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TINH HINH KE PON OPIOID NGOAI TRU
CHO BENH NHAN UNG THU TAI BENH VIEN PAI HOC Y DUQC
THANH PHO HO CHi MINH

o Nguyén Thi Ngoc Yén"" ¢ Nguyén Nhu Ho?
! Trieomg Pai hoc Quoc té Hong Bang.
? Truong Dai hoc Y Duoc TPHCM.

TOM TAT

Bt vin dé: Bénh nhan ung thi tién trién can duwoc chdm séc gidm nhe nham gidm dau va cdi
thién chdt lwong cuéc song. Opioid manh thuong dieoc chi dinh trong cdc con dau ndng. Muc tiéu:
Khdo sat tinh hinh ké don opioid manh cho bénh nhan ung thi diéu tri ngoai trii. Doi twong va
phirong phap: Nghién cieu cdt ngang mé td, hoi citu toan bé don thudc c6 chi dinh opioid manhtrén
bénh nhan ung thw dén kham tai phong kham Chdm séc gidm nhe, bénh vién Pai hoc Y Duoc
TPHCM tir ngay 01/06/2021 dén 31/12/2021 dueore liwa chon theo tiéu chi chon mau. Két qud: Trong
158 bénh nhan chi dinh dung opioid ngoai tru, co 80 bénh nhan duoc ké don opioid manh, 51.2%
bénh nhan nit; 56% bénh nhan song tai Thanh phé Ho Chi Minh va 48,8% bénh nhan tir 65 tudi tré
lén. 86 dom thuoc > 7 thuoc chiem 40%.Tat ca bénh nhdn déu dwoc ké 1 loai opioid manh la morphin.
Ty 1é bénh nhdn phoi hop thém thuoc giam dau khac 1652,5%. T 1é don thudc co twong tic nghiém
trong la 38,8%. Cdp thuoc tuwong ticnghiém trong chiém ty 1é nhieu nhat la morphin va zopiclon
(18,8%). Két lugn: Morphinla opioid manh dwoc lira chon trong diéu tri gidm dau ngoai trii. Can chii
Y khi phoi hop morphin véi cac thuoc khac cé tuwong tac nghiém trong dé dam bdo an toan.

Tw khoa: opioid, morphin,ung thu, ké don, ngoai tru

PATTERNS OF OUTPATIENT OPIOID PRESCRIPTION
FOR CANCER PATIENTSAT UNIVERSITY MEDICAL CENTER
OF HO CHI MINH CITY

e Nguyen Thi Ngoc Yen ¢ Nguyen Nhu Ho

ABSTRACT

Background:Advanced cancer patients requirepalliative care to reduce pain and improve quality
of life. Strong opioids are usually indicated forsevere pain. Objective: Todescribe the situation of
prescribing patterns of strongopioids for outpatients with cancer.Methods. The study retrospectively
collected data fromprescriptions with strong opioids indicatedfor cancer patients visiting Palliative
Care Clinic, University Medical Cencer, Ho Chi Minh City from June 1%, 2021 to December 31*,
2021. Results: Of the 158 cancer outpatientswithopioid prescription, 80 patients were prescribed
strong opioids (50.6%). Female patients accounted for 51.2% and 48.8% of patients were male.
56% of patients live in Ho Chi Minh City and 43% of patients lived in other provinces.The patients
over 635 years of ageaccounted for 48.8%. Theprescriptions with >7 drugs or more accounted for
40%. All patients were prescribed morphine. The percentageof patients takingcombined pain relievers
was 52.5%. The proportion of prescriptions withmajordrug interactionwas 38.8%.

* Tac gia lién hé, Nguyén Thi Ngoc Yén: yenntn@hiu.vn
(Ngay nhén bai: 22/10/2022; Ngay nhan ban stra: 08/11/2022; Ngay duyét dang: 16/11/2022)
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Combineduseofmorphine and zopicloneaccounted for 18.8% of major interactions. Conclusions:
Morphine wasthe selected strong opioid to manage pain for outpatients with cancer. Care should
be taken when combining oralmorphine with other drugs to ensure safety of drug use.

