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Sw bung nd cda céc liéu phap diéu tri ung thu maéi lam thay dbi dang
ké tién lwong trong diéu tri ung thw. Tuy nhién, nhirng liéu phap méi nay cé
thé gay ra nhiéu tac dung gay déc cho tim ngan han va dai han. Diéu nay
c6 thé anh hwédng dén két qua diéu tri ung thw, tham chi trong mét sé trudng
hop phai ngirng thube diéu tri ung thw. Ngay 17/01/2020, ESMO da phé
duyét cac khuyén céo vé phong ngtra, sang loc, theo déi va ca thé hoa diéu
tri cac bién chirng tim mach lién quan dén viéc diéu tri ung thw bang nhirng
liéu phap gay ddc cho tim, bao gdm céac tac nhan hda tri liéu, liéu phap nham

dich va xa tri .
1. Sang loc trwére diéu tri

Cac yéu t6 nguy co tim mach can dwoc danh gia toan dién & tat ca
bénh nhan trwdc khi bat dau diéu tri ung thw, ddc biét [a véi cac liéu phap
da biét cé doc tinh trén tim mach. Mét phwong phap tiép can, theo dbi va
quan ly toan dién dwoc dé xuat cho nhirng bénh nhan st dung liéu phap
chdng ung thw c¢6 kha nang gay déc cho tim dwoec trinh bay trong Hinh 1
duwdi day.

Hién nay, viéc sir dung cac biomarkers (ddu an sinh hoc) tim [hs-
troponin tim (Tnl hoac TnT), BNP hoac NT pro-BNP] cho bénh nhan s
dung hoa tri liéu c6 doc tinh trén tim van chwa dwa vao thwéorng quy. Tuy
nhién, di véi nhirng b&nh nhan cd nguy co cao (cé bénh tim mach twr trwdc)

va nhirng bénh nhan dang dung liéu cao hoa tri liéu gay ddc cho tim nhw
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anthracyclin, nén can nhac chi dinh cac biomarker tim nhw trén, két hop
thém ECG (dién tam dﬁ) trwdre khi diéu tri.

O nhirng bénh nhan diéu tri ung thw lién quan dén HF (suy tim) hoac
LVD (réi loan chirc nang that trai), nén danh gia ban dau LVEF va chirc
nang tam trwong theo phwong phap chan doan hinh anh chuy@n sau vé tim.

ECG: Dién tam do,
Nguy co sir dung thude ddc trén tim HE: suy tim. LVEE:

phan s tébng mau

tam thét trai

N
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lipid [ mach cling co thé bao gom
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J' l théat trai) néu co
\d
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LVEF < 40% LR b-Biomarkers  tim
! ! bao gdm: troponin
NS A . .
8i dyng n@;;;;hifl?io Xem xét thay thé va natriuretic
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nhirng lidu phap Thudc bdo vé c-Trong  sO  cac
knhong doc trén tim« tim mach trwong  hop nhat
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—— ’ v V dinh, néu liéu phap
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[ o l[LVEFh;}g_eggml[ SR ] g;a.mlﬂ%den> ] bao vé tim mach
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Thuocbé.ovebl.m .
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UT chuyén angiotensin,
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Hinh 1. Phuwong phép theo déi va quan ly cho bénh nhan diéu trj ung thu véi
liéu phap déc tinh cao trén tim mach
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2. Liéu phap dw phong ban dau

O nhirng bénh nhan c6 chi s LVEF va cac yéu td nguy co tim mach
binh thwéng dwoc chi dinh diéu tri ung thuw bang cac thubc gay ddc cho tim,
dac biét 1a nhirng bénh nhan diéu tri bang phac dé nhiéu thubc c6 doc tinh
trén tim mach: Khuyén céo si dung ACE-Is hoac ARB dy phong (néu
khéng dung nap v&i ACE-1). Ngoai ra cac thudc chen kénh B co thé dwoc

st dung dé lam gidm doc tinh trén tim mach.

DPéi v&i nhivng bénh nhan s dung anthracyclin vé&i mdec liéu I&n
hon 300 mg/m2dwoc khuyén céo sir dung Dexrazoxan trong phong ngtra
tién phat cac déc tinh trén tim mac du khéng dwoc sir dung réng rai do nguy

co tiém tang lam gidm hiéu quéa cta anthracyclin.

DPéi v&i nhirng b&nh nhan mac bénh co tim tr trwdc can diéu tri bang
anthracyclin, viéc s&¢ dung déng thdi Dexrazoxan ngay tir khi bat dau diéu
tri bang anthracyclin cé thé dwoc xem xét dbi vai bat ki loai ung thw nao.

Bang 1 va Bang 2 dwdi day cung cap thong tin vé nhom thubc co kha
nang bao vé tim mach trong qua trinh diéu trj ung thw va mét sé cac yéu td

nguy co thwdng gap gay rdi loan chirc ndng tim.

Bing 1. Ciac nhém thudce ¢é bing chirng thir nghiém lim sang vé kha niing bio vé tim

mach trong qui trinh diéu tri ung thu'

Nhém Vidu

ACE-I* Enalapril

ARB Candesartan

MRA Spironolactone

Statin Pravastatin
Atorvastatin

Ut ché thai sit/ topisomerase 11 Dexrazoxane

Uc ché tiéu ciu Aspirin

Chbng déng Enoxaparin
Rivaroxaban/ apixaban

Chen kénh B ® Carvedilol
Nebivolol

Két hop *° Enalapril
Carvedilol

ACE-I, chit rc ché men chuyén angiotensin; ARB, thudc &c ché thu thé angiotensin; MRA, chat doi
khang thu thé mineralocorticoid.
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Bing 2. Céc yéu to thwomg gip & bénh nhin c6 nguy co roi loan chirc niing tim trong
qua trinh diéu tri ung thw

Diéu tri dua trén anthracycline trudc dy

Ngudi cao tudi (>75 tudi)

D3 timg xa tri HTN trung that hodc nguc trude d6 (hodc tai thoi diém diéu tri)
Tang huyét ap (trudc hoic tai thoi diém diéu tri)

Hit thudc 14 ( hién tai/truéc day)

Tré em (< 10 tudi)

Pi timg diéu tri két hop trastuzumab va anthracycline

Biomarkers tim ting cao trwdc khi diéu tri chong ung thu

Chirc nang tam thu thét trai bat thudng ban ddu véi LVEF <0,50

Tién st Dai thio duong

3. Dw phong nguy co tang huyét ap do str dung thudc diéu tri ung thw
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W
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Céc thuéc dwoc ghi nhan gay tang

huyét ap:

e Hoa tri liéu trwédc day: cisplatin,

paclitaxel, vincristin

e Cac thuéc gan day: everolimus,

carfilzomib, rituximab

e Thuéc rc ché tang sinh mach méau
dac biét l1a nhirng chat nham vao
dwong truyén tin hiéu VEGF (Yéu té
tang triwéng n6i mé mach mau) nhw
bevacizumab, sorafenib,

pazopanib, axitinib, lenvatinib
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Khuyén céo:

- Theo d&i huyét ap Itc nghi hang
ngay trong chu ky diéu tri dau
tién bang thuéc khang VEGF.

- Bénh nhan da cé THA truwéc doé
hoac bénh nhan cé nguy co tim
mach cao (dac biét la st dung
thuéc khang VEGF), nén theo dbi
huyét ap thwdng xuyén hon. Sau
khi dat dwoc huyét &p 6n dinh, tiy
thuéc vao mirc dd nguy co bién
chirng nén danh gia it nhat 2-3
tuan maét |an trong thdi gian con

lai cla diéu trj.

- Khi nglrng diéu tri véi thube
khang VEGF, nén diéu chinh viéc
quan ly THA va c6 thé can phai
ngng diéu tri ha huyét ap dé

ngan nguy co ha ap.

- D& liéu lam sang gan day cho
thdy rang thudbc trc ché hé théng
renin-angiotensin-aldosteron
quan trong trong viéc kiém soéat
huyét 4p. Thudc chen kénh canxi
dihydropyridin (nifedipin,
amlodipin) la thuéc gidn mach tryc
tiép va co nhiéu lgi ich & bénh
nhan cé huyét ap phic tap. Tuy
nhién, thuéc chen kénh canxi
khéng dihydropyridin (diltiazem
va verapamil) thuwéng bi chéng chi
dinh, vi chiing 1a chat gay cam ng
cytochrom P450 3A4 (CYP3A4)
dan dén tang ndng dd thudc khang
VEGF.

