > 1
g/m?.
Co mach ndo; roi loan hang rao
mau ndo — hoi chimg PRES
(dau dau, nhin mo, co giat).

Ton thuong ndi mo-> co giat

ROi1 loan dong mau — huyeét
khoi tinh mach ndo — co giat

Gay ha ngudng co giat do doi
khang GABA hodc tang
serotonin.

Khuyén cio

Khuyén cdo: Dy phong bang
leucovorin, kiém héa nuéc
tiéu, dam bao du dich.

Lua chon thay thé:
Cytarabine/Thiotepa
Khuyén c4o: Theo doi nong
d6 mau, kiém soat huyét ap,
dién giai.

Luwa chon thay thé:
Tacrolimus/Sirolimus
Khuyén cdo: Theo doi nong
d6 mau, kiém soat huyét ap,
dién giai.

Luwa chon thay thé:
Cyclosporin/Sirolimus
Khuyén cdo: Kiém soat
fibrinogen

Lua chon thay thé: Erwinase
Khuyén cdo: Luu ¥ khi phéi
hop thudc CNS hoic bénh
nhan suy than.

3. Yéu to nguy co

Nhém yéu t6 Mo ta
Bénh nhan Tién st dong kinh, tdn thuong ndo, dét quy, u ndo, tudi cao, tré nho.
Duwgc dong hoc Suy gan / than — tich lity thudc hoic chat chuyén héa gay doc than kinh.
Ha Na*, Ca?*, Mg?*, toan mau, ha dudng huyét.

Quinolon + NSAID, Cyclosporin + CYP3A4 inhibitor,...

Chuyén hoéa — dién giai
Twong tac thube
Dung liéu cao, truyén nhanh, tich liiy dai ngay.

Dot bién MTHFR (ting doc tinh MTX), CYP2C9/CYP3A4 (ting phoi
nhiém thudc).

Liéu — thoi gian dung

Yéu t6 di truyén

4. Bién phap du phong va nhan di¢n sém

- Tién sir dong kinh, bénh 1y than kinh, dién giai 4o, chirc ning gan —

Panh gia trudéc diéu tri than.
- Phan tang nguy co theo thudc (bang nguy co cao/trung binh/thap).

Piéu chinh phac d6 va - Giam lidu hoic kéo dai khoang cach dung véi bénh nhén suy than.
lidu dung - Han ché phdi hop thudc ¢ doc tinh than kinh cong hudng.
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- Lam sang: tri giac, run co, rung giat nhin cau, dau dau, thay doi hanh
3 1.

Theo doi t diéu trj A g 2 A X

co dottrong Qied i Can 1am sang: di¢n giai do, TDM (cyclosporin, MTX), huyét ap, hinh
anh hoc néu nghi PRES.
Giao duc bénh nhan - Bao c4o ngay khi c¢6 rdi loan tri giac, co giat, run co.
& diéu dudng - Khong tu ¥ dung thém thude giam dau hodc chdng tram cam.
H¢é thong héa giam sat - Thiét 1ap checklist theo d6i ADR than kinh tai khoa.
ADR - Ghi nhan va bdo cdo dinh ky vé Trung tdm DI & ADR qudc gia.

5. Xir tri khi xdy ra co gidt do thuoc

Budée xir tri Noi dung
1. Cap ctru ban diu Pam bao duong thd, ho hap, tuan hoan.
2. Ngirng thudc nghi ngo Cit ngudn gay doc.
3. Didu trj con co giat Beflzodiaz§pin (lorazepam/dia?epam); néu khéng kiém
’ ’ soat: levetiracetam, phenobarbital.
Xur 1y ha Na*, Mg?*, dudng huyét; kiém héa nudc tiéu néu
can (MTX).
MRI néu nghi PRES (Posterior Reversible Encephalopathy
5. H tro’ chuyén sau Syndrome — Hoi chiig bénh no c¢é thé hoi phuc ving

4. Hiéu chinh roi loan chuyén héa

sau); loc mau trong ngd doc ndng (MTX, cyclosporin).
6. Bio cio0 ADR Gﬁ:i T}'ung t’ém .Qufr)c giaA vé Thong tin thudc va Theo doi
phan Uing co hai cta thudc