Keywords: opioid, morphin,cancer, prescription, outpatient

1. DPAT VAN BE

Bénh nhan ung thu tién trién can duoc chim séc gidm nhe nhdm gidm dau va cai thién chat
luong cude sdng. Opioid manh thuong duoc chi dinh trong cac con dau ning. Ngoai chi dinh dung
opioid gidm dau, bac si c6 thé sit dung thém céc thudc khac dé cé thé kiém soat tinh trang bénh ly
cling nhu ting hiéu qua gidm dau cho bénh nhan. Sit dung nhiéu thudc d€ diéu tri nhimg bénh kém
khac nhau cuing véi opioid ciing 1am ting kha ning tuong tac thudc, gy ra cac phan vmg bat loi ddc
biét 1a suy ho hap va cé thé din dén ti¥ vong [1]. Viéc ké don opioid diéu tri ngoai trii con chua phd
bién do céc tac dung bat loi ctia thudc gy ra, didc biét 1 tinh trang 1& thudc thude hay rao can vé mit
quén ly opioid khién cho viéc cung timg, san xuét va cap phat sir dung opioid ciing bi han ché [2- 4].
Hién nay, nghién cttu vé sit dung opioid ngoai tri tai Viét Nam khong nhiéu do d6 ching toi thuc
hién dé tai khao sat tinh hinh ké don opioid manh trén bénh nhan ung thw dén kham tai phong kham
Cham so6c giam nhe, Bénh vién Pai hoc Y Dugc TPHCM.

2. POI TUONG VA PHUONG PHAPNGHIEN CUU

Pdi twong nghién ciru: Pon thude ngoai tri cia bénh nhan cé chin doan ung thu va ¢é chi dinh
dung opioid manh tai phong kham Cham séc giam nhe, Khoa Lao - Cham soc giam nhe - Bénh vién
Pai Hoc Y Dugc TPHCM tir thang 06/2021 dén 12/2021.

Tiéu chuin chon mu: Pon thudc ngoai tri ciia bénh nhan > 18 tudi, c6 chan doan ung thu va
c6 chi dinh dung opioid manh.

Tiéu chudn loai trir: Pon thudc ctia phu nit ¢ thai va dang cho con bu.

C& mau: Toan bd don thude thoa tiéu chuin chon lua va khong thudc tiéu chuin loai trir trong
thoi gian tir thang 06/2021 dén 12/2021

Thiét ké nghién ctu: Cit ngang mo ta, hdi ctu dit liéu.

Noi dung nghién cuu:

Thu thap cac thong tin trén don thudc dién tik clia bénh nhan tai phong kham Chim séc giam
nhe, Khoa Lio - Chim séc giam nhe - Bénh vién Pai hoc Y Duoc TPHCM, bao gom:

- Thong tin bénh nhan: tudi, gidi (nam/nk),...

- Thong tin vé chin doan bénh...

- Thong tin vé cac thudc duogc chi dinh...

Panh gia tinh hop 1y (cé/khdng hop ly) clia opioid manh trong don thudc dua trén cac ngudn tai
lidu: (1) Hudng dan chim séc giam nhe cia BO Y té nim 2022; (2) Duoc Qudc gia Viét Nam 2018;
(3) To huéng dan st dung ciia nha san xuat. Cac yéu t6 duoc danh gid bao gom liéu trong mot lan
dung, s6 lan dung nhiéu hon so véi khuyén céo sit dung, twong tac thudc chong chi dinh va tuong
tac nghiém trong xuat hién trong don. Tuong tac thudc trong don dugc xac dinh dua vao két qua tra
ctru bang cac phan mém:tuong tac thudc clia BO Y té (tuongtacthuoc.ehealth.gov.vn), Drugs.com,
Lexicomp.

