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MO PAU
Céac thudéc ung thw dworc FDA phé duyét trong thap ki qua

Ung thw huyét hoc 1a mét nhém bénh lién quan dén sy phat trién té bao
bat thwéng, ton tai trong mau, hach bach huyét hoac tiy xwong.

Viéc phat trién céac liéu phap nhdm dich méi bao gdm céc chét trc ché
phan t& nhd, khang thé don dong, khang thé d&c hiéu kép, lién hop khang
thé - thudc, chat mién dich tai t& hop, va cudi cing la sy phat trién CAR-T
cells da cai thién két quéa 1am sang dbi va&i bénh ung thw huyét hoc.

Téng quan tom tat 52 loai thudc dwoc chia thanh 29 thubc phan t&r nhé
va 23 thudc dai phan tlr, dwoc Cuc Quan ly Thwe phdm va Dwoc phadm (FDA)
phé duyét trong giai doan tr 2011 dén 2021 dé diéu tri cAc bénh ung thw
huyét hoc. 40 trong sé cac thudc (21 thubc phan t&r nhd va 19 thubc dai phan
t) cling da dwoc phé duyét béi Co quan Dwoc phdm Chau Au (EMA). Péac
biét s6 lwong thubc nhdm dich cao hon dang ké (46 loai thubc) so véi cac
thuéc hoa trj liéu (6 loai thudc). Gan day nhirng tién bo trong viéc thiét ké cac
loai thuéc dwoc s dung dé diéu tri cac khdi u ac tinh vé huyét hoc, khién
ching hiéu qua hon va it déc hon.

Té bao CAR-T khéc biét dang ké so véi céc loai thudc chdng ung thw
khac vi kha nang sinh s6i, ndy n& ciia ching. Ching c6 thé tén tai trong nhiéu
thang hoac tham chi nhiéu ndm trong mau cua bénh nhan va vi ly do nay,
duoc goi la “thudc séng”. Té bao CAR-T la loai liéu phap chdng ung thu hiva
hen nhét, dac biét ddi véi nhirng bénh nhan bij tai phat hoac cac khéi u 4c tinh
huyét hoc khéng dap &rng véi cac phuong phap diéu tri tiéu chuan.

