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Tom tiit:

Methotrexat (MTX) la thudc diéu tri ung thuw nim trong danh muc thudc thiét yéu ciia T6 chirc Y té thé giéi. Phac
dd MTX lidu cao (High dose MTX - HDMTX) kém gidi ciru bing leucovorin thwomg xuyén dwge sir dung tai Bé¢nh
vién K Tan Triéu. Pé dam bao tinh hi¢u qua va an toan trong sir dung MTX, quy trinh giam sat tri li¢u (therapeutic
drug monitoring - TDM) cho HDMTX d dwogc bd phin Dwoe 1Am sang tai Bénh vién K xdy dung va dwgc Giam doc
Bénh vién phé duyét vao thang 11/2018.

Muc tiéu cia nghién ciru nay la phan tich mirc do tuin thi TDM trong thwe hanh lam sang thudng quy tai Bénh
vién K. Nghién ciru dwgc thue hién tir thang 7/2019 dén thang 2/2020. Téng cong c6 174 chu ky HDMTX, bao gom
cac chu ky diéu tri u lympho khong hodgkin (66,7%), ung thw xwong (30,4%) va bénh bach cu cip dong lympho
(2,9%) di dwgc dwa vao nghién ciru, trong d6 137 chu ky ding phac d6 HDMTX truyén trong 4 h va 37 chu ky ding
phiac @6 HDMTX truyén trong 24 h. Két qua cho thiy, khong c6 chu ky nao tuan thi diy di cac buée trong quy
trinh TDM. Phan tich sy tuin thi trén ting khia canh ctia quy trinh, ty 1€ tuin thi la: 47,1% cho danh gia bénh
nhin trude truyén, 14,9% cho quy trinh bu dich va kiém héa nuéc tiéu, 58,6% cho dinh lwgng MTX va 19,0% cho
quy trinh gii ciru biang leucovorin. Tir thuc trang tuin thii quy trinh TDM 4p dung cho HDMTX tai Bénh vién K
con thip, cin c6 thém nhirng nghién ciru khac dé tim ra Iy do, nhirng khé khin trong viéc tuin thii quy trinh hoiic
cac bién c6 bt lgi xay ra trén bénh nhan khi khong tuin thi quy trinh TDM dé c6 thé cai thién chét lwong sir dung
thuéc HDMTX tai Bénh vién.

Tir khoa: giai ciru leucovorin, giam sat trj li€éu, methotrexat liéu cao.

Chi s6 phén logi: 3.4

- £ X
Dat van dé

MTX la thudc didu tri ung thu nam trong danh muc
thudc thiét yéu ctia TS chire Y té thé gigi. MTX tc ché qua
trinh chuyén hoa acid folic thanh acid tetrahydrofolic, co
vai tro trong qua trinh tong hop ADN cua té bao va tir d6
trc ché hinh thanh té biao méi. Cac mo dang c6 qua trinh
tang sinh manh nhu céc té bao ung thu, tay xuong, t& bao
bao thai, biéu mé va niém mac dudng tiéu hoa thuong nhay
cam nhét véi MTX. HDMTX la ding MTX véi liéu >1000
mg/m?* (1 g/m?) [1]. Véi lidu cao nay, MTX c6 thé dat nong
do diéu tri trong dich ndo tuy va dugc str dung dé du phong
tham nhiém than kinh trung wong trong diéu tri ca khdi u ac
tinh va huyét hoc, bao £0m ung thu xuong, vi, phdi, da day,
bang quang, ung thu dau va cd, cling nhu bénh bach cau cip
dong lympho va u lympho khong hodgkin. Tuy nhién, khi
str dung lidu cao, nguy co doc tinh cia MTX ciing gia ting,
bao gom nhiém doc than, nhidm doc gan, viém niém mac
duong tiéu hoa, (rc ché tay xuong va nhiém doc than kinh,
dan dén viéc ngimg diéu tri, ton thuong cic co quan khong
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héi phuc, tham chi tir vong [2].

Sau khi dung, 90% MTX dugc thai trir qua nudc tiéu
& dang chua chuyén héa; do d6, chic ning than ciia bénh
nhan c6 vai tro quan trong trong thai trrt MTX. D0 hoa tan
ctia MTX va chit chuyén hoéa phy thudc vao pH nude tiéu.
MTX ket tinh trong nude tleu ¢6 tinh acid (pH 5.,5) co thé
dan dén tic nghén Ong than, ton thuong ddc hai truc tlep dén
biéu mo Ong than va giam tudi mau do co dong mach chu.
Doc tinh trén than dan dén suy giam do thanh thai MTX va
kéo dai thoi gian phoi nhiém thudc ¢ nong d6 gay doc. pH
nudce tiéu tang tr 6,0 1én 7,0 lam tang d6 hoa tan cia MTX
va cac chat chuyén hoa 1én 5-8 lan, day chinh 1a mot phat
hién 1am co s cho khuyén céo bu dich va kiém hoéa nuée
tiéu trude, trong va sau khi duing HDMTX [1].

