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Thong tin Quén 1y chat lugng Thudc

* Thong bao thu hai thuéc:
+ Theo Céng vin sé6 6125/QLD-CL ngay
13/07/2022 cuia Cuc Qudn Iy Duoc Quyét dinh
vé viéc thdng bao thu héi thusc vi pham micc
Nutrohadi F do2: o ,
Thong bao thu hoi thuoc thuoc Siro uong Siro
Nutrohadi F, S6 GPKLH: VD-18684-13, S6 10:
03/02/21; NSX: 24/02/21; HD: 23/02/2024 do
Cong ty Co phan Duoc Ha Tinh san xuat. Mau
thudc khong dat tiéu chuan chat tuong Vé chi tiéu dinh
lugng Riboflavin, Thiamin Hydoclorid, Tocopherol
acetat.

+ Theo thdng bao s 6298/QLD-CL ngay 13/7/2022 ciia Cuc Qudn Iy Duroc vé
viéc thdng bao thu hai thudc vi pham mize do 2.
Thong bao thu hoi toan quéc | R~ 2 —.
thubc vién nén bao phim ~@A:§%,§%£T_§@
Capetero 500 (Capecitabine ~aPECIta 3
500 mg), s6 GPKLH: VN2-
305-14, do Cdng ty Hetero
Labs Limited (An D) san
Xuat, Céng ty TNHH phan
phdi Lién hop Pong Duong

Siro Hp 20 8ng x 10m!

Anh minh hoa

nhap khau: , Anh Béo SKPS
S6 16 CAH221625B va S 16

CAH221626B.
+ Theo céng vin sé 6304/QLD-MP ngay 15/7/2022 ciia Cuc Qudn 1y Duoc vé
Viéc dinh chi lweu hanh, thu hoi my pham khéng dat tiéu chudn chdt leong.
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Pinh chi luu hanh, thu hdi trén toan qudc 16 san pham EVI Cream ngira nam,
s6 16: 033A; ngay san xuat: 02/12/2020; HSD: 3 nam ké tir ngay san Xuat; trén nhan
ghi: "Sé CB: 004154/17/CBMP-HCM; Céng ty TNHH SX - TM Hoa My; Sé 83
duong Tran Van Kiéu, Phuong 10, Quéan 6, TP. HCM.

Ly do thu hdi: San pham my pham khong dat tiéu chuan chat lugng vé chi tiéu
d6 dong déu khéi luong va khéi luong trung binh theo quy dinh.

+ Theo céng vin sé 8166/QLD-MP ngdy 24/08/2022 ciia Cuc Qudn Iy Dot
Vé Viéc dinh chi lwu hanh, thu héi my pham khéng dat tiéu chudn chdt leong.

Can cir Cong van s6 286/TTKN - KHTC dé ngay 08/8/2022 cua Trung tam
Kiém nghiém Thubc, My pham, Thyc pham TP. Can Tho gui kém Phiéu kiém
nghiém s6 KNCT/1338L/2022 ngay 08/8/2022 va hd so lién quan bao céo két qua
kiém nghiém san pham Kem chéng ning - Bao vé da Intensive UV Sunblock Cream
Linh Chi Vang (tuyp €2.02FL.0Z/60 ml); Trén nhin ghi thong tin: “Sé 16: 001;
NSX: 29/6/2022; HSD: 29/6/2024; san xuat va chiu trach nhiém luu hanh san pham:
Cong ty TNHH MTV SX - TM Nguyén Hoang Na; Dia chi: 2/79B Mau Than, P. An
Hoa, Q. Ninh Kiéu, TP. Can Tho, VN; GCN DPPKSXMP: 09/CT”.

E———— e ~SE——
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San phdm b; thu héi 1a Kem chdng ndng - Béo vé da Intensive UV Sunblock Cream
Linh Chi Vang (tuyp €2. 02FL. OZ/60ml)
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M3au my pham trén do Trung tdm Kiém nghiém Thubc, My pham, Thuc pham
TP. Can Tho 1dy mau tai Cong ty TNHH MTV SX - TM Nguyén Hoang Na (tai dia
chi: 19 Yét Kiéu, P. An Hoa, Q. Ninh Kiéu, TP. Can Tho) dé kiém tra chat luong.

Két qua kiém nghiém mau thir khong dat tiéu chuan chat lwong vé chi tiéu do
ddng déu khéi luong.

Cuc Quan ly Dwoc théng bao:

1. Pinh chi lvu hanh, thu hoi trén toan qudc 16 san pham Kem chéng ning -
Bao v¢ da Intensive UV Sunblock Cream Linh Chi Vang (tuyp €2.02FL.OZ/60 ml);
Trén nhan ghi thong tin: “Sd 16: 001; NSX: 29/6/2022; HSD: 29/6/2024; san xuit va
chiu trach nhiém Iwu hanh san pham: Céng ty TNHH MTV SX - TM Nguyén Hoang
Na; DC: 2/79B Mau Than, P. An Hoa, Q. Ninh Kiéu, TP. Can Tho, VN; GCN
DDKSXMP: 09/rCT”.

Ly do thu hdi: San pham my pham khong dat tiéu chuan chat lugng vé chi tiéu
d6 dong déu khéi luong theo quy dinh.

+ Theo céng van sé6 9152/QLD-MP ngay 16/9/2022 cia Cuc Qudn Iy Duwoc vé
Viée dinh chi lueu hanh, thu héi my pham khéng dat tiéu chudn chat heong.

Can ctr Cong vin sé 1234/KNTMPTP-KHTCKT ngay 29/8/2022 cia Trung
tm kiém nghiém Thudc, My pham, Thuc pham Ha Noi, Phiéu kiém nghiém sb
906/KNM-22 ngay 29/8/2022 va hd so lién quan bao céo két qua kiém nghiém san
pham Dau goi dau Newgi.C 100 ml (sé 16: 011121; ngay san xuat: 12/11/21; han
ding: 12/11/24; trén nhan ghi théng tin: “SCB: 180/20/CBMP-CT, Cong ty ¢ phan
dugc pham Phuong Nam, try s¢ chinh - xuang san xuat: 300C Nguyén Théng, P. An
Thai, Q Blnh Thuay, TP. Can Tho, Viét Nam”).

& /< B Dinh chi heu hanh,
[ S |v 8 thu héi dau ggéi dau
- Newgi.C 100ml do
M. | NEiGi.C phat hi¢n vi khudn

Sech tc - ME 53 e ach bt 'l-a-e - P v e sech e

’4@&

pe—reey :-——P

nguy hiém
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Mau m§ pham trén do Trung tam kiém nghiém Thudc, My pham, Thuc pham
Ha Noi lay miu tai Cong ty TNHH dugc pham Pa Phic (Pia chi: Thén 5, x4 Phu
Cét, huyén Qudc Oai, TP. Ha Noi) dé kiém tra chat lugng. Mau thir khong dap tng
yéu cau chat lwong vé chi tiéu gigi han vi sinh vat trong my pham theo quy dinh tai
Thong tu sé 06/2011/TT-BYT ngay 25/01/2011 va Quy dinh hda hgp my pham
ASEAN (Tdng sb vi sinh vat dém duoc: 4650 cfulg; Phat hién Pseudomonasaeruginosa).

Cuc Qudn Iy Duoc thong bao:

1. Pinh chi luu hanh, thu hdi trén toan quéc 16 san pham Dau goi dau Newgi.C
100 ml (s6 16: 011121; ngdy san xuat: 12/11/21; han ding: 12/11/24; trén nhan ghi
“SCB: 180/20/CBMP-CT, Cong ty c6 phan duoc pham Phuong Nam, tru so chinh -
xudng san xuat: 300C Nguyén Théng, P. An Thoéi, Q. Binh Thuy, Tp. Can Tho, Viét
Nam”).

Ly do thu hdi: San pham Dau goi dau Newgi.C 100 ml khong dap tng yéu cau
chat lwong vé chi tiéu gisi han vi sinh vat trong my pham (chi tiéu téng sé vi sinh vat
dém dugc va phat hién Pseudomonas aeruginosa) theo quy dinh tai Thong tu sd
06/2011/TT-BYT ngay 25/01/2011 cua Bo Y té quy dinh vé quan ly my pham va
Hiép dinh my pham ASEAN.

* Thu héi thuéc gid

+ Theo céng vin sé 7259/QLD-CL ngay 28/7/2022 ciia Cuc Qudn Iy DuoC Vé
viéc thuéc gia Salonpas Gel.

Cuc Quéan 1y Dugc nhan duoc van thu sb 609/22/HVC-QLD dé ngay
11/07/2022 cua Cong ty TNHH Duoc pham Hisamitsu Viét Nam béo céo vé viéc
phat hién cac mau san pham nghi ngo 1a thube gia, trén nhan ghi "SALONPAS GEL
Net Weight 50 g, Product: PT HISAMITSU PHARMA INDONESIA Sidoarjo,
Indonesia, No. Reg: POM QL. 031 700 081", kém c4c thong tin vé nhan, thong tin tra
ctru trén Internet. Mau cac san pham nghi ngd 1a thudc gia néu trén dang dugc ban
trén mang x& hoi facebook, zalo va website (https://thuocsi.vn).
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6. 56 16 - NSX
-HSD

7. Thong tin
nha san xuat

San pham gia 22

Bing  tiéng  Anh  ghi
"SALONPAS GEL Net Weight
50 g"

Biéu twong hinh nguoi khdng
c6 khoang trong vi tri khuyu
tay

Tuyp 50g
"...n0 more than 3-4 times a
day..."
Khong c6 sb gidy phép dang ky
luu hanh. Trén nhan chi thé
hién: "No. Reg: POM QL. 031
700 081"
Trén vo hop chi ¢6 han dung in
phia dudi ma QR
Product: PT HISAMITSU
PHARMA INDONESIA
Sidoarjo, Indonesia
License: HISAMITSU
PHARMACEUTICAL CO.,
INC.,
JAPAN
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Thudc do Cong ty TNHH Duoc
pham Hisamitsu Viét Nam san
xuat

Bing tiéng Viét ghi
"SALONPAS GEL Khai lrong
tinh 30 g"

Biéu twong hinh ngudi ¢6
khoang tréng vi tri khuyu tay

Tuyp30gvaTuyp15g
*...khong qua 3-4 lan trong
ngay..."

VD-12687-10

Pu théng tin s 16, ngay san
Xuat, han dung.

Cong ty TNHH Duoc pham
Hisamitsu Viét Nam

14-15, Buong 2A, khu cong
nghiép Bién Hoa Il, tinh Pong
Nai, Viét Nam



Salonpas Gel cia Hisamitsu Viét Nam Thubc gia
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+ Theo cong vin s6 8035/QLD-CL ngay 19/8/2022 cua Cuc Quan Iy Duoc vé
viéc mau Ophazidon gia. S6 16: 290621, 390721, 540921 va 691121.

Can ctr Cong vin s6 1111/VKNTMPTP-KHTCKT ngay 04/8/2022 dinh kém
03 Phiéu kiém nghiém sé 2034/KNT-22, 2035/KNT-22, 2036/KNT-22 va Cong vin
s6 1132/VKNTMPTP-KHTCKT ngay 09/8/2022 dinh kém cua 04 Phiéu kiém
nghiém s6 2193/KNT-22, 2194/KNT-22, 2195/KNT-22, 2196/KNT-22 va cé4c Bién
ban ldy mau caa Trung tdm kiém nghiém thuéc, my pham, thuc pham Ha Noi vé 04
16 san pham trén nhan ghi: "Vién nén Ophazidon, SPK: VD-26803-17

- S6 16: 290621, NSX: 08/6/2021, HD: 08/6/2023;

- S6 16: 390721, NSX: 15/7/2021, HD: 15/6/2023;

- S6 16: 540921, NSX: 20/9/2021, HD: 20/9/2023;

- S5 16: 691121, NSX: 23/11/2021, HD: 23/11/2023;

Cong ty C6 phan Duoc pham Ha Noi san xuat”. Két qua kiém nghiém cac mau
khong dat tiéu chuan chat luong vé cac chi tiéu dinh tinh, dinh luong cafein va dinh
lugng paracetamol;

Sau khi xem xét, dbi chiéu cac mau thudc Vién nén Ophazidon gia trén do
Trung tdm kiém nghiém thudc, my pham, thuc pham Ha Noi cung cap véi mau thude
that do Cong ty C6 phan Dugc pham Ha Noi cung cap, dé dam bao an toan cho nguoi
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DIEMTIN

st dung, Cuc Quan 1y Duogc dé nghi S Y té cac tinh, thanh phé truc thudc Trung

wong, Y té cac nganh:
1. Théng bao cho c&c co so kinh doanh, sir dung thudc thong tin vé 04 16

thube gia trén co cac dac diém, d4u hiéu phan biét véi thudc that nhu sau:

a) Thong tin trén nhan thudc:

L6 Thudc

290621 (NSX:
08/6/2021 HD:
08/6/2023

390721 (NSX:
15/7/2021, HD:
15/6/2023

540921 (NSX:
15/7/2021,
HD: 15/6/2023)

691121
(NSX:23/11/2021,
HD: 23/11/2023)

Thudc gia
SPK: VD-26803-17
S 16 SX: 290621
S6 "2" cua SPK léch vé bén trai
s6 "2" cua s 16 SX
SPK: VD-26803-17
S6 16 SX: 390721
S6 "2" cua SPK léch vé bén trai
s6 "3" cua s 16 SX

IZ60¥S XS 01 9
0, (5

€2600C
I2600¢

SPBK, sb 16, NSX, HD nam bén

dudi thanh ngang caa Logo
=

‘aH
‘XS

IZIT69 XS 9108

@F:H DINH:

LT-€0897 (A A @

€TIIET
| ¥4 4 £

SPK, s6 16, NSX, HD nam bén
dudi thanh ngang caa Logo

Thudc that
SPK: VD-26803-17
S6 16 SX: 290621
S6 "2" cia SPK nam thiang hang
véi s6 "2" cua s 16
SPK: VD-26803-17
S6 16 SX: 390721
S6 "2" cua SPK nam thing hang
véi s6 "3" cua s 16

LB

SPK, sb 16, NSX, HD c¢6 mét phan
nam trén thanh ngang cua Logo

=1

SPK, s 16, NSX, HD c6 mot phan
nam trén thanh ngang cua Logo
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b) Vién thudc: nét khic chir "TK" trén vién thudc gia khong sic nét; mau sic trén
vién thudc gia khong dong nhat.

Thudc gid Thuoc thét

St dung thudc Metronidazol & phu nii cho con bu

Nguyén Thi Quynh Théu
Khoa Dwoc

Metronidazol hién van Ia lya chon wu tién trong diéu tri nhiém khuan vi khuan
ky khi. Metronidazol duoc sir dung trén 1am sang trong hon 45 nam nay dé diéu tri
cac bénh ly gay ra boi ky sinh tring don bao nhu bénh ly amip, nhiém Trichomonas
va Giardia. Metronidazol ciing c6 hoat tinh cao chdng lai cac vi khuan ky khi, dic
biét 1a Bacteroides fragilis, Clostridium difficile va Helicobacter pylori, véi ty I¢ dé
khang véi thudc nay nhin chung con thap. Bén canh d6, metronidazol c6 dic tinh
duge dong hoc/duoc luc hoc tét, gia thanh ré va it tac dung bat loi. Vi vay, thudc nay
hién van 1a lya chon wu tién trong diéu tri nhidm khuan vi khuan ky khi, bao gom ca
nhiém khuan phu khoa va dy phong cac phau thuat c6 nguy co cao nhiém vi khuan ky
khi. Metronidazol dugc sir dung qua dudng uéng, truyén tinh mach, dat truc trang,
gel b6i hodc vién dat am dao, gel hoac kem béi ngoai da.