|. Thuéc chéng ung thw phan tir nhé

) Tén bigtdwoc | Thoigian ich ta ;
STT| Tén hoat chét S FDA/EMA B:jch L1 Bd“f"'“g chi dinh
va cong ty phé duyét ung ung
1.Chét (rc ché Protein kinase
1.1.Thuéc e ché Tyrosine Kinase (TK)
1 Zanubrutinib BRUKINSA FDA: BTK Uéng MCL
BeiGene,Ltd., 14/11/2019
Beijing, China EMA:
29/5/2019
2 Acalabrutinib CALQUENCE FDA: BTK Uéng MCL, CLL,
31/10/2017 SLL
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) Tén bigtdwoc | Thoigian ich ta ;
STT| Tén hoat chét o FDA/EMA D'dc" fat Dd“f°’”9 Chi dinh
vacong ty phé duyaét ung ung
AstraZeneca, EMA:
Cambrigde, UK 5/11/2020
3 Ibrutinib IMBRUVICA FDA: BTK Ubng MCL, CLL,
AbbVie Inc., Lake 13/11/2013 alj'rl]' LrJI allygg::;
Bluff, IL, USA EMA: Waldoreirom
21/10/2014
4 Bosutinib BOSULIF FDA: Src, Abl Uéng CML
Ffizer Inc., New 4/8/2012
York, NY, USA EMA:
27/3/2013
BTK: Bruton’s tyrosine Kinase. Src: non-recceptor Sarcoma kinase. Abl: Abelson kinase
1.2.Chét tc ché da kinase
1 Fedratinib INREBIC FDA: JAK Ubng MF
16/8/2019
Celgene
Corporation, EMA:
Summit, NJ, USA | 8/2/2021
2 Gilteritinib XOSPATA FDA: FLT, AXL, Uéng AML
Astellas Pharma US 28/11/2018 | ALK
Inc., Northbook, IL, | EMA:
USA 24/10/2019
3 Midostaurin RYDAPT FDA: c-Kit, uéng | AML, bénh té
Novatis, USA 28/4/2017 | PDGFRA, bao mast
EMA: PDGFRB,
; FLT3, PKC,
18/9/2017 CDK1, SYK,
VEGFR-2
4 Ponatinib ICLUSIG FDA: BCR-ABL, Ubng CML, ALL
. 14/12/2012 | VERFRSs,
Ariad Phar., FGERS
Cambrigde, MA, EMA: ,
USA 1/7/2013 | PPGFRS,
RET, c-Kit,
TIE2, FLT3
5 Ruxolitinib JAKAVI FDA: JAK1, JAK2 Uéng MF, PV,
16/11/2011 GVHD
Incyte Corp,
WIimington, DE, USA EMA:
23/8/2012
JAK1, JAK2: janus kinase. FLT3: FMS-like tyrosine kinase 3. AXL: AXL receptor tyrosine kinase.
ALK: anaplastic lymphoma kinase. c-Kit: mast/stem cell growth factor receptor. PDGFRA, PDGFRB:
platele-derived growth factor receptor anpha, beta. PKC: protein kinase C. CDK1: cyclin-dependent
kinase 1. SYK: spleen tyrosine kinase. VEGFR-2: vascular endothelial growth factor receptor2. BCR
ABL: BCR-EBL fusion protein. VEGFRs: vascular endothelial growth factor receptor. FGFRs:
fibroblast growth factor receptors. RET: receptor tyrosine kinase rearragred during transfection.
TIE2: tunica interna endothelial cell kinase 2
2. Chét (¢ ché Phosphatidylinositol 3-Kinase (PI3K)
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) Tén biét dwge | Thoigian ich t3 N
STT| Tén hoat chét ) FDA/EMA D'dc" fat Dd“f°’”9 Chi dinh
va cong ty phé duyét ung ung
1 Duvelisib COPIKTRA FDA: PI3K-delta, Ubng CML, U
Verastem, Inc. 24/9/2018 | gamma lympho nang
Needham, MA, USA EMA:
19/5/2021
2 Copalisib ALIQOPA Bayer FDA: PI3K-delta, TT™M U lympho
healthcare Phar Inc.| 14/9/2017 | alpha nang
NJ, USA
3 Idelalisib ZYDELIG FDA: PI3K-delta Uéng CML, U
Gilead Science, Inc, 23/7/2014 lympho nang
Foster City, CA, EMA:
USA 18/9/2014

3. Cac chat wc ché en

zym (histone Deacetylase, Isocitrate Dehydrogenase, Zeste Homolog 2

Spectrum Phar, Inc.,
NV, USA

1 Azacitidine ONUREG Briston- | FDA: DNMTSs, Uéng AML
Myers Squibb 1/9/2020 RNMTs
Company EMA:
17/6/2021
2 Tazemetostat TAZVERIK FDA: EZH2 Uéng U lympho
Epizvme. Inc 23/1/2020 nang,
pizyme, Inc., Sarcoma biéu
Cambrigde, MA, mo
USA
3 Ivosidenib TIBSOVO FDA: IDH1 Uéng AML
Agios Pharma, INC., 207712017
Cambrigde, MA,
USA
4 Enasidenib IDHIFA FDA: IDH2 Ubng AML
1/8/2017
Celgene Cor.,
Summit, MA, USA
5 Panobinostat FARYDAK FDA: HDAC Uébng Da u tay
Novatis Phar Cor., 23/2/2015 xuong
NJ, USA EMA:
28/8/2015
6 Belinostat BELEODAG FDA: HDAC TT™ PTCL
3/7/2014

DNMTs: DNA methyltransferase. RNMTs: RNA methyltransferase. EZH2: enhancer of zeste
homolog 2. IDH: isocitrate dehydrogenase. HDAC: histone deacetylase