Tac dung doc té bao cia MTX c6 thé dugce dbi khang
mot phﬁn boi leucovorin - mot chat tuong tu acid folic.
Leucovorin dugc chi dinh sit dung nhu mot li¢u phéap giai
cuu sau khi st dung HDMTX do cé thé hoat dong nhu chit
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Abstract:

Methotrexate is an important anti-cancer drug, which
is listed in the World Health Organization’s essential
drugs. The therapies using high dose methotrexate
(HDMTX) have been commonly used at the National
Cancer Hospital (K Hospital) in Vietnam. In order to
ensure the effectiveness and safety of this important
drug, a therapeutic drug monitoring (TDM) protocol
for HDMTX has been formulated by the Pharmacy
department at K Hospital and was then approved by the
Hospital Director in November 2018.

The objective of this study was to examine the level of
compliance with this TDM protocol in clinical practice
at the hospital. The study was conducted from July
2019 to February 2020. A total of 174 cycles of HDMTX,
including the ones of the treatment for non-hodgkin
lymphoma (66.7%), osteosarcoma (30.4%), and acute
lymphoblastic leukemia (2.9%), were included in the
study. The administrations of 137 cycles were 4-hour
transfusion and the remaining cycles’ were 24-hour
transfusion. The results showed that there was no cycle
fully complied with the protocol. When considering steps
in the protocol individually, the compliance percentages
were 47.1% for pre-transfusion evaluation, 14.9%
for the rehydration and urine alkalization procedure,
58.6% for methotrexate quantification, and 19.0% for
rescue procedure with leucovorin. The research results
indicated that the compliance proportions with the TDM
protocol at K Hospital were low. More studies should
be conducted to find out the reasons and difficulties in
the adherence to the protocol, or the consequences on
patients’ outcomes of the non-compliance to protocol
practice so that its adherence can be improved.

Keywords: high dose methotrexate, leucovorin rescue,
therapeutic drug monitoring.
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thay thé cho tetrahydrofolic, ngin ngira dugc cac doc tinh
cia MTX. Hon 40 nam trudc, Djerassi va cong su da gioi
thiéu phac do diéu tri ung thu bang HDMTX véi khuyén
c4o theo doi thuong xuyén ndng d6 MTX trong huyét twong
keém theo giai cuu bﬁng leucovorin dya trén duoc dong hoc
MTX, cho phép sir dung MTX tiém tinh mach liéu cao 1én
dén 33 g/m?[3].

Bénh vién K Tan Triéu (sau ddy goi tit 1a Bénh vién K)
1a bénh vién dau nganh trong diéu tri ung thu ¢ nudc ta,
ciing 1a don vi tién phong trong viéc trién khai dinh lugng
MTX. Tai day, cac phac d6 HDMTX kém giai ctru bang
leucovorin thudng xuyén dugc sir dung. Tuy nhién, dé dam
bao hiéu qua va an toan thudc, can dong bd hod toan bo
cac khau tir danh gid bénh nhan, kiém hoa, bu dich cho dén
dinh lwong ndng d6 MTX va giai ctru bang leucovorin. Trén
thé gioi, cac bénh vién thuong xay dung quy trinh TDM
cho HDMTX va dam béo thyc hanh theo quy trinh chuén.
Tai Bénh vién K, quy trinh nay buéc dau duoc xiy dung
boi Khoa Dugc va duge Ban Gidm doc Bénh vién ky quyét
dinh thong qua tur thang 11/2018 [4]. Tuy nhlen tir khi trién
khai dén nay van chua co cac nghién ctru téng két viéc thuc
hién quy trinh trong thuc hanh 1am sang thuong quy. Vi vay,
nghién ctru cua chung t6i dugc thuc hién véi muc tiéu xac
dinh muc d6 tuan thu TDM cho phac d6 HDMTX, tir d6
phan hdi nhim nang cao chit luong st dung HDMTX noi
riéng ciing nhu chat lugng str dung thude diéu tri ung thu
n6i chung, dong thoi gitp cai thién tinh kha thi ctia quy trinh
TDM cho phac dd HDTMX tai Bénh vién K.

Déi twgng, phucng phap nghién ciiu
Déi twong nghién ciru

Toan bd hd so bénh 4n ctia bénh nhan diéu tri nodi tra tai
Bénh vién K thoa mén céc tiéu chudn lua chon va tiéu chudn
loai trur sau:

Tiéu chudn lwa chon: bénh nhan duoc ké don HDMTX,
diéu tri péi tra tai Khoa Nhi, Khoa Noi 1 va Khoa Noi1 l}é
tao huyét Bénh vién K trong thoi gian tor 1/7/2019 dén
10/2/2020.