6. Vai tro ctia Dugc silam sang

Giai doan Nhiém vu chinh
Truée diéu tri Danh gia nguy co, tu van bac si vé liéu, phdi hop thude an toan.
Trong diéu tri Theo ddi tri¢u chimg than kinh, TDM, phat hién sém ADR.
Sau didu tri Thflm gia binfl bénh an, phan tich nguyén nhan ADR, dao tao
nhan vién y té.
Gop phan xay dung phac do, hudng dan phong ngira ADR trén

Tham gia quén ly h¢ théng hé than kinh

Tai liéu tham khdo:

1. Lexicomp Online, Drug-Induced Seizures — Clinical Overview. Wolters Kluwer Health; cap nhat
2025.

2. Micromedex Solutions. Fludarabine, Methotrexate, Cyclosporine, Linezolid — Adverse Effects
(Neurologic Toxicity). IBM Watson Health, 2025.

3. UpToDate. Hocker S, Wijdicks EFM. Overview of Drug-Induced Seizures. UpToDate, 2024.

4. National \ Comprehensive Cancer Network (NCCN). Prevention and Management of
Chemotherapy-Induced Neurotoxicity. NCCN Guidelines, Version 3.2025.

5. Viét Nam — Cuc Quan Iy Duge, B0 Y té. Huoéng dan Canh giac Dugc 1am sang, 2023.
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LAM TRON LIEU HOA CHAT VA PHA CHE AN TOAN

1. Gi6i thiéu van dé

Trong diéu tri ung thu, thuéc hoa chat 1a
nhém thudc ¢ doc tinh cao va khoang diéu tri
hep, do d6 viéc tinh toan liéu chinh xéac c6 vai
trd quyét dinh dén hiéu qua va an toan cho
ngudi bénh. Tuy nhién, trong thuce té 14m sang,
liéu luong dugc tinh toan theo can nang hoac
dién tich bé mit co thé (BSA) thuong khong
trung khop voi quy cach dong goi cua thude.
Viéc lam tron liéu tré thanh mot giai phap quan
trong nham t6i uu str dung thudc, giam lang phi
va dam béo tinh kha thi trong pha ché. Tuy
nhién, néu lam tron khong dung nguyén tic,
lidu thue té c6 thé vuot gid1 han an toan, gay
anh hudng dén hiéu qua diéu tri hodc lam tang
doc tinh.

Do d6, can nam rd nguyén tic, gidi han sai
s0, cling nhu cac hudng dan tir cac to chirc
chuyén mén qudc té nhu ASHP, NCCN va
ISOPP d¢ thyc hién ding quy trinh.

2. N¢i dung chinh
2.1. Ly do l1am tron liéu

Lam tron liéu hoa chat xuat phat tir nhiéu Iy
do thye té va chuyén mon: Cac hoa chat thuong
c6 gia tri cao va thoi gian 6n dinh ngén sau khi
mo lo, do d6 1am tron lidu giap giam lugng
thudc thira va chi phi diéu tri.

Theo khoan 4 diéu 5 Thong tw 20/2022/TT-
BYT: Truong hop theo chi dinh chuyén mon,
ngudi bénh chi st dung mot phan luong thude
trong don vi déng godi nho nhat (vi du: thude
dung trong chuyén khoa nhi, chuyén khoa ung
budu) va luong thudc con lai khong thé sir
dung dugc (vi du: khong c6 ngudi bénh cod
cing chi dinh, lwong thudc con lai khong du
liéu lrong, hoac qua thoi han bao quan cua
thudc) thi quy bao hiém y té thanh toén toan b
theo gia cuia don vi dong goi nho nhét d6. Can
ctr theo diéu ndy can trién’khai co ché ghép lidu
va lam tron liéu nham tiét kiém thudc, giam chi
phi diéu tri cho bénh nhéan va bao hiém y té.

Liéu lwong 1é nhu 131,27 mg hoic 178,63
mg gay khé khin trong thao tic pha ché, ting
nguy co sai sot trong do luong. Lam tron giup
thao tac chinh xac va‘nhanh hon.

"Quy trinh pha ché tap trung (Centralized
Intravenous Admixture Service — CIVAS) yéu
cau chuan héa liéu dé nang cao ning suét va
kiém soat rii ro.

Lam tron con giup théng nhat thyc hanh
gilta cac nhan vién, dam béo tinh nhat quan
trong diéu tri va ghi chép ho so.

2.2. Gi6i han sai s6 chap nhin va hwéng din
quéc té

Theo cac hudng dan qudc té, viéc lam tron
liéu chi dugc phép trong gidi han sai s6 an
toan.