4. Cac chét déi khang receptor tron

Glasdegib

DAURISMO
Ffizer Inc., NY, USA

FDA:
21/11/2018

EMA:
26/6/2020

Smoothened
receptor

Uéng

AML
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) Tén bigtdwoc | Thoigian ich ta ;
STT| Tén hoat chét o FDA/EMA D'dc" tac Dd“f"”g Chi dinh
va cong ty phé duyét ung ung
5. Cac chéat tc ché protein khac nhau
1 Selinexor XPOVIO FDA: XPO1 Uéng Da u tay
3/7/2019 xwong, DLBCI
Karyopharm
Therapeutics INC., | EMA:
Newton Center, MA,| 26/3/2021
USA
2 Venetoclax VENCLEXTA FDA: BCL-2 Uéng CLL, AML
AbbVie Inc., Lake 11/4/2016
Bluff, IL, USA EMA:
5/12/2016
3 Ixazomib citrate | NINLARO FDA: Proteasome | Ubng Da u tay
Takeda Phar USA., 20/11/2015 Xuong
Inc., Deerfied, IL, EMA:
usa 21/11/2016
4 Vincristine MARQIBO FDA: Tubulin TT™ ALL
sulfate Talon Therapetics 9/8/2012
Inc., Irvine, CA, USA
5 Carfilzomib KYPROLIS FDA: Proteasome | TTM Pa u tay
20/7/2012 xwong
Amgen Inc.,
Sauzend Oaks, CA, | EMA:
USA 19/11/2015
XPO1: exportin 1. BCL-2: B-cell Leukemia/lymphoma-2 proteins
6. Chat (pc ché dich ma protein
1 Omacetaxine SYNRIBO FDA: Protein TDD CML
mepesuccinate Teva Phar, Tel Aviv, 26/10/2012
Israel
7. Thudc khang nhan purine
1 Mercaptopurine | PURIXAN FDA: DNA Uéng ALL
Nova Lab, Ltd, 28/4/2014
Leicester, UK EMA:
9/3/2012
8. Thudc diéu hoa mién dich
1 Pomalidomide | POMALYST FDA: CRBN Uébng Da u tay
Bristol-Myers Squibk 8/2/2013 )}go,ggi"s
Company, NY, USA| EMA: e
5/8/2013
CRBN: protein cereblon
9. Thuéc két hop liéu cé dinh (FDC)
1 Decitabine INQOVI FDA: DNMTs Ubng MDS
Cedazuridine Astex Phar, Taiho 71712020 CDA

Oncology, and
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) Tén biétdwoe | Thoi gian ‘ch ta ;
STT| Tén hoat chét o FDA/EMA D'dc" tac Dd“f°’”9 Chi dinh
vacong ty phé duyaét ung ung
Otsuka Phar, Tokyo,
Japan
2 Cytarabine VYXEOS FDA: DNA TT™M AML
Daunorubicin Jazz Phar plc, Dulin, 3/8/2017 TOP2
Ireland EMA:
23/8/2018
DNMTs: DNA methyltransferases, CDA: cytidine deaminase, TOP2: topoisomerase |l
Il. Thudéc chéng ung thw phan ter [&n
.. | Tenbistdwocva| "% 9@ | pihtac | Bweng
STT| Tén hoat chat N ; FDA/EMA ; Chi dinh
cong ty « A dung dung
phé duyét
1. Khang thé don dong
1 Rituximab-arrx RIABNI FDA: CD 20 ™ NHL, CLL
Amgen Inc., CA, 17/12/2020
USA
2 Tafasitamab-cxix | MONJUVI FDA: CD19 TT™M DLBCL
MorphoSys AG, 31/7/2020
Planegg, Germany | EMA:
26/8/2021
3 Daratumumab DARZALEX FDA: CD38 TT™M Da u tay
and FASPRO 1/5/2020 xwong
Hyaluronidase-fih] Jansen Phar, Inc.,
Belce, Belgium
4 Isatuximab SARCLISA Sanofi, | FDA: CD38 TT™M Da u tay
Paris, France 2/3/2020 xwong
EMA:
30/5/2020
5 Rituximab-pvvr RUXIENCE FDA: CD20 ™ NHL, CLL
Ffizer Inc., NY, USZ 23/7/2019
EMA:
1/4/2020
6 Rituximab-abbs TRUXIMA FDA: CD 20 TTM NHL
. 28/11/2018
Celltrion, Inc.,
Inchoen, Korea EMA:
17/2/2017
7 Mogamulizumab | POTELIGEO FDA: CCR4 TT™M U lympho té
. 8/8/2018 bao T & da,
Kyowa Kirin, HGi chien
Inc.,NJ, USA EMA: Serer 9
22/11/2018 y
8 Elotuzumab EMPLICITI FDA: SLAMF7 TT™ Da u tay
30/11/2015 xwong