Xir Iy théng ké: Str dung phan mém Excel 2010 va SPSS 25 dé xit ly va phan tich s liéu. Cac
bién lién tuc duoc trinh by bang gia tri trung binh + d6 1éch chuin (mean = SD) néu phan phoi
chudn; trung vi va khoang tt phan vi (Q1 — Q3) néu phan phdi khong chudn. Cac bién phan loai
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dwoc mo ta theo ty 1é phan tram.
Pao dite nghién ctru: Nghién ciiu di duoc thong qua Hoi dong y dirc Dai hoc Y Duoc TPHCM
(s6 582/HPPP-PHYD) va duoc sy dong y ciia Ban Giam doc Bénh vién Pai hoc Y Duoc TPHCM.
3. KET QUA
3.1. Piic diém chung va dic diém bénh Iy miu nghién ctu

Bang 1. Dic diém chung ctia miu nghién ctu (n = 80)

Pic diém S6 lwong BN | Ty 18 (%)
Loai ung thu Duong tiéu hda 26 325
Gan — mat — tuy 19 23.8
Heé sinh duc 10 12.5
Da, xuong, md lién két 3 3.8
Puong tiét niéu 2 2.5
Ving dau va co 2 2.5
Vu 1 1.3
Chua r6 nguyén phat 1 1.3
Giai doan bénh Giai doan 1 0 0.0
Giai doan 2 0 0.0
Giai doan 3 3 3.8
Giai doan 4 71 88.8
Chua r6 giai doan bénh 6 7.5
Bénh man tinh mic kém Co 46 57.5
Khong 34 30.0
Loai bénh man tinh mac kém | Tang huyét 4p 24 33.5
Dai thao duong 17 21.3
Thiéu méu co tim 13 16.3
Bénh gan 10 12.5
Bénh than 6 7.5
Bénh hen 1 1.3
S6 luong bénh mac keém Trung vi (Q1 — Q3) 4 (3-95)

Pic diém chung ciia miu nghién ciiu

Hbi ctru don thudc tir thang 06/2021 dén thang 12/2021, trong tong s6158 don thudc ciia bénh
nhan ung thu ¢é st dung opioid diéu tri ngoai tri tai phong kham Cham séc giam nhe, Bénh vién
bPai hoc Y Dugc TPHCM, nhom nghién cttu ghi nhan 80 bénh nhan dugc chi dinh opioid manh
(50.6%). Ty 1& nit gidi (51.2%) cao hon nam gidi (48.8%). Tudi trung binh ctia bénh nhan trong miu
nghién ctru 12 63,1 + 12,4. Tudi cao nhat va thap nhét 1an luot 1a 90 tudi va 32 tudi. Bénh nhan song
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tai TPHCM chiém 56.3%. Hon mot nira s6 bénh nhan (56.35%) khong c6 viéc lam. Pic diém
chung ctia mau nghién ctu duge trinh bay trong Bang 1.

Bang 2. Dic diém bénh 1y ctia miu nghién ctu (n = 80)

Pic diém S6 BN Ty 18 (%)

Tuoi Mean + SD 63,1124

Nhém tudi < 45 tudi 5 6.3
45 — 64 tudi 36 45.0
> 65 tudi 39 48.8

Gidi tinh Nam 39 48.8
Ni 41 51.2

Noi séng TPHCM 45 56.3
Tinh khac 35 43.7

Nghé nghiép Nong dan 7 8.8
Cong nhan — vién chuc 7 8.8
Kinh doanh — budén ban 21 26.3
Khong c6 viéc 1am 45 56.3

Pic diém bénh 1y ciia miu nghién ciu

Ung thu lién quan dén dudng tiéu héa (32.5%) 1a loai ung thw chiém ty 1& cao nhat trong mau
nghién ctru. Hau hét bénh nhan ung thu & giai doan 4 (88.8%). S6 luong bénh méc kém c6 trung vi
1a 4 (3— 5). Bénh man tinh mac kém c6 ty 1& cao nhat 13 bénh ting huyét ap (30%) va thap nhat 13
bénh hen (1.3%). Pic diém bénh 1y cia miu nghién ctruduoc trinh bay trong Bang 2.