- Ngrng st dung hoac gidm liéu
VEGF c0 thé tr& nén can thiét dé
kiém soat THA & mdt nhém nhd

bénh nhan.
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4. Khuyén cao trong trwéng hop 1am sang 6n dinh tuy nhién c6 chi sé

xét nghiém bat thwong

O nhirng bénh nhan cé LVEF gidm (<50%) ngay t¥ dau va co nguy
co' cao nén than trong khi diéu tri bang anthracyclin do nguy co déc tinh
khéng héi phuc, tai phat hoac tién trién trén tim véi liéu anthracyclin tich
Itiy. Nén can nhéc st dung cac thubc diéu tri ung thw thay thé, néu van st

dung anthracyclin thi nén do LVEF trwéc méi chu ky.

O nhirng bénh nhan khéng c6 triéu chirng dang diéu tri bang
anthracyclin, c6 LVEF giam trén 10% va dw&i 50% so v&i baseline hoac
nam trong khodng 40%<LVEF<50% can:

e Tuw van chuyén khoa tim mach

e Can nhac s dung thubéc bdo vé tim mach (ACE-Is, ARB va/hoac
BB), c6 thé phbi hop thém statin néu c6 bénh mach vanh di kém.

e Theo ddi cac biomarker (BNP hoac NT-proBNP va Tnl hoac Tnt) va
theo d&i chirc ndng tim sau méi liéu anthracyclin.

e Danh gia lai LVEF sau khi diung xen ké& céac liéu ChT dwa trén
anthracyclin.

e Néu cb ké hoach hoa tri bang anthracyclin 1an tiép theo, viéc danh
gia loi ich-nguy co' cta viéc tiép tuc st dung anthracyclin va xem xét
viéc str dung dexrazoxan va/hoac lipo-somal doxorubicin

O nhirng bénh nhan khéng c6 triéu chirng dang dworc diéu tri bang
bat ky liéu phap chdng ung thu gay doc cho tim ndo, v&i LVEF binh thwéng
nhwng GLS trung binh gidm so vé&i danh gia ban dau (giam twong déi 212%
hodc giam tuyét déi 25%), nén can nhac cac phwong phap diéu tri sau:

e Can nhac bat dau diéu tri bdo vé tim (ACE-I, ARB va/hodc BB) néu

chwa st dung.
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Lap lai phép do LVEF/GLS sau méi 3 thang trr khi can phai kham sirc
khde tim mach hodc xuét hién céac triéu chirng (néu diéu nay xay ra,
LVEF/GLS nén duwoc lap lai khi nghi ng& cé déc tinh tim).

Khéng nén thay déi phac dé hoa tri khi chi dwa trén nhirng thay déi vé
GLS.

O nhirng bénh nhan khéng c6 triéu chirng dang dwoc diéu tri bang

liéu phap chéng ung thw gay ddc cho tim va c6 néng dé troponin tim tang

cao, can can nhac cac bién phap sau:

Tw van chuyén khoa tim mach

Can nhac danh gia LVEF va GLS bang siéu am tim.

DPanh gia thich hop dé loai trir bénh tim thiéu méu cuc bo di kém.
Can nhac bat dau diéu trj bdo vé tim (ACE-1, ARB va/hodc BB) néu
chwa s dung.

Can nhac bat du dung dexrazoxan & nhirng bénh nhan dang diéu tri
hod tri bang anthracyclin.

C6 thé tiép tuc liéu phap chéng ung thw khi chi c6 sy gia tédng nhe cac
dau hiéu sinh hoc tim ma khéng tang LVD (kich thwéc that trai cudi

tam trwong) dang ké .

5. Poc tinh tim mach lién quan dén chat trc ché diém kiém soat mién
dich (ICl)

Khi nghi ng& ho&c c6 cac chi sé can 1am sang cla viém co tim lién

quan dén ICI (nhirng bénh nhan cé bat ky rdi loan nhip tim, bat thweng dan

truyén nao trén ECG hodc LVSD trén siéu am tim trong hodc sau diéu trj

bang ICI), nén ngtrng diéu trj va nén bat dau dung corticosteroid liéu cao

(methyl-prednisolone 1000 mg/ngay sau dé 1a prednisone dwéng udng 1

mg/kg/ngay). Corticosteroid nén dwoc tiép tuc cho dén céc triéu chirng va

cac chi sb tim mach binh thuwong.
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Pbi véi viém co tim khang steroid ho&c viém co tim mirc dd cao ¢
huyét dong khéng &n dinh, nén xem xét cac liéu phap &rc ché mién dich khéac
nhw infliximab (ngoai trir & bénh nhan suy tim), mycophenolat mofetil hoac

abatacept.

Nén ngirng diéu tri ICI vinh vién khi c6 bat ky biéu hién bénh viém co
tim trén 1am sang (dau nhirc (do tiéu co van), mét méi, kho thé kich phéat vé
dém, hut hoi,..). Néu can bat dau lai liéu phap ICI, c6 thé str dung don tri

liéu bang thuéc khang PD-1 va giam sat rat chat ché doc tinh trén tim.

Tai liéu tham khao va lworc trich:

Management of Cardiac Disease in Cancer Patients Throughout

Oncological Treatment: ESMO Consensus Recommendations, ESMO 2020
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QUAN Li TIEU BUONG TREN BENH

NHAN UNG THU’

KHOA DUQC THONG TIN THUOC SO 2/2024

ng thw va dai thao dwdng

(BTD) la mbt trong hai

van dé sirc khée nghiém
trong va phd bién nhét trén toan
thé gi®i, viec quan ly nhirng tinh
trang nay doi hdi mét cach tiép can
toan dién dé cai thién sirc khoée
tbng thé, két qua diéu tri va chét
lwong cudc sdng cha bénh nhan
nham ngdn ngra cac bién chirng
tiéu dwdng va tac dung phu cua
diéu tri ung thu. Gan day, mét
nghién ciru déng thuan da nganh
cua IAMO, IAMD, ISD, ISEISP da
cung cap mét céai nhin téng quan

quan trong vé viéc déng quan ly

bénh ung thw va dai thao dwong.

Hién nay, c6 nhiéu nghién ctru cho thay ty 1& mac dai thao duong trén
bénh nhan ung thw dao dong tir 8 dén 18%. Ngoai cac co ché bénh sinh
théng thwong (vi du: tang insulin mau, tdng dwéng huyét, viém man tinh,
diéu tri bang thubc, két qua phau thuat), cac co ché sinh hoc méi, chang

han nhw sw réi loan diéu hoa ctia microRNA tac déng vao con dwéng bénh

KHOA DUQC



BAN TIN THONG TIN THUOC : SO 2/2024

sinh cda ca bénh dai thao dwdng va ung thw cé thé Ia nguyén nhan gay ra

mdi twong quan chat ché gitra hai tinh trang bénh Iy nay.

Bang chirng dich t& hoc cho thdy nguy co méc bénh ung thw téng 1én
& nhirng ngwdi méc bénh dai thao dwdng, bao gdbm ung thw tuyén tuy, gan,
dai trwe trang, v va bang quang. Ba tinh hudéng chinh ma bac si ung thw va
bac si ndi tiét can tham van Ian nhau vé cac nguy co thuwdng gdp cta bénh
nhan trong céach tiép can da nganh déi véi bénh nhan ung thw va tiéu dweng:
bénh nhan dwéng huyét 6n dinh, bénh nhan dai thdo dwdng chwa dwoc
chan doan, bénh nhan co6 tién st dai thao dwong. Cac khia canh cu thé va
d&c diém Iam sang ndi bat cia nhdm bénh nhan nay dwoc tom tat (Hinh 1)
duwéi day:

HINH 1.CAC NGUY CO BENH NHAN DAl THAO BUONG THUONG GAP
TRONG DIEU TR/ UNG THU
KHOA DUQC
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V&i nhitng dac diém nhw
vay, mot thuat nglr maoi
“‘“DIABETO-ONCOLOGY” da
duwoc str dung trong nhirng nam
gan day dé theo ddi, danh gia va

quan ly nhitng déi twong bénh

1. CAC BIEN PHAP DU PHONG

nhan nay. Van dé quan trong nhat
la viéc sang loc b&nh nhan ung thw
trwdc khdi tri va chién lwoc kiém
soat tdng dwong huyét mot cach
chd ddng trong qua trinh diéu tri
(Bang 1) .