TAP SAN THONG TIN THUOC - S0 10 .
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Trudc day, metronidazol bi chdng chi dinh & phu nit cho con bl do kha ning
gay doc trén di truyén va gay dot bién & vi khuan, gy ung thu trén mot s6 dong vat
thi nghiém va c6 thé gay dot bién trén nguoi. Quan ngai ndy dan dén khuyén céo vé
viéc ngirng cho con bu trong 12 - 24 gio sau khi st dung liéu don caa metronidazol 2
g qua dudng ubng dé diéu tri nhiém Trichomonas cua Vién Nhi khoa Hoa Ky (AAP).
Tuy nhién, mot tong quan toan dién vé cac nguy co ndy da cho thiy, khdng cé bang
chung rd rang tir ca nghién cau in vitro 1an in vivo vé nguy co gy dot bién va gay
ung thu ctia metronidazol trén nguoi. C4c tac gia cua mot tong quan khéac ciing nhan
dinh, cac quan ngai trudc day vé thue nay hoi qua mic va viéc st dung ngan ngay
metronidazol cho ngudi me trong thoi ky cho con bd van chap nhan dugc ma khong
can ngung cho con bu.

M6t s6 nghién ctu trén phu nit cho con bu sir dung metronidazol duong uéng
va duong truyén tinh mach déu cho thay tré bl me phoi nhiém vai metronidazol qua
stra me Vai liéu thap hon so véi liéu st dung trong diéu tri ¢ tré so sinh. 15 phu nir st
dung metronidazol liéu 200 mg (11 ngudi) va 400 mg (4 ngudi) theo duong udng, 3
lan/ngay dé diéu tri viém ndi mac tir cung sau sinh tir ngay 0 dén ngay 22 sau sinh.
Mau sita duoc thu thap dé dinh lwong trong khoang tir 30 phut dén 4 gio sau khi dung
thudc vao ngay thir 1 va ngay thtr 9. Két qua cho thay, voi mau sira me duoc lay trong
khoang 2 dén 3 gio sau khi nguoi me ding liéu 400 mg metronidazol, nong do
metronidazol trung binh trong sira me 1a 14,4 ug/mL va néng d6 trung binh caa chat
chuyén héa cé hoat tinh cua metronidazol (hydroxymetronidazol) la 3,5 pg/mL.
Nong d6 metronidazol trong sita me va trong huyét thanh twong tu nhau (ty 18 nong
d6 metronidazol trong sita me/ndng do trong huyét thanh khoang 76 - 99%) nhung
nong d6 cua hydroxymetronidazol trong sita me lai cao hon trong huyét thanh mot
chat. Nong do cua metronidazol va hydroxymetronidazol trong huyét thanh tré bt me
khoang 0,8 - 2,4 pg/mL & ngudi me dung liéu 200 mg metronidazol va khoang 0,4 -
1,1 ug/mL & ngudi me dung liéu 400 mg metronidazol.

Cac tac gia uéce tinh lwong metronidazol tré phoi nhiém qua sita me tuong ung
véi liéu khoang 3 mg/kg/ngay néu tré b me khoang 500 mL sita/ngay. Liéu nay thap
hon liéu diéu tri ¢ tré so sinh. Pong quan diém, mot nghién cau khéc trén 12 phu ni
str dung metronidazol duong udng cho ring, trong truong hop tré bi me 500 mL sira
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mdi ngay, vai liéu metronidazol lidu 400 mg x 3 lan/ngay, lwgng metronidazol tré bu
me phoi nhidm chi twong ung khoang dudi 10% so vai lidu dugc khuyén céo cho tré
so sinh.

Viéc sir dung liéu cao metronidazol 2 g dudng udng lam ting dang ké nong do
metronidazol trong huyét thanh so v&i mac lidu thap & trén. Tuy nhién, wdc tinh tong
lwgng metronidazol tré bl me phoi nhiém sau 48 gio me dung thuéc 1a 25,3 mg, van
con thap hon so véi liéu hang ngay diéu tri cho tré so sinh. Trong trudng hop nging
cho tré bl me trong 12 gio sau mdi lidu, tong lieu metronidazol tré phoi nhidm giam
con 9,8 mg sau 48 gio me dung thudc va con 3,5 mg néu me ngimg cho ba dén 24
gio.

Dit liéu vé viéc s dung metronidazol duong finh mach twong déi han ché. Mot
nghién ciru trén 20 ngudi me truyén liéu don metronidazol 500 mg cho thay, nong do
metronidazol trong sita me 1a 7,6 pg/mL (ldy mau sira trong khoang 1 dén 12 gio sau
truyén thudc), so véi ndng @6 trong huyét thanh ngudi me 1a 7,7 pg/mL (Idy mau mau
trong khoang 3 dén 8 gid sau truyén thudc). Cac tac gia cho rang nong do
metronidazol trong sira me cao co thé lam sira ¢6 vi dang va tré it bi me hon. Tuy
nhién, day chi l1a gia thuyét va khéng c6 bang ching y van xac thyc. Mac du vay,
cling c6 tai liéu cho rang diéu ndy co thé lién quan dén tac dung bat loi dién hinh cua
thudc ndy, véi cam giac c6 vi kim loai trong miéng thuong gap khi s dung
metronidazol & liéu diéu tri thong thudng.

Péi véi metronidazol sir dung qua dudng dit tryc trang, mot nghién cau trén 8
ngudi bénh nit st dung metronidazol liéu 1 g mdi 8 gio x 7 liéu dé dy phong nhiém
khuan sau phau thuat mé lay thai, cho thdy nong do metronidazol trung binh trong
sira me 1a 10 pg/mL. Céc tac gia két luan, véi mac lidu ndy, gan nhu khong c6 kha
nang thudc anh hudng I1én tré bl me. Trong khi d6, viéc sir dung metronidazol qua
duong am dao hoac boi ngoai da ¢ phu nir cho con ba chua dugc nghién ciu. Sau khi
st dung thubc qua dudng 4m dao, nong d6 cua thudc trong huyét thanh chi bang
khoang 2% so véi khi ding lidu 500 mg duong udng. Con khi bdi ngoai da, ndng do
thudc trong huyét thanh chi khoang 1% so véi néng do dinh dat duoc khi sir dung
liu 250 mg duong ubng. Nhu vay, nhin chung, viéc st dung metronidazol qua céc
duong dung nay ¢ phu nit cho con b duong nhu khong dang quan ngai.
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Nhin chung, khdng c6 bang ching chimg minh chinh xac nguy co gay dot bién
va ung thu trén tré bd me c6 me diéu tri bang metronidazol ngin ngay theo bat ky
duong dung nao cua thudce. Dé than trong tdi da, viéc st dung thuc khong can thiét
van nén tranh hoic nguoi me ngirng cho con b trong 12 - 24 gio sau khi ding thudc
dé thudc thai trir khoi co thé. Tuy nhién, trong trudng hop can thiét, viéc sir dung
metronidazol theo duong ubng véi lidu 500 mg x 3 lan/ngay trong 7 - 10 ngay hoic
ké ca liéu cao, 2g/ngay x 3 ngay van co thé chap nhan duoc ¢ phu nit cho con bu.
Viéc sir dung metronidazol theo dudng tinh mach c6 thé cho ndéng d6 trong huyét
thanh ngudi me va ndng do trong sita me twong tu khi thudc st dung theo duodng
uéng. Do d6, viéc truyén tinh mach metronidazol ngan ngay ciing c6 thé chap nhan
duoc ¢ phu nir cho con bu. Viéc st dung metronidazol qua cac duong dung khac nhu
dat tryc trang, am dao hoic bbi ngoai da cho nong do thube trong huyét thanh thap
hon dang ké nén ciing s& tao ra ndong do rat thap trong sita me. Vi vay, viéc st dung
metronidazol qua cac duong dung nay khong dang quan ngai.

Cac tac dung bt loi & tré bl me c6 me sir dung metronidazol nhin chung hiém
gap va khong nang né, bao gom: phan long, nhiém Candida hoic khong dung nap
lactose. Tuy nhién, cac thdng tin vé liéu dung, dudng ding cia metronidazol va moi
quan hé nhan qua giira thudc va bién cb xay ra ¢ cac tré nay déu chua rd rang. C6 bao
cdo cho rang tré khéng chap nhan bt me khi mai bu c6 thé do vi dang/vi kim loai cua
chat chuyén hda cua metronidazol 1am anh hudéng dén dong sira dau caa me. Tuy
nhién, van dé nay khong qué nghiém trong va chwa c6 bang ching y vin chang minh.

Hién chua co bang ching lién quan dén viéc phoi nhiém metronidazol ¢ d6i
tugng tré sinh non b me. Vi vay, hét sic than trong khi sir dung metronidazol & bat
ky duong dung nao cho ngudi bénh nit dang cho tré sinh non hoac nhe can hoac tré
0 suy giam chirc nang gan, than bu me.
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Teicoplanin: Nguy co bi mun mu ngoai ban
tong quat cap tinh

Nguon: https://www.who.int/publications/i/item/9789240057883

Theo co quan MHLW va PMDA Nhat Ban, teicoplanin dwoc chi dinh cho cac
chung nhay cam véi teicoplanin khang methicillin staphylococcus aureus (MRSA).
MHLW va PMDA da xem xét hai truong hop duoc bao cao va ¢ mot trueong hop mot
méi lién hé giira thudc va nguy co bi mun mu ngoai ban tong quét cap tinh 1a c6 kha
thi.

Medsafe: Bénh Iy vé mat lién quan dén prostaglandin

Nguon: http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/2252/Medsafe-benh-ly-ve-
mat-lien-quan-den-prostaglandin.htm

Tai cudc hop 1an thtr 190 vao thang 6/2022, Uy ban danh gia Phan tmg c6 hai
cta thudc tai New Zealand (MARC) da danh gia nguy co méic bénh 1y vé mat lién
quan dén prostaglandin (prostaglandin-associated periorbitopathy - PAP). MARC da
xem xét bang chimg chi ra mot nhom thude c6 kha ning gay PAP va di yéu ciu cac
nha san xuét cap nhat thong tin vé phan tmg c6 hai nay vao chuyén luin cua thudc.

Théng tin chinh

- Bénh 1y vé mat lién quan dén prostaglandin (Prostaglandin-associated
periorbitopathy-PAP) ¢6 lién quan dén viéc sir dung cac thudc tuong tu prostaglandin
dung cho mit.

- Trudc khi diéu tri, can thong bao cho ngudi bénh biét nhitng bién doi co thé
xudt hién & mat trong qua trinh diéu tri, bao gé)m tri¢u chirng nhu syp mi, 10m mat,
teo m& héc mat, 16 mang cimg, quang tham trén ving da quanh mat...

- Céc thudc tuong tu prostaglandin thuong str dung dé diéu tri bénh glaucoma

nhu bimatoprost, travoprost va latanoprost.
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Ciac thudc twong tw prostaglandin ding cho mat

Céc thudc tuong ty prostaglandin 1a mot nhom céc thude thuong duge sir dung
trong diéu tri bénh glaucom. Thudc lién két véi cac thy thé prostaglandin F trong mit,
dan dén ting luong dich thoat qua mang bd dao, do dé co tac dung 1am ha nhan ap
trong bénh 1y tdng nhan &p glaucom.

Mot s6 thude tuong ti prostaglandin 13 bimatoprost, travoprost va latanoprost.

Bénh 1y vé mit lién quan dén prostaglandin (PAP)

Bénh 1y vé mat lién quan dén prostaglandin 13 nhiing bién doi 1am sang va
thAm my & mat trong qué trinh diéu tri bang cac thudc twong tu prostaglandin. Nguoi
bénh co thé gap mot hodc nhiéu triéu chirng sau:

- Han sdu mi mat trén

- Xep phang bong mat dudi

- Chiing sa mi mat trén (sup mi)

- Teo md hoc mat

- Lom mat

- L6 mang cimg mit (quan sat dugc mit trong mang ctng ¢ gitta gidc mac va
vién mi mat dudi)

- Hep hdc mat

- Tang moc long mi qua muc

- Tang séac t6 ving da quanh mat qua muc

- Chimg nh&o mi (da thira viing mi mat)

Nguy co gip phai PAP dugc cho 1a cao nhat khi str dung bimatoprost va thap
nhat khi str dung latanoprost. Trén 10% ngudi bénh diéu tri v6i bimatoprost ¢ bao
c4o xuat hién PAP. Nhiing bién d6i trén 1am sang va vé tham my c6 thé xuat hién
som sau 1 thang diéu tri. Triéu chimg c6 kha nang hdi phuc mot phan hodc hoan toan
khi ngimg thudc hoic thay doi liéu phap diéu tri.

Chua c6 day du thong tin vé co ché cia PAP. Céc chat tuong tu prostaglandin
gay kich thich 1én receptor FP ¢6 thé trc ché tao md, tir d6 dan dén teo m& hdc mat.

Loi khuyén cho nhén vién y té
Trude khi diéu tri, can thong bao cho nguoi bénh vé nguy co xuit hién PAP.

Cac triéu ching thuong nhe, co thé xuét hién sém sau 1 thang diéu tri va c6 kha nang
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suy gidm thi lyc. Nguoi bénh cling can luu y rang viéc di€u tri chi mot bén mat c6 thé

dan dén su khac biét giita hai mat.

Dung dich hydroxyethyl tinh hét (HES) dé tiém truyén:
dinh chi cho phép luu hanh do tiép tuc sii dung cho
cac nhom ngudi bénh bi chang chi dinh véi nguy co

gay hai nghiém trong tang lén

Nguon: https://www.ema.europa.eu/en/documents/dhpcldirect-healthcare professional
communication-dhpc-hydroxyethyl-starch-hes-solutions-infusion_en.pdf

Tém tit:

Trong nam 2013, viéc st dung cac dung dich HES dé truyén dich d3 bi han ché
do 1am ting nguy co chan thuong than va tir vong & mot sé quan thé ngudi bénh nhat
dinh.

Mic du ¢ cac bién phap rong rii dé bao vé ngudi bénh dé bi ton thuong két
qua cudi ciing cia mot nghién ctru sir dung thude di cho thiy su khong tuan thu cao
lién tuc ddi voi thong tin san pham bao gdm ca viéc khong tuan thu cac chong chi
dinh.

Khong ¢6 bién phap nao khac duoc xac dinh dé cai thién hon nita viéc tuan thu
va giam thiéu nhitng rai ro ndy khién ngudi bénh c6 thé bi ton hai nghiém trong, bao
gom tang ty 1¢ tr vong.

An toan ciia thudc

Dung dich hydroxyetyl tinh bot (HES) dé tiém truyén 1a chat keo nhéan tao dé
thay thé thé tich va hién duogc chi dinh dé diéu tri giam thé tich tuan hoan do mat mau
cp.

Vao thang 10 ndm 2013, mot danh gia an toan di dugc hoan thanh vé viée ting
nguy co roi loan chirc ning than va ty 1& tr vong ¢ nguodi bénh nhiém trang huyét

hozc bénh hiém nghéo trong cac thtr nghiém 1am sang ngau nhién 16n. Panh gia két

TAP SAN THONG TIN THUOC - S0 10 .



R —

luan han ché viéc sir dung cac dung dich HES dé tiém truyén theo chi dinh hién tai.
Thong tin san pham di duoc cip nhat, bao gdm cac chéng chi dinh va canh bao moi.

Vao thang 10 nim 2017, mot danh gia bo sung vé két qua cua hai nghién ctru
sit dung thude (DUS) da duoc thuc hién. Nhimg nghién ctu nay di lam diy 1én
nhing lo ngai vi nhitng han ché chinh khong duoc tuan thi trong thuc hanh 1am sang
va da duoc sir dung trong nhitng nhom nghién ctru bi chdng chi dinh.