- Theo ASHP (2023), mtic sai s6 cho phép 1a
+5% so v6i liéu tinh toan gdc, va trong trudng
hop dic biét c6 thé mo rong dén £10% néu
khong anh huong dén hiéu qua hoac doc tinh.
- NCCN (2024) ciing dua ra khuyén céo twong
tu, dong thoi yéu cau ghi chu rd rang liéu tinh
toan va liéu 1am tron trong ho so bénh an. USP
(2023) nhan manh yéu cau ghi nhin rd rang,
chi sir dung thudc 1am tron trong diéu kién vo
khuan dat chuén, va can c6 budc kiém tra chéo
trude khi pha ché.

- ISOPP (2022) d xuat quy trinh kiém tra bon
budce: tinh toan — x4c nhan — 1am tron — kiém
tra chéo.

2.3. Vi du minh hoa thwc hanh

Vi du: Bénh nhan c6 dién tich da (BSA) =
1,75 m?, dugc chi dinh Cisplatin 75 mg/m?.
Liéu tinh toan 13 131,25 mg. Quy cach thudc 1a
lo 50 mg va 100 mg. Trong trudng hop nay, co
thé 1am tron lidu xubng 130 mg (—1%), ndm
trong giGi han sai s £5%. Liéu thyc té duoc
ghi trong ho so: 'Liéu tinh toan 131,25 mg —
Liéu thyc t& 130 mg (—1%) — Lam tron theo
NCCN 2024. Cach 1am nay giup tiét kiém

ST <




thudc, thuan tién pha ché, dong thoi van bao
dam hi€u qua diéu tri va an toan cho bénh nhan.

2.4. Kiém soat rii ro trong pha ché

Lam tron lidu chi 1a mot phan trong quy'

trinh kiém soat chat lugng toan dién cua pha
ché thubc doc té bao. Theo ASHP (2023), moi
thao tac phai duoc thuc hién trong phong sach
c6 ap sudt am, sir dung tu an toan sinh hoc cp
IL, va nhén vién phai trang bi day da PPE.

Cac budc kiem sodt riii ro bao gom

- Xé4c minh don thudc: dam bao dung tén,
lidu, duong dung va chi dinh.

- Tinh toan ddc lap: it nhat hai ngudi thuc
hién va so sanh két qua.

- Ghi 13 lidu gdc va lidu 1am tron trong hd
SO.

- Kiém tra chéo trudc khi pha ché va dan
nhan rd rang.

- Str dung phan mém hd trg dé han ché sai
sot.

- PBao tao dinh ky va gidm sat thuc hanh an
toan.

Tai liéu tham khdo

. ¢
+

Nhirng quy trinh nay khong chi dam bao an
toan cho bénh nhan ma con giam nguy co phoi
nhiém cho nhén vién y té.

3. Két ludn va kién nghi thuc hanh

Lam tron liéu hoa chit 1a mot thue hanh can
thiét nham tdi wu hiéli qua diéu tri va st dung
hop Iy thudc doc té bao. Tuy nhién, viéc lam
tron phai ‘duoc thyuc hién trén co sé khoa hoc,
¢6 kiém soat, va tuan thi nghiém ngat quy dinh
vé an toan trong toan bo qua trinh ké don — pha
ché - sir dung.

Cac don vi didu tri cin xdy dung quy trinh
chuan hoa, phdi hop chat ché giita bac si - dugc
sT - diéu dudng dé dam béo tinh théng nhat,
dam bao liéu dung cudi cting hop 1y va an toan.
Khuyén nghi ap dung giéi han sai s6 +5%, ghi
nhan minh bach liéu thyc té, va ting cuong ing
dung cong nghé thong tin trong kiém soat pha
ché.

Viéc tuan thi cdc huéng dan tir ASHP,
NCCN,... s& gop phan ning cao chét lugng
diéu tri ung thu, giam chi phi va dam bao an
toan cho ca ngudi bénh 13n nhan vién y té.

1. ASHP Guidelines on Safe Handling of Hazardous Drugs, 2023.
2. NCCN Chemotherapy Order Templates, Version 2024.
3. Forrey, R., Amerine, L., & Yaniv, A. W. (Eds.). (2023). Compounding Sterile Preparations.

ASHP.

4. Randolph, S. A. (2018). Hazardous drugs: handling in health care settings. Workplace health &

safety, 66(5), 264-264.
5. ISOPP Standards of Practice, 2022.