7
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.. | Tenbietdwecva| ThOigian | popiac | Dweng
STT| Tén hoat chat N ; FDA/EMA ; Chi dinh
cong ty p - dung dung
phé duyét
Bristol-Myers EMA:
Squibb company 11/5/2016
and AbbVie, Lake
Bluff, IL, USA
9 Daratumumab DARTALEX FDA: CD38 TT™M HL
. 16/11/2015
Janssen Biotech,
Inc., Horsham, FA, | EMA:
USA 20/5/2016
11 Pembrolizumab | KEYTRUDA FDA: PD-1 ™ I—!L, U lympho
. 4/12/2014 té bao B I&n
Merck, Kenilworth, nauven phat
NJ, USA EMA. ta% tEJ/ é'nptrc
17/7/2015 2l Wy
12 Obinutuzumab GAZYVA FDA: CD20 ™ ALL, U
Genentech, Inc., 1/11/2013 lympho nang
CA, USA EMA:
23/7/2014
2. Khang thé dac hiéu kép
1 Blinatumomab BLINCYTO FDA: CD19,CD3 | TT™M ALL
3/12/2014
Amgen Inc.,
Thousand Oaks, EMA:
CA, USA 23/11/2015
3. Khang thé két hop
1 Belantamab BLENREP FDA: BCMA TT™M Da u tay
mafodotin-bimf GlaxoSmithKline, 5/8/2020 xwong
Brentford, England | EMA:
25/8/2020
2 Polatuzumab POLIVY FDA: CD79b TT™M DLBCL
vedotin-piiq Genenteck, Inc, CA 10/6/2019
USA EMA:
19/1/2020
3 Inotuzumab BESPONSA FDA: CD22 TT™M ALL
o0zogamicin Ffizer, NY, USA 17/8/2017
EMA:
29/6/2017
4 Brentuximab ADCETRIS FDA: CD30 TT™ U lympho, U
Seatttle, Inc., WA, 19/8/2011 Iymphq
. Hodgkin, U
USA EMA: lympho té bad
25/20/2012 ymp

T & da

BCMA: B-cell maturation antigen

4. Chat doc mién dich tai té hop

Moxetumomab
pasudotox-tdfk

LUMOXITI

FDA:
13/9/2018

CD22

TT™

Lo xé mi té
bao téc

8
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.. | Tenbietdwecva| ThOigian | popiac | Dweng
STT| Tén hoat chat N ; FDA/EMA ; Chi dinh
cong ty p - dung dung
phé duyét
AstraZeneca,
Cambridge,
England
5. Enzyms
1 Calaspargase ASPARLAS FDA: Asparagine | TTM ALL
. 20/12/2018
Servier Phar,
Boston, MA, USA
2 Asparaginase ERWINAZE FDA: Asparagine | TTM ALL
" 18/11/2011
Erwinia Jazz Phar plc,
chrysanthemi Dublin, Ireland
6. CAR- T cells
1 Brexucabtagene | TECARTUS FDA: CD19 TT™M MCL
autoleucel Kite, a Gilead 24/7/2020
Company, Foster | EMA:
city, CA, USA 14/12/2020
2 Axicabtagene YESCARTA FDA: CD19 ™ DLBCL, MCL
ciloleucel Kite, a Gilead 18/10/2017
Company, Foster | EMA:
city, CA, USA 23/8/2018
3 Tisagenlecleucel | KYMRIAH FDA: CD19 ™ DLBCL, ALL
Novatis Phar Corp, 30/8/2017
Basel, Switzerland | EMA:
23/8/2018

Viét tat: MCL: U lympho té bao vé; CLL: Lo xé mi man dong lympho; CML: Lo xé mi man dong bach cdu hat; AML:
Lo xé mi cép tay cép; ALL: Lo xé mi cdp dong lympho; SLL: U lympho dong lympho bao nhé; PTCL: U lympho té
bao T ngoai vi; DLBCL: U lympho té bao B 16n lan téa; MF: Xo héa tiy xuong; PV: Ba héng cdu nguyén phat; GVHD:
Bénh ghép chéng chd; MDS: Héi ching réi loan sinh tdy; NHL: U lympho khéng Hodgkin; HL: U lympho Hodgkin,
TTM: Tiém tinh mach, TDD: Tiém dwéi da.