Sau do, vao nam 2018, cac bién phap bo sung da dugc dua ra dé cung cd viée
tuan thu cac diéu kién st dung dugc phép, bao gdm viéc han ché cung cip cac giai
phap HES dé truyén dich chi cho cac bénh vién/trung tim noi cac chuyén gia chim
soc strc khoe du kién s& ké don hodc quan 1y ching di trai qua mot khoa dao tao bat
budc vé cac diéu kién st dung thich hop (tirc 1 chuong trinh truy cap c6 kiém soat)
va cac canh bao ndi bat hon trén bao bi cua cic giai phap ndy. Cac bac sy duogc
khuyén céo khong st dung cac dung dich HES dé tiém truyén ngoai cac diéu khoan
cia gidy phép luu hanh nhu di néu chi tiét trong phan tom tat dic tinh san pham
(SmPC) vi diéu nay co thé gy hai nghiém trong cho nguoi bénh cia ho.

Vao thang 2 nam 2022, Uy ban Péanh gia Rui ro Canh giac Duoc cua EMA
(PRAC) da danh gia két qua cudi cung ciia DUS nay va két luan rang viéc khong tuan
thi théng tin san pham van con mic du da co nhiéu bién phap giam thiéu rai ro bo
sung duoc trién khai vao nam 2018.

Medsafe: Giam thiéu nguy co DRESS hang cach hiéu
chinh liéu than trong

Nguon:http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/2254/Medsafe-giam-thieu-
nguy-co-dress-bang-cach-hieu-chinh-lieu-than-trong.htm

Thong tin chinh

- Phan tng do thudc véi su ting bach cau i toan va cac triéu chirng toan than
(DRESS) 1a mot phan ing qua man nghiém trong.

- Céc thudc thuong lién quan dén hoi ching DRESS 1a thude chdng co git,
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cac khang sinh va allopurinol.

- Hiéu chinh liéu cac thudc nay khi bat dau diéu tri dé giam thiéu nguy co gay
héi chung DRESS.

Trung tim Theo ddi phan tmg c6 hai cta thudc tai New Zealand (CARM) méi
day di nhan dugc bao céo vé truong hop mot nguoi bénh khi bat dau st dung
allopurinol d3 xuat hién phan tGng do thudc véi su ting bach cau ai toan va céc triéu
ching toan than (DRESS) va hoi ching Steven - Johnson (SJS) sau do.

H¢i chirng DRESS

DRESS 1a mot phan ing qua man do thudc nghiém trong va c6 kha ning de
doa tinh mang. Hoi ching nay duoc dic trung boi phat ban da trén dién rong, ton
thuong nhiéu co quan noi1 tang, hach to, tdng bach cau 4i toan va tang lympho bao
mau khong dién hinh.

Hau hét cac truong hop mic hoi chimg DRESS c6 phoi nhiém véi thude 1d
rang. Cac nghién ctru vé duogce 1y di truyén cling di xac dinh mbi lién quan gitta nguy
co mic hoi ching DRESS va cac alen ctia khang nguyén bach cau ngudi (HLA) va
céc bién thé di truyén.

Hau hét nguoi bénh khoi bénh sau khi dimg thube dang st dung. Tuy nhién,
cac ngudi bénh sau khi hdi phuc van c6 nguy co méc di chimg ty mién dich l1au dai.
Hoi ching DRESS ciing c6 thé gy tir vong, véi ty 1¢ tir vong 2 - 10%. Su tén thuong
nghiém trong cic co quan va suy da tang la nhiing nguyén nhan hang dau gy tir vong
o nguoi bénh hoi chung DRESS.

TAm quan trong cia viéc hiéu chinh liéu

Hiéu chinh liéu lién quan dén viéc thay doi lieu lugng cua thube dé dat duoc
dap ung diéu tri tot nhat ¢ lidu thap nhat co6 thé, vdi muc dich giam viée sir dung cac
thudc khong can thiét va cac bién cd bat loi. Co bang chimg gian tiép cho thay nguy
co mic hoi chimg DRESS ddi véi mot s loai thube phu thudc vao liéu. Vi du, mot
danh gia vé cac truong hop hoi chimg DRESS do phenytoin di xac dinh c6 sy cham
thai trr va tich Ity phenytoin.

Bit dau véi liéu cao va hiéu chinh liéu nhanh gép phan gy nguy co cac phan
{mg bat loi nhu hoi ching DRESS. Vi vdy, bat dau voi lidu thip va hiéu chinh liéu tur
tir c6 thé 1am giam nguy co nay. Ngoai ra, hoi chimg DRESS thudng khoi phat cham,
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sau 2 - 8 tuan dung thudc nghi ngd. Hiéu chinh liéu thuéc cham c6 thé cho phép phat
hién va chan doan cac triéu chirng sém cua hoi chirng DRESS.
Cic thudc thwong lién quan dén hdi chirng DRESS
Céac thubc chéng dong kinh (carbamazepin, phenytoin, lamotrigin), allopurinol,
vancomycin va khang sinh chira nhom sulfonamid thuong lién quan dén DRESS.
Allopurinol
Khi diéu tri bénh guot bang allopurinol, bat

dau véi lieu thap va sau doé tang dan licu

cho dén khi dat dugc mirc urat huyét thanh

RX s

Allopurinol

Allopurinol 300 M9

muyc tiéu. Thudc c6 thé dugc st dung lau

o dai nhung phai ngimg néu xuat hién phat

A2

@ {

hoa

ban hodc cac dau hiéu di ung khac.

35 ¢

—_— Su bai tiét allopurinol va cac chat chuyén
Hinh minh

hoa ctia n6 bi kéo dai hon & nguoi bénh suy
than.

Do do, c6 thé giam liéu mdt nira hodc giam hon nira khi bat dau diéu tri va sau
doé tang tur tu tuy theo dap ting ctiia ngudi bénh. Ngoai ra, suy than va khuynh huéng
di truyén cung 1am ting nguy co bi DRESS va cac phan tng nghiém trong c6 hai trén
da khac do allopurinol gay ra.

Lamotrigin

Phat ban trén da 13 mot phan Gng c6 hai thuong thay khi dung lamotrigin va c6
kha nang xay ra trong vong 8 tuan dau diéu tri. Phat ban da thudng nhe, nhung co thé
phét trién thanh cac phan ung nghiém trong khac trén da trong mot sd truong hop
hiém gap.

DRESS do lamotrigin da dugc bdo cdo va la mdt vi du dién hinh vé mdi quan
hé gitra lidu dung, toc d6 chinh lidu va phat ban. Khi diéu tri ban ddu bang lamotrigin,
viéc bat dau voi lidu thép sau d6 hiéu chinh liéu cham la rat quan trong, vi néu lidu
ban dau cao hodc tang liéu nhanh s& lam tiang nguy co gip cac tac dung khong mong

mudn nghiém trong nhu DRESS.

TAP SAN THONG TIN THUOC - S0 10 .



_

Phenytoin

DRESS ciing di dugc bao cao ¢ nhitng ngudi bénh dung phenytoin. Cé thé hoa
lidu phenytoin dé dat duoc loi ich tdi da cho nguoi bénh. Ting liéu cach nhau hai
tuan.

Cac bao cao ca & New Zealand

Tinh dén ngay 17 thang 6 nam 2022, CARM da ghi nhan duoc 132 bao cdo vé
DRESS. Mot s6 bao cdo c¢6 nhiéu hon mét loai thude bi nghi ngd. Céac thude nghi ngd
dugc bao cdo thuong xuyén nhat 1a allopurinol, vancomycin, carbamazepin va
trimethoprim - sulfamethoxazol (Bang 1)

Bang 1: Cac thudc nghi ngo va so lwong bao cio DRESS*

Cic thudc nghi ngo S6 lwgng bao cao DRESS
Allopurinol 37
Vancomycin 13
Carbamazepin 12
Trimethoprim-sulfamethoxazol 9
Amoxicillin 8
Piperacillin-tazobactam 8
Flucloxacillin 6
Lamotrigin 5

* Bdng chi liét ké cdc loai thuoce nghi ngo cé tir 5 bdo cdo DRESS tré Ién.
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Canh bao sai sét su dung acid tranexamic
trong gay té tiy song

Nguon: https://ismpcanada.ca/wp-content/uploads/ISMPCSB2022-i6-Tranexamic-Acid-
Spinal-Anesthesia.pdf

Viéc tiém axit tranexamic vao cot séng mot cach so ¥ co thé khién nguoi bénh bi ton
thuong nghiém trong; trong mot danh gia qudc té, khoang 50% trudng hop (n = 21)
dan dén tar vong. Mot ngudi bénh sdng sot sau mot 16i nhu vay thuong phai chiu
nhitng anh huong lau dai, chang han nhu suy nhuoc than kinh. Chuong trinh bao cdo
nguoi tiéu dung cta ISMP Canada, SafeMedicationUse.ca, da nhan dugc mot b&o cao
tir mot ngudi bénh dd vo tinh dwa axit tranexamic vao tay séng do 16i sai sot. Nguoi
bénh chia sé cau chuyén cua ho, “dé khong ai khac s& phai gap truong hop tuong tu”.
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HINH 1. Céc san pham acid tranexamic (bén trai) va bupivacain (bén phai) lién quan én sy c6 dugc mé ta.

M0 ta sw co:

Ngudi bénh duoc 1én lich phau thuat chinh hinh. Trong phong phau thuat, axit
tranexamic dd vo tinh duoc tiém vao dich ndo tay, thay vi thubc gay té cuc bo du
dinh, bupivacain nhu hinh. Nguoi bénh cho biét rat dau dén va c6 nhitng ctr dong bat
thuong trong qué trinh 1am thu thuat, va bi co giat khi & trong phong héi stc. Ca doi
gay mé va phiu thuat déu khéng nhan ra nham 1an thudc vao thoi diém d6. N6 chi
duoc xac dinh khi nham 13n xay ra trong quy trinh tiép theo sau d6 trong ngay.
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Sau sy Vviéc nay, ngudi bénh phai nam liét givong va song véi nhimg con dau
kinh nién tot d6 va anh huong dén chat lugng cudc song cua chinh ban than va gia
dinh ho.

Axit tranexamic 1a mot chat chdng tiéu soi huyét c6 ¢ ca dang udng va dang
tiém va thuong dugc chi dinh dé kiém soat su gia tang tiéu soi huyét cuc bo, c6 thé
dan dén chay mau nghiém trong. Axit tranexamic gay doc cho than kinh néu ding
Vvao cot séng.

Vao nam 2020, Mang lugi Canh béo Quéc gia (NAN) ¢ Hoa Ky d3 dwa ra mot
canh bao dé lam ndi bat cac truong hop méc 16i ding nham duong ding nguy hiém
véi axit tranexamic. Cac su cd duoc bdo cdo la do tron 13n véi thubc gay té cuc bo
nhu bupivacain va ropivacain c¢6 san trong lo. Panh gia qudc té vé cac trudong hop da
xac dinh ca hinh anh giéng nhau véi cac loai thudc khac va yéu té con nguoi la
nguyén nhan gay ra sai sot nay.

Thao luan:

Bénh vién di cung cip cho ISMP Canada thdng tin quan trong vé cac trudng
hop xay ra nham Ian va phan tng dé giam nguy co tai phat. Vao thoi diém xay ra vu
viéc duoc md ta ¢ trén, ca axit tranexamic va bupivacain déu duoc cat giit trong cling
mot ngan kéo cua xe dy. Viéc kiém tra ki nhan lo duoc thuc hién khi ldy ra khoi
ngin kéo, tuy nhién, phéan tich cua bénh vién vé su ¢6 da phat hién ra rang sai léch
xac nhan (ttc 1a xu hudng “xem™ ).

HINH 2. Acid tranexamic (san pham gitia) va thudc gdy té cuc bo (bupivacain & bén trdi va ropivacain & bén phai) lién quan
dén
st ¢6 nham I2n thudc frong Canh bdo cia NAN Hoa Ky.
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Piéu tra mot thung da mé caa cac lo b loai bo (sau khi nguoi bénh tha hai gap
phai). X4c nhan rang axit tranexamic dd dugc sir dung nham cho nguoi bénh dau tién.

Ké tir 6, bénh vién di lién lac chat ch& véi nguoi bénh va gia dinh dé chia sé
mot s6 chién lugc dd dugc thuc hién nham ngan ngira nham Ian. Bénh vién nhan thay
sy can thiét cua hanh dong nhanh chéng va céac 16p an toan b sung. Mét canh béo an
toan ngay lap tac duoc giri dén toan bénh vién va duoc chia sé trén toan tinh, va bao
gom cac chién luoc sau:

+ Nang cao canh giac vai viéc dinh lwong, chuan bi va sir dung thube qua duong
tay séng/ngoai mang cing.

+ Nang cao canh giéc vai viéc dinh lwong, chuan bi va sir dung thube qua duong
tay séng/ngoai mang cang.

+ Dén nhan canh béao trén lo axit tranexamic dé cung cap thém dau hiéu truc
quan.

Mot chién lugc khac dugc bénh vién thuc hién 1a cung cap axit tranexamic dé
tiém trong ong thay tinh dé phan biét véi thudc trong lo. Tuy nhién, ngudi ta thira
nhan rang su thay doi nay khong du dé ngan ngira sai sot.

Khuyén nghi:

Luu trit c4c loai thuéc danh cho tiém tinh mach (vi du, axit tranexamic) riéng
biét voi nhitng thudc tac dung 1én than kinh.

Bao quan cac lo thudc theo céch 1am cho nhan hién thi cho can bo y té trude khi
lya chon. Vi khi céac lo duoc luu trit trong ngan kéo, chung nén duoc dit bang phang,
véi nhan cd thé nhin thay, thay vi duoc dat thang dung.

Thong bao bat ky thay doi nao trong viéc cung cap thudc voi tat ca cac bén lién
guan cua bénh vién.

Tham khao y kién cuia cac bén lién quan chinh khi xem xét thay d6i nha cung
cap.

Xem xét cac bang chi dan b sung phi hop.
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Dadc tinh nghiém trong cua colchicin - Luu y s dung
thudc ding cach

Nguén:http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/2233/ANSM-Doc-tinh-nghiem-
trong-cua-colchicin-luu-y-su-dung-thuoc-dung-cach.htm

Thoéng tin cho bac si da khoa, bac si cac chuyén khoa Co xuong khép, Lao khoa,
Tim mach, Than - Tiét niéu, Huyét hoc - Truyén mau, Noi, duoc si cong dong, duoc
s bénh vién, nha quan 1y y té.

Colchicin 1a thudc c6 khoang diéu tri hep, do vy c6 nguy co cao xay ra quéa
lidu, biéu hién ban dau 1a rdi loan tiéu hoa (tiéu chay, budn ndn, nén). Ngo doc
colchicin liéu cao c6 thé gay ra suy da tang dan dén tir vong (do ton thuong hé hd
hap, tim mach, than kinh, huyét hoc).

Nhitng nguy co trén c6 thé duoc giam thiéu bang cach tuan thi chi dinh, khuyén
cdo vé liéu dung, chng chi dinh va twong tac thudc trong to Thdng tin san pham.

* Thong tin cho nguwoi ké don va dwoc Sy

- Tuan tha ché d6 lidu dugc khuyén céo trong to Thong tin san pham.

- Giam liéu trén nguoi bénh 16n tudi (dic biét & nguoi bénh trén 75 tudi), nguoi
bénh suy giam chtrc nang gan, suy giam chirc nang than, ngudi bénh co6 nguy co suy
giam chtc nang than (mat nude, st dung thude dong thoi), va theo ddi sat nhitng
nguoi bénh nay.