MOQT SO TUONG TAC THUOC THUONG GAP
TRONG PIEU TRI BENH LY HUYET HQC

Tuong tac thudc, duoc dinh nghia 1a hién
tuong mot thude bi thay ddi tac dung hodc tro
thanh dgc trén nguoi bénh khi duge s dung
ddng thoi v6i thude khéac, c6 anh hudng rat
quan trong trong diéu tri bénh 1y huyét hoc do
can st dung nhiéu loai thudc (polypharmacy —
da tri li¢u) trong thoi gian dai [1].

Nhitng thudc thuong st dung trong chuyén
khoa huyét hoc nhu ho4 tri liéu, diéu hoa hodc
{rc ché mién dich hay thudc chong déng déu co
khoang diéu tri hep, do vdy céc bénh nhan diéu
tri c6 nguy co cao gap tac dung khong mong
mudn (do tiép xGic qua muc v6i thude) hoic
giam hiéu qua cta thudc dan dén that bai didu
tri, tham chi 1a t&r vong do khong dat duoc hiéu
qua mong mudn (VD: bénh nhan gip huyét
khdi do khong nhan duge day du hiéu qué cua
thuéc chdng dong). Mot nghién ctru cong bd
nam 2023 cho thdy tin suét tuong tic thudc
trén bénh nhan ung thu huyét hoc & mirc cao
(674 tuong tac trén 109 bénh nhan), trong do
41,5% dugc phan loai 1a nghiém trong [2].

Do viy, naim duoc co ché tuong tac thude va
mot sd twong tac thude thuong gip trong diéu
tri bénh 1y huyét hoc c6 thé gitip dua ra cac
bién phap phong ngira va theo doi téi uu dé

dam bdo an toan stir dung thudc trén bénh nhan
va nang cao hiéu qua diéu tri.

1. Cac co' ché twong tic thudc — thudc
thuong gap.

C6 hai co ché tuong tac thudc thuong dugc
quan tam Ia tuong tac dugc luc hoc va tuong
tac dugc dong hoc.

- Tuong tac duoc luc hoc thuong xay ra do sy
hiép ddng hoac déi khang vé tac dung dugc ly
ctia céc thude khac nhau. Vi du trong cac dicu
tri bénh 1y huyét hoc, ¢6 nhiéu nhém thude
khac nhau c6 thé anh huéng dén tinh trang
doéng mau ctia bénh nhan nhu cac thudc khang
vitamin K (warfarin), thudc chong dong nhém
heparin (heparin va cac heparin trong luong
phan tir thip — LMWH), thudc chéng dong
duong udng truc tiép — DOACs (rivaroxaban,
apixaban, dabigatran), thudc chong két tap tiéu
cau (aspirin va cac NSAID, clopidogrel). O cac
bénh nhan mic nhiéu bénh 1y, viéc ké don
chdng chéo cic nhom thube trén co thé giy
bién ching xuat huyét do hiép dong tac dung
[3]. Ngoai ra, mot s6 thude c6 kha ning co thé
gay kéo dai khoang QT, day la mdt truong hop
tuong tac thuéc nghiém trong lam tang nguy
co xodn dinh va loan nhip that nhung c6 kha
ndng bi bé qua trong chuyén khoa ung thu [4]

Bing 1. Céc thudc cé nguy co gdy kéo dai khoing QT [5]

Nguy co cao!

Adagrasib
Ajmalin
Amiodaron
Arsenic trioxide

Delamanid
Disopyramid
Dofetilide
Dronedaron
Astemizol Haloperidol (IV)
Bedaqulin Ibutilid
Bepridil Ivosidenib
Chldrpromazin Lenvatinib
Cisaparide

Levoketoconazole

Methadon Sertindol
Mobocertinib Sotalol
Papavirine Taletrectinib
Procainamid Terfenadine
Quetiapine Vandetanib
Quinidin Vernakalant
Quinin Ziprasidone
Revumenib
Selpercatinib

Nguy co trung binh?
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Amisulpride (PO)
Azithromycin
Capecitabine
Carbetocin
Certinib
Chloroquin
Citalopram
Clarithromycin
Clofazimine
Clomipramine
Clozapin
Crizotinib
Dabrafenib
Dasatinib
Deslurane
Domperidon
Doxepin
Doxifluridin
Droperidol