Bing 1. Khuyén céo sang loc bénh d4i thdo dwing truéc khi bit diu diéu tri ung thw :

Panh gii co bian
FPG, PPG, HbAlc, lipid, axit uric va BP
Panh gia theo doi

Bénh nhén chua timg mac bénh tiéu dudng, dic biét néu co6 nguy co cao*

e FPG cir 2 tudn mét 14n trong thang diu tién, sau d6 hang thang trong 6-12 thang

e Theo ddi huyét ap mdi 1in kham

e HbAlc sau 3 thang (cung véi lipid mau va acid uric), sau d6 hang nidm néu binh thudmg
e Giao duc nhén biét sém céc triéu ching ting dudmg huyét va DK A néu sir dung ICI

Bénh nhin mac bénh tiéu dudng da biét

e FPG, HbAlc, LDL-C, triglycerid va BP mdi 3 thang
e Cung cé SMBG (co ban va sau bira an); xem xét FGM/CGM
e Sira d6i gido duc va hd trg tu quan 1y bénh tiéu duong

e Xem xét rii ro CV tbéng thé
Bénh nhén bi ting dudng huyét do ICI

e Ceton nudc tiéu/mau

e ICA, Anti-GAD, anti-insulin Ab

e Insulin, C-peptide

e Amylase tuy va lipase

Thiéu mau, réi loan tao mau va thay d6i sé lugng té bao héng cau (vi du nhu truyén héng ciu) c6 thé anh

hudng dén do tin cdy cia HbA lc & bénh nhan ung thar.

Anti-GAD, anti-glutamic acid decarboxylase autoantibodies; BP, Huyét ap; CGM, theo dobi glucose lién
tuc; CV, tim mach; DKA, nhiém toan dai thdo duong; FGM, theo dbi lvong dudng trong méu; FPG,
glucose huyét twong lac déi; ICA, tu khang thé chéng té bao dao tuy; ICI, chit e ché diém kiém soat

mién dich; IFG, suy giam dudng huyét luc déi; IGT, rdi loan dung nap glucose; lipid, lipoprotein toan

ph:"in, HDL-C, LDL-C, triglycerides;

PPG, glucose sau bita dn; SMBG, tur theo doi luong dudng trong mau.
*Pdi trong ¢d nguy co cao: bénh nhan cé tién sir gia dinh mic bénh tiu dudng hodc co tién sir tiéu
dudmg thai k¥, tién d4i thdo dudng (IFG/IGT), mic mdt sé bénh di kém va diéu tri ddng thdi, c6 tién sir

sir dung corticosteroid tai nha va chi s6 BMI cao
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Ngoai cac van dé rbi loan chuyén hoa duwdng huyét do sir dung thudc
diéu trj ung thw nhw glucocorticoid, chat trc ché kinase, khang thé don dong,
PI3-K, chat trc ché mTor da biét trwéc d6. Trong thdi gian gan day, mét loai
bénh dai thao dwdng phu thudc insulin hoan toan méi da dwgc cong nhan
& nhirng bénh nhan ung thw dwoc diéu tri bang thuéc rc ché diém kiém
soat mién dich (ICI). ICI c6 thé gay ra bénh tiéu dwdng tw mién tham chi
sau 6 thang ké tw khi dwoc dwa vao st dung. Do tinh trang tdng dwong
huyét va nhiém toan ceton nghiém trong c6 thé xay ra dot ngét nén viéc bac
sT chuyén khoa tiéu dwéng va ung thw biét vé nguy co tiém an nay déng
vai trd quan trong trong diéu tri. Mat khac bénh dai thao dwdng tw mién do
ICI gay ra cling c6 thé anh hwéng dén nhirng bénh nhan d& mac bénh dai
thao dwdng trwdc d6 nén viéc theo ddi ndng dd glucose trén nhirng bénh

nhan nay can dwoc tdng cwdng.
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2. QUAN LY PAI THAO PUONG TRONG PIEU TRI UNG THU

Do két qua diéu tri cia bénh nhan ung thw bi tac ddng tiéu cwc tiém
tang b&i sw tdng dworng huyét hodc tinh trang mac kém bénh dai thao
dwdng khdng kiém soat, viéc dat dwoc sw kiém soat dworng huyét tdt trong
sudt qua trinh diéu tri ung thw 1a rat can thiét cho bénh nhan. Chinh vi thé,
sw quan ly bénh dai thao dwdng trong bénh nhan ung thw can c6 mét cach

tiép can khac so v&i bénh nhan dai thao dwong théng thweng.

Trong bdi canh nay, muc tiéu didu tri nham phong nglra cac bién
chirng man tinh va duy tri m&c dwéng huyét & mire chap nhan dwoc, gidm
thiéu twong tac thudc va cac tac dung khdng mong mudn, véi muc dich cubdi
cung la cai thién strc khde clia bénh nhan va tang tuan tha déi véi liéu phap
diéu trj ung thu.

Viéc xac dinh muc tiéu dwérng huyét trén déi twong bénh nhan nay
phu thudc nhiéu yéu td khac nhau nhw tinh trang 1am sang, tudi tho, giai
doan bénh, nguy co ha dwdng huyét, bénh di kém va nguw®i cham séc 1a
nhirng yéu td then chdt d& danh gia muc tiéu dworng huyét va tan suét tw
theo déi (SMBG). Théng thuong trén dbi twong bénh nhan ung thw co tién
lwong sbng tét, tré tudi va it bénh mac kém thi nén hwéng toi kiém soéat
dwdng huyét chat ché hon. Thubc diéu tri dai thao dwéng ¢ tac dung lam
tdng nhay cam insulin (Metformin &Thiazolidinediones) c6 thé dwoc lya
chon trong viéc kiém soat tinh trang ting dwdng huyét lién quan dén mot s
chét trc ché kinase (vi du nilotinib, ponatinib, alpelisib), thubc trc ché mTOR
(vi du everolimus) hoac liéu phap corticosteroid. Nguworc lai, trén dbi twong
bénh nhan thiéu insulin twong dbi hoac tuyét dbi, chdng han nhu bénh dai
thao dwdng tw mién do liéu phap mién dich, bénh dai thao dwdng lién quan
dén ung thw tuyén tuy ho&c bénh dai thao dwdng sau viém tuy, diéu tri bang

insulin 1a bat budc.
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Insulin dwoc khuyén cdo trong trwdrng hop bénh nhan diéu trj ung thw
do lgi ich trén mét ty 1& Ién bénh nhan ung thw méac bénh tiéu dwéng va hau
nhw khéng cé chdng chi dinh, Tuy nhién, viéc st dung insulin lai tiém an
nguy co ha dwéng huyét dang ké va can phai giao duc day dd cho bénh
nhan va nguwdi cham soéc vé cach quan |y va tw theo ddi dwong huyét

hang ngay.
3. CAC TRUONG HOP KHAN CAP VE CHUYEN HOA

Trong ung thw, sw khéi phat ddt ngdt cla nhiém toan chuyén hoa
(DKA) ciing c6 thé 1a nguy&n nhan, biéu hién dau tién cta bénh dai thao
dwong tw mién (rat gibng véi dai thao dwong type 1) do ICI gay ra. Nhirng
trwdng hop nay thwong cé biéu hién mirc HbA1c binh thwdng, véi C-
peptide thip va déi khi tw khang thé dwong tinh v&i té bao dao tuy. Ngoai
ra, thubc dung trong ung thw (vi du glucocorticoid, TKls, va verolimus) cé
thé lam trdm trong thém bénh dai thao dwong da cé tr trwdre va gay ra bién

chirng tdng dworng huyét do khang insulin, gidm tiét insulin, hoac ca hai.

Vi vay, can theo dbi chat ché dwdng huyét & bénh nhan mac dai thao
dwdng va ung thw. Trong trwdng hop xay ra nhiém toan dai thao dwéng hay
tang ap lwc thAm thau do tdng dwdng huyét, can khéi phuc thé tich tuan
hoan va khoang ngoai bao; ha glucose mau, doé thdm thau huyét twong va
diéu chinh rdi loan dién giai. Insulin dwong tiém truyén dwoc khuyén céo

dé xt tri trong trwdng hop nay.