Nguén: Review: FDA-Approved Drugs for Hematological Malignancies—The Last Decade Review
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PHAN I. THONG TIN THUOC
1. Thuéc khang sinh méi
1.1. Ceftazidime-avibactam

Ceftazidime-avibactam (biét dwoc Zavicefta ® la sw phdi hop gitra
Cephalosporin thé hé th&r 3 va chat (rc ché B-lactamase mai.

O EU, ceftazidime-avibactam dwoc chap thuan cho cac chi dinh:

e Nhiém khuan dwéng tiét niéu phire tap (cUTIs) (bao gdbm viém bé than),

e Nhiém khuan 6 bung phtrc tap (clAl), viém phdi mac phai bénh vién
(HAP) (bao gdbm ca viém phéi lién quan dén may thé (VAP))

e Bénh nhiém trung khac do vi khudn Gram (-) hiéu khi gay ra & nhirng
bénh nhan nang.

Ceftazidime-avibactam cé hoat tinh in vitro hiéu qua chéng lai nhiéu
mam bénh Gram (-), bao gdbm nhiéu ching vi khudn phd mé rong B-
lactamase-, AmpC-, Klebsiella pneumoniae carbapenemase- va OXA-48 san
sinh Enterobacteriaceae va cac Pseudomonas aeruginosa da khang; thubc
khéng hoat déng chéng lai cac chiing sinh metallo-B-lactamase.

Hiéu qua lam sang cla thudc trong diéu tri cUTI, clAl va HAP (bao
gdm cé VAP) & nguwdi lén da dwoc chirng minh trong cac thlr nghiém giai
doan IIl khi so s&nh hiéu quéa v&i cac thubc carbapenem. Trong thér nghiém
trén nhirng bénh nhan bj nhiém trung trong 6 bung phirc tap, ceftazidime-
avibactam tao ra ty 1& chira khdéi 1am sang twong dwong v&i meropenem
(91,2% so voi 93,4%). Twong tw, nhixrng bénh nhén dung ceftazidime-
avibactam trong mot nghién ctru vé nhiém trung dwéng tiét niéu phire tap cé
ty 1é dap ng lam sang va vi sinh twong ty nhw nhirng ngwoi dung imipenem-
cilastatin (ty 1& thanh céng vé vi sinh 1a 70,4% va 71,4%). Mét th&r nghiém &
giai doan lll da so sanh ceftazidime-avibactam v&i liéu phap hién tai dang ap
dung dé diéu tri vi khuan khang ceftazidime. Pap &ng lam sang va dap ing
vi sinh dbi v&i ceftazidime-avibactam so véi liéu phap hién tai dang dung la
twong dwong nhau (dap ng lam sang twong ng la 90,9% va 91,2%); (dap
wng vi sinh twong wng 81,8% va 63,5%).

Két luan: Diéu tri bang ceftazidime-avibactam co ty 1& khéi bénh cao &
nhirng bénh nhan bi nhiém tring do Gram (-) nhay cadm va khéng nhay cam
v&i ceftazidime. Ceftazidime-avibactam thwéng dwoc dung nap tét. Do do,
ceftazidime-avibactam chinh 1a mét lwa chon diéu tri m&i ¢ gia tri cho nhirng
bénh nhiém trung nghiém trong va khé diéu tri. Ngoai ra, thudc nam trong
nhém khang sinh dy trir theo phéan loai cia WHO AwaRe.
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Nguén:

1. Shirley, Matt (2018). Ceftazidime-Avibactam: A Review in the Treatment of Serious Gram-Negative
Bacterial Infections. Drugs.

2. Sharma R, Park TE, Moy S. Ceftazidime-Avibactam: A Novel Cephalosporin/B-Lactamase Inhibitor
Combination for the Treatment of Resistant Gram-negative Organisms. Clin Ther. 2016 Mar;38(3):431-
44,

3. Sader HS, Castanheira M, Flamm RK. Antimicrobial Activity of Ceftazidime-Avibactam against Gram-
Negative Bacteria Isolated from Patients Hospitalized with Pneumonia in U.S. Medical Centers, 2011 to
2015. Antimicrob Agents Chemother. 2017 Mar 24;61(4):e02083-16.