Albuterol
Alfuzosin
Amisulpride (IV)
Amitriptylin
Anagrelide
Apomorphin
Arformoterol
Asenapin
Artemether-
lumefantrine
Atomoxetin
Benperidol
Bilastine
Bosutinib
Bromperidol
Buprenorphine
Buserelin
Chlorpheniramin
Ciprofloxacin
Clemastine
Cocaine (topical)
Degarelix |
Desipraminef
Desloratadine
Deutetrabenazine

Encorafenib
Entrectinib
Erythromycin
Escitalopram
Etelcalcetide
Fexinidazol
Flecainid
Floxuridin
Fluconazol
Fluorouracil
Flupentixol
Gabobenat
dimeglumin
Gemifloxacin
Gepirone
Gilteritinib
Halofantrine
Haloperidol (PO)
Imipramine

Inotuzumab
o0zogamacin
Isoflurane
- Levetiracetam
Levofloxacin
Lofexidine
Lonafarnib
Meglumin antimoniat
‘Midostaurin
Moxifloxacin
Nilotinib
Olanzapine
Ondansetron (1V)
Osimertinib
Oxytocin
Pazopanib
Pentamidin
Pilsicainid

Nguy co thap?

Etrasimod
Fingolimod
Fluoxetine
Fluphenazine
Fluvoxamine
Formoterol
Foscarnet
Fosfomycin (IV)
Fostemsavir
Galantamine
Gepotidacin
Givinostat
Glasdegib
Goserelin
Granisetron
Hydroxychloroquin
Hydroxyzin
Iloperidone
Indacaterol
Itraconazol
Ketoconazol
Lacidipine
Lapatinib
Lefamulin
Leuprolid

Macimorelin
Maprotilin
Mavorixafor
Meclizin
Mefloquin
Mequitazin
Metoclopramid
Metronidazol
Mifepriston
Mirtazapin
Mizolastin
Nelfinavir
Norfloxacin
Nortriptylin
Ofloxacin
Olodaterol
Ondansetron (PO)
Osilodrostat
Oxaliplatin
Ozanimod
Pacritinib
Paliperidon
Panobinostat
Paroxeti
Pasireotide
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Pimozide
Piperaquin
Probucol
Propafenone
Propofol
Quizartinib
Remdesivir
Ribociclib
Risperidone
Saquinavir
Sevoflurane
Sparfloxacin
Sunitinib
Tegafur
Terbutaline
Thioridazine
Toremifene
Vemurafenib
Voriconazol

Promazin
Radotinib
Ranolazin
Relugolix
Rilpivirine
Rivastigmine
Romidepsin
Roxithromycin
Salmeterol
Sertralin
Siponimod
Solifenacin
Sorafenib
Sulpirid
Tacrolimus
Tamoxifen
Telavancin
Teneligliptin
Tetrabenazin
Tiapride
Trazodone
Triclabendazol
Trimeprazin
Triptorelin
Tropisetron




Levalbuterol
Levomepromazine

Dexmedetomidine
Diphenhydramine
Dolasetron
Levomethadone
Lithium
Loperamide

Donepezil
Dordaviprone
Efavirenz
Eliglustat
Eribulin

Lopinavir
Loratadin

(methotrimeprazine)

Vardenafil
Vilanterol
Vinflunine

Pefloxacin
Periciazin
Pimavanserin
Pipamperon
Pitolisant
Ponesimod
Posaconazol |

Voclosporin
Vorinostat
Zuclopenthixol

Primaquin

In ddm cdc thuéc cé trong danh muc thuoc tai Vién Huyét hoc — Truyén mau Trung wong
! Cdc thuée c¢é bang chirng cho thdy c6 kha nang hodc c6 thé lam kéo dai-khoang OT thém > 60
msec hodc lam khoang QT > 500 msec trén phan 16m bénh nhan.

2 Cdc thuéc c6 bang chirng cé thé lam kéo dai khodng OT thémi > 20 S9msec hodac lam khoang

OT tir 460 — 499 msec trén phan lon bénh nhan.

3 Cdc thude ¢6 bang chiing téi thiéu hodc hode chwa ré rang, thuong dwoc ghi nhdn canh bdo

tranh sir dung cing hodc tang cwong giam sat ECG khi phoi hop véi cdc thude lam kéo dai khodng

OT khdc.

- Tuong tac dugc dong hoc la cac tuong tac
lién quan dén qua trinh hap thu, phan b,
chuyén hoa, thai trir cia cac thudc.