3.2. Tinh hinh s dung opioid manh cho bénh nhan ung thw ngoai tru

Morphin 13 opioid manh duy nhat dwoc chi dinh diéu tri gidm dau ngoai tri, trong ¢6 morphin
dudng udng chiém 93.6% va tiém tinh mach chiém3.8%. Liéu morphin trung vi 1a 7 (5 — 15)mg véi
liéu thap nhat 1a 2mg va cao nhat 1a 210mg. Tinh hinh sir dung opioid manh duoc trinh bay trong
Bang 3. Tat ca cac thudc chi dinh trong don dwoc chi dinh véi lidu dung va s6 lan dung trong khoang
liéu theo khuyén céo.

Béng 3. Tinh hinh str dung opioid manh ngoai tru (n = 80)

Pic diém S6 luong BN Ty 18 (%)

Opioid manh Morphin (PO) 77 96.2
Morphin (IV) 3 3.8

Liéu morphin (mg)® Trung vi (Q1 — Q3) 7(5-15)

Téng liéu morphin Trung vi (Q1 — Q3) 42 (30-90)

trong ngay (mg)°

Liéu ctru ho (mg) *© Trung vi (Q1 — Q3) 4(2-6)
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S6 thudc trong don Trung vi (Q1 — Q3) 5,53,3-8,0)
>17 32 40,0
<7 48 60,0
Phdi hop gidm dau khac Trung vi (Q1 — Q3) 1(0-2)
Co 42 52,5
Khong 38 47,5

PO: dwong uong

1V: dwong tiém tinh mach

¢ Liéu opioid dwoc quy doi thanh liéu teong dwong ciia morphin diong uéng

* Muoi hai triong hop khéng c6 chi dinh liéu citu ho trong qud trinh khdo sdt

Tuwong tac opioid manh va cac thudc khac trong don

Khoéng co tuong tac chong chi dinh gitta opioid manh va cac thudc khéac trong don. C6 38;8%
(31/80) don thudc co cdp tuong tac nghiém trong. Cdp twong tac nghiém trong thuong gip nhat 1a
morphin va zopiclon (18.8%). Tuong tac gitta opioid manh va cac thudc trong don duoc trinh bay
trong Bang 5.

Bang 4. Tuong tac thudc nghiém trong giita opioid manh va cac thudc trong don (n = 80)

Thudc twong tic véi morphin S6 BN Ty 1€ (%)
Zopiclon 15 18,8
Gabapentin 12 15,0
Pregabalin 9 11,3
Amitriptylin 2 2,5
Mirtazapin 6 7,5
Haloperidol 1 1,3

4. BAN LUAN

Hbi ctiru don thude tir thang 06/2021 dén thang 12/2021, nhém nghién ctu ghi nhan 80 bénh
nhan ung thu duoc chi dinh opioid manh diéu tri ngoai tri tai phong kham Cham séc gidm nhe,
Bénh vién Pai hoc Y Dugc TPHCM. Ty 1é nit gidi cao hon nam gidi. Két qua nay phu hop véi thong
ké GLOBOCAN 2020, dan sb nit méac bénh ung thw néi chung tai Viét Nam nhiéu hon dan s6 nam
[5]. Tubi trung binh ctia BN trong miu nghién ctru 1a 63,1 + 13,0. Trong nghién ctru ctia ching t6i
d6i twong da phan 1a nguoi 16n tudi. Khi tudi cang ting, ty 1é mac cic bénh man tinh ciing tang [6].
O bénh nhan mic nhiéu bénh cung lic nguy co xay ra tic dung bét loi clia thude cao hon, ddng thoi
ting nguy co tan tit va tir vong [7]. Bénh nhan khong c6 viéc 1am chiém ty 1é cao nhat. Tudi trong
nghién ctru da phan 13 d6 tudi vé huu nén nén ty 1é khong c6 viéc lam cao. Ty 1& bénh nhan song tai
TPHCM cao hon ty 1& bénh nhan séng tai khu vuc cac tinh khac c6 thé 1a do mAu duoc 1dy tai Khoa
Cham séc giam nhe cta bénh vién khu vuc TPHCM.