Tiéu chudn logi trir: bénh an khong tiép can duoc.

Phuwong phap nghién ciru

Thiét ké nghién ciru: nghién ctru hdi ciru mo ta.

Quy trinh nghién ciru: tir dit liéu st dung thubc cua
Kl}oa Dugc trong thoi gian nghién ctru, loc bénh nhan dqu
diéu tri n6i trd HDMTX tai 3 khoa/phong nghién ctru. Ho
SO bﬁ:nh an duogc thu thap gai cac khoa diéu tri dua trén mau
Phiéu thu thap thong tin hd so bénh an.

Nhom nghién ctru thu thip thong tin tir hd so bénh an
vé cac dac diém nhan khau hoc, bénh Iy ung thu, phac do
hoa tri liéu, chi dinh thuc hién va két qua xét nghiém can
lam sang lién quan dén viéc st dung MTX, chi dinh bu dich,
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kiém hoa va giai ctru bang leucovorin.

Dua trén thong tin thu dugc, nhoém nghién ctru danh gia
tinh tuan thi TDM cho HDMTX, bao gdm tuan thu ting
budc trong quy trinh va tuan tha toan bd quy trinh TDM cua
Bénh vién.

Quy woc trong nghién ciu:

MTX liéu cao: chu ky dugc tinh 1a HDMTX khi dung
MTX truyén tinh mach véi tong liéu MTX >1000 mg/m? (1
g/m?) [5]. Phac @ dugc phan thanh hai loai theo tong thoi
gian truyén MTX 1a phac d6 4 gio (4 h) va phac dd 24 gio
(24 h).

Tuan thu quy trinh TDM: tuan thu toan by cac budc
trong quy trinh TDM [4], bao gom:

« Tuan thu vé danh gié tinh trang bénh nhan trudc truyén
MTX: ¢o6 thuc hién dﬁy du xét nghiém creatinin, ALT, AST,
bilirubin, cong thitc mau trong vong 5 ngay trudc truyén
HDMTX.

« Tuén tha vé bu dich va kiém héa nudc tiéu: truyén dich
lién tuc it nhat 4 h trede khi ding HDMTX cho dén khi ndng
d6 MTX vé ngudng an toan. Hon hop dich truyén: 3000
ml/m?/24 h Glucose 5% (2,5%) hodc NaCl 0,9% (0,45%) +
KC110% + NaHCO;, 4,2%, dam bao pH nudc tiéu >7 trudc
truyén MTX cho den khi MTX vé ngudng an toan.

« Tuén thu vé xét nghiém dinh lwong MTX: véi phac
dd 24 h: thuc hién day du xét nghiém tai 24, 36, 42, 48 va
54 h, cho dén khi nong d6 MTX vé ngudng an toan <0,25
pmol/l; v6i phac d6 4 h: thyc hién day du xét nghiém tai 24,
48 va 72 h, cho dén khi ndong d6 MTX vé ngudng an toan
<0,1 pmol/l.

« Tuan thu vé& gidi ctru bang leucovorin: thyc hién day du
xét nghiém danh gia néng d6 MTX va chinh liéu leucovorin
gidi cuu phu hop theo khuyén céo ctua quy trinh TDM.

Xir Iy 56 liéu: phan tich s6 li€u bang phan mém Microsoft
Excel 2016. Phuong phép thong ké dugc st dung bao gom:

- Thong ké mb ta: cac bién lién tyc dugc mo ta bang gia
tri trung binh £ dg 1é€ch chuan, cac bién dinh tinh dugc mo
ta theo so luogt va ty 1€ %.

- Dung kiém dinh T - test dé so sanh hai gia tri trung binh
hodc hai ty 1¢.

o L
Ket qua nghién cuu
Dac diem mau nghién ciru

Nghién ctru thu thap dugc 41 bénh nhan véi 174 chu ky
hoéa chit duoc chia thanh hai nhom: 137 chu ky dung phac
dd4 hva37chuky dung phac dd 24 h. Nam gidi chlem ty 1¢
da s v6i 63,4% tong s6 bénh nhan va 73,6% tong s6 chu ky
héa chét. Bénh nhan ¢6 do tudi trung binh 1a 34,7. Bénh 1y
ung thu dugc chia thanh 3 nhém chinh 1a bénh bach cu cp
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dong lympho (2,9%), ung thu xuong (30,4%) va u lympho
khong hodgkin (66,7%). HDMTX & Bénh vién K dugc su
dung v&i nhidu ché do 1idu khac nhau, chiém ty 18 cao nhét
1a muc lidu 8 g/m? (37,4%).