+ Hap thu: cac thudc c6 thé giy anh huong dén
qué trinh hap thu ctia nhau thong qua mot s6
co ché nhu canh tranh hép thu tai dudng tiéu
hoa, thay d6i d9 tan cua thudc (do thay doi pH,
tao phtrc), can trd co hoc khi st dung cac thube

bao dudng tiéu hoa, cac thudc 1am anh hudng
dén kénh P-gp (Bang 2). Trong diéu tri thiéu
méu thiéu sit bang duong udng, can luu y cac
tuong tac thudc trong qua trinh hap thu dé gitp
t6i wu viéc hdp thu sit bang cach bd sung
Vitamin C, tranh uéng sit cing véi thude hodc
thuc pham giau calci do canh tranh hap thu.

Bing 2. Co chit va chit irc ché P-gp [6]

Co chit ‘ ‘ ‘
talinolol, vinblastin

digoxin, fexofenadin, loperamid, N-methylquinidine (NMQ), quinidin,

Chat wre che '
zosuquidar

cyclosporin, elacridar, ketoconazol, quinidin, valspodar, verapamil,

+ Phan bd: thong thuong cac tuwong tac thude
trong qua trinh phan bd c6 ¥ nghia 1am sang
tuong dbi han ché, chu yéu gip trén cac thude
c6 ty 1¢ lién két véi protein trong huyét twong
16n (> 90%). Céc thubc canh tranh vi tri lién
két protein trong huyét twong dan dén lam ting
ndéng'do thudc & dang tu do, dan dén lam ting
tac dung/dgc tinh cua thuéc. Tuy nhién viéc
tang nong d6.thude & dang tu do ciing lam ting
chuyén hoé cua thudc; do vay thoi gian nong
d6 dang tu do ting thuong ngan va chi co ¥

nghia 1am sang ddi véi cac thube co khoang
diéu tri rat hep

+ Chuyén hoa: day 1a tuong tac rat thuong gip,
ddc biét 1a twong tac théng qua trc ché hoic
cam ung hé enzym CYP450 tai gan. Day la
mot hé enzym 16n ¢6 vai tro chuyén ho4 nhiéu
thudc, tuy nhién c6 thé bi anh huong khi sir
dung cing vdi cac thude tre ché hodc cam tng
hé enzym nay, hau qua la thudc bi tich luy hodc
chuyén hoa qua mic (Hinh 1). Cac enzym
chuyén hoa chinh thuong dwgc quan tim 1a
CYP1A2, 2C9, 2C19, 2D6, 2E1 va 3A4/5 [7].
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Drug-Drug Interaction (DD + Thai trir: twong tac thudc thong qua qua trinh
- Does ot affectbug Metaboim thai trir xay ra trong giai doan thai trtr, thuong

+ Inhibits Enzymes

| ,,“,,umm,‘} " 8@ xudt hién trong qua trinh dao thai thudc qua
|- thanva thudng lién quan dén thay d6i pH nu6e
o R Drug can be inducersor | tiéu (din dén thay ddi dang acid-base cia

:; g ar 1A29-5% inhibitors of the CYP450
3 s metabolism process of

3n50% * f‘@ another drug simultaneous| 5 a : A S 5 a
5 crasDsctorme . ther g simtaneosty thudc) hoac canh tranh cac hé thong van

aersx Es chuyen tai dng than Vi du, methotrexat c6 thé

¥ . E\ - S“Z;;M'"%ﬁ:“o;gs ~ bi tc ch>cK thai tror KKi st dung kém mot sb

%— zc;m ¥ % . thudc canh tranh thai trir (Hinh 2) dan dén thoi
29 15-20% k" ,?’:? P

f gian ban thai kéo dai va phat sinh ddc tinh [8].

interacts

Drug Metabolism

Hinh 1. Twong tic thuéc thong qua chuyén
hoda qua CYP450

o @@@@@

Mucositis

Renal fail

enal failure PPIs
myelosuppression NSAIDs
Vindesine
= Gemfibrozil
Vindesine Penicillin

Penicillin o
Probenecid
Probenecid ~S4/os

Skin reactions NSAIDs

NSADS
yindesin®

Tubule Cell

Hinh 2. Twong tac thudc véi methotrexat do canh tranh thai tru [8]




Co chit

CYP1A2

caffein,
cyclobenzaprin,

clozapin,

fluvoxamin,
imipramin,
mexiletin,
olanzapin,
propanolol, tacrin,
theophyllin,
warfarin

cimetidin,
ciprofloxacin,
citalopram,
diltiazem,
enoxacin,
erythromycin,
fluvoxamin,
mexiletin,
ofloxacin, tacrine,

ticlopidin

Bing 3. Cdc co chit va chit e ché hé CYP450 thwong gap [9]