Ung thur lién quan dén duong tiéu hoa 1a loai ung thu chiém ty 1é cao nhat trong mau nghién ctru
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(32.5%). Ty 1& nay thap hon so véi nghién ctu ctia Vil Vin Vii (2010) tai bénh vién Cho Ray —
20.3% va nghién ctru nim 2020 tai Bénh vién Dai hoc Y Dugc TPHCM ctia tac gia Nguyén Vin Tu
[8 — 9]. Sukhac biét nay 14 do s phan bd ung thur & timg khu vuc, theo timg gidi tinh. Theo bao cdo
GLOBOCAN nim 2020, ung thu gan 1 ung thu phd bién nhat & nam gidi tai Viét Nam, Lao,
Campuchia, Thai Lan, trong khi d6, ung thu tuyén tién liét lai phd bién nhét & cac nuéc Bic Au va
chau My[5]. Trong mau nghién ctu ctia chung t6i, BN duoc chi dinh opioid manh diéu tri ngoai tri
vi da phan BN déu & giai doan cudi. S6 luong bénh méic kem cé trung vi 1a 4 (3— 5). Bénh man tinh
méc kém c6 ty 1€ cao nhat 1a bénh tang huyét 4p va thip nhat 1a bénh hen. Bénh nhan ¢ nhiéu bénh
man tinh kém theo khi ding thudc cang lam ting tuong tac thudc, ting tic dung phu cia thudc.
Nghién ciru da cho thay bénh nhan ¢ cac bénh nén nhu bénh tim, suy gan, suy than hay cac bénh vé
dudng ho hép lam ting ADR khi sir dung, ddc biét 1a v ché ho hap do opioid [10].

Trong 80 don thudc duoc khio sat, morphin 1a opioid manh duy nhat duoc chi dinh diéu tri
giam dau ngoai tru, trong d6 ¢é 3 bénh nhan dung morphin dudng ti€ém (IV). Ba bénh nhan duoc chi
dinh ding morphin tiém 14 bénh nhan bi ung thu thue quén, tic ta tring rudt hay u dau tuy da dit
stent duong mat va dan luu duong mat xuyén gan qua da. Py 13 nhimg bénh nhan khong thé sit
dung duoc thude duong uéng. Thong ké luong st dung opioid manh & Malaysia va cac nuéc Dong
Nam A ciia tac gia Zin (2020), tai Viét Nam morphin 14 thudc giam dau opioid manh duoc st dung
phé bién nhat[11]. Theo khuyén cdo céo ctia B Y t& morphin udng phéng thich nhanh 14 opioid
manh can thiét nhat va 13 thudc thiét yéu nén duoc wu tién st dungtai Viét Nam [12]. Morphin udng
phéng thich kéo dai gitp giam bét sb 1an dung thudc trong ngay nhung lai ¢6 gia thanh cao va
khong t6t hon morphin udng phéng thich nhanh vé mit hiéu qua gidm dau. Morphin tiém dung khi
bénh nhan khong thé dung thudc bing duong uéng va cho cac con dau ning [12].

Khi xét vé lidu sit dung va s 1an dung clia cac thude giam dau trong don, 100% cac thudc duoc
chi dinh véi khoang liéu va s6 1an cho phép. Theo khuyén cdo ctia BO Y té, lidu khéi dau diéu tri
gidm dau clia morphin dang phéng thich nhanh dudng udng 1a Smg. Tuy nhién van c6 thé dung li¢u
thap nhat c6 thé c6 tac dung gidm dau va it ldp lai d€ tranh nghién thudc [4]. Hay c6 thé lap lai licu
vira dung hodc ting liéu don 1én 1,5 dén 2 1an néu con dau khong thuyén gidm sau 60 phut [12].
Bénh nhan diéu tri ngoai tri c6 thé bo sung lidu ctru hd hiang ngay dé kiém soat con dau dot xuat.
Liéu ctru ho thuong bang khoang 10% tong liéu opioid hing ngay [12]. Tong liéu morphin (mg)
dung hang ngay trong nghién ctru trung binh 1a 42 (30 — 90) va liu ctru ho trung binh 4 (2 — 6) la
phu hop theo khuyén céo.