Céc dic diém chung ciia mau nghién ctru duoc trinh bay
cu thé ¢ bang 1.

Bang 1. Dic diém chung va theo tirng phac dé diéu tri HDMTX ctia
bénh nhan nghién ctru.

Phic d0 4 h (n,%) Phéic do 24 h (n,%) Téng (n,%)
Dic diém S6BN  S6CK  SBN  SiCK SOBN  SHCK
w3)  @=3)  @=l)) @) =) (@=l7)
Tudi (nim)* 41,9479 12444 346472
(Cszﬁ"g 50,8449 323483 458450
BSA (m)* 1475011 1114021 1,380,10
Bénh If mic phii
dszg f;‘;;ﬁg 4 40 4 108 249 509
Ungthrxuong  498)  29(167)  5(120) 2438 9QLY  53(04)
Ehlyn‘gf:)‘; g DEH UG 409 1269 0B 166
Ché dj lidu MIX (tong lidu ké don)
| gn? 124 509 124 3017 209 8(46)
3 g’ 249 402)) 124 307 313 7@
35 g’ 1715 #4053 000 000  17¢4L5) 4053
5 g’ 249 8(46) 303) 740 5122 15@6)
8 g/’ 5120  47Q70) 4008 18(104) 9QLY)  65(74)
12 ghn? 408 29067 104 664 5122 3500))

*: cac thong sb biéu dién theo gia tri trung binh+dg 1éch chuén. BN: bénh nhan;
CK: chu ky; BSA (body surface area): dién tich b& mét co' thé.

Thuc trang tudn thic TDM ciia MTX liéu cao tai Bénh
vién K

Ty I¢é tuan thu quy trinh TDM ¢ hai nhom dung HDMTX
phadc doé 4 h va phac do 24 h (hinh 1):

p<0,01
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Danh gid BN trede  Bu dich va kiem hoa  Dinh hrgng MTX Giai ciru bing LV Tuan thi toan bo quy
truyen trinh
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Hinh 1. Ty Ié tuan thd quy trinh TDM theo cac chi tiéu danh gia
trong ttrng chu ky. LV: leucovorin; BN: bénh nhan.
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Phan tich viéc tuan thu toan by cac khau trong quy trinh,
trong tong s6 174 chu ky héa tri bang HDMTX dugc dua
vao nghién ctru, khong c6 chu ky nao tudn tha day da quy
trinh TDM. Tuy nhién, khi xem xét trén tung khia canh cta
quy trinh, thyc hanh tai Bénh vién van dam bao tuan tha &
cac muc do khac nhau, c6 sy khac biét c6 y nghia théng ké
(p<0,01) gitta cac nhém dung phac do 4 h va 24 h, cu thé
nhu sau:

Vé danh gia bénh nhén truge truyén,‘ c6 82 chu ky tuan
thu quy trinh (chiém ty 1¢ 47,1%), bao gom 79 chu ky dung
phac d6 4 h (57,7%) va 3 chu ky dung phac d6 24 h (8,1%).

Vé bu dich va kiém hoa nude tiéu c6 26 chu ky tuan tha
quy trinh (14,9%), bao gébm 14 chu ky dung phac d6 4 h
(10,2%) va 12 chu ky dung phéac d6 24 h (32,4%).

Vé dinh lugng néng d6 MTX va giai clu bang
leucovorin, c¢6 102 chu ky tuan thu quy trinh dinh lugng
MTX (58,6%), 33 chu ky tuan tha quy trinh giai ciru bang
leucovorin (19,0%). Céac chu ky tuan tha hai quy trinh nay
déu 1a cac chu ky dung phac d6 4 h véi ty 1¢ tuan tha lan lugt
1a 74,5 va 24,1%; khong c6 chu ky ding phac d6 24 h nao
tuan thu day du hai quy trinh nay.

Mot s6 van dé khéng tuan thi dang lueu y trong cdc khdu
danh gia bénh nhan trieoc truyén HDMTX va khdu bu dich,
kiém héa muGe tiéu: c6 92 chu ky (52,9%) ghi nhan it nhat
1 van dé trong thyc hién danh gia bénh nhan truge truyén
HDMTX, 148 chu ky (85,1%) ghi nhan c6 vén dé trong viéc
bu dich va kiém héa nudc tiéu. Cac van dé chinh can luu ¥
duoc trinh bay trong bang 2.

Bang 2. Cac van dé dang lwu y trong danh gia bénh nhan va bu
dich kiém hoéa nwérc tiéu.