Understanding the

Diabetes-Cancer Link

|||||_.;\\
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| Bang 2. Tiéu ch chandoénnhlemtoandélméodubngbinhthu(‘mg(EDKA) nhiém toan d4i thédo duong (DKA) va

trang thai ting thAm thiu ting dudmg t

EDKA DKA HHS
Nhe Trung binh Nghiém trong

Puong huyét (mg/dl) <250 >250 >250 >250 > 600

pH

pH <73 7.25-17.30 7.00-7.24 <7 >17.30

Bicarbonate huyét <18 15-18 10 dén<15 <10 >18

thanh mEq/1)

Ceton nudc tiéu + + + + Thip

Ceton huyét thanh + + + + Thép

D6 thim thiu huyét  Bién ddi Bién dbi Bién dbi Bién dbi <320

thanh (mOsm/kg)

Khoang anion >10 >10 >12 >12 Bién d6i

Trang thai tim thAn  Bién ddi Canh gic Canh gidc/mét méi Choéng/ Honmé  Choéng/

Hon mé

Nong d6 glucose huyét trong < 250 mg/dL c6 thé dugc tim thy trong EDKA do chét trc ché dong van chuyén natri -

glucose

4. BIEN CHU'NG TIEU BPUONG MAN TiNH ANH HPONG PEN UNG THU

Nhiéu dir liéu da chi ra rang
viéc kiém soat dwdng huyét, tuan
tha diéu tri va ty kiém soat dwdng
huyét giam khi bénh nhan dwoc
chan doan ung thw, cé thé giai
thich hién twong trén la do nguy co
gia tang tac dung phu & nguoi
mang bénh Ii nén dai thao duwong.
Ngoai ra, cac liéu phap diéu tri ung
thw anh hwdng Ién dén sy trao doi
chat, kh&i phat cac hién twong
bién chirng trén tim mach lau dai
va dan dén bién ching trdm trong

hon 1én cac co quan.

PAu tién, la bién chirng trén
hé tuadn hoan I&n (bénh tim thiéu
mau cuc b, dét quy va bénh mach
mau ngoai bién) la nguyén nhan t
vong hang dau & nguwdi mac bénh
DTD type Il; nguy co tién trién
thanh suy tim cao gap ddi thdng

thwong.
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Ngoai ra, bénh than dai thao
dwong anh hwéng dén 24-30%
bénh nhan BTD va la nguyén nhan
chinh gay bénh than giai doan
cudi. Cac thudc diéu tri ung thw 1am
gidm muc loc ciu than & bénh
nhan DTD (eGFR). Dic biét, cac
chéat trc ché mTOR (everolimus va
tem-sirolimus) gay tang dwdng
huyét va tén thwong trwc tiép 1én té
bao than, hdu qua la sy gia tang
creatinin va protein trong nwoc
tiéu. TKI va cac khang thé don
dong (bevacizumab) cling cho thay
sy tang dao thai protein qua nuwdc
tiéu. Cudi cung, hién twong tham
nhiém gay viém cap tinh & ké than
da dwoc quan sat thdy & nhirng

bé&nh nhan diéu tri bang ICI.

Trén mot sb nghién cru gan
day da cho thdy, mét ty 1é twong
dbi cac bénh nhan tiéu duwdng st
dung liéu phap ung thw gay trdm
trong hon hién twong vong mac
tiéu dwdng. Nguyén nhan do cac
thc nhan gay tén thwong mach
mau (vi du tamoxifen) hay tén

thwong véng mac do thiéu mau

cuc bé kém tan sinh mach (gay ra
b&i tac nhan alkyl hoa, ICI) ngay
sau khi b4t dau diéu tri ung thu.
Bén canh do, mot sé bénh Ii than
kinh tiéu dwdng ciing dwoc ghi
nhan 1a tram trong thém do liéu
phap diéu tri Pa u tuy xwong; bénh
li than kinh cadm giac (thalidomid,
bortezomib), than kinh van déng
(thalidomid), than kinh thwc vat
(bortezomib) va mét sb bao céo vé
ty 1& nhiém déc than kinh ngoai
bién do dan xuét platium, vinca-

alkaloid va taxan.

5. PHUONG PHAP DIEU TRI HO
TRQ VA GIAM NHE O BENH
NHAN UNG THU MAC BENH
TIEU DUONG.

Cham séc hé tro va gidm nhe rét
can thiét trong ké hoach cham séc
tdng thé cho bénh nhan mac bénh
tiéu dwdng va ung thw. Cham soc
hé tro c6 thé bao gdbm dao tao va
hé tro vé quan ly lwong duong
trong mau, theo ddi tuan tha dung
thubc, thay dbi 16i sbng va tiép can
v@i nhom chuyén gia cham soéc
strc khde da nganh cé thé cung
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cdp quan ly triéu ching, dinh

dwdng va hé tro tinh than.

Bénh nhan ung thu méac kém
DTD thwdng bi dau nhiéu hon, suy
nhwoc va co ty & xuat hién doc
tinh diéu tri cao hon, chadng han
nhw budn noén, ndn, chan an, tiéu
chady va sut can, c6 thé dan dén
suy dinh dwdng va thiéu co, mét
khdi lwong va suy gidm trang thai
chic ndng nén can dwoc quan tam
dén nhu cau dinh dwdng. Mot ché
dd &n ubng can bang bao gém du
protein va calo cé thé gitip bénh
nhan cai thién viéc kiém soat
dwdng huyét, duy tri can nang va
cai thién strc manh tdng thé ciing

nhw mdc nang lwong, giam nguy

co bién chivng lién quan dén DTD.

Tuy nhién, nhu cau dinh

dwdéng cia bénh nhan ung thw
méac bénh DTD cé thé khac nhau
tay thudc tudi tac, tinh trang lam
sang, bénh nén, vi tri va giai doan
ung thw nén can dwoc hé tro dinh
dwdng chuyén biét va phu hop véi
tirng ca nhan dé cung cép kip thoi
cac bién phap can thiép dinh
dwdng bang dwong ubng va
dwong tiém. Ngoai ra, tap thé duc
da dwoc chirng minh la c6 tac
dung tac dung bao vé chéng lai ca
bénh dai thao dwdng va ung thuw,
khong chi trong phong nglra ma

cOn ngdn nglra nguy co mac
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KET LUAN

insulin

- Sy ton tai dong thoi cta bénh ung thw va bénh tiéu duwdng doi héi mét

cach tiép can da nganh va sy hop tac gitra cac chuyén gia dé quan ly tét

hon cac bién chirng va cai thién chat lwong cudc séng ciia bénh nhan.
Bénh nhan ung thw c6 tiéu dwéng can dwoc sang loc ky lwéng trwdc

khi diéu tri, quan ly tdng dwéng huyét trong qua trinh diéu tri va ca thé hda

ké hoach diéu trj dé tdi wu sy cham soc bénh nhan.

Linh vc 'DIABETO-ONCOLOGY' ndi Ién nhw mét chién lwgc nham

ca thé hda, xac dinh cac biomarkers va trién khai phong ngira cho bénh

nhan ung thw ¢6 tiéu duwong.

Tai liéu tham khao va lworc trich:

Diabetes management in cancer patients. An Italian Association of Medical
Oncology, Italian Association of Medical Diabetologists, Italian Society of
Diabetology, Italian Society of Endocrinology and Italian Society of Pharmacology

multidisciplinary consensus position paper, ESMO 2023
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THONG TIN THEM VE ANH HWONG CUA THUOC PIEU TRI UNG THU
DOI VOI CHUYEN HOA GLUCOSE

Glucort|c0|ds Liéu phap glucocort|00|d c6 thé dan dén tang duwong

huyét hodc lam ndng thém tinh trang bénh dai thao dwdng. Co ché gay tang
dwong huyét dwoc biét dén bao gdm sy tdng san xuét glucose & gan, &c
ché glucose hap thu glucose vao mé m& va co xwong cling nhw [am gidm

sw san xuat insulin cla té bao.

Khuyén cédo truwéc khi bat dau diéu tri bang glucocorticoid va trong
sudt qua trinh diéu tri, can theo dbi chat ché dwong huyét va diéu tri néu
can thiét. Nhirng bénh nhan dang dung kém thubc diéu tri dai thao dwong
duwoc khuyén cédo theo déi dwdng huyét thwéng xuyén phong nguy co ha
dworng huyét qua mirc de doa dén tinh mang khi dirng hodc gidm liéu

glucocorticoid.

Hoa tri: M6t sé loai thudc hoa tri dwoc biét [a c6 nguy co gay tang
dudng huyét, ngay cd & nhirng bénh nhan binh thuwong (Ciplastin, 5-
Fluorouracil) khi két hop voi steroid thwdng xuyén cé kha ndng gay ra bénh
dai thdo dworng mac phai hodc l1am trdm trong thém bénh dai thdo duéng
trwédc dé dan dén céac bién chirng trong qua trinh diéu tri nhw cac dot ung
thw cép tinh, gidm bach cau, nhiém trung hay tham chi la tl vong.