- Tuén thi cac chdng chi dinh sau:

+ Nguoi bénh suy giam chirc nang than nghiém trong (d6 thanh thai creatinin <
30 mL/pht).

+ Nguoi bénh suy giam chiic nang gan nghiém trong.

- Kiém tra nguy co twong tac thudc.

+ Khoéng phéi hop colchicin cing véi pristinamycin hozc cac khang sinh
macrolid (ngoai trir spiramycin) do ¢6 tuong tac thuéc chdng chi dinh.

- Tu van ngudi bénh:

+ Ludn tuan thu ché do liéu.
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+ Nhanh chéng b&o cho nhan vién y té néu gap triéu ching tiéu chay, budn nén,
ndn. Can nhic giam liéu hodc nging thude trong trudng hop nay.

Théng tin bd sung

Colchicin dwoc chi dinh trong diéu tri con gut cip, du phong con git cip &

ngudi bénh git man tinh, nguodi bénh bi ling dong calci hoic ling dong
hydroxyapatit & khdp, diéu tri sot Pia Trung Hai ¢ tinh chat gia dinh (s6t chu ky),

bénh Behget, va viém mang tim vo can.

OMLONTI® (0midenenag Isopropyl Onhthalmic
Solution) 0,002% dugc FDA chap thuan dé giam ap
luc néi nhan tang cao.

“Ty 1é mac bénh ting nhin ap dang
gia tang khi dan sb toan cau gia di. Peter
Sallstig, Giam ddc Y té cia Santen, giai
thich: hd trg nguoi bénh bang cach bao
vé€ thi luc trong sudt qua trinh cham séc
lam sang lién tuc trong bénh tang nhan
ap la muc ti€éu quan trong cua Santen
nham giam thiéu ton that co hoi kinh té
va x4 hoi cia nguoi dan trén khip thé
gidi do cac bénh 1y vé mat giy ra. Su
chép thuan nay la moét cot mbc quan
trong ddi v6i chung t6i nham giai quyét
cac nhu cau chua duoc dap ung vé stc
khoe mét va thic déy muc tiéu hién thuc
hoa “Hanh phuc voi TAm nhin”. Bénh

T6 Thi Nga
Don vi NCKH & HTQT

ting nhan ap gdy ton thuong diy than
kinh thi gidc va la nguyén nhan hang dau
gay mu loa khong thé phuc héi trén toan
thé gi6i.

Vi bénh thuong tién trién nén viéc phat
hién va diéu tri som dé kiém soat sy tién
trién 1 bién phap hiéu qua nhét dé tranh
ton thuong day than kinh thi gidc. Sé
luong ngudi bénh wdc tinh trén toan cau
vao nam 2020 1a 76 tri¢u nguoi va du
kién s& tang 1én 95 triéu ngudi vao nam
2030. Bénh tang nhan 4p gbc md nguyén
phat 13 loai bénh ting nhan ap phd bién

nhét.
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Ngay 26 thang 9 nam 2022, Cong ty TNHH Duoc pham Santen (try s& chinh
tai Osaka; sau day goi 1 “Santen”) va Tong cong ty UBE (tru s& chinh tai Ube; sau
day goi 1a “UBE”) théng bao rang Cuc Quan 1y Thuc phidm va Dugc pham Hoa Ky
(FDA) di phé duyét Thudc nhé mat 0,002% OMLONTI® (dung dich nho mat
isopropyl omidenepag) dé giam nhan ap ting cao (IOP) & nhimg ngudi bénh bi ting
nhin 4p goc md nguyén phat hodc ting huyét ap ¢ mat. Ngay phé duyét 1a ngay 22
thang 9 nam 2022. Quyét dinh ndy da cung cip cho céc bac si va ngudi bénh ¢ Hoa
Ky mot lua chon méi dé gitip kiém soat IOP cho hon ba triéu ngudi My bi anh hudng
boi bénh ting nhan ap. Yoichi Funayama, Giam déc diéu hanh cip cao kiém Tong
giam doc Bo phan Dugc pham, UBE Corporation cho biét: “UBE Corporation cam
két 1am viéc vé6i nhimg phat hién thudc méi hang ngay véi muc dich cung cap cho
nguoi bénh nhiéu lua chon diéu tri hon cho cac bénh c¢6 nhu cdu cao chua duoc dap
ung. .

OMLONTI® duoc phat trién bdi Santen va UBE. Omidenepag isopropyl,
thanh phan dugc hoat tinh trong OMLONTI®, duoc phat trién boi UBE, 14 chat chu
van tuong ddi chon loc cua thu thé prostaglandin EP2, lam tang su thoat dich nudc
qua duong din truyén thong thuong (hodc trabecular) va 1a san pham duy nhat co tac
dung duoc 1y nay.

Su chép thuan cua FDA cho OMLONTI® dya trén dir liéu tir 12 nghién ctru
lam sang duoc thuc hién & nhiéu dia diém trén toan cau. bang cht y, mot nghién ctru
Giai doan 3 cua Hoa Ky da xac nhan OMLONTI® khong thua kém timolol, tiéu
chuan cham séc. Hai nghién ctru Giai doan 3 khac nhau duogc thuc hién & Nhat Ban
va Chau A cho thidy OMLONTI® khéng thua kém gi latanoprost, mét tidu chuan
cham soc khac.

Céc phuong phap diéu tri tap trung vao giam IOP gitip lam cham hoic ngin
ngira mat thi lyc hon nita cho nhiing ngudi bi bénh ting nhan ap hoic tang huyét ap &
mat. Tuy nhién, khong phai tit ca ngudi bénh déu dap Gmg voi cac phuong phap diéu
tri gidng nhau va mot s6 c6 thé khong c6 két qua thanh cong véi mot Iya chon an toan
va hiéu qua khac dé str dung khi diéu tri cho nhimg ngudi bénh mic céac tinh trang de
doa dén thi luc nay”, Jason Bacharach, Giam ddc Y té va Nghién ctru tai North Bay
Eye Associates, Inc. .
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Vay OMLONTI LA gi?

La dung dich thudc nho mat chira thanh phan isopropyl omidenepag 0,002%, 1a
chit cha van thy thé prostaglandin E2 (EP2) chon loc tuong ddi, do Santen/UBE phat
trién va thuong mai hoa. Omlonti dugc chi dinh dé giam ap luc ndi nhan (intraocular
pressure: IOP) ¢ nhiing nguoi bénh bi glaucoma géc mé hoac tang nhan ap.

Cong thirc hoa hoc cua thude: isopropyl omidenepag

L

=

Co ché tac dung

Omidenepag 1a mot chat chu van thy thé EP2 chon loc twong ddi lam giam
IOP. Co ché hoat dong chinh xac ma Omidenepag phat huy tac dung van chua duoc
biét rd vao thoi diém hién tai.

Hiéu qua lam sang

Omlonti dugc FDA phé duyét dua trén dir liéu tir 12 nghién ctru 1am sang duogc
thie hién ¢ nhiéu dia diém trén toan cau. Pang cht ¥ 1a mot nghién ctru pha 3 & Hoa
Ky da xac nhan Omlonti khong thua kém timolol (1a 1 thubc diéu tri chuan). Hai
nghién ctu pha 3 khac dugc thyc hién & Nhat Ban va Chau A cho théy Omlonti
khong thua kém latanoprost (1a 1 thude diéu tri chuan khéc).

Picu tri véi OMLONTI va tic dung khong mong muon thuwong gip

Omlonti dugc cung cip dudi dang dung dich nhé mat. Lidu khuyén cao 1a nho
mot giot vao mat bi anh hudng mot 1an hang ngay vao budi toi.

Céac khong mong mudn thuong gip ( > 1%) 1a xung huyét két mac (9%), so
anh sang (5%), mo 16a mat (4%), kho mét (3%), dau noi nhé thude (3%), dau mat
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(2%), mat xung huyét (2%), viém gidc mac dang diém (2%), nhirc dau (2%), kich
thich mat (1%) va suy giam thi luc (1%).
Tai liéu tham khao: https://www.ube.co.jp/ube/en/news/2022/20220926 01.html

Viéc sif dung khang sinh trong nhiém khuan
lién quan dén vi khuan ky khi

Nguyén Thi Quynh Théu
Khoa Duoc
* Nhiém khuan do vi khuan Ky khi
Dua theo dic diém dinh dudng va su dung nap oxy, cac chung vi khuan duoc
chia thanh cac nhém goém: hiéu khi, ky khi, hiéu khi tily nghi. Mot s6 chung vi khuan
ky khi bit budc s& nhan 1én ¢ noi c6 néng dd oxy thap (vi du, mé hoai tir, md
khong c6 mach méu). Véi nhitng loai vi khuan nay, oxy 1a chat doc ddi véi ching. Vi
khuan ky khi bat budc 1a thanh phan chinh cta hé vi sinh vat binh thuong trén cac
mang nhay niém mac, dac biét 1a miéng, duong tiéu hoa dudi va am dao; cac vi
khuan ky khi nay gy bénh khi hang rao niém mac binh thudng bi pha v4.
Vi khudn ky khi gram dm va mét sé nhiém tring do chiing gdy ra bao gom:
- Céac ching thudc chi Bacteroides (B.fragilis, B.ovatus...): thuong gip nhat
trong nhiém trung trong 6 bung.
- Fusobacterium sp: thudng gip trong cac 6 abcess, nhiém tring vét thuong,
nhiém trang phoéi va nhiém tring noi so.
- Porphyromonas: thudng gip trong viém phoi hit va viém quanh rang.

- Prevotella sp: nhiém tring trong 6 bung va viém mo mém.
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Infections and Anaerobic Bacteria

Commonly Associated Rarely Associated

|
Brain Abscess (not traumatic) Acute Infections of :
Subdural Empyema Sinuses

Nasopharynx

Chronic Sinusitis Middle Ear
Chronic Otitis Media Meninges |
Space Infections |
Ludwig’s Angina |
Periodontal Abscess I

|
Hidradenitis Suppurativa Bronchitis ‘

; ! Lobar Pneumonia
Aspiration Pneumonia |
Necrotizing Pneumonia |
Abscess |
Empyema (in adults) |
Peritonitis and Abscess Primary Peritonitis ‘
Liver Abscess Cholecystits
Ascending Cholangitis
| Salpingitis and Pelvic Peritonitis Pancreatitis
Tubo-ovarian Abscess
Vulvovaginal Abscess Cystitis
Septic Abortion and Endometritis Pyelonephritis
Crepitant Cellulitis L
Myonecrosis
| Necrotizing Fasciitis Septic Joints

Synergistic Cellulitis Osteomyelitis

Hinh 1. Mét s6 nhiém tring lién quan dén vi khudn ky khi
(Tally, Francis P. (1981). Hospital Practice, 16(12), 117-132.)
Ky khi Gram duong va mét s6 nhiém tring do chung giy ra bao gém:

- Actinomyces: nhiém trung & dau, cd, bung, ving chau va viém phdi do hit

- Clostridia: nhiém khuan 6 bung (viém rudt hoai tir do clostridium), nhiém
khuan phan mém va hoai thu sinh hoi gay ra

- Clostridioides difficile: gay tiéu chay (viém dai trang gia mac)

- Peptostreptococcus: nhiém trung trong miéng, duong hd hap, va nhiém tring
trong O bung

- Propionibacterium: nhiém trung vat liéu nhan tao tir bén ngoai dua vao co
thé (vi du dan luu ndo that 6 bung, khdp gia, hodc thiét b tim)

Nhiém trung ky khi dién hinh 13 thuong c6 cac biéu hién tao mi, hinh thanh ap
xe va hoai tir mo; doi khi c¢6 huyét khdi tinh mach noi nhim khuan, sinh hoi hoic ca
hai. Nhiéu vi khuan Ky khi c6 thé san xuat enzym gay phé& hiy mé. Thong thudng, Vi
khuan ky khi c6 mat dong thoi vai vi khuan hiéu khi (nhiém trung ky khi hdn hop).
Cdc déu hiéu goi y nhiém trimg ky khi bao gom:

- Khi trong ma hodc trong mé tén thuong
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- Mu hodc mé ton thuong c6 mui thdi

- Hoai tr m6 ton thuong

- Khu vyc nhiém tring gén niém mac, noi c6 vi khuan ky khi trong hé vi sinh
vat binh thuong.

* Vai tro ciia metronidazol trong nhiém khuén ky khi

Metronidazol 1a mot dan chat 5-nitro-imidazol chi Bacteroides, Fusobacterium
va cac vi khuan ky khi bat budc khac, nhung khong c6 tac dung trén vi khuan hiéu
Khi.

* Co ché tac dung ciia metronidazol trén cac chiing ky khi

Co ché ciia metronidazol c6 thé lién quan dén hién twong khir hoa nhom nitro
thanh cac chat trung gian doc véi té bao. Cac chat nay lién két vdi cu triic xodn cla
phan tir DNA 1am v& céc soi nay va cudi cting lam té bao chét. Nong do trung binh ¢
hiéu qua cta metronidazol 1a 8 microgam/ml hodc thip hon ddi v6i hau hét cac vi
khuan nhay cam. Mot chung vi khuan khi phan 1ap duogc coi 1a nhay cam véi thudce
khi MIC khong qua 16 microgam/ml.

Khi bi nhiém ca vi khuan &i khi va ky khi, phdi hop metronidazol véi cac thude
khang khuan khac c6 thé can thiét, tuy nhién can luu y vé hién tugng chong phd khi
phéi hop thudc. Bacteroides fragilis hoic Melaninogenicus thudng gy nhiém khuan
phoi din dén 4p xe sau thu thuat hat dom dai, viém phoi hoai tir kém ap xe phdi va
viém mang phoi mi. Khi d6 can phdi hop metronidazol hodc clindamycin véi mot
khang sinh loai beta lactam. Ap xe ndo hoic nhiém khuan rang do ca vi khuan ai khi
va ky khi ciing diéu tri theo cing nguyén tic trén. Trong nhiém khuan 6 bung kém
abcess nhu abcess rudt thira, nhiém khuan sau phau thuét rudt va ap xe gan, va khi
nhiém khuan phu khoa nhu viém ndi mac tir cung nhiém khuén va abcess can két hop
metronidazol vd1 mdt khang sinh loai beta lactam, chéng han nhu cefoperazon hoac
ceftazidim. Metronidazol tac dung tot chong Bacteroides nén thuong dung trong du
phong trudc ph?lu thuat da day - rudt, vi du nhu cit rudt thira.

* Quan ly sir dung khang sinh trong nhiém khuan ky khi: cin tranh trong
1ip phé tic dung

Trong trudng hop nghi ngd lién quan dén vi khuan ky khi (nhu nhiém khuan 6

bung, viém phoi hit, hay nhiém khuan hau phau), viéc ké don can han ché phdi hop
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chdng 1ap phd ky khi. Pay 1a mot ndi dung tiép can trong quan 1y sir dung khang sinh
hop 1y tai bénh vién theo quyét dinh 5631/QD-BYT cuia B6 Y té. Theo mot nghién
ctru trén 163 ngudi bénh phau thuat lién quan dén nhidém khuan 6 bung, phdi hop
piperacillin/tazobactam vai metronidazol khong mang lai 191 ich so v&i nhom sir dung
piperacillin don tri va trong mét sb trudng hop c6 thé mang lai két cuc 1am sang xau.
Nhitng phdi hop nhu thé nay dugc goi 1a chong lap phd ky khi (double coverage
anaerobics). Theo nghién ctru cua Shang va cong sy, khong co loi ich khi phdi hop
gitta meronidazol voi cac betalactam/uc ché betalactamase hodc carbapenem trén
nhimg ngudi bénh phau thuat viém rudt thira cdp. Két qua nghién ciru khuyén céo cac
phdi hop nay.