Phicdo4h  Phicddo24h  Téng
Viin dé dng leu ¥ vé danh gid bénh _ _ _
nhén trieée trupén HDMTX (n=58) (n=34 (n=92)
Thiéu xét nghiém chirc ning gan
(sliubin) 52(89,7) 34 (100,0) 86 (93,5)
Thiéu xét nghiém chirc ning thin 23(39,7) 11 (32.4) 38 (41,3)
Thiéu xét nghiém cong thirc mau 25 (43,1) 9.(26,5) 38 (41,3)
Viin dé ddng leu ¥ vé bi dich va kiém B B B
héa nude tiéu (n=123) (n=29) (L6
Khong bu dich va kiem hda trude truyén 24(195) 0(0.0) 24(162)
MTX
Khéng xét nghiém pH nude tiéu trude
truyén MTX 25(20,3) 1(4,0) 26 (17,6)
pH nude tidu <7 trude truyén MTX 4(33) 1 (4,0) 5(34)
Luong dich truyén <3000 ml/m?/24 h 101821  4(160) 105 (70,9)
Dung bu dich va kiém hoa trudc khi nong 32060) 23920) 55(37,2)

do MTX dat ngudng an toan

Van dé duoc ghi nhan nhidu nhit vé danh gia bénh nhan
trude truyén 1a thiéu chi dinh xét nghiém chi s6 bilirubin
& 86 chu ky. Dbi v6i chi tidu tuan tha vé bu dich va kiém
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hoa nudc tiéu, ty 1¢ khong tudn thi cao nhat 1a ¢ chi tiéu vé
lugong dich bu, véi 105 chu ky khong dam bao luong dich
truyén theo khuyén céo. C6 26 chu ky bénh nhan khong
dugc xét nghiém pH nudc tiéu trude truyén va 5 chu ky co
pH trudc truyén <7, tuy nhién bénh nhan van duoc tién hanh
truyén HDMTX ma khong kiém hoa thém.

Mot s6 van dé khong tudn thi ding heu ¥ trong cdc
khdu theo déi nong d¢ MTX trong mdu va gidi ciru bang
leucovorin: cic van dé trong dinh lugng ndng d6 MTX va
giai ctru bang leucovorin véi liéu duge chinh theo thong sb
dugc dong hoc cia MTX ghi nhan trong bang 3.

Bang 3. Cac van dé dang lwu y vé quy trinh theo déi nong do MTX
va gidi ctru bang leucovorin.

Phacdo4h Phacddo24h  Téng
Viin dé ding leu ¥ trong quy trinh theo _ _ _
doi nong dj MTX trong mdu L (n=37) n=72)
Khong dinh lugng MTX 0(0,0) 1(2,7) 1(1,4)
Kh0~ng dinh l}ang MTX dén khi dat 31 88.6) 9(243) 40(55,6)
nguong an toan
Thiéu diém dinh luong 35 (100,0) 37(100,0) 72 (100,0)
]l‘/;l/n de dang lwu y trong gidi ciru bang (n=104) n=37) (n=141)
Liéu giai ctru chua phit hop 68 (65,4) 21(56,8) 89 (63,1)
Thoi diém giai ciu khong phi hop 14(13,5) 37(100,0) 51(36,2)
Dimg gidi ctru khi nong do MTX chua vé
ngudng an toan hodce thieu thong tin vé 32(30,8) 13 (35,1) 45(31,9)

nong do MTX

LV: leucovorin.

Thiéu xét nghiém dinh lugng tai cac thoi diém khuyén
c4o 1a van dé duoc ghi nhan nhiéu nhit trong viéc tuan thu
quy trinh dinh lugng ndng do MTX véi 35 chu ky 4 h va 37
chu ky 24 h. Khong dinh luong dén khi nong do6 MTX dat
ngudng an toan xay ra ¢ 40 chu ky. Pac biét, nghién ctru ghi
nhan 1 chu ky khéng tién hanh xét nghiém nong do MTX.

Van dé chinh duoc ghi nhan trong tuan thu giai ctru bang
leucovorin 14 lidu giai ciru chua phu hop vé6i 89 chu ky. 45
chu ky dimg giai ctru khi nong do MTX cao hon ngudng an
toan hodc khong c6 thong tin ndng do MTX.