CYP2C19

citalopram,
clomipramin,
cyclophosphamid,
diazepam,
imipramin,
lansoprazol,
nelfinavir,
omeprazol,
phenytoin

cimetidin,
felbamat,
fluoxetin,
fluvoxamin,
ketoconazol,
lansoprazol,
omeprazol,
paroxetin,
ticlopidin

CYP2C9

Amitriptyline
(demethylation),
celecoxib,
dicofenac,
flurbiprofen,
ibuprofen, losartin,
naproxen,
phenytoin,
piroxicam,
sulfamethoxazol,
tolbutamid,
warfarin

amiodaron,
fluconazol,
fluoxetine,
fluvoxamin,
1soniazid,
metronidazol,
paroxetine,
phenylbutazon,
sulfamethoxazole/
trimethoprim,
sulphenazol,
ticlopidin

CYP2Do6

amitriptylin,

clomipramin, codein,

desipramin,
dextromethorphan,
imipramin,
metoprolol,
nortriptylin,

oxycodon, paroxetin,

propafenon,
risperidon,

thioridazin,
tramadol, venflaxine

amiodaron,
chlorpheniramin,
fluoxetin,
haloperidol,

indinavir, paroxetin,
propafenon, quinidin,
sertralin,

ritonavir,
thioridazin,
ticlopidine

timolol,

CYP2E1

acetaminophen,
chlorzoxazon,
dapson, enfluran,
ethanol, halothan,
isoniazid

disulfiram

_buspiron,

CYP3A4

alprazolam,- astemizol,
thuoc chen
calci,

cisaprid,

kénh
carbamazepin,
cyclosporin,
doxorubicin,
erythromycin, etoposid,
felodipin, fentanyl, chét
trc ché HIV protease,
ifosphamid, lovastatin,
midazolam, nifedipine,
paclitaxel, quinidin,
quinin, simvastatin,
tacrolimus, terfenadin,
triazolam

cimetidin,
cyclosporin, danazol,
diltiazem, fluconazol
(lidu cao), chat wc ché
HIV protease,
itraconazol, ketoconazol,
macrolide (khong bao
gdém azithromycin),
miconazol, nefazodon,
quinidin,

amiodaron,

omeprazol,
ritonavir, verapamil




CYP1A2

o carbamazepin
Chat cam P

/4

rng

carbamazepin,
norethindrone

CYP2C19 CYP2C9

rifampin,
secobarbital

CYP2D6

chronic
isoniazide

ethanol,
rifabutin,

CYP2E1

carbamazepin,

CYP3A4

rifampin, ritonavir

2. Mt s6 cip twong tac trong diéu tri bénh Iy huyét hoc va bién phap xir tri.

Mot sb cap twong tac, co ché twong tac va cac luu ¥ trong xur tri duge trinh bay trong Bang dudi day

Cap tuong tac

Thubc can quang iod
(iobitridol, iodixanol, iohexol,
iopamidol, iopromid,
ioxitalamat natri/meglumin,
ioxaglic natri/meglumin) —
Metformin

Acid tranexamic — Thudc
tranh thai ban chit hormon

Bleomycin — Brentuximab
vedotin

Bing 4. Mt cip twong tic cin luu y [10]

Co ché

Nguy co suy than cap lién quan
dén ca metformin va thudc can
quang iod. Suy than cdp lam
ting nguy co nhiém toan lactic.

Nguy co huyét khéi khi sir
dung thudc tranh thai ting 1én
khi phdi hop voi thude khang
phan giai fibrin

Chua 16 rang, c¢6 thé do hiép
dong doc tinh trén phoi

Hau qua

Ting nguy co nhiém toan lactic va
suy than cip

Tang nguy co bién cb huyét khdi

Tédng nguy co doc tinh (khong
nhiém tring) trén phdi (bao goém
viém phéi khong nhiém tring, bénh

> T €

X1t tri

P6i voi bénh nhan nguy co cao:
Ngung metformin trudc hodc tai
thoi diém tién hanh thu thuat chan
doan hinh anh va khong duogc dung
lai cho dén it nhét 48 gid sau d6. Sau
48 gi0, chi st dung lai metformin
sau khi churc nidng than dugc déanh
gi lai va cho thay 6n dinh.