Viéc tiép nhan hoa tri liéu & bénh nhan dai thao dwdng cé thé 1a mot

thach thirc do cac nguy co trén tim mach, than va cac bénh ly than kinh.
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Bénh nhan nén dwoc thdng tin day du vé rdi ro va loi ich cda liéu phap nay
va ngan nglra mat nwdc dé tranh tén thwong clp trén than phai dwoc wu
tién hang diu. Cac loai thubc hoa tri nhw dan xuét cda platinum va taxane
cling dwoc biét 1a la gay ra bénh than kinh ngoai bién. Bénh nhan dai thao
dwong ciing dwoc chan doan 1a cé nguy co mac bénh than kinh hon va kéo

dai hon véi céc triéu chirng tén tai dén 2 ndm sau hoa tri.

Liéu phap nham dich: Liéu phap TKls va chat (rc ché mTOR lam cai
thién tién lwong trén bénh nhan ung thw. Tuy nhién, ca 2 thubc déu dwoc
ghi nhan gay can tr& qua trinh chuyén hoa glucose gay hién twong ha
dwong huyét hodc tdng dwdrng huyét vai ty 1é duwoc béo céo 1a 15-50% tuy
thudc dich phan tr. Di véi cac thude TKis, nilotinib va crizotinib ¢6 nguy co
gay tang dwdng huyét [an lwot 1a 40% va 49% trong khi imatinib va dasatinib
dwoc bao céo 1a gay ha dwéng huyét. Ha dwéng huyét nang dwoc ghi nhan
nhiéu 1An & bénh nhan diéu tri bang sunitinib hodc imatinib. Ngoai ra,
Evorimus (chat t/c ché mTOR dwdng udng) gidm bai tiét insullin do do e

ché mTORC1- chat thac day tinh trang khang insulin va tang bai tiét insulin).

Liéu phap trc ché diém mién dich (ICl): Cac nghién cru gan day
cho thay rang nhirng loai thubc nay cling cé thé gay ra sw phat trién bénh
dai thao duworng. Cu thé, cac ICI, chang han nhw khang nguyén té bao
lympho T gay doc té bao 4 (CTLA-4) va cac chat (rc ché protein chét té bao
1 (PD-1) dwoc phat hién 1a gay ra dai thao duwong véi & mot ty 1& thap bénh
nhan (1%-2% trong cac ché dd ICl). Trong sb cac loai thubc nay, thubc trc
ché PD-1 (pembrolizumab va nivolumab) c6 nhiéu kha nang gay ra bénh dai
thao dwdrng hon so véi chi dung thube trec ché CTLA-4 (ipilimumab). Sy phat
trién cla bénh dai thdo dwdng do ICI gay ra cé thé biéu hién dwdi dang
bénh dai thao dwdng phu thudc insulin m&i khéi phat hoac tinh trang bénh

dai thao dworng tip 2 da cé trwdec do trd nén trdm trong hon.
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@cAc KHUYEN CAO VE PIEU TRY 2

NHIEM KHUAN DO %

_ ACINETOBACTER BAUMANI

\'\\‘J/KHANG CARBAPENEM (CRAB)|\®=‘
A\VES

1. Nhiém khuén do Ancinetobacter Baumani

a. Vai nét vé nhiém khuan do CRAB

Chi Acinetobacter gém nhirng cau trwc khuan, gram am, hiéu khi,
khéng Ién men dwdng, khdng di dbng, catalase dwong tinh, oxydase am
tinh. Trong cac loai Acinetobacter dwgc phat hién, A.baumani la chdng co y
nghia 1am sang nhat b&i day la mét trong nhirng vi khuan chinh gay nén
nhiém khudn bénh vién nguy hiém dén tinh mang. Ty lé
nhiém A.baumani trén toan cau wéc tinh 1a khodng 1.000.000 truérng hop
moi nam, trong d6 50% cac ching phan 1ap dwoc da khang véi nhiéu loai
khang sinh. Tai cac Bon vi chdm séc tich cye (ICU) ctia Hoa Ky va chau Au
ghi nhan trén 50% A.baumani cé6 kha nang khang carbapenem (CRAB).
Viém phéi 1a bénh canh |am sang thwong gép nhat cia CRAB; khoang 55%
ca nhiém CRAB lién quan dén hé hd hap. Nhiém khuén do A.baumani lam

tang nguy co tlr vong va kéo dai thoi gian nam vién [1,2,3].
b. Cac khang sinh trong diéu trj nhiém khuan CRAB

Nham tranh viéc diéu tri khéng can thiét, triedc khi diéu tri nhiém khuén
do A.baumani, can danh gia 1am sang dé loai trr kha nang dwong tinh gia
hodc mau bénh phadm tap nhiém do 1ay/xkr Iy mau khéng chinh xac. Bén
canh s dung khang sinh, tim va loai bé ngudn gbc nhiém khuan ciing rét
quan trong bao gém: thay catheter/cac thiét bj can thiép khac va can thiép
ngoai khoa dé loai bd 6 nhiém khuan. Hién nay chwa c6 phac dd khang sinh

tiéu chuan cho nhiém khuan do CRAB. Dwa trén tinh nhay cdm in vitro, cac
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khang sinh thwdng dwoc str dung dé diéu tri nhiém trung CRAB bao gém

polymyxin, tigecyclin va sulbactam. Cac khang sinh khac nhw minocyclin,

trimethoprim-sulfamethoxazol, rifampicin, fosfomycin va aminoglycosid déi

khi dwoc str dung nhwng hau nhw chi trong cac phac dd két hop. Bang 1

tom tat vé lidu va tac dung khéng mong muédn cla cac khang sinh thwéng

dwoc sir dung trong diéu tri nhiém khuan do CRAB [4].

Khang sinh

Liéu cho ngwei I&n chirc ning gan va

than binh thwéong)

Nhan xét

ADR can lwu

3 g (2g ampicilin+1g sulbactam) moi 4
. il gio néu:
sﬁ[)nap(;lfe%n- - khdng dung nap hoac nguy co gap déc
tinh dan toi khéng thé dung liéu cao hon
- nhiém trung nhe
N Doc tinh trén
B thich hop
. - 9 g (6g ampicilin+3g sulbactam) m6i 8 | cho
* Ampicillin- | qia " 13n truyén trong 4 gioy CRAB
sulbactam N N .
- 27 g truyén lién tuc trong 24 gid khang
ampicillin-
sulbactam
Tang men
x x. > R —1609
Cefiderocol |2 g méi 8 gioy, mdi 14n truyén trong 3 gio gan (2-16%)
(11%)
Dadc tinh trén
~ " . 2 A — 0
Colistin Theo hwéng dan dong thuén quoc té P g‘gg t(llhltﬁé/or?
kinh (1-7%)
. s . R&i loan tiéu
Eravacyclin |1 mg/kg/lieu moi 12 gi& hoa (2-7%)
° Imipenem- | 500 mg méi 6 gi®, méi lan truyén trong 3 Pong kinh
cilastatin gior (1%)
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Liéu cho ngwei Ién chirc ndng gan va ADR can lwu

than binh thwéng) Nhan xet

Khéang sinh

Péng kinh

° Meropenem | 2 g méi 8 gi®, mdi lan truyén trong 3 gi&y (<1%)

Doc tinh than

Minocyclin 200 mg moi 12 gi& kinh (1—3%)
Dadc tinh trén
: . Liéu nap: 200 mg, sau dé liéu duy tri N gan (2-5%)
Tigecyclin | 160 mg mé&i 12 gic Licucao | viam tuy
(<1%),