1.2. Cefiderocol

_ Cefiderocol la mét cephalosporin dang tiém dwoc phat hién va phat
trien béi Shionogi & Co., Ltd., Nhat Ban, c6 hoat tinh chong lai vi khuan Gram
(-) khang Carbapenem va da khang.

Co’ ché: Thubc trc ché tdng hop thanh té bao vi khudn Gram (-) bang
cach lién két voi cac protein lién két penicilin; tuy nhién, c6 sw khac biét so
v&i cac KS B-lactam khac la xam nhap vao khéng gian ngoai chéat cla vi
khuan do dac tinh “sidephore” va da tang cwdng tinh én dinh dbi voi cac B-
lactamase.

Cefiderocol cling c6 tac dung manh hon ca ceftazidime-avibactam va
meropenem so v&i Acinetobacter baumannii, bao gdm céc phan lap khoéng
nhay cdm v&i meropenem va da khang (MDR). Phé tac dung cta cefiderocol
chéng lai cac vi khuadn khéng nhay cdm véi meropenem va Kiebsiella
pneumoniae carbapenemase (KPC) san sinh ra cac vi khuan duwéong ruét
twong dwong hoac vwot tréi so voi ceftazidime-avibactam. Cefiderocol ciing
manh hon cé ceftazidime-avibactam va meropenem dbi v&i tat ca cac kiéu
hinh khang thubéc cla Pseudomonas aeruginosa va chéng lai
Stenotrophomonas maltophilia.

Ché do lieu hién tai dang duoc st dung trong cac nghién clru & giai
doan lll Ia tiém tinh mach 2 g maéi 8 gio, truyén 3 gio.

Dwoc dong hoc cla cefiderocol dwoc mé ta tét nhat bang méd hinh
tuyén tinh ba ngan. Thoi gian ban thai trung binh trong huyét twong
(Cefiderocol cling manh hon ca ceftazidime-avibactam va meropenem dbi véi
tat ca cac kiéu hinh khang thubc ctia Pseudomonas aeruginosa va chéng lai
Stenotrophomonas maltophilia. Thoi gian ban thai (t,) 1a ~ 2,3 gi®, lién két
v&i protein 1a 58%, va tdng do thanh thai thuéc dao dong trong khoang 4,6-
6,0 L/gicr dbi v&i ca truyén mot liéu va da liéu va dwoc thai trlr chd yéu qua
than dwdi dang khéng dbi (61-71%). Cefiderocol chi yéu dworc thai trir qua
than dw¢i dang khéng déi va do thanh thai twong quan v&i dé thanh thai
creatinin. Do d6, can phai diéu chinh liéu lwong dbi v&i ca viéc tdng dd thanh
thai & than va & bénh nhan suy than t trung binh dén nang. Cac nghién ctru
dwoc lwe hoc in vitro va in vivo da bao cdo rang ciing nhu cac cephalosporin
khac, chi sé dwoc lwc hoc dy doan tdt nhat két qua 1am sang la ty 1& phan
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tram thoi gian néng do thubc tw do vwot qua ndng dd te ché toi thiéu (% fT>
MIC).

Hiéu qua in vivo cla cefiderocol da dwoc nghién ctru trén nhiéu moé
hinh lay nhiém cla chuét va chuét tiép xdc véi thubc dwoc nhan ban hoéa
bang cach sl dung nhiéu loai MDR va cac ching cwc ky khang
thubc. Cefiderocol da hoat ddng twong tw hodc vwot trdi hon so véi cac tac
nhan so sanh, bao gém ceftazidime va cefepime
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v@i B-lactamase, tang hoat tinh d8i véi B-lactamase
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Tuy nhién, diéu dang tiéc 1a trong nhirtng nghién ctu gan day,
cefiderocol lai cho thay lam tang ty 1& t& vong do moi nguyén nhan & déi twong
bénh nhan diéu tri viém phdi bénh vién, viém phdi th& may va nhiém trung
huyét, so v&i nhém s dung mét ché dé diéu tri khac (hau hét bénh nhan &
nhém khac nay cé st dung colistin). Nguyén nhan cla sy gia tang ty 1é t
vong nay van chwa duoc hiéu rd.