Véi goc d6 duoc 1y hoc 1am sang, mot s6 khang sinh c6 pho tac dung da bao
phu tac nhan ky khi, khong can phai phdi hop thém metronidazol khi diéu tri nhiém
khuan nghi c6 vai tro ctia vi khuan ky khi.

Bang 1. Mt s6 khéng sinh ¢6 phé trén vi khuan ky khi
Cephalosporins Cefoxitin, Cefotaxim

Amoxicillin/clavuclanate, Ampicillin/sulbactam,

Uc ché beta-lactamase . o
Piperacillin/tazobactam, Ticarcillin/clavuclante

Carbapenem Ertapenem, Meropenem, Imipenem, Doripenem

Céc khang sinh khac C_Iindam;_/cin, Metronidazol, Moxifloxacin, Vancomycin,
Tigecyclin

Theo cac khuyén céo diéu tri va tiép can quan 1y sir dung khang sinh tai bénh
vién, khong khuyén cdo sir dung dong thoi hai hodc nhiéu thubc khang sinh c6 hoat
tinh chong ky khi (vi du nhu carbapenem va metronidazol, hay amoxicillin/clavulanat
va metronidazol) ngoai trir mot s6 trudng hop nhét dinh. Chdng 1ap pho ky khi khong
can thiét co lién quan dén tang chi phi bénh vién, nguy co nhiém mam bénh khang
thudc do ton hai phu can, ting nguy co gip cac phan Gmg co6 hai va tuong tac thudc.

Mat khac, khong khuyén cdo st dung metronidazol don tri, dic biét trong cac
truong hop nhiém khudn bénh vién do vi khuan ky khi chi 1a mot tic nhan gy bénh
phéi hop véi cac chung khac (gram duong hodc gram am). Trong truong hop phdi

hop, néu khang sinh diéu tri gram duong hodc gram am c6 hoat luc bao phu dugc vi
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khuan ky khi thi khong can chi dinh metronidazol dé tranh tring 14p phd khong can
thiét.
Két luan
Viéc phdi hgp metronidazol véi cac khang sinh phd rong ¢ hoat tinh ky khi
(nhu carbapenem, moxifloxacin, tigecyclin va betalactam/c ché betalactamase) 1a
khong can thiét, khong mang lai loi ich nhung c6 thé gay ton hai phu can dan dén dé
khang, bién cd bt loi do thubc va tang chi phi diéu tri khong can thiét.
Tai liéu tham khao:
1. B0 Y té (2020), Quyét dinh 5631/0P-BYT vé huréng dian Quan 1y sir dung khdng sinh
tai bénh vién,
2. BO Y té (2015), Huéng dan sir dung khéng sinh
3. BoY té (2018), Duoc thu Quéc gia Viét Nam
4. Lendelle Raymond, PharmD, Eris Cani, BS, PharmD, BCPS, Cosmina Zeana, MD,
William Lois, MD, Tae Park, PharmD, BCPS, BCIDP, 719. Clinical Outcomes of
Single versus Double Anaerobic Coverage for Intra-abdominal Infections, Open
Forum Infectious Diseases, Volume 7, Issue Supplement_1, October 2020, Page
S410

Phan tich danh muc thudc theo phuong phap
ABC/VEN tai Bénh vién da khoa tinh Phi Tho 06 thang
dau nam 2022

Ha Ba Tién
Khoa Duwot
TOM TAT
Pit van dé: Viéc xay dung danh muc thubc st dung cho bénh vién hién nay
van con nhiéu han ché, 1am anh huong dén cac quyét dinh mua thudc caa Hoi dong
thudc va diéu tri nham gép phan nang cao chit lugng danh muc thubc st dung.
Muc tiéu nghién ciu: Phan tich danh muc thudc theo phuong phap ABC va
VEN tai bénh vién da khoa tinh Phi Tho 06 thang nam 2022.
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Phwong phap nghién ciu: Nghién ctu mé ta hdi cau dua trén ma tran
ABC/VEN, tién hanh phan tich hiéu qua kinh té trong viéc st dung thuéc 06 thang
nam 2022 tai Bénh vién da khoa tinh Phu Tho.

Két qua va ban luan: Trén co s& phan tich dit liéu cung tng va st dung thude
06 thang nim 2022 bang phan tich ABC, VEN dé tai cho thay rang viéc xay dung
danh muc thudc c6 ¥ nghia rat quan trong trong t6i wu hoa viéc sir dung kinh phi ciing
nhu dam bao viéc cung &ng thudc chat lugng, kip thai va hiéu qua cho cong tac kham
va diéu tri bénh

Ti 18 nhém 1 (gém AV, AE, AN, BV, CV) Ia nhém quan trong nhat chiém
33,54% vé chung loai va chiém 84,92% GTTT. Ti Ié nhom 11 (gom BE, BN, CE) la
nhoém quan trong it hon nhom I, chiém 62,5% vé ching loai va chiém 14,68% GTTT.
Ti 1& nhoém 111 12 nhém it quan trong nhat chi c6 CN chiém 3,96% vé chung loai va
chiém 0,4 % GTTT.

Co céu tiéu thu cta thue “N” theo phan tich ven chiém 10,51% gia tri tiéu thu.
Co cau tiéu thy ctaa thude “N” theo phan tich ven trong nhom A. Paic biét vai nhom
thudc N phan loai A véi 10 chung loai nhung lai chiém téi 87,14% vé gia tri tiéu thu.
Do vay, HDT&DT c6 thé can nhac giam bt nhém thude N ma dac biét 1a nhém A

Qua phan tich ABC/VEN cho thiy nhém thudc anh huong nhiéu nhat dén ngan
séch thudc 1a nhém A. Nhém thude c6 anh hudng 16n d&én ngan sach ma khong thuoc
nhom thudc sdng con va nhom thuédce thiét yéu 1a nhom thude khdng thiét yéu (N-Non
essential) trong nhom A. Dé cai thién van dé ngan sach thudc, bénh vién can quan
tam 2 nhom nay va quan tdm dén ca 2 yéu tb gia thudc va sé luong st dung.

K&t luan: Bé cai thién van dé ngan sach thudc, bénh vién can quan tdm 2 yéu té gia
thudc va s luong st dung. Tuy nhién ciing can dic biét quan tdm toi nhém thude
CV la nhdm thudc téi can thiét ma gia thanh lai ré nén bénh vién ¢ thé tap trung mua
nhém nay vi ngudn ngan sach dau tu khong cao.

PAT VAN PE

Viéc sir dung thude dung, hop ly s& co tac dung tét trong cong tac phong va
chita bénh, ddng thoi, con tiét kiém duoc chi phi khong dang c6. Hién nay, bang cac
nghién cau tinh hinh sir dung thuéc théng qua phwong phép phén tich twong quan
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gitta lugng thudc tiéu thu va chi phi (ABC), phuong phap phan tich VEN c6 thé gidp
cho Hoi dong thube va

diéu tri (HPT&DT) tai cac bénh vién (BV), gilp cac nha quan 1y xac dinh cac
van dé vé st dung thudc, 1am co sd cho viéc 1ap ké hoach vé: lua
chon thudc; cung cép thudc; du tri thudc,... nham han ché ti da tinh trang ton kho
lam anh huong dén chét luong thudc ciing nhu ting thém céac chi phi ngoai du
kién. Do vay, danh gia téng quat tinh hinh sir dung ngan séach thudc va tac dong can
thiép lva chon st dung thudc tai Bénh vién thdng qua phan tich ABC, VEN 1a mot
chién lugc c6 ¥ nghia to 16n trong viéc nang cao chét luong diéu tri va quan ly kinh té
y té trong bénh vién.

POI TUQNG VA PHUONG PHAP NGHIEN CUU

Poi twgng nghién ciu: Cac bao céo sir dung thudce tai Khoa Dugc - Bénh vién
da khoa tinh Phi Tho tir thang 1/2022 dén thang 6/2022. Danh muc thuéc sir dung tai
Bénh vién da khoa tinh Ph( Tho niam 2022 theo két qua tring thau thudc duoc S¢ Y
té phé duyét.

Phwong phap nghién ciru: Sir dung phuong phap mé ta hoi ciu két qua dua
trén phan tich ABC, VEN dé phan tich thyuc trang st dung thudc 06 thang nam 2022
theo cac budc nhu sau:

Buégc 1: Can clr vao bang phan loai VEN cua t6 chuc y té thé gisi, danh muc
thudc thiét yéu, danh muc thudc chi yéu sir dung tai cac co so kham chira bénh cua
Bo Y té trén co s& tham khao y kién ctia nhom béc si 1am sang tai Bénh vién xay
dung du thao danh muc thudc theo phan loai V, E, N.

Budc 2: Thao luan théng nhat danh muc V, E, N.

Budc 3: Trén co so phan loai tién hanh phan tich A, B, C phdi hop voi phan
tich V, E, N va phan tich ma tran ABC/VEN cac thudc st dung tai Bénh vién 06
thang nam 2022,

Budc 4: Xac dinh danh muc thubc theo phan loai ting nhém thuée 1, 11, 111

Budc 5: Panh gia hiéu qua kinh té caa danh muyc thudc bang phan tich ABC,
VEN.
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KET QUA VA BAN LUAN
Bang 1. Co cdu thudc tiéu thy theo phirong phdp phan tich ABC

S6 lwong TLCL o TLGTTT
Hang . Gia tri (VND)
chiing loai (%) (%)
Nhém A 74 22,56 48.798.372.751 79,83
Nhém B 80 24,39 9.211.771.034 15,07
Nhém C 174 53,05 3.116.579.599 51
Tong sb 328 100 61.126.723.384 100

Nhdn xét: Hang A chiém 22,56% chung loai nhung chiém dén 79,83% gia tri
tiéu thu, c6 80 loai thudc hang B chiém 24,39% va chiém 15,07% gia trj tiéu thy, con
lai 174 loai thuc xép hang C chiém 53,05% va chiém 5,1% gi4 tri tiéu thu thubc
trong bénh vién.

Bang 2. Co cdu thudc tiéu thy theo phirong phdp phan tich VEN

So lwong
. o TLGTTT

Hang chiing TLCL (%) Gia tri (VND) (%)
loai °

\/
129 23,41 9,291,400,092 26,3

E
370 67,15 23,172,087,018 65,6

N
52 9,44 2,860,872,131 8,1
Tong so 551 100 35,324,359,241 100

Nhdn xét: C6 129 loai thubc (chiém 23,41%) la thudc tdi can thiét (Nhom V)
va chiém 26,3% gia tri tiéu thy, 370 loai thudc (chiém 67,15%) la thudc thiét yéu
(Nhém E) va chiém 65,6% gia trj tiéu thu, con lai 52 loai thudc (9,44%) I thudc
khong thiét yéu (Nhém N) va chiém 8,1% gi4 tri tiéu thu ctua bénh vién.
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Bang 3. Co cdu tiéu thu cac nhom thude theo phicong phdp phén tich ABC/VEN

TLCL TLGTTT
Nhém SLCL GTTT (VND)
(%) (%)
|
110 3354 | 51.910.152.662 84,92
(AV,AE,AN,BV,CV)
Il (BE,BN,CE) 205 62,5 8.973.035.987 14,68
111 (CN) 13 3,96 243.534.735 0,4
Téng 328 100 61.126.723.384 100

Nhdn xét: Ty 1é nhom | (gom AV, AE, AN, BV, CV) Ia nhém quan trong nhat
chiém 33,54% vé chung loai va chiém 84,92% GTTT. Ty 1é nhém 1l (gom BE, BN,
CE) 14 nhdm quan trong it hon nhém I, chiém 62,5% Vvé chung loai va chiém 14,68%
GTTT. Ty Ié nhém 111 1a nhém it quan trong nhat chi c6 CN chiém 3,96% vé ching
loai va chiém 0,4% GTTT.

Bang 4. Co cau tiéu thy thusc nhom A theo phan tich VEN

S6 chiing loai Gia trj str dung
Hang A/
i Chiing Ti 1€ chiing L Ti 1€ gia tri
Nhom . . Gia tri (VND)
loai loai (%) (%)

Nhom AV 18 24,32 18.577.457.260 38,07
Nhom AE 46 62,16 25.092.234.252 51,42
Nhém AN 10 13,51 5.128.681.239 10,51

Tong 74 100 48.798.372.751 100

Nhdgn xét: Tieu nhom AV c6 18 thudc chiém 24,32% chang loai, va
chiém 38,07% TLGTTT. Tiéu nhém AE chiém ty trong I6n nhat véi 46 thuéc,
chiém 62,16% vé chung loai va chiém 51,42% TLGTTT trong hang A. Tiéu nhém
AN c¢6 10 thudc chiém 13,51% va gia tri hon 5,1 ty chiém 10,51%.
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Bang 5. Nguon ngan sach co thé tiét kiém so véi tong gia tri tidu thy

Thubc N S6 ;
R Gia trij tiéu Phan tram so voi
theo phan | chiing 2 o
thu tong gia tri tieu thu

loai ABC loai

A 10 5.128.681.239 87,14

B 4 513.122.864 8,72

C 13 243.534.735 4,14

Tong 27 5.885.338.838 100

Nhdn xét: Tong gia tri tiéu thu ma HPT&DT c6 thé can nhac giam bét khoi
DMT so v&i tong gié tri tiéu thu cua bénh vién. Bic biét vai nhém thude N phan loai
A véi 10 chang loai nhung lai chiém toi 87,14% vé gia tri tiéu thu.

KET LUAN

Xac dinh nhom thuéc 1, 11, 111 dwa trén ma tran ABC/VEN

Ty 18 nhom | (gom AV, AE, AN, BV, CV) la nhém quan trong nhat chiém
33,54% vé chung loai va chiém 84,92% GTTT. Ty Ié nhém 11 (gém BE, BN, CE) la
nhém quan trong it hon nhom I, chiém 62,5% vé chiung loai va chiém 14,68% GTTT.
Ty 1& nhom 111 12 nhom it quan trong nhat chi c6 CN chiém 3,96% vé chiang loai va
chiém 0.4% GTTT.

Panh gia hiéu qua kinh té cia Danh muc thuéc bénh vién

Co céu tiéu thu cta thue “N” theo phan tich ven chiém 10,51% gia trj tiéu thy.
Co cau tiéu thy caa thude “N” theo phan tich ven trong nhom A. Dic biét véi nhom
thudc N phan loai A véi 10 chiing loai nhung lai chiém téi 87,14% vé gia tri tiéu thy.
Do vay, HDT&DT c6 thé can nhac giam bt nhom thude N ma dac biét 13 nhom A,

Qua phan tich ABC/VEN cho thay nhém thudc anh huong nhiéu nhat dén ngan
sach thudc 1a nhém A. Nhom thude c6 anh huong lén dén ngan sach ma khéng thudc
nhom thudc séng con va nhom thude thiét yéu 1a nhom thude khong thiét yéu (N-Non
essential) trong nhom A. Dé cai thién van dé ngan sach thubc, bénh vién can quan
tam 2 nhom nay va quan tdm dén ca 2 yéu tb gia thudc va soé luong st dung.
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1. Statin: liéu ding khuyén cao ¢ nguoi Chau A

Mot s6 nghién ctiru da ghi nhan cac chung toc co dap ung khac nhau véi cac
thudc nhom statin. Véi nguoi bénh nguoi Nhat Ban, liéu statin thap hon da ching
minh giam nguy co twong d6i mac bién ¢ tim mach tuong tu so véi ngudi Chau Au
st dung statin liéu cao hon. Trong thuc hanh 1am sang, liéu téi da atorvastatin tai
Nhat Ban duoc khuyén cdo 1a 40 mg/ngay, trong khi muc liéu nay tai Hoa Ky 1a 80
mg/ngady. Co quan Quan ly Thuc pham va Duoc pham Hoa Ky (FDA) ciing khuyén
cao giam liéu rosuvastatin & ngudi bénh Chau A vi céc nghién cau dugc dong hoc
cho thay néng @6 thudc trong mau ¢ ngudi Chau A cao gap 2 1an so véi nguoi da
tring khi sir dung cing mac lidu rosuvastatin. Liéu t6i da cac statin hién co tai Nhat
va Cac nudc phuong Tay duoc mo ta trong Bang 1.