@ Hién chi c6 ampicillin-sulbactam la thich hop cho don tri Ijéu. Tat ca cac khang
sinh khac nén duwgc st dung dwa trén tinh nhay cam khi két hop véi ampicillin
sulbactam ngoai trlr & nhirng bénh nhan di ng v&i penicillin

b Péng thuan qudc té vé viéc st dung tbi wu cac polymyxin ndm 2019

¢ Carbapenems c6 thé dwoc coi nhu khang sinh thi ba trong cac phac dé phéi hop

Bdng 1. Tom tat mét sé khang sinh dwot sir dung dé diéu trj nhiém khuan
do CRAB

c. Tiép can dé xuat diéu tri CRAB theo IDSA

Ngay 31/3/2022, Hiép hdi cac
bénh truyén nhiém Hoa Ky (IDSA)
da cong bd Hwéng dan vé Diéu tri
Nhiém khuidn Gram am khang
thubc - phién ban 2.0, trong do co
dwa ra mot s6 dé xuat vé diéu tri
nhiém khudn do CRAB. Do bang
chirng y van vé téi wu diéu tri cho
nhiém khuan nay con han ché nén
khéng cung cédp dwéi dang
“khuyén cdo” ma chi duwa ra “dé

xuat vé tiép can diéu tri” dwa trén

kinh nghiém |am sang, y kién
chuyén gia va danh gia cac y van
hién cé. Trong hwéng dan nay,
IDSA

ampicillin/sulbactam nhw la liéu

nhdn manh vai trd
phap nén tang trong diéu tri nhiém
khuin do CRAB. Hinh 1 goi y lwoc
do tiép can diéu tri CRAB cho bénh
nhan nguwodi Ién theo IDSA [5].
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Phin ting MU'C DO nhiém CRAB

KHONG diéu tri Phac dé DPONDOC
1 khang sinh
« Lya chon theo két qua
khang sinh dd néu con
nhay nhiéu khang sinh
« Dé xudt vu tién ampicillin-
sulbactam liéu cao

* Nhiém khudin nhe 6 thé bao g&m nhiém khudn duong bét nidu, da
vé mo mom viém khi quin kém céc déu higu lam sang hudng tén
nhiém khudn ma khéng phdi tinh trang vi khudn quén cu khéng gdy
bénh v bénh nhén cb huyét dng én dinh

meropenem, ampiciin-sulbactam
va minocycine
meropenem, ampicilin-sulbactam

va polymyxin B

Hinh 1. Goi y lwgre d6 tiép can diéu tri CRAB cho bénh nhan nguwdi 16N
theo IDSA

Bén canh sy ddng thuan vé vai trd cla sulbactam liéu cao, hwédng dan
cta IDSA ciing gidm mrc dd khuyén cdo cho viéc sir dung phac doé colistin
két hop meropenem trong diéu tri CRAB. Cu thé 2 th&r nghiém I&n danh gia
vai trd cla colistin don tri liéu va colistin két hop meropenem trén cac dbi
twong chd yéu 1a bénh nhan nhiém khuén huyét va viém phdi do CRAB cho
két qua: Viéc bd sung thém meropenem v&i liéu 2g méi 8 gi® va truyén kéo
dai vao phac db colistin khdng cai thién két qua Iam sang (thé hién qua chi
sb ti 1& tlr vong 28 ngay, that bai lam sang) so v&i phac dd colistin don doc.
Tw két qua nghién ctvu nay, IDSA khuyén nghij khdng st dung phac do
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phéi hop colistin va meropenem ma khdng c6 thém thuédc thir 3 trong
diéu tri CRAB [5].

2. Vai tro cua ché dé sulbactam liéu cao trong diéu tri nhiém khuan
do CRAB

Sulbactam la chat (rc ché beta-lactamase canh tranh, khéng hdi phuc,
thwong dwoc két hop voi khang sinh beta-lactam (ampicillin  hodc
cefoperazon) d& bdo ton hoat tinh ctia cac khang sinh nay. Ngoai ra,
sulbactam thé hién hoat tinh ndi tai chéng lai cac loai Acinetobacter cé thé
do c6 ai lwc lien két chon loc véi cac protein gan penicilin (PBP) cla loai
nay. O liéu cao, sulbactam sé& lam b&o hoa cac PBP (PBP1 va PBP3) cla
Cac ching A.baumani. Lwc lién két V& PBP &
ching Acinetobacter khang imipenem cua sulbactam I&én hon
tazobactam va khéng dwoc phat hién véi axit clavulanic [7]. Hoat tinh
doc dao cua sulbactam chdng lai A.baumani da duwoc quan sat thay thong
qua cac nghién ctru trong 6ng nghiém in vitro, md hinh ddng vat va nghién
ctru lam sang. V&i di¥ liéu y van t&i hién tai, ampicillin-sulbactam liéu cao la

khang sinh c6 bang chirng tét nhat trong diéu tri CRAB [4].

Nam 2021, Liu va cong sw da céng bd phan tich gép cta 18 nghién
ctru bao gébm 1835 bénh nhan cho thay rang ampicillin-sulbactam liéu cao
(it nhat 18 g mbi ngay) két hop véi khang sinh thir hai 1a phac db hiéu qua
nhat dé& gidm ty |é tr vong & nhirng bénh nhan nhiém khuan nang do CRAB
[6]. VAo ndm 2017, Jung va cdng sw cdng bd phan tich gép cta 23 nghién
ctru bao gdbm 2118 bénh nhan, két qua ciing chirng minh: ampicillin-
sulbactam hiéu qua nhét trong gidm ty 1& t&r vong khi so sanh vé&i phac d6
c6 polymyxin hodc tetracyclin [8]. Nhirtng bdng chirng nay cung v&i nhirng
nghién cru khac da thuyét phuc hoi ddong IDSA dwa ra dé xuét st dung
ampicillin-sulbactam liéu cao (don tri hodc phdi hop) 1am phac dd nén tang
wu tién dé diéu tri CRAB de doa tinh mang. Hon niva, cac bang chirng cho
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thdy ké ca khi CRAB khéng nhay in vitro v&i ampicillin-sulbactam, nhwng
dung ampicillin-sulbactam liéu cao van c6 hiéu qua in vivo théng qua co ché
bdo hoa PBP [5].

Tai liéu tham khao

1. T& thdng tin sdn phdm Ama-Power (Ampicillin-sulbactam) Iwu hanh tai bénh
vién.

2. To théng tin s&n phdm Basultam (Cefoperazon-sulbactam) lwu hanh tai bénh
vién.

3. Cisneros JM, Rodriguez-Bafo J. Nosocomial bacteremia due to Acinetobacter

baumannii: epidemiology, clinical features and treatment. Clin Microbiol Infect.
2002;8(11):687-93.

4. Bartal C, Rolston KVI, Nesher L. Carbapenem-resistant Acinetobacter
baumannii: Colonization, Infection and Current Treatment Options. Infect Dis
Ther. 2022.

5. Tamma PD, Aitken SL, Bonomo RA, Mathers AJ, van Duin D, Clancy CJ.
Infectious Diseases Society of America Guidance on the Treatment of AmpC -
lactamase-Producing Enterobacterales, Carbapenem-Resistant Acinetobacter
baumannii, and Stenotrophomonas maltophilia Infections. Clin Infect Dis. 2022.

6. Liu J, Shu Y, Zhu F, Feng B, Zhang Z, Liu L, et al. Comparative efficacy and
safety of combination therapy with high-dose sulbactam or colistin with additional
antibacterial agents for multiple drug-resistant and extensively drug-resistant
Acinetobacter baumannii infections: A systematic review and network meta-
analysis. J Glob Antimicrob Resist. 2021;24:136-47.

7. Urban C, Go E, Mariano N, Rahal JJ. Interaction of sulbactam, clavulanic acid
and tazobactam with penicillin-binding proteins of imipenem-resistant and-
susceptible Acinetobacter baumannii. FEMS microbiology letters. 1995;125(2-
3):193-7.

8. Jung SY, Lee SH, Lee SY, Yang S, Noh H, Chung EK, et al. Antimicrobials for
the treatment of drug-resistant Acinetobacter baumannii pneumonia in critically ill
patients: a systemic review and Bayesian network meta-analysis. Crit Care.
2017;21(1):31

9.https://www.benhvien108.vn/duoc-lam-sang/vai-tro-cua-che-do-sulbactam-
lieu-cao-trong-dieu-tri-nhiem-khuan-do-acinetobacter-baumannii-khang-
carbapenem.htm
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A :
Thoat mach (extravasation) 1a sw rd ri hodc xam nhap cla bét ky

chét 1dng nao (dich hoac thubc) vao td chirc dwdi da, cac thudc gay phdng
da khi thoat mach co6 thé gay hoai tr mé hoac 16t da, cac thudc kich thich

gay viém hoac dau tai vi tri thoat mach.