Do d6, FDA chi mai chap thuan cefiderocol trong diéu tri nhiém triing
dwdng tiét niéu phurc tap, bao g\(‘)m viém than bé than, & bénh nhan ttr 18 tuoi
tré I1én khi khéng con ché do6 diéu tri nao khac.

Két luan: Cefiderocol c6 hiéu qua 1am sang va vi sinh twong tw véi liéu
phap diéu tri hién nay & nhém bénh nhan bj nhiém tring do vi khuan Gram
am khang carbapenem. Néi chung, nhirng phat hién t&r nghién ctru nay gop
phan khang dinh cefiderocol Ia mét lwa chon dé diéu tri nhiém tring khang
carbapenem & nhirng bénh nhan cé céc lwa chon diéu trj han ché. Ngoai ra,
thuéc nam trong nhém khang sinh dw triv theo phan loai cia WHO AwaRe.
Nguén:

1.Zhanel G.G., Golden A.R., Zelenitsky S., Wiebe K., Lawrence C.K., Adam H.J., Idowu T., Domalaon
R., Schweizer F., Zhanel M.A., et al. Cefiderocol: A Siderophore Cephalosporin with Activity Against
Carbapenem-Resistant and Multidrug-Resistant Gram-Negative Bacilli. Drugs. 2019;79:271-289.

2. Portsmouth S, van Veenhuyzen D, Echols R, et al. : Cefiderocol versus imipenem-cilastatin for the
treatment of complicated urinary tract infections caused by Gram-negative uropathogens: a phase 2,
randomised, double-blind, non-inferiority trial. Lancet Infect Dis. 2018;18(12):1319-28.

2. Tocilizumab (Actemra) tmhzg dhc"())iéccﬂr:g g‘{g;g trong 28 ngay

Ngay 24/6/2021, FDA da céap

phép s dung khan cap (EUA) cho o Tpcilizumab co tiém ?érlg diéu
thuéc Actemra (Tocilizumab) dé tri COVID-19 nh¢ kha nang tre
didu tri ngwdi I6n va bénh nhi n&m ché tac dung cua interleukin-
vién (tir 2 tudi tré Ién) dang didu tri 6, mot chat trung gian do hé
bang corticosteroid toan than va can mien dich san sinh ra de phan
bd sung oxy, th& may khéng xam tng voi tinh trang viém.
nhap hoac xam nhap, hoac oxy hoa e Tac dung cua Tocilizumab
qua mang ngoai co' the (ECMO). trong viéc diéu tri COVID-19
Hiéu qua lam sang: Trong duwoc chirng minh qua bon thir
cac thtr nghiém lam sang trén bénh nghiém lam sang: thi> nghiem
nhan nhap vién voi COVID-19 dang RECOVERY ngau nhién, co
diéu tri bang corticosteroid toan doi chrng, nhan mo, va ba
than, Tocilizumab da dwgc ching tht nghiém ngau nhién, mu
minh la lam giam nguy co t& vong ddi, c6 doi chirng voi gia dwoc
trong 28 ngay theo déi va giam (EMPACTA, COVACTA va
khoang th&i gian bénh nhan nam REMDACTA). Trong do the
vién. Nguy co' bénh nhan dwoc thd nghiém danh gia duoc higu
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quad lam sang tét nhat cla
Actemra la hai th&r nghiém
RECOVERY va EMPACTA.

Cac tac dung phu thuwdng gap
cda tocilizumab dwoc quan sat thiy
trong cac th& nghiém COVID-19
bao gbm tao bén, lo lang, tiéu chay,
méat ngu, tang huyét ap va budn nén.
Nguén:
1.https://www.fda.gov/news-events/press-

announcements/coronavirus-covid-19-update-
fda-authorizes-drug-treatment-covid-19

2.https://www.ema.europa.eu/en/news/ema-
starts evaluating-use-roactemra-hospitalised-
adults-severe-covid-19
3. Asparaginase-erwinia
chrysanthemi (tai to hop)

Ngay 30/6/2021, FDA da phé
duyét Asparaginase erwinia
chrysanthemi (tai t6 hop) (biét dwoc
gbc Rylaze, Jazz Pharmaceuticals,
Inc.) nhw mét thanh phan clha phac
doé hoa tri lieu da tac nhan dé diéu tri
bénh bach cau nguyén bao lympho
cép tinh (ALL) va u lympho nguyén
bao lympho (LBL) & bénh nhan
ngudi Ién va tré em t 1 thang tudi
tr& I&n da phat trién qua man véi L-
asparaginase tong hop tir E. coli.