Bang 1. Liéu téi da cua cac thusc nhdm statin tai Nhdt Ban va Hoa Ky
Rosuvastat Pitavastat Atorvastat Simvastat Pravasta Fluvastati

in in in in tin n
Nhat
: 20 4 40 20 20 60
(mg)
Hoa
Ky 40 4 80 80 80 80
(mg)

Chuong trinh DISCOVERY dugc thuc hién nham xac dinh kha ning giam bién
¢ tim mach khi st dung rosuvastatin, bao géom mat loat cac thar nghiém trén 14.000
ngudi bénh tai mot s6 quéc gia. Ngoai ra, hiéu qua 1am sang trong mot sé6 nhém quan
thé khac nhau va dap ung cua lipid huyét véi rosuvastatin va atorvastatin giita nguoi
Trung Quéc va ngudi da tring ciing duoc phan tich. Nghién ciu nay so sanh ty 18
thay d6i LDL-C khi sir dung rosuvastatin va atorvastatin & nguoi bénh tang lipid mau
loai 11a hoic 11b giita ngudi Trung Qubc va ngudi da trang, dugc thuc hién bang céc
nghién ciru nhd nhu DISCOVERY-Hong Kong, DISCOVERY-Chau A, DISCOVERY-Alpha,
DISCOVERY-Netherlands, DISCOVERY-PENTA, DISCOVERY-UK, DISCOVERY-Triple
Country, va cac co so dir liéu khac. Muc giam LDL-C véi rosuvastatin (10 mg) ¢
ngudi bénh nguodi Trung Quéc 16n hon dang ké so véi nguoi phuong Tay (-52,8% so
V6i -40,9 dén -49,7%) trong khi khong c6 su khac biét dang ké khi s dung
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atorvastatin (10 mg). Két qua tir mot phan tich gop cho thy twong quan giira liéu
statin va dap tng giam LDL-C cua rosuvastatin va atorvastatin tuong tu & nguoi
phuong Tay va ngudi Chau A, trong khi liéu statin & nguoi phuong Tay cao hon
ngudi Chau A tir 3-4 lan. Trong bao cdo nay, dé giam > 40% LDL-C can sir dung
atorvastatin liéu 80 mg hoac rosuvastatin liéu 40 mg & nguoi phuong Tay, trong khi
dé dat két qua tuong tu ddi véi ngudi Chau A thi muc lidu twong wng 12 18,9 mg hoic
14,1mg. Ngoai ra, thoi gian can su dung statin dé ha lipid mau ¢ ngudi phuong Tay
dai hon déng ké so véi nguoi Chau A. Cu thé, thoi gian str dung rosuvastatin dé giam
LDL-C dén mic myc tiéu & nguoi Chau Au so voi ngudi Chau A lan luot 12 24,0 va
10,3 thang. Thoi gian nay vai atorvastatin lan luot 1a 22,0 va 7,8 thang (Bang 2).
Bdng 2. So sanh ddp 1ng véi rosuvastatin hogc atorvastatin giiza nguoi Chau A

va nguoi phuwong Tay
Rosuvastatin Atorvastatin
. Nguoi . .
Nguol Nguol Nguol
i phuong A .
Chau A - p Chau A phuong Tay p
(N=304) ’ (N=366)  (N=772)
(N=869)
LDL-C ban 123,1 + 124,2 + 124,1 £ 129,8 £
X 0,93 0,61
dau 14,6 51 12,7 14,2
LDL-C sau 61,9 +
67,2+ 13,8 064 729+142 731%41 0,97
dé 0,9
Ty I€ giam 499 +
440+4,8 0,22 40,7+55 43,0%21 0,60
LDL-C (%) 2,6
Liéu statin 40,0+ 0,00
141+49 189+29 80,0+00 <0,001
(mg) 0,0 6
Thoi gian
X 240+ 0,01
dieu tri 10,3+ 3,7 0.0 5 7822 220+28 <0,001
(thang) ’

Téc gia Yang va cong sy da phan tich gop 36 thir nghiém ngau nhién dé kiém
tra twong quan giita dap Gng giam LDL-C véi liéu luong cua rosuvastatin ¢ cac
chung toc khac nhau. Két qua cho thay khéng c6 sy khac biét dang ké vé méi lién
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quan giira liéu luong va dap wng giam LDL-C bang rosuvastatin ¢ ngudi phuong Tay
va nguoi Chau A. Ddi vai atorvastatin, duge dong hoc cua thudc khdng cé sy khéc
biét gitta ngudi phuong Tay va ngudi Chau A. Pdi véi simvastatin, thir nghiém
Intervention Lipid tai Nhat Ban ghi nhan LDL-C giam 26,0% khi sir dung simvastatin
licu 5mg. Trong khi d6, ngudi phuwong Tay chi dat mirc giam LDL-C tuong tu khi st
dung simvastatin liéu cao hon (20 — 40 mg/ngay).

Co ché cu thé vé su khéc biét trong dap (ng vai statin gitta ngudi Chau A va
ngudi phuong Tay chua dugc lam sang to day du. Bén nay, mot sé nghién ciu di bao
cao yéu tb di truyén co lién quan dén su khac biét trong dap ung vai statin va phan
ng ¢6 hai cta cac thude nay, diéu nay co thé giai thich su khéac biét vé chang toc
gitta nguoi Chau A va nguoi phuong Tay. Mot nghién cau trén toan bo bo gen o
nguoi bénh duoc diéu tri bang simvastatin da phat hién duoc méi lién quan dang ké
gitra cac da hinh don nucleotid (SNP) nam trong gen SLCO1B1 trén nhiém sic thé sb
12 va phan ng c6 hai trén co cua statin. SLCO1B1 ma héa polypeptide van chuyén
anion hiru co 1B1 (OATP1B1) dugc biéu hién trén mang day cua té bao gan va co thé
tao diéu kién cho gan hap thu mot s loai thude nhu cac statin ngoai trir fluvastatin.

Pa hinh SLCO1B1 bao gom hai SNP (388A > G, 521T > G) va bon haplotype
(SLCO1B1*1a, SLCO1B1*1b, SLCO1B1*5, SLCO1B1*15). SLCO1B1*1a la loai
nguyén thuy, SLCO1B1*1b c6 1 SNP (388A > G), SLCO1B1*5 c6 mot SNP khac
(521T > G) va SLCO1B1*15 c6 ca hai loai SNP. Hoat dong van chuyén tai té bao
gan tang ¢ nguoi c6 SLCO1B1*1b va giam ¢ nguoi c0 SLCO1B1*5. Hoat dong van
chuyén giam dang ké ¢ nguoi mang bién thé gen SLCO1B1*15. Tan suat 4 kiéu
halotype khac nhau gitra cac chung toc, diéu nay co thé anh huéng dén dap ang véi
statin cua cac chung toc khac nhau (Bang 3).

Bang 3. Sur khac biét va tan sudt 4 halotype trong gen vdn chuyén thudc ¢ cac chuing
toc khac nhau
Tan suit alen

Nhat Ban Nguoi My goc Chau Au Nguoi My goc Phi
SLCO1B1*1a 0,33 0,61 0,22
SLCO1B1*1b 0,47 0,25 0,76
SLCO1B1*5 0 0,02 0
SLCO1B1*15 0,17 0,14 0,01
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Yéu tb di truyén chinh quyét dinh dén duoc dong hoc cua rosuvastatin 1a da
hinh 421C>A trong gen van chuyén thuéc ABCG2. Nhimg ngudi mang alen bién thé
c6 ndng do rosuvastatin trong huyét twong cao gap 2 l1an so voi nhitng ngudi mang
kiéu gen nguyén thuy (wild-type). Tac dung giam LDL-C cua rosuvastatin ciing bi
anh huong boi bién thé di truyén. Pa hinh ABCG2 ¢ nguoi Pong A phd bién hon
ngudi phuong Tay, diéu ndy dan t6i sy khac biét vé dugce dong hoc va dap tng giam
lipid khi str dung rosuvastatin gitra hai chung toc.

Mot phan tich di truyén quy mé 16n trén 148 SNP trong 10 gen tham gia vao
qué trinh sinh tong hop cholesterol, van chuyén cholesterol va chuyén hoa statin da
duogc thuc hién. Phan tich danh gia mac giam lipid khi sir dung pravastatin ¢ 1.536
nguoi tham gia, cac chiang toc nay c¢6 2 SNP (SNP 12 va SNP 29) trong gen ma hoa
enzym HMG-CoA reductatse lién quan dang ké dén hiéu qua giam LDL-C cua
pravastatin. O cac ngudi bénh cd alen hiém ¢ ca 2 SNP, hiéu qua ha cholesterol toan
phan giam 22% va LDL-C giam 19% so v&i cac ngudi bénh khac.

Hau hét phan tng cd hai cua statin déu lién quan dén liéu dung. Trong do,
ngudi bénh c6 nguy co tén thuong co 16n hon khi st dung statin liéu cao hon. Cy thé,
ty 1¢ viém co ghi nhan dugc trong cac thir nghiém 1am sang cua simvastain lan luot 12
la 0,02%; 0,07% va 0,3% khi st dung thudc véi cac mac lidu 20 mg/ngay, 40
mg/ngay va 80 mg/ngay. Tinh an toan cua rosuvastatin da dwoc ching minh trong
mot thir nghiém ¢ 17.802 ngudi truong thanh khoe manh. Két qua nghién cau cho
thay doc tinh trén co cua rosuvastatin véi licu 20 mg/ngay tuong tu gia dugc. Tuy
nhién, truong hop ngudi bénh bi tidu co van khi sir dung rosuvastatin liéu cao (40
mg) di dugc bao céo, dic biét & nguoi bénh c6 nguy co mac bénh co. FDA khuyén
c40 nén can nhic khoi dau diéu tri rosuvastain & mic 5 mg/ngay, doéng thoi chi st
dung lidu 1én dén 20 mg/ngay khi chua dat muc tiéu diéu tri LDL-C véi cac muc lidu
thap hon & nguoi bénh ngudi Chau A. Ty Thong tin san pham cia rosuvastatin luu
hanh tai Anh ciing chdng chi dinh str dung liéu 40 mg vé&i ngudi bénh nguoi Chau A,
Gan day, Cuc Quan 1y Dugc Viét Nam ciing da co quyét dinh sé 186/QD-QLD ngay
19/04/2022 vé viéc thu hoi Giay dang ky luu hanh thudc, thu hdi thude luu hanh trén
thi truong cac thudc chira hoat chat rosuvastatin 40 mg. Khuyén céo chan doan va
diéu tri lipid méau caa Hoi Tim mach hoc Viét Nam 2015 huéng dan liéu dung caa
mot s6 statin theo mirc do ha LDL-C duoc trinh bay trong Bang 4.
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Bang 4. Liéu dung statin

Liéu phap statin Liéu phap statin cwong Liéu phap statin
cwong do cao (mg/ngay) do trung binh cwong do yéu (mg/ngay)
(mg/ngay)

Ha LDL-C >50% Ha LDL-C 30% dén < HaLDL-C < 30%
50%

Atorvastatin 40 mg Atorvastatin 10 - 20 mg  Simvastatin 10 mg

Rosuvastatin 20 mg Rosuvastatin 5 - 10 mg Pravastatin 10 - 20 mg
Simvastatin 20 - 40 mg Lovastatin 20 mg
Pravastatin 40 mg Fluvastatin 20 - 40 mg
Lovastatin 40 mg Pitavastatin 1 mg

Fluvastatin XL 80 mg
Fluvastatin 40 mg
Pitavastatin 2 - 4 mg

Phan ng c6 hai lién quan dén co cta statin van I1a phan @ng c6 hai quan trong -
mot trong nhitng nguyén nhan chinh dan dén khong tuan tha va/hoic nging diéu tri,
gop phan gay ra bién cb tim mach. Cac hoi ching lién quan dén co khi st dung statin
bao gém dau co, viém co, yéu co, ton thuong co. Khi xuét hién triéu chung trén co,
c6 thé danh gia mbi lién quan giira thuéc va phan @ng c6 hai dua vao thang diém
SAMS-CI (Statin-Associated Muscle Symptom Clinical Index) (Hinh 1). Dé xur tri
phan tng can ngung sir dung statin, danh gia cac nguyén nhan khac co thé dan toi
phan tng va xem xét thoi gian cai thién phan ang. Tay thudc vao s diém SAMS-CI
va tinh trang hoi phuc sau khi nging thudc, ¢ thé khoi dau lai bang statin da sir dung
véi lidu thap hon, str dung ché d¢ liéu cach ngay hoic chuyén sang loai statin khéc.
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Thang diém ddnh gid cdc triéu ching trén cd lién quan dén statin
{Statin-Associated Muscle Symptom Clinical Index - SAMS-CI)
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2. Nhiem nam phoi xam lan

2.1. Cén nguyén gdy bénh nhiém nam phdi xam ldan

C6 rat nhiéu loai nam c6 kha niang gay bénh nhiém nam xam lan & phoi, trong
d6 céc tac nhan chinh bao gdm Aspergillus, Cryptococcus, Pneumocystis va 1 sé loai
nam dic hitu. Cac nghién ctu trén thé gisi cho thdy tac nhan thuong gap nhat 1
Aspergillus spp. Tong két vé dich t& hoc nhidm nim tai Bic My cho thay, Aspergillus
la thc nhan chinh gay nhiém nam phdi xam lan ¢ khu vuc nay. Tai Pai Loan, theo
nghién ctru cua Chen va cong su nam 2018, khao sat trén 2083 nguoi bénh co bénh ly
huyét hoc 4c tinh dugc chan doan nhiém nam phdi xam lan, cin nguyén nam
Aspergillus chiém t&i 77,6%, con lai 1 ty 1é nho Cryptococcus va Mucorales (twong
ang 13 7,8% va 3,4%) .

Theo nghién ctu cia Nguyén Nhi Ha tai Bénh vién Bach Mai (2017),
Aspergillus ciing 1a cin nguyén chinh trong s6 cac loai nAm gay nhiém tring xam lan
phan lap dugc trén bénh pham duong hd hap, véi ty 16 98,2%.

Nhiém ndm phéi xam lén do Aspergillus Aspergillus 1a mot trong nhiing loai
nam gay bénh pho bién nhat, véi kha nang xam nhap co thé thong qua dudng hod hap
va gay ra tinh trang nhiém tring & phoi.