Mac du cé nhiéu thubc gay kich (rng khi ching thoat ra va thAm nhap
vao cac mb ngoai mach, nhwng sw thoat mach cua cac thuéc co kha nang
gay phéng rép véi nguy co gay hiy hoai mé va tbn thwong nghiém trong
kéo dai. Cac thubc hay gay thoat mach dwoc biét dén nhiéu (dac biét voi
kha nang gay phéng rdp) 1a cac thubc gay déc té bao (hda tri liéu), bén canh
do ciing ¢ mot sb thube khong phai la thubec gay doc té bao ciing co6 thé
xay ra thoat mach va gay phdng rdp nhw calcium clorid, digoxin, diazepam,

phenytoin....

V&i cac tac nhan héa tri liéu, thong thwdng dwoc phan lam 3 nhém

chinh dwa vao nguy co gay hoai t&r mé khi thoat mach:

e Céc thuéc gay phong rép (Vesicants): La nhirng thubc céd déc tinh
gay pha huy, hoai tr md néu ching thoat mach ra ngoai véi cac mrc dd
triéu chirng khac nhau: dau, swng tay, phdng rép, dd da va hoai tir c6 thé
xay ra. Nhém thuéc nay dwoc chia lam 2 nhém: cac hoat chat co lién két
DNA thwdng dwoc lwu gite 1au & m6 va gay tén thwong kéo dai; cac hoat
chéat khong lién két véi DNA thwérng nhanh chuyén héa, nhanh bi bat hoat,

dé pha loang va dé rtra tréi hon.
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e Céc thuéc gay kich éng/kich thich (Irritants): La nhirng thubc gay

dau, nhtre, tirc mach hodc swng vi tri tinh mach tiém ma c6 thé co viém

hodc khoéng, hiém khi gay ra cac tién trién tbn thwong trén mé.

e Cac thuéc khdng gay phong rép (Non-vesicants): Nhém thubc

con lai, thwdng rat it hodc khéng gay pha hay hodc hoai tr md néu xay ra
thoat mach. PHAN LOAI MUPC DO THOAT MACH

Theo phan loai cia NCI CTCAE (Tiéu chi thuat ngtr phé bién vé bién cb bat

loi cla Vién ung buwdu qubc gia — Hoa Ky, National Cancer Institute

Common Terminology Criteria for Adverse Events), phan (*ng thoat mach

tai vj tri tiém truyén dwoc phan lam 5 mirc dd hau qua nhu sau:

D6 1: C6 rét it hodc khdng c¢6 phan &rng, diu hiéu, triéu chirng cla phan
ng thoat mach

D6 2: Hbng ban v&i cac triéu chirng lién quan (swng, dau, chai cing,
viém mach)

D6 3: Loét va hoai ttr, tén thwong mé nghiém trong, can chi dinh phau
thuat can thiép

D6 4: Hau qua gay de doa tinh mang, can chi dinh can thiép cip ciru,
cham séc tich cuwc

Do 5: Te vong

",
r,
\‘—-
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Thudc lién két DNA
Mechlorethamin
Bendamustina
Doxorubicin
Daunorubicin
Epirubicin
Idarubicin
Dactinomycin
Mitomycin C
Mitoxantrona
Thuéc khéng lién két DNA
Vincristin
Vinblastin
Vindesin
Vinorelbin
Docetaxela
Paclitaxel

Trabectedin

Carmustin
Ifosfamid
Streptozocin
Dacarbazin
Melphalan
Doxorubicin dang liposom
Daunorubicin dang liposom
Mitoxantron
Etoposid
Teniposid
5-Fluorouracil
Carboplatin
Cisplatin
Oxaliplatina
Irinotecan
Topotecan

Ixabepilon

Arsenic trioxid
Asparaginase
Bleomycin
Bortezomib
Cladribin
Cytarabin
Etoposid dang mudi phosphat
Gemcitabin
Fludarabin
Céac Interferon
Interleukin-2
Methotrexat
Céc khang thé don dong
Pemetrexed
Raltitrexed
Temsirolimus
Thiothepa

Cyclophosphamid

Bang 1. Phan loai cac thudc hoéa trj liéu theo khad ndng gay tén thuong khi

1. DU PHONG

thoat mach

- Pbi v&i dworng truyén ngoai vi: nén chon nhirtng duwéong truyén méi duoc
dat, lwa chon cac tinh mach I&n, con nguyén ven va mau phai tré lai kim

tiém truyén tét trwde khi bat dau truyén.

- Vj tri dat dwong truyén nén lya chon theo thi tw wu tién sau: Cang tay
(tinh mach nén, tinh mach dau va tinh mach gitra), mu ban tay, cb tay, hd
trwéc khu u.

- Cac kim buédm hoéc kim nhya can duoc cb dinh chat bang bang dinh. Xac

dinh sw théng clia dwong truyén bang cach bom 5-10mL natriclorid 0,9%
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- Nén s dung catheter tinh mach trung tam.

- Can pha loang cac thubc héa chat, nén truyén vao tinh mach & cang tay.
Sau khi truyén héa chét nén truyén tiép dung dich natri clorid 0,9% hoac
glucose 5%. Trong qua trinh truyén, nén theo déi chat dau hiéu dau (thwdng
dwoc md td nhu cdm giac néng rat chay doc theo tinh mach) va kiém tra

biéu hién ban d4 va swng.
2. NGUYEN TAC XU TRi THOAT MACH

C6 nhiéu bién phap dwoc khuyén cao x( ly khi thoat mach tuy theo tirng tac
nhan cu thé nhwng nhin chung, quy trinh x& ly dwoc thwe hién theo cac

buwdc sau:

e Buwdc 1: Ngirng truyén dich, khi nghi ngd cé sw thoat mach, nén ngirng
truyén dich/thubc ngay. Néu khéng chéc chan phan tng xay ra, duwéng truyén
nén duwoc kiém tra bang viéc rat vai ml mau va truyén than trong mét vai ml
mubdi sinh ly hodc glucose.

e Buwdc 2: Khdng thao bé kim tiém, kim luén (gitr nguyén), Khéng nén thao
kim ngay lap trc ma nén dé & vi tri thuan tién dé hat dich tir vi tri thoat mach
ra va dé str dung cac thudc dbéi khang phu hop (néu cé) & vi tri thoat mach.

e Buodc 3: Hat dich, C6 gang hat lwong thube ra cang nhiéu cang tét & vi tri
thoat mach

e Buwdc 4: Panh dau khu v thoat mach bang but da

e Buwdc 5: Théao kim luén, kim tiém

e Budc 6*: B4o bac sy vé thubc gay thoat mach, bac sy dwa ra cac huéng xt
tri cu thé

e Buwdc 7: Nang cao tay/chan co vj tri thoat mach, danh gia va st dung thuéc
giam dau néu can thiét

e Budc 8: Ghi chép day du ADR
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3. XU’ TRi CO HOC

C6 2 bién phéap co hoc chinh dwoc ap dung dé xi tri thoat mach: khu tru
(chwdm lanh), phan tan (chwdm noéng). Tuy theo tac nhan gay thoat mach

la gi dé lwa chon phwong phap phu hop:

e Chwom lanh: d& han ché sw lan réng cta thuéc thdng qua lam co mach
va lam giam héap thu thubc vao té bao do giam nhiét do.
e Chwom am/néng: dé gay gidn mach va tdng dong mau vao mé, vi vay

tang sw phan tan thubc ra xung quanh.

Chwom lanh Chwoém nong
nhom Anthracycline, nhém chéng | nhém Alkaloid, nhém Taxan, nhém
chuyén hoa (Mitomycine, Platinum
Dactinomycine), nhom Alkyl hoa
Mechlorethamin Vinblastin
Bendamustin Vincristin
Carboplatin Vindesin
Cisplatin Vinorelbin
Dacarbazin Etoposid
Mitomycin C Docetaxel
Daunorubicin (ké c& dang liposom) Paclitaxel
Doxorubicin (ké cé dang liposom) Oxaliplatin
Epirubicin
Idarubicin

Bang 2. Khuyén cdo chuom néng/lanh theo tac nhan gay thoat mach
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4. QUY TRINH X LY THOAT MACH

Nghi ngdr thodt mach hodc dudng truydn chiy chdmkhéng chay dugrc, sung khd chiu, béng dau

!

Buére 1: Ding truyén thube, gilr kim ludn, kim tiém tai chd va khéa chdt nhd giot

'

Budre 2: Cé ging hit lugng thude ra cing nhibu cing t¢ tir kim ludn biing bom tiém 10mi. Nhimg bénh nhin cd bong nuée hodic ving thodt
mach Iém ding kim sb 16G hit dudi da nhidu vi tri quanh ving thodt mach. Tranh dn trye tidp in ving nghi ngdr thoat mach.