Ban luan
Ddc diem mau nghién ciru

Tubi trung binh cua cac bénh nhan trong miu nghién
ctu 1 34,6+7.2. Do tudi trung binh cua bénh nhan dung
phac dd 4 h 1a 41,9+7,9, phac dd 24 h 1a 12,4+4.4 tudi. Po
tudi trung binh cta nhom bénh bach cau cip dong lympho
1a 4,0, bénh ung thu xuong 17,2+2,5, bénh nhan u lympho
khong hodgkin 42,0+8,3 tudi. Mic dii ¢& mau cho tirng mt
bénh kha nho nhung két qua nay kha twong dong so véi cac
nghién cuu trudc day.
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Vé phac dd diéu tri, 41 bénh nhan dua vao nghién ctru
dugc diéu tri theo 15 loai phac d6 khac nhau. C6 thé thiy
rﬁng, cac phac dd st dung HDMTX ¢ Bénh vién K hién
nay rat da dang v6i nhiéu ché do liéu. Piéu nay ciing 1a mot
thuan 1oi vi c¢6 thé giup nhom nghién ciru ¢6 mot goc nhin
khéi quat vé viéc sir dung HDMTX trong thuc hanh thuong
quy hién nay tai Bénh vién.

Thuc trang viéc ddnh gid bénh nhin trudc truyén
HDMTX

Trong tong s6 174 chu ky HDMTX dua vao nghién ciru,
¢6 82 chu ky (47,1%) tuan thu diy du viéc danh gia bénh
nhén trude truyén HDMTX. 20 chu ky (11,5%) hoan toan
khong tién hanh xét nghiém danh gia bénh nhan trudc khi
truyén HDMTX, bao gdm 16 chu ky 4 h va 4 chu ky 24 h.
92 chu ky (52,9%) chua tuan tha ddy du quy trinh danh gia
bénh nhan bao gom 58 chu ky (42,3%) ding phac d6 4 h, 34
chu ky (91,9%) ding phac d6 24 h (p<0,01). Su khac nhau
nay c6 thé do dic diém vé thuc hanh 14m sang riéng tai mdi
khoa. Tét ca cac chu ky ding phac d 24 h déu 14 bénh nhan
ctia Khoa Nhi, noi ma ty 1¢ danh gia bénh nhén trudc truyén
chi dat 20,5%, trong khi do6 ty 1€ tuong ung tai Khoa Noi
1 va Noi hé tao huyét 1a 63,9 va 76,4%. Cac chu ky khong
tudn thii ddy du danh gia bénh nhéan trude truyén tai Khoa
Nhi ciing nhu hai khoa con lai chu yéu thiéu xét nghiém
chi s6 bilirubin. Tuong tu nhu phac do danh cho nguoi 16m,
cac phac dd diéu tri nhi khoa ciing déu yéu cau vé danh gia
bénh nhan trudc khi ding HDMTX. Cac xét nghiém trudc
khi truyén HDMTX gitip danh gi4 tinh trang bénh nhéan va
cling 1a can ctr dé xac dinh liéu MTX. Theo két qua nghién
clru, trong sd cac chu ky dugc xét nghiém chirc ning gan
than trude truyén, co 5 chu ky c6 két qua ALT >3 lan gia tri
binh thudng trén va 1 chu ky c6 chi s6 d6 thanh thai creatinin
CrCl <50 ml/phut, déu thudc vé cac chu ky truyén trong 4
h. Vi két qua xét nghiém chtrc ning gan than nhu vay, can
diéu chinh liéu MTX dé tranh qué liéu, ting nguy co gy doc
tinh do MTX cho bénh nhan [4]. Tuy nhién ca 6 chu ky nay
van tiép tuc truyén HDMTX ma khong c6 hiéu chinh liéu.

Do thanh thai creatinin CrCl can dugc tinh toan dua trén
chi s creatinin theo cong thirc phu hop voi gidi tinh, lta
tudi va dic diém sinh 1y cta bénh nhan. Hon 90% MTX
dugc thai trir qua nude tiéu, do d6 CrCl 1a cin ctr quan trong
dé hiéu chinh lidu MTX cho mdi chu ky. Tuy nhién hién
nay trong thyc hanh 14m sang cua Bénh vién K, trudc mdi
chu ky, bénh nhan chi dugc xét nghi¢m chi sb creatinin ma
khong duoc tinh toan chi sé CrCl. Trong khi dé, theo u6e
tinh, c6 dén 60% bénh nhan ung thu trudng thanh co6 r6i loan
chtrc nang than. Trong mot vai truong hop, mic du chi sd
creatinin hoan toan trong gidi han cho phép nhung khi tinh
toan thi chi s CrCl di giam duéi muc binh thuong. Dy la
nguy co gay thira liéu, ting doc tinh do MTX. Do d6, viée
tinh toan can than chi s6 CrCl truéec mdi chu ky HDMTX 1a
hét sirc quan trong, can duoc dua vao thuc hanh thudng quy
tai Bénh vién.
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Thuee trang bit dich va kiém héa nwdc tiéu trwée truyén
HDMTX

Bu dich va kiém héa trugc truyén HDMTX 1a tiéu chi bét
budc can thuc hién theo tht ca cac hudng dan diéu tri hién
tai, nham han ché doc tinh do MTX gay ra. Viéc truyén dich
lién tuc nham gia ting toc d6 dong nudce tiéu va kiém hoa
nude tiéu bao vé than khoi bi ton thuong trong qua trinh didu
tri bang HDMTX. Nhiéu phac d6 dé nghi bu dich tdi thiéu
125 ml/m?/24 h trong it nhat 2 h trudc khi bat dau truyén
HDMTX va tiép tuc trong 48-72 h, tham chi ldu hon néu
bénh nhan cé tién st doc tinh hodc cham thai trir MTX [6-8].