Nhiém nam Aspergillus ph6i xam 1an 1a bénh Iy nghiém trong, khéng chi ¢
nhitng ngudi bénh suy giam mién dich ma con & nhimg ngudi bénh bénh ning va
nhitng ngudi mac bénh phdi tic nghén man tinh (COPD). Trong hai thap ky qua,
bénh dang c6 xu hudng ting 1én do tinh trang st dung rong réi cac liéu phap tc ché
mién dich va hoa tri liéu trong diéu tri ung thu. Dac biét, trong nhitng nim gan day,
Aspergillus da tré thanh tac nhan gay nhidm nam xam Ian noi troi nhat trong khi ty l¢
nhiém nim Candida c6 xu hudng giam. Theo dir liéu cong b tai 40 qubc gia, ty 16
nhiém Aspergillus xam lan hang nam wéc tinh khoang 81927 ca trong s6 2000 triéu
nguoi, dang hang thtr 2 trong sé cac truong hop nhiém ndm xam lan néi chung [91].
Ty 18 tir vong do Aspergillus twong d6i cao. Theo Meersseman va cong su (2004, n =
1.850), ty 18 nhidm ndm xam lan do Aspergillus 1a 6,9%, trong d6 80% ngudi bénh tir
vong. Mot nghién ctu khéac cua Taccone va cong su (2016, n = 563) cho thay, 47%
nhidm nam Aspergillus xam 1an, trong d6 94% nhiém nam phdi, ty I¢ tir vong 1a 38%.
C6 nhiéu loai Aspergillus gay bénh khac nhau, trong d6 phan lén céc tac nhan thuong
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gap la A. fumigatus, A. flavus, A. Niger, A. terreus va A. nidulans. Mac du A.
fumigatus 1a phé bién nhat, tuy nhién ngay cang c6 nhiéu bao cao vé nhiém nam phi
& nguoi bénh ung thu do cac tac nhan khac gay nén.

Tai Trung tdm H6 hap, Bénh vién Bach Mai, Aspergillus ciing 1a cin nguyén
gay nhidm nim xam lan thuong gap nhat, chiém 72%, xac dinh dugc théng qua xét
nghiém md bénh hoc, té bao hoc hay phan lap duoc thong qua bénh pham dom, dich
phé quan va dich mang phéi. Vé dinh danh loai, tai Trung tdm chi phan lap dugc 2
loai Ia A. fumigatus va A. flavus, trong d6 can nguyén chinh 1a A. Fumigatus

Nhiém nam phéi xam lé@n do mgt sé loai nam khac.

Cac loai nim gay bénh nim phdi xdm lan khac nhu Cryptococcus, Mucorales
hay cac loai khac chu yéu xay ra trén nhitng ngudi bénh ¢ suy giam mién dich.
Nhin chung, ddy 14 cic tac nhan it gip hon trong nhiém nam pho6i xam lan, nhung
bénh nam do céc tac nhan nay c6 xu hudng gia ting trong nhitng nim gan day véi ty
& tir vong tuong ddi cao. Pong thoi, bénh nAm xam lan do cac tac nhan nay co thé
dan dén nhiing bién ching nghiém trong, tiéu biéu 1a Cryptococcus véi nguy co bién
chting viém mang ndo. Bénh nam xam lan do cé4c loai nim dic hiru nhu Hitoplasma,
Blastomyces hay Coccidioides co ty I¢ tir vong cao ngay ca trén nguoi bénh khéng co
suy giam mién dich nhung thuong chi xuat hién & mot s khu vuc dia ly nhat dinh, vi
du nhu Paracoccidioides dugc tim thay cha yéu ¢ Chau My Latinh.

2.2. Yéu té nguy co nhiém ndm phéi xam lan

Nhiém ndm phoi xam lan dic biét pho bién va co ty Ié tir vong cao trén dbi
tuong ngudi bénh co nguy co cao. Vi vay, viéc nhan dién d6i tuong ngudi bénh cd
nguy co cao dong vai trd quan trong, gitip ting hiéu qua diéu tri va giam ty Ié tu
vong. Déi tuong co nguy co cao ddi vai Aspergillus phdi xam l4n 1a nhiing nguoi
bénh suy giam mién dich, nhu nhiém HIV/AIDS, ghép tang ran, sir dung liéu phép tc
ché mién dich hoic corticosteroid, bénh u hat man tinh hoic cac tinh trang suy giam
mién dich khac. Trong d6, giam bach cau trung tinh kéo dai la yéu té nguy co doc lap
quan trong nhat, cha yéu lién quan dén leukemia cap, hoi chung réi loan sinh tay
giam dap ung véi hda tri va ngudi bénh ghép té bao géc tao mau. Nguy co nhidm
nam phoi Aspergillus xam lan ting dan theo thoi gian kéo dai giam bach cau trung
tinh, va 1én dén 70% sau 34 ngay giam bach cau trung tinh. Cac yéu t nguy co khac
duoc bao céo bao gom: tudi cao, bénh ly huyét hoc &c tinh, ciy ghép té bao gdc di
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ghép, c6 bénh ghép chbng chi GVHD, sir dung khang sinh phd rong dai ngay, diéu
tri infliximab hozc chat uc ché TNF khéc, nguoi bénh c6 bénh phéi tic ngh&n man
tinh, bénh xo gan, suy than cap, bong ning, suy dinh dudng va sau phau thuat,... Phan
l6n cac bénh nam xam lan phoi véi cac tac nhan khac cling chii yéu xay ra trén doi
tugng ngudi bénh ¢ suy giam mién dich. Do d6 chién lugc chinh dé kiém soat cac
bénh nhiém trung nay 1a giam thiéu tdi da céac thudc ac ché mién dich, s dung chét
kich thich mién dich va nhanh chéng kiém soat cac bénh Iy nén, nhu nhiém HIV, dai
thao dudng, giam bach cau do hoa tri.

2.3. Chdn dodn nhiém nam phéi xam ldn

Tiéu chuan chan doan nhidm nam phdi xam lan da duoc xay dung va sta doi
theo dong thuan cua To chac Nghién ctu va Diéu tri ung thu Chau Au (European
Organisation for Research and Treatment of Cancer - EORTC) va Nhém Nghién cuau
vé nhidm nam, Vién cac Bénh di tng va Nhiém tring Quéc gia Hoa Ky (Mycoses
Study Group, National Institute of Allergy and Infectious Diseases - MSG) nam
2008. Theo d6, ngudi bénh duoc chan doan ndm phdi xam 1an thudc 1 trong 3 nhom:
chac chan (proven), nhiéu kha ning (probable), c6 thé (possible) dua vao viéc xac
dinh céc yéu t6 vé co dia ngudi bénh, tinh trang 1am sang va bang chiing vé nam.,

Chdn dodn nhiém nam phéi Aspergillus xam lan

Aspergillus 1a tac nhan gay nhiém nam phdi xam lan thuong gap nhét tai cac
don vi hd hap. C6 3 bo tiéu chuan chan doan nhiém nam phoi xam lan do Aspergillus
thuong dugce dé xuat sir dung trong thuc hanh 1am sang. Bo tiéu chuan EORTC/MSG
duoc xay dung boi dong thuan caa To chire Nghién ctu va Diéu tri ung thu Chau Au
(European Organisation for Research and Treatment of Cancer - EORTC) va Nhom
Nghién ctiu vé nhiém nam, Vién cac Bénh di ang va Nhiém tring Quéc gia Hoa Ky
(Mycoses Study Group, National Institute of Allergy and Infectious Diseases - MSG),
stra d6i nam 2008, duoc sir dung chu yéu trén ddi twong nguoi bénh ¢ bénh Iy huyét
hoc &c tinh. Bulpa da dé xuat mot bo tiéu chuan khac trong nam 2007 dic biét dé su
dung cho ngudi bénh c6 bénh phdi tic ngh&n man tinh (COPD) tai cac don vi hd hap,
bo tiéu chuan nay di dwoc sira ddi vao ndm 2017. Theo ca hai bo tiéu chi, ngudi bénh
duoc chan doan nhidm Aspergillus phdi xam lan dugc phan loai theo 3 nhém: chic
chan (proven), nhiéu kha ning (probable) va c6 thé (possible). Mot b tiéu chi thir ba
dugc dua ra boi Vandewoude va cong su nam 2012, st dung trén ngudi bénh nang
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diéu tri tai Khoa Hoi s tich cuc, voi tiéu chi dau vao 1a nguoi bénh co két qua
duong tinh voi Aspergillus thdng qua nudi cdy bénh pham duong hd hap dudi. Bo
tiéu chuan nay phan loai ngudi bénh 1a nhiém Aspergillus phéi xam lan chic chén
(proven) hoic gia dinh (putative), trong d6 mirc do gia dinh (putative) c6 thé duoc coi
la nhiéu kha nang (probable) trong hai bo tiéu chi dugc dé cap o trén. Chan doan
nhim nam Aspergillus phdi xam lan théng qua viéc xac dinh cac yéu té vat chu (co
dia ngudi bénh), bang chang vé nam, triéu chang 1am sang va cac chan doan hinh anh

cho thay tinh trang nhiém tring tai phoi.

3. Thudc su dung trong
diéu tri nhiém nam phaoi
Xam lan

3.1. Nhom polyen

Cac thudc khang nam thudc nhom
polyen bao gom  nystatin  va
amphotericin B, tuy nhién chi co
amphotericin B (AmB) dugc lya chon dé
diéu tri nhiém nam xam lan. Dang quy
udc cua amphotericin B 1a amphotericin
B deoxycholat, 1a moét lya chon co ban
trong diéu tri cac bénh nhiém nam nang,
dic bigt 1a cac bénh de doa dén tinh
mang, bao géom bénh nim xam lan do
Aspergillus, Cryptococcus, Candida, va nhiém
nam xam lan nghiém trong do Histoplasma,
Blastomyces, Coccidioides...

Co ché tac dung chinh caia AmB
la lién két vai ergosterol & mang té bao
ctia c4c loai nam nhay cam. Sy tuong tac
ndy din dén su thay doi tinh tham cua

mang, gay ly giai cac thanh phan quan
trong cua té bao va dan dén két qua cudi
cung 1a chét té bao. Ngoai ra, AmB con
gay doc té bao nam bang céach peroxid
hoa lipid va tc ché bom proton cua
mang té bao. Tuy nhién, do AmB ciing
lien két véi cac sterol khac (vi du nhu
cholesterol) nén viéc su dung bi han ché
do nguy co gay cac tac dung khong
mong mudn trén ngudi bénh, dic biét 1a
doc tinh trén than. Vé dugc dong hoc, do
su han ché vé kha nang hoa tan ciing nhu
sinh kha dung duong udng, AmB luén
duoc sir dung théng qua duong truyén
tinh mach. AmB phan phdi vao nhiéu
md, bao gom gan, 14 lach, phéi, than,
dich ndo tay va gan két véi protein cao
(90%). Nong do6 dinh cua thudc dao
dong trong khoang 0,5 - 2 mg/l véi liéu
30 — 50 mg, thoi gian ban thai tir 24 - 48
gid. Con duong chuyén hdéa cua AmB
van chua thuc sy rd rang, chi 2,5 - 5%
thudc duoc thai trir qua dudng nuéce tiéu
dudi dang con hoat tinh va mét lugng
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nhoé dugc thai trir qua duong mat. Thai
trir hodn toan co thé trong vai tuan dén
vai thang sau khi diéu tri va khdng loai
bo duoc hoan toan théng qua loc mau.
AmB 12 mét trong nhiing thuc khéang
nam cd pho rong nhat, thé hién hoat tinh
chéng lai mot loat cac loai nam men,
nam sgi nhu Cryptococcus spp., Candida

spp., Aspergillus spp., va mot sb loai nim
ludng hinh bao gom Histoplasma. capsulatum,
Blastomyces dermatitidis, Coccidioides immitis,
Coccidioides posadasii va Paracoccidioides spp..
Pa phat hién mot sb ching dé khang véi AmB
bao gém Candida lusitania, Trichosporon spp.,
Geotrichum spp., Scedosporium spp., Fusarium
spp. va Aspergillus terrus.

Mic di c6 hoat tinh diét nAm manh, nhung viéc sir dung AmB thudng bi han
ché boi nguy co giy doc tinh cao trén nguoi bénh. Cac tac dung khdng mong muén
thuong gap cia AmB bao gdém doc tinh trén than, phan ang tiém truyén, bat thuong
dién giai va ton thuong gan. Dang quy udc cia AmB |1a amphotericin B deoxycholat
c6 nguy co doc tinh than cao va dac biét nghiém trong trén nhirng nguoi bénh co
nguy co cao nhu st dung dong thoi cac thude co doc tinh trén than. Bidu ndy dan dén
su ra doi cua cac dang bao ché méi cua amphotericin B [86]. Ngoai amphotericin B
dang deoxycholat, hai dang lipid ctia amphotericin B d duoc phét trién va dang dugc
st dung hién nay la amphotericin B dang liposom va dang phuc hop lipid. Cac thudc
nay cd su khac biét vé ché d liéu va doc tinh so véi dang quy wée, nhung nhin chung
déu co6 doc tinh trén than it hon rd rét so voi amphotericin B dang quy udc. Cac dang
lipid ciia amphotericin B khong c6 hiéu qua diéu tri cao hon so voi amphotericin B
dang quy wdc, dong thoi chi phi diéu tri ciing 16n hon nhiéu so véi amphotericin B
dang quy uéc. Do vay, chi dinh rd rang nhat d6i véi cac dang lipid caa amphotericin
B la trén nhitng nguoi bénh c6 nguy co cao suy than hoac nguoi bénh dang str dung
cac thudc co doc tinh trén than.

Trong diéu tri nhidm nam phoi Aspergillus xam 1an, AmB duoc khuyén cao
diéu tri thay thé cho nguoi bénh khéng dung nap hoic dé khang véi voriconazol.
Thudc ciing dugc khuyén céo 1a lua chon uu tién trong diéu tri kinh nghiém hay diéu
tri dinh hudng trén nhitng ngudi bénh co nguy co cao nhiém nam phoi Aspergillus
xam lan. Do c6 phé khang ndm rong, AmB ciing dugc khuyén cao trong diéu tri
nhiém nim phdi xam lan do cac tac nhan khac nhu Cryptococcus, Murcorales,
Coccidioides. Tuy nhién, AmB da bj han ché str dung trong nhimg niam gan day do
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nguy co gap doc tinh nghiém trong cua thudc ciing nhu sy ra doi caa nhiéu thudce
khang nam c6 tinh hiéu qua va an toan cao hon.

3.2. Nhém azol

Cac thubc khang ndm dan chit imidazol va triazol dugc st dung nhiéu nhat
hién nay trén 1am sang. Tuy nhién nhom imidazol khong dugc sir dung trong diéu tri
nhiém ndm phoi xam lan. Céc thudc thudc nhém triazol dugc dung trong diéu tri
nhidm ndm phéi xam lan bao gém: fluconazol, itraconazol, voriconazol, posaconazol
va isavuconazol.

Tuong tu nhu cac polyen, cac thudc triazol ¢ hoat tinh khang nim thdng qua
nhiam muc tiéu vao ergosterol, thanh phan sterol chinh & mang té bao cua nhiéu loai
nam gay bénh. Cu thé, thong qua viéc Gc ché enzym 14a-demethylase (lanosterol
demethylase), mot enzym phu thudc cytochrom P450 cia nam, cac thudc khang nam
triazol 1am giam téng hop ergosterol mang té bao, 1am giam tinh lvu dong cua mang,
dan dén tich tu cac methylsterol doc hai, 1am nging phat trién va gay chét té bao
nam.