C6 52.5% bénh nhan duoc chi dinh phoi hop thém thudc giam dau khéac. Viéc phdi hop thém
thudc gidm dau nhu paracetamol, NSAID cuing v&i opioid nhim muc dich dat duoc hiéu qua gidm
dau toi wu, giam liu opioid va gidm tac dung phu opioid [13 — 15]. V& tuong tac thudc giita
morphin va cac thudc trong don thude, khong c6 tuong tac chong chi dinh va 38.8% truong hop cé
tuong tac nghiém trong. Trong dé, chll yéu la twong tac giita opioid va cac thudc hd tro giam dau
khac hay thudc an than nhu gabapentin, pregabalin, amitriptylin, mirtazapin, haloperidol, hay
zopiclon. Cap tuwong tac thudc chiém ty 1é cao nhat 13 morphin va zopiclon. Cip twong tac thude cé
ty 1& it nhat 1a morphin va haloperidol. Viéc ph6i hop cac nhém thude hé trg gidm dau nhw gabapentin,
pregabalin, amitriptylin ¢ mot s6 uu diém nhat dinh nhu c6 thé ting cuong tac dung gidm dau va
gitip giam liéu thudc opioid [12]. Tuy nhién, cic phan tmg c6 hai va nguy co tit vong c6 thé xay ra
khi phdi hop opioid véi cac nhém thude nay. Nghién ctru di cho thay nhimg BN duoc diéu tri bang
opioid c6 nguy co tir vong cao hon dang ké & nhimg BN diéu tri dong thoi véi gabapentin trong
vong 120 ngay do ndng do6 opioid ting 1én so véi chi dung don tri opioid (OR 1,99; 95%CI [1,61-
2,4]; p<0,001) [16]. Nguy co tit vong ting khong chi khi phdi hop véi nhém thude gabapentinoidma
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ngay ca voi nhém thudc an than (zopiclon, zolpidem, zaleplon). Nghién ctru doan hé ciia Tove
Abrahamsson va cong su (2017) khi nghién ctru vé viéc ké don cac thudc nhuzopiclon, zolpidem
hay zaleplonvéi opioid cho thaynguy co tit vong lién quan dén qua liéu opioid ting 1én déang ké (HR
1,60; 95%CI 1,07 - 2,39) [17].

Bénh nhan duoc chan doan ung thu thuong gip phai nhiéu van dé vé tim 1y nhu trdm cam, lo
ling, hay roi vio tinh trang khiing hoang [18 — 19]. Tinh trang lo ling va trAm cam tang tr d6 c6 thé
1am trAm trong hon con dau va khé kiém soat con dau hon [20]. Ngoai chi dinh dung opioid manh
dé giam dau, bac s c6 thé sit dung thém cac thudc hd trg gidm dau nhu thude tic ché than kinh trung
wong, thudc gidn co van, chong co thit co tron, chdng trim cdm va chdng dong kinh d€ diéu tri. Tuy
nhién nén tranh sir dung dong thoi opioid va cac thude tic ché than kinh trung wong khac khi cé thé,
chi nén duoc két hop néu cac lua chon diéu tri thay thé khac khong phu hop. Truong hop néu két
hop, nén gidi han liéu luong va thoi gian ding ctia mdi loai thudc dén miic t6i thidu c6 thé ma van
dat duoc hiéu qua 1am sang mong mudn. Bén canh d6, nén can nhic giam li¢u opioid hoic thudc tic
ché than kinh trung wong khi phdi hop. Theo di tinh trang bénh ctia bénh nhan dé nhan biét sém
cac dau hiéu va triéu chimg ctia suy ho hap va an than.

5. KET LUAN

Morphin 14 opioid manh dugc Ira chon trong diéu tri gidm dau ngoai tri. Can chu y khi phi
hop morphin véi cac thudc khac cé tuong tac nghiém trong dé dam bao an toan.

LOI CAM ON

Xin chan thanh cdm on Ban giam doc bénh vién va tip thé bac si cting nhan vién y t& Khoa Lio
— Chim séc giam nhe ctia Bénh vién Pai hoc Y Duoc TPHCM di tao diéu kién va gitip d& chiing toi
thuc hién nghién ctru nay. Nghién ctru duoc thuc hién dudi su tai tro cia Pai hoc Y Duoc TPHCM
s0 182/2022/HD- PHYD.
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