Chéng chi dinh st dung acid
tranexamic diéu tri rong kinh & bénh
nhan dang dung thudc tranh thai ban
chat hormon.

Vo1 cac chi dinh khac cua acid

tranexamic, ¢ thé st dung nhung
can dic biét than trong.

Chéng chi dinh phdi hop




Cap twong tac

Fluconazol — Thudc gy kéo

dai khoang QT (Amiodaron,
ital larith i : 5

cita opra'm, clari rom?fcm, Hiép ddng tang tic dung

donepezil, erythromycin,

escitalopram, methadon,

ondansetron)

Hiép dong tac dung serotonin.
Tac dung wc ché MAO cua
furazolidon do chat chuyén héa
cta thudc, xuét hién chim sau
5 - 10 ngay.

Opioid (Fentanyl, nefopam) —
Linezolid

Hau qua

phéi k& hodc hoi ching suy ho hap
cép tinh (ARDS) do tén thwong phé
nang, v6i biéu hién kho tho, ho va
sOt khong déc hi¢u)

Tang nguy co kéo dai khoang QT,
xodn dinh

Tang nguy co hoi chung serotonin
(sbt cao, rdi loan nhan thirc, tang
phan xa, mét phéi hop, rung giét co,
cing co, co giat, nhip tim nhanh,
ting huyét ap, ting than nhiét, v
mo héi, 4o giac, kich dong hodc bon
chédn...)

Chéng chi dinh phéi hop ¢ cac bénh
nhan ¢6 hoi chimg QT kéo dai do di
truyén hodc mac phai.

Trén cac ddi twong bénh nhan khac,
t6t nhit nén tranh phdi hop cac
thuéc nay. Trong truong hop can
thiét phbi hop, cAn danh gid cin
than nguy co/loi ich va luong gia
cac yéu té nguy co trén timg bénh
nhan, dic biét 14 réi loan dién giai
(ha kali mau, ha magie mau, ha calci
mau), nhip tim cham, nit gidi trudc
khi quyét dinh ké don.

Tranh sir dung dong thoi, nén st
dung cach nhau 2 tuan va can nhic
thay ddi sang cac thudc nhém khac
c6 cung chi dinh va it c6 nguy co
tuong tdc hon. Trong truong hop
bét budc sir dung opioid, ¢ thé ddi
sang cac opiod khac khong c6 hoat
tinh @wc ché thu hoi serotonin
(morphin,  codein,  oxycodon,
buprenorphin)




Cip twong tac Co ché

Tigecyclin — ATRA Hiép dong tang doc tinh

Ciclosporin trc ché CYP3A4
lam giam chuyén hoa cua dan
chét statin; ciclosporin ciing trc
ché ca OATPIBI lam giam
vén chuyén statin vao gan.

Céc statin (simvastatin,
atorvastatin, lovastatin,
pitavastatin) — Ciclosporin

Nilotinib/Dasatinib — PPI
(Esomeprazole, Lansoprazole,
Omeprazole, Pantoprazole,
Rabeprazole)

C6 kha nang do giam hap thu
nilotinib & rudt

3. Két luan va kién nghi

Hau qua

Tang nguy co tang ap ndi s lanh
tinh (phu gai thi, dau dau, budn nén
va non, va réi loan thi giac)

Tang ndng d6 dan chét statin trong
huyét thanh, ting nguy co bénh co
hoic tiéu co van cap

Lam giam hiéu qua didu tri cua
nilotinib/dasatinib

Chdng chi dinh phdi hop

Chéng chi dinh phdi hop. Trong
truong hop bat budc st dung dan
chit statin: thay bang fluvastatin
(t6i da 20 mg/ngay), pravastatin (i
da 20 mg/ngdy), rosuvastatin (t6i da
5 mg/ngay).

Tranh sir dung dong thoi, can nhac
chuyén PPI sang thudc tc ché H2
(sir dung trudc 10 tiéng hodc sau 2
tiéng) hodc antacid (cach it nhat 2
tiéng)

Céc bénh nhan huyét hoc c6 nguy co gip tac dung khong mong mudn cia thude do sir dung dong thoi nhiéu nhom thude co khoang diéu tri hep, bénh
nhan c6 bénh ly nén phuec tap. Co ché tuong tac thube co thé do tuong tac duge dong hoc hodc dugce luc hoc. Viéce nim bt céc tuong tac thude nghiém

trong c6 thé gitip han ché nguy co doc tinh va dam bao hiéu qua diéu tri.
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