Tuy nhién, theo két qua nghién ciru ciia chiing t6i, chi co
26 chu ky (14,9%) tuan thu day du cac budc ciia quy trinh
nay. Van con 24 chu ky HDMTX 4 h chua dugc bu dich va
kiém hoa trude truyén HDMTX; vé6i chu ky truyén 24 h,
100% chu ky tuan thu chi tiéu nay. Ty 1¢ chu ky khong tuan
thi cao nhét & chi tiéu 1a lwong dich bu trong ngay >3000 ml/
m?%24 h véi 105 chu ky (70,9%). Lugng dich trung binh cua
105 chu ky nay chi dat 1715,6498,3 ml/m?*24 h.

Muc tiéu ctia kiém hoa nudc tiéu nham giit cho pH nude
tiéu luén >7 dé tang do hoa tan cua MTX, han ché MTX
tao tinh thé gay ton thuong than. Tét ca cac phac do deu
khuyén céo kiém tra pH nuéc tiéu ngay trude khi truyén
MTX va theo doi thuong xuyén sau d6 cho dén khi nong
d6 MTX vé ngudng an toan [4, 6-8]. Tuy nhién, chi c6 148
chu ky (85,1%) tién hanh xét nghiém nudc tiéu trude khi
truyén HDMTX, trong d6 co 143 chu ky (82,2%) dat chi
tiéu pH nudc tiéu >7, con lai 5 chu ky khong dat chi tiéu
nay nhung ciing khong dugc kiém héa thém ma van tiép tuc
truyén HDMTX.

Thuc trang tudn thii quy trinh vé theo doi nong d
MTX trong mdu

Trong tong s6 174 chu ky, ¢6 102 chu ky (58,6%) tuan
thi day du quy trinh vé theo ddi ndng do MTX. 72 (41,4%)
chu ky khong tuan thu day du, trong d6 c6 1 chu ky hoan
toan khong dinh lugng ndng &6 MTX. Tt ca 37 chu ky ding
HDMTX trong 24 h khong tuan thu quy trinh do khong thuc
hién day du cac diém dinh luong nong d6 MTX nhu khuyén
céo tai 24, 36, 42, 48 va 54 h.

31 chu ky 4 h va 9 chu ky 24 h khong thuc hién xét
nghiém dinh luong ndng do MTX dén khi vé ngudng an
toan. Gia tri ndng d6 MTX tai diém cudi cung duoc dinh
lugng & cac chu ky nay lén luot 1a 0,60+0,54 pmol/l va
24,54+43,64 pmol/l. Mirc ndng d6 MTX nay cao hon rat
nhiéu so voi ngudng an toan duoc khuyén cao 14 <0,1 pmol/l
v6i phac dd 4 h va <0,25 pmol/l véi phac d6 24 h [4, 6-8].
Day 1a mot yéu t6 chu quan cuia bac sy diéu tri. Luu ¥ rang,
te doc thai trir MTX phu thude vao rat nhiéu yéu t6. Nghién
ctru ciing ghi nhan & mot sé truong hop, mic diu néng do
MTX trong nhung ngay du c6 xu hudéng giam tuyen tinh,
nhung sau do toc d¢ thai trir MTX lai giam déng ké, gay kéo
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dai thoi gian theo ddi va gidi ciru bang leucovorin. Néu dirng
theo doi nong dd MTX khi chwa xudng dén ngudng an toan,
¢6 thé s& khong kip thoi nhan biét chu ky cham thai trir MTX
dién ra mudn, lam ting nguy co gay doc tinh trén bénh nhan.

Nghién ctru cua chung t6i ghi nhan truong hop sau:
bénh nhan nam 62 tudi mac u lympho khong hodgkin dugc
truyén MTX 3,5 g/m?trong 4 h, tai chu ky HDMTX dau tién
ctia bénh nhan. Nong d6 MTX thoi diém 24 h sau truyén
HDMTX do dugc 1a 5,32 pmol/l, hoan toan nam trong gioi
han an toan. Tuy nhién, méc du dugc tiép tuc bu dich va
kiém héa nudc tiéu, giai ctru bang leucovorin, ndng do MTX
do tai thoi diém 48 h chi giam duoc xubng 4,8 pmol/I - nong
do MTX dugc danh gia la doc tinh d6 1. Sau khi tang lidu
leucovorin va tiép tuc bu dich, k1em hoéa nudc tiéu, nong do
MTX trong chu ky nay phai can dén 6 ngay dé dat ngudng
an toan. Néu nhu chi nhin vao noéng d6 MTX thoi diém 24 h
va danh gia rang toc do thai trir cia MTX tai chu ky nay dat
yéu cau va khong tiép tuc theo ddi ndng do MTX céc ngay
tiép theo, s& khong kip thoi nhan biét van dé cham thai trir
MTX dé c6 nhitng diéu chinh phi hop.