Do i luc véi cac enzym cytochrom P450 khac nhau giita cac thubc, nén hiéu
lyc va pho tac dung cua cac thude trong nhom ciing khac nhau. Pong thoi su tc ché
khéng chon loc trén enzym cytochrom cua té bao ngudi giai thich cac tac dung khdng
mong muén va tuong tac thudc ghi nhan duoc trén thyc té 1am sang caa nhom azol.
Pic tinh duge dong hoc cua cac thube trong nhom triazol twong ddi khac biét. Mic
di tat ca cac thude déu co dang dung duong udng, nhung kha ning hap thu cta céc
thudc rat khac nhau. Fluconazol c6 sinh kha dung cao (hon 90%), déng thoi hap thu
khong bi anh huong béi thic an, pH da day hay phau thuat da day - rudt. Trong khi,
itraconazol c6 sinh kha dung chi khoang 55% va bi anh hudéng dang ké boi thirc in va
pH. Ngoai ra, véi itraconazol, hap thu thudc con bi anh huong boi dang bao ché,

ltraconazol dang vién nang duoc toi wu hoa hap thu khi cé thuc an va axit da
day, trong khi d6, dang dung dich dugc khuyén céo str dung khi déi. Voriconazol va
isavuconazol ¢ sinh kha dung duong udng déu rat cao, twong ng la 96% va 98%.
Posaconazol ¢6 2 dang bao ché dung duong udng, dang hén dich udng va dang vién
giai phong kéo dai, trong d6 dang hdn dich udng c6 sinh kha dung thap hon dang ké
va thuong duoc s dung cling Véi thirc an giau chat béo dé cai thién kha niang hap
thu. Cu thé, sinh kha dung posaconazol khi udng lac d6i dao dong tir 8% - 47% va

TAP SAN THONG TIN THUOC - SO 10 48



CAP NHAT THONG TIN AN TOAN THUOC

tang hon 400% khi st dung cuing thie dn giau chat béo. Hap thu cua posaconazol va
isavuconazol dang vién giai phong kéo dai déu khéng phu thudc vao bita an, nén co
thé ubng lic doi. Trong cac thudc triazol, fluconazol 1a thudc duy nhat thai trir cha
yéu qua than, véi khoang 60 - 80% thudc c6 mat trong nuéc tiéu dudi dang con hoat
tinh, cac thudc con lai trong nhom déu thai trir cha yéu qua gan théng qua hé enzym
cytochrom P450, trong d6 chuyén hoa cua voriconazol bi anh huéng dang ké bai yéu
t di truyén. Do d6 cac thudc khang ndm azol thudng gay ra nhitng tuong tac thudc
lien quan dén hé enzym nay. Voriconazol cd thdi gian ban thai twong dbi ngan
(khoang 6 gid). Thoi gian béan thai caa fluconazol, itraconazol déu khoang 30 gio.
Thoi gian béan thai cua posaconazol phu thudc nhiéu vao dang bao ché, cé gia tri dao
dong tir 27 — 35 gio. Isavuconazol co thoi gian ban thai khoang 110 — 115 gio, dai
nhét trong cac thudc khang nam triazol.

Phd tac dung cua cac thuéc khang ndm trong nhom triazol rat khéc nhau.
Fluconazol c6 phé hep nhat trong tat ca cac thudc va chi gisi han & Candida spp.,
Cryptococcus neoformans va nam ludng hinh. Tuy nhién, MIC cua fluconazol trén
nam ludng hinh tuong ddi cao, do dé fluconazol thudng it dwoc sir dung trén cac tac
nhan nay. Itraconazol c6 pho hoat dong twong tu fluconazol nhung cé bo sung thém
mét s6 chung Aspergillus bao gom A. fumigatus, A. flavus, A. nidulans va A. terreus.
Voriconazol, isavuconazol va posaconazol duoc coi 1a cac thuéc khang nam triazol
phd rong. Phé tac dung caa voriconazol bao gdm cac loai nhu Candida spp. (bao gom
ca C. krusei), Aspergillus spp., Scedoporium apiospermum, Fusarium spp.,
Cryptococcus spp., va nam ludng hinh. Dac biét, voriconazol c6 pho tac dung trén
hau hét cac tac nhan Aspergillus spp., bao gom ca A. terreus khang amphotericin B.
Isavuconazol ciing c6 phd tac dung trén hau hét cac chung Candida spp. va
Aspergillus spp.; Ngoai ra, isavuconazol thé hién hoat tinh manh trén Cryptococcus
spp., cling nhu c4c loai ndm ludng hinh nhu B. dermatitidis, Coccidioides immitis va
H. capsulatum. Posaconazol 1a thuc c6 pho rong nhat trong nhém triazol. Ngoai phd
tic dung twong tuy nhu voriconazol, posaconazol con co6 hoat tinh trén nam
Zygomycetes.

Nhin chung, cac thuc triazol dugc dung nap tuong doi tot. Cac tac dung khong
mong mudn phd bién nhat caa cac thudc nhém triazol bao gom phéat ban, nhire dau va
réi loan tiéu hoa. Ty Ié tac dung khdng mong muén caa voriconazol va itraconazol
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cao hon so Vvé6i cac thudc con lai trong nhom. Ngoai ra voriconazol con gay ra réi
loan thi gi4c, cac phan ng trén da va réi loan tdm than. B4i vai itraconazol, do nguy
co cao anh hudng dén tim mach, thudc bi chdng chi dinh ¢ nhitg ngudi bénh bi suy
tim sung huyét hodc c6 tién sir suy tim sung huyét. Cac thudc khang ndm azol déu
chdng chi dinh trén phu nit c¢6 thai. Ddi voi trudng hop ndy, lva chon wu tién 1a
amphotericin B va céc dang lipid cua amphotericin B.

Do dic tinh vé duoc luc hoc va duoc dong hoc khac nhau gitta cac thudc nhém
triazol, vai trd caa céc thubc nay trong diéu tri nhidm nam phdi xam lan ciing khac
nhau. Fluconazol khéng c6 pho tac dung trén Aspergillus spp, do d6 khéng duoc
khuyén céo trong diéu tri nhiém nam phdi Aspergillus xdm lan. Trong diéu tri nhiém
nam phoi xam lan do Candidas spp. va Cryptococcus spp., fluconazol duoc khuyén
cao la liéu phap thay thé khi ngudi bénh khdng dung nap hoic dé khang vai céac thube
khac.

Itraconazol duoc khuyén céo 1a liéu phap thay thé trong diéu tri nhiém nam
Aspergillus phoi xam lan. Tuy nhién, theo cac huéng dan diéu tri hién nay,
viéc str dung itraconazol khong dugc khuyén céo trong diéu tri kinh nghiém hoic
diéu tri dinh huéng trén ddi tuong nguoi bénh co6 nguy co cao nhidm nam phoi xam
lan do tAc nhan nay. Itraconazol ciing dugc khuyén céo 12 lva chon wu tién trong diéu
tri nhiém nam phdi xam 1an do céc tac nhan hiém gip nhu Histoplasma, Coccidioides
hay Blastomyces.

Voriconazol dugc khuyén céo 12 liéu phap wu tién trong diéu tri nhiém nam phoi
Aspergillus xam lan. Ngoai ra, voriconazol cling thudng duoc str dung trong diéu tri
du phong nhiém nidm Aspergillus xam lan trén ngudi bénh cay ghép té bao goc di
ghép. Bdi voi cac truong hop nhidm ndm phoi xam lan do cac tac nhan khac nhu
Cryptococcus, Blastomyces, Histoplasma,...voriconazol it dugc khuyén céo sir dung
Posaconazol cha yéu dugc nghién ciu trong du phong nhiém nam xam lan ¢ nguoi
bénh c6 nguy co cao va duoc khuyén céo 1a liéu phap wu tién trong dy phong nhiém
nam phoi Aspergillus xam lan. Trong diéu tri nhiém nam phoi xam lan, posaconazol
duoc khuyén céo 1a liéu phap thay thé trong diéu tri nhidm nam Aspergillus xam lan
khi khong dung nap hoic dé khang véi cac thudc khéc.

Isavuconazol duoc khuyén céo 1a liéu phap thay thé trong diéu tri nhiém nam
Aspergillus phéi xam lan khi nguoi bénh khong dung nap hoic dé khang Vi
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voriconazol. Trong diéu tri nhidm ndm phdi xam I4n véi cac tac nhan khac, dir liéu vé
isavuconazol con twong ddi han ché.
3.3. Nhom echinocandin

Nhém echinocandin 1a mot nhdm thude khang ndm méi, bao gom: caspofungin,
micafungin va anidulafungin. Thudc cé hoat tinh khang nam théng qua viéc tc ché
téng hop 1,3-B-D-glucan, tir d6 pha v thanh té bao nam.

Pic tinh duwoc déng hoc va duoc luc hoc cua céc thubc thuoc nhém
echinocandin gan nhu twong tu nhau. Do su hap thu kém qua duong udng nén tat ca
cac thuéc déu duoc st dung theo duong truyén tinh mach. Céc thudc trong nhém
echinocandin déu ¢ ty 18 lién két protein huyét twong cao, 97% véi caspofungin va >
99% véi micafungin va anidulafungin. Qua trinh chuyén héa cua céc thuéc trong
nhom tuong doi khac biét. Caspofungin duoc chuyén héa qua gan thdng qua qué
trinh N - acetyl héa va thay phan, trong khi micafungin duwoc chuyén hda qua gan
thanh ba chat chuyén hda khac nhau (M1, M2 va M5). Nguoc lai, anidulafungin
khdng trai qua qua trinh chuyén hoa & gan ma thong qua sy phan hay boi pH va nhiét
d6. bac biét, ca caspofungin va anidulafungin déu khong tac dong dén hé théng
enzym CYP450, trong khi micafungin vira 1a chat nén, vira 1a chat wc ché cua hé
théng enzym CYP3A. Ty I¢ thai trir qua than va mat lan luot 14 41% va 35% d6i V6i
caspofungin, dudi 15% va 71% ddi v6i micafungin va dudi 1% va 30% dbi voi
anidulafungin.

Céac thuc nhom echinocandin c6 phé tac dung trén hau hét cac loai Candida
spp. va nhiéu loai Aspergillus spp., trong d6 bao gom A. fumigatus, A. flavus va A.
terreus. Tuy nhién, cac thuéc nhom echinocandin khoéng cé hoat tinh trén
Cryptococcus neoformans, Trichosporon spp., Fusarium spp. hoac Zygomycetes.
Ngoai ra, cac thudc nay khong duoc khuyén cdo su dung trong nhiém tring do céc
loai nam ludng hinh nhu Blastomyces dermatiditis, Histoplasma capsulatum va
Coccidioides immitis. Cac thuéc nhém echinocandin thuong duoc dung nap tét va
ngudi bénh gap rat it tac dung khdng mong muén. Cac phan ng bat loi thuong gap
nhat bao gom réi loan tiéu hoa, dau dau, ting men gan (aminotransferase) hoic phan
ng truyén dich & mtc d6 nhe . Vé tuong tac thude, caspofungin nén dwogc str dung
than trong trong truong hop ngudi bénh dung dong thoi cyclosporin, vi cyclosporin
lam ting dién tich dudi duong cong (AUC) cua caspofungin 1én dén 35%.
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Micafungin ciing c6 twong tac thudc khi sir dung ddng thoi véi sirolimus, itraconazol
hoic nifedipin; do d6 c6 thé can diéu chinh liéu cua cac thudc nay khi sir dung dong
thoi vai micafungin.

Trong diéu tri nhiém nam Aspergillus phdi xam lan, caspofungin va micafungin
duoc khuyén céo 1a liéu phap thay thé khi ngudi bénh khong dung nap hoic dé khang
véi cac thude khang nam khac. Bang thoi, cac thude nay ciing dugc khuyén céo trong
diéu tri kinh nghiém, diéu tri dinh hudng va du phong dbi véi nhitng ngudi bénh co
nguy co cao nhidm ndm phéi xam lan do Aspergillus. Ngoai ra, cac thudc nhom
echinocandin dugc khuyén cdo 12 liéu phap wu tién trong diéu tri nhiém nam Candida
phdi xam 1an trén nhitng ngudi bénh c6 nguy co cao. Pdi véi cac trudng hop nhidm
nam phoi xam lan do céc tac nhan khéc, cac thuoc thuoc nhém echinocandin khong
duoc khuyén céo st dung.
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Calamsang 1

Ha B4 Tién
Khoa duwoc

Co T, 35 tudi, duoc chan doan bi viém khop dang thap. Co6 dua cho nhan vién quay
thudc - ¢6 S, mot don thubc gom: Methotrexat 2,5mg (4 vién, 1 lan mdi tuan),
Speciafoldine 5mg (2 vién, udng sau Methotrexat 48h), Chrono-Indocid
(indometacin) 75mg (1 vién/ngay khi dau) va paracetamol 1g (tdi da 4 vién/ngay).

Phan mém phat hién tuong tac gitta methotrexat va Chrono- Indocid). Cé S goi cho
duoc si va hoi cd thé cap thude theo don nay duoc khdng?
Mtrc d6 twong tac phu thudc lidu caa methotrexat.

Phan tich ca:

Methotrexat 14 mot chat khang acid
folic tdc dung khang viém, tc ché mién
dich c6 tac dung phu chu yéu 1én duong
tiéu hoa, doc mau, doc gan va phoi. Bai
tiét chu yéu qua nudc tiéu nho loc qua
cau than. Thuéc khang viém khong
steroid (NSAID) lam giam do thanh thai
& than cua methotrexat va phan 16n cac
chét doc, nhat 1a nhirng chat doc mau.

Khi st dung methotrexat ¢ liéu cao
20 mg tuan (theo duogc thu cia co quan
qudc gia vé an toan thudc va nhirng san
pham lién quan stc khoe - ANSM)
khuyén cao khong phdi hop véi NSAID
(chéng chi dinh phdi hop véi aspirin).
Khi sir dung methotrexat liéu thap, tuong

tac dugc xép vao nhém can phong ngira
(theo tuan bao NFS)
Xt tri:

Dugc si giai thich cho ¢d S c6 thé
phat thudc véi liéu methotrexat 1a 10
mg/tuan cho c6 T.). Dugc si khuyén c6 T.
lam phan tich sinh hoa dé kiém soat
huyét d6.

Cudi cung, su xuat hién cac dau
hiéu 1am sang goi y giam bach cau (sét,
dau hong, ho) phai nhanh chéng dén gap
bac si.

Luu ¥: khong khuyén dung phdi hop
NSAID véi methotrexat 20 mg/ tuan do
nguy co doc mau cao. Néu st dung
methotrexat liéu thap, phdi hop Vvéi
NSAID can theo dai cong thitc mau.
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Nguyén Thi Quynh Théu
Khoa Dwoc

Ong H d dugc ghép than va dang diéu tri dy phong thai ghép bang ciclosporin

100 mg tiém tinh mach vao budi sang va tdi do ong khong thé nudt bat cir thir gi
trong nhitng ngay dau diéu tri. Phac d6 diéu tri ciia ong ciing bao gdm diéu tri cam
g bang basiliximab cting vdi cac corticosteroid va acid mycophenolic.

Diéu tri va tién trién

Theo ddi diéu tri duge 1y cho phép dinh hudng nong do thude trong mau dén
muc muyc tiéu (ndng do tdi thiéu dat 250 ng/mL).

Do hién tai 6ng H cd thé udng thubc dugc, bac si chuyén khoa than cua 6ng
muén chuyén sang dung ciclosporin dudng uéng.

Anh ta hoi duge si cach dé thyc hién diu d6 ...

Ban dé xuat gi voi anh dy?

Khéng can thay doi lidu luong. Hai dang bao ché va hai dudong dung twong
duong nhau

Khong can doi liéu nhung can thyc hién theo dai tac dung duoc ly chat chg.

Tang liéu thanh 120 mg x 2 lan/ngay.

Giam liéu xubng 50 mg x 2 lan/ngay.

Tang liéu thanh 200 mg x 2 lan/ngay.

Tra loi

Sinh kha dung cua ciclosporin thuong khoang 20 dén 60%, vi thé can thiét phai
tang liéu trong qua trinh d6i dang ding thudc.

Néu coi sinh kha dung trung binh 1a 50%, thi liéu ding nén duoc ting gap doi
(200 mg x 2/ngay) dé duy tri mtc d6 giai phong tuong ti nhu tiém tinh mach.

Duy tri liéu kém theo ddi diéu tri chat ché ciing 12 mot giai phap dé nhanh chong
diéu chinh liéu luong dua trén ndng d6 thudc trong mau nhung s& dat nguoi bénh vao
nguy co khong nhan di thuéc nhu ban dau.
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