!

Budre 3: Dung bit da dénh ddu viing thodt mach va ritkim ra

'

Budrc 4: Phén loai tac nhan géy thodt mach theo bang dudi ddy va thyc hién cac bién phap xr tri

Vinca alkaloid Thubc gdy phong Thubc gdy kich img hojic bong da Céc thubc trung tinh
DOy | Cisplatin, Carbopiatin, Pacitaxel, Bleomycin, Cyciophosphamid.
Vincristin oomubc:a Epirubicin By Docetaxel, Etoposid, Fluouracil , Gemcitabin, lfosfamid,
Vinoreibin Mitomyein C ' irinotecan, Methotrexat, Oxaliplatin, Pemetrexed, Khang thé don dong
Topotecan (Trastuzumab, Bevacizumab,
scildads XU TR 2 XU TR 3  XUTRI4
V:O'H:a:immc;?wmmﬁm + B& mt 16p kem mdng DMSO (Dimethyl sulloxide) 50% kn + Chutrm lanh | Nbu cb ban
ml dung dich Hyaluronidase 88 hodn ving 04 danh dAu bang tam bag va dé khd. Tranh tidp xic trong 30 phit 86: B4 kem
nguyén tiém dudi da tai 6-8 vi i quanh voi da khdng bi tdn thuong. B 13p lsi DMSO mdi 2 gid trong mdi 4 gioingdy hydrocortison
chuviving thodt mach 24 giv, sau 86 mdi 6 g trong 7 ngdy. Ngudi binh cln mic + Bdi kem 1% mdi 4
+ Chutm nong trong 24 gidr. Chubm thodng 88 ¢ dang bai thém kem DMSO hydrocortison 1% 1n/ngay
wmwswnﬁymw + Ngay sau khi b&i kem DMSO 140 ddu, chudm lanh trong 30 mdi 6 gity trong 7
:r::‘gmm ) phit. Lap i mdi 4 gi trong 24 gidr ngdy 8én khi hét
+ B kem Hydrocortison 1% bdn + 3 gid sau khi bdi kem DMSO 1an ddu. boi tidp kem ban 46
3rvngay dén khi hét ban 86 hydrocortison 1%. Lip lgi mdi 6 gits trong 7 ngdy
L

5. CAC THUOGC DOl KHANG
TRONG XU TRi THOAT MACH
VA AP DUNG

Céc corticoids dung ngoai

Corticosteroid thuwdng duogc s
dung nhét trong thoat mach do
anthracyclin. Hydrocortison Ia
corticoid thuwérng dwoc khuyén cao
nhiéu nhat mac du dexamethason
cling da dwoc s dung. Chung

dwoc khuyén céo st dung dé lam

giam tinh trang viém tai vi tri thoat
mach. Tac dung nay van chuwa
dwoc khang dinh, va cling khang
thé chirng minh rang tén thwong
mo tr viéc thoat mach 1a két qua
cua qua trinh viém.

Mot nghién clru 1am sang trén 53
bénh nhan thoat mach do cac
thuéc khac nhau cho thay rang
da da

hydrocortison sau khi b6i da
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betamethason ngan ngtra hoai ttr
mo hay yéu cau phai diéu tri phau
thuat & bénh nhan. Thuc té, khéng
c6 bénh nhan nao can phai phau
thuat ct bd va tat ca tdn thuwong
duoc giadi quyét. Knoang thoi gian
chi¥ra lanh tén thwong phu thudc
vao murc dd thoat mach va loai
thuéc. Tuy nhién, trong nghién ctru
hdi clru 175 ca lam sang thoat
mach, 46% bénh nhan s& dung
coricoid dwéng dung bén trong can
phadi phau thuat cat bd so v&i chi
13% bénh nhén khéng s dung
corticoid, diéu nay cho thay tac
dong co hai. V¢i tai liéu nay, sw
dung corticoid tiém dwdi da khéng

dwoc khuyén cao.
Natri thiosulfat

Mechlorethamin la mét tac nhan
gay thoat mach phdng rdp co lién
két v&i DNA va thwong gay ra cac
tbn thwong loét, hoai t& trdm trong
sau thoat mach. Trong mot sé thi
nghiém déng vat, natri thiosulfat
khéng cé kha nang ngan ngtra doc
tinh trén da khi s&* dung dwong

tiém tinh mach ngay lap tic trvéc

hoac sau thoat mach. Tuy nhién,
s* dung tiém dwédi da natri
thiosulfat ngay sau khi thoat mach
tai vi tri thoat mach, natri thiosulfat
c6 tac dung bdo vé, gidm tbn
thwong. Do do, nhirng trvdng hop
thoat mach do mechloretamin
khuyén cao tiém dwdi da méi 2 ml
dung natri thiosulfat 1/6 (trén 4 ml
natri thiosulfat 10% v&i 6 ml nwéc
vd tring) cho mdi mg
mechloretamin nghi ngo thoat

mach ra ngoai.
Dimethyl sulfoxid (DMSO)

DMSO la mdt dung méi phd bién
v&i kha ndng tham nhap tét vao
cac md khi str dung bdi ngoai da.
Hoat chat nay cé dac tinh thu hoi
gbc tw do va cé khd nang day
nhanh viéc loai bé cac thudc da
thoat mach ra khoi mo6. M6t thoy
nghiém tién clru trén 20 bénh nhan
cho thay loi ich 1am sang trong viéc
quan ly thoat mach do céac thubc
nhém anthracyclin. Bd6i DMSO
ngay sau khi thoat mach cho thay
c6 hiéu qua rd rét trong viéc ngan
nglra loét, hoai ttr tién trién.
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DMSO la lwa chon diéu tri & nhirng
bénh nhan xay ra thoat mach voi
cac thubc anthracyclin, mitomycin
C hodc truyén cac mubi platin

(carboplatin, cisplatin, oxaliplatin).
Dexrazoxan

Dexrazoxan dwoc chi dinh st
dung phong ngwra cac déc tinh tich
|Gy trén tim do diéu tri v&i cac thube
nhom anthracylin & nhirng bénh
nhan ung thw vu tién trién va/hodc
di can da nhan liéu doxorubicin tich
IGy 300 mg/m2 trwdc dé hodc lidu
epirubicin tich Iy 540 mg/m2
trwdc do khi ma can diéu tri thém

vOi anthracyclin.

Co ché bao vé tim mach chua
dwoc lam sang td day du, tuy nhién
dwa trén bang chirng sdn c6 nguoi
ta cho rang: doc tinh trén tim phu
thudc liéu cta anthracyclin do céac
gbc oxy hoa ty do clia sat tao ra do
anthracyclin gay déc cho co tim.
Dexrazoxan, mdt dan chat cua
EDTA (ethylen diamin tetra-acetic
acid), dwoc thdly phan trong céac té
bao tim thanh san phdm mé& vong
ICRF-198. Ca dexrazoxan (ICRF-

187) va ICRF-198 c6 kha nang tao
thanh phirc véiion kim loai. Vi vay,
ching c6 thé tao ra tac dung bao
vé tim mach bang cach loai bd cac
ion kim loai do d6 ngan can hinh
thanh phirc hop Fe3+-
anthracyclin tir phan *ng oxy hoa

khtr va hinh thanh gbc tw do.
Hyaluronidase

Hyaluronidase c6 thé dwoc st
dung dé ting cwdng sw thdm thau
cla viéc tiém dwdi da hoac tiém
bap, gay té tai chd va tiém truyén
dwéi da va dé thuc day qua trinh
hap thu ctia cac dich ma mau & cac
mo.

Hyaluronidase cho thdy cé hiéu
qua trong viéc ngan nglra hoai tir
do thoat mach cac vinca alkaloid.
Liéu 1-6 ml dung dich 150U/ml
tiém vao dwong truyén hién co khi
thoat mach, va théng thuéng liéu
dung 1 ml dung dich hyaluronidase
nay cho 1 ml thubc thoat ra khoi

mach.
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B6 phan Dwoc 1dm sang — Théng tin thude kinh g quy déng nghiép
link khdo séat y kién vé Ban tin Théng tin thuéc véi mong muén nang
cao chét luong théng tin thube va dap tng tét hon nhu céu thdng tin
thuéc ctua quy déng nghiép va link bao cdo ADR online véi muc dich

néng cao st dung thubc an toan, hop Ii hiéu qué toan Vién.

Xin chan thanh cam on!

KHAO SAT Y KIEN BAO CAO ADR
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