Thuec trang gidi ciru bang leucovorin

Trong hon 30 nim qua, giai ctru bing leucovorin 1a mot
nén tdng cua diéu trit HDMTX. Leucovorin dac biét hi¢u qua
trong viéc ngin nglra suy tiy, nhiém doc duong tiéu hoa va
nhiém doc than kinh trong qué trinh didu trj véi HDMTX.
Céc phac d6 hoa tri liéu c6 HDMTX ciing bao gom cac
khuyén cao vé thoi diém bat dau giai cuu, lidu lugng va thoi
gian dung leucovorin dé bao vé cac té bao binh thuong khoi
ton thuong. Vi leucovorin 1am vo hiéu hoa tac dung cua
MTX, thoi gian giai ctru khong duge bat dau qua som boi
vi n6 s& lam giam ca doc tinh ciing nhu hiéu qua chéng ung
thu cia MTX.

Tuy tung nghién ctu khac nhau ma giai ctru leucovorin
bét dau dugc sir dung sau khi truyén MTX 24, 36 dén 42 h
v6i mire lidu co ban 1 25 mg hodc 10 mg/m? tiém tinh mach
mdi 6 gid cho dén khi mirc MTX huyét thanh <0,25 pmol/l
v6iphac d624h va <0,1 pmol/l v6i phac d64h. Co phac do
khuyén céo nén tiép tuc _udng 25 mg leucovorin moi 6 gio
trong 2 ngay sau do. Liéu leucovorin c6 thé duoc ting 1én
t6i 1000 mg/m? néu c6 du hiéu thai trir cham MTX [4, 6-8].

Trong thyc hanh 1am sang tai Bénh vién K hién nay, 100%
chu ky HDMTX dugc thuc hién giai ctru bang leucovorin
vao 24 hké tir khi truyén MTX. Do d6, tit ca 37 chu ky ding
HDMTX trong 24 h déu dwoc danh gia 1a khong tuan thu
quy trinh giai ctru bang leucovorin. Cac phac d6 HDMTX
24 h déu khuyén céo bat dau gidi ctru vao 42 h ké tir thoi
diém truyén HDMTX [6, 8]. Viéc tién hanh giai ciru sém ¢
thé 1a yéu t6 anh huéng dén hiéu qua diéu trj cua thude. Mirc
liéu co ban hay dung nhat 1a 25 mg mdi 6 h. Khi phén tich
ché do liéu leucovorin véi két qua dinh lugng MTX, chi co
33 chu ky (19,0%) tuan thu day du quy trinh giai ctru bang
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leucovorin. Vi 141 chu ky (81,0%) khong tuén thu, van dé
ghi nhan nhiéu nhét 1a thoi diém giai va liéu g1a1 cuu chua
phu hop. 45 chu ky dung giai ctru khi chua rd nong o MTX
hodc nong do chua vé ngudng an toan. Py 1a mot yéu to
nguy co cao giy doc tinh cho bénh nhan, do toc do thai trir
MTX khoéng phai luén tuyén tinh. Nhiéu truong hop trong
nghién ctru ghi nhan d¢ dc nong dd MTX rét t6t trong hai
ngay dau nhung sau d6 nong d¢ di ngang, gay kéo dai thoi
gian giai ciru va nguy co doc tinh trén bénh nhan.

£ ~
Ket luan

Nghién ctru budc dau cho thiy thuc trang sir dung
HDMTX trong thuc hanh 1am sang hi¢n nay tai Bénh vién
K chua c6 sy théng nhat gitra thyc hanh va quy trinh chuan
ciing nhu giita quy trinh ctia Bénh vién va cic huéng dan
thuc hanh khac. Thuc hanh giam sat chua t6i vu lam ting
nguy co xuit hién ddc tinh trén bénh nhan. Can co céc
nghién ctru tiép tuc danh gia mdi lién quan gitra viéc khong
tuan thu khuyén cao TDM va doc tinh gip phai trén bénh
nhéan st dung HDMTX, tién téi hd trg phat trién quy trinh
hudng ddn TDM chi tiét cho timg phac d0 ctia Bénh vién.
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