Hiéu qua lam sang: Nghién
clru JZP458-201 (NCT04145531) -
mét thir nghiém nhan m¢, da doan
hé, da trung tam trén 102 bénh nhan
mac ALL hodc LBL qua man véi L-
asparaginase tong hop tr E. coli
nhw mot thanh phan cta phac do
hoa tri liéu da tac nhan. D tudi trung
binh la 10 tudi, v&i pham vi tir 1 dén
24 tudi. Bénh nhan dwoc tiém bap
Asparaginase erwinia chrysanthemi
v&i nhiéu liéu lwong khac nhau.
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Két qua cua nghién clru
chinh la chiyng minh viéc dat dwoc
va duy tri hoat tinh asparaginase
trong huyét thanh (NSAA) trén mirc
0,1 U/mL. Két qua md hinh cho thay
v&i liéu 25 mg/m 2 tiém bap sau mbi
48 gi0, ty 1&é bénh nhan duy tri NSAA
> 0,1 U/mL & 48 gid la 93,6% (KTC
95%: 92,6%, 94,6%).

Cac phan trng c6 hai thudng
gap nhat (ty 1& mac> 20%) la viém
gan, budn ndn, dau co xwong, mét
mdi, nhiém tring, nhirc dau, sét,
man cam v&i thube, sét gidm bach
cau, gidm cadm giac thém &n, viém
miéng, chay mau va tang duwdng
huyét.

Lieu lwong khuyén cao clia
Asparaginase erwinia chrysanthemi
la 25 mg/m2 tiém bap sau mbi 48
gio.

Nguén:

1.https://www.fda.gov/drugs/resources-
information-approved-drugs/fda-disco-

2.burst-edition-fda-approves-rylaze-
asparaginase-erwinia-chrysanthemi-
recombinant-rywn
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4. Loncastuximab tesirine -
Thuéc méi diéu tri u lympho dong
té bao B Ié&n

Loncastuximab tesirine, la
mot phirc hop khang thé-thubc
(antibody drug conjugate) nham dén
CD 19, do ADC Therapeutics phat
trién va thwong mai héa.

Thang 4/2021, FDA phé duyét
cap téc chi dinh diéu tri u lympho
dong té bao B lén tai phat hoac
khang tri sau it nhat hai liéu phap
toan than truéc do, bao gdbm U
lympho dong té bao B Ién lan tda
(DLBCL) khéng cu thé, DLBCL phat
sinh ttr u lympho va u lympho té bao
B.

Co ché: Loncastuximab
tesirine lien két v&i CD19, mot
protein xuy&n mang, biéu hién trén
bé mé&t cac t& bao co ngudn gbc
dong té bao B. Sau khi lién két voi
CD19, loncastuximab tesirine dwgc
ndi tai hdéa, sau do giai phong
SG3199 (Thanh phan bao gbém
dimer PBD va chét alkyl héa) théng
qua sw phan cat protein. SG3199
dwoc gidi phong sé lién két véi ranh
nhd cda DNA va tao thanh cac lién
két chéo gitra cac DNA gay doc tinh
té bao va lam té bao chét.

Hiéu qua lam sang: Dya trén
nghién ctru LOTIS-2, & 145 bénh
nhan DLBCL hay u lympho té bao B
high-grade, tai phat hoac khang tri
sau it nhat 2 liéu phap toan than
trwéc d6. Bénh nhén dwgc dung
loncastuximab tesirine 0,15 mg/kg 3
tuan/lan trong 2 chu ky, cac chu ky
tiép theo la 0,075 mg/kg 3 tuan/lan.
Bénh nhan dwoc diéu tri dén khi
bénh tién trién. Két qua cho thay ty
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|&é dap ng tong thé (ORR) 1a 48,3%
véi ty 1&é dap wng hoan toan la
24 ,1%. Th&i gian dap wng trung vi la
10,3 thang.

« Zynlonta dwoc cung cap dudi
dang dich truyén tinh mach
trong 30 phat vao Ngay 1 cua
méi chu ky (3 tuan).

« Liéu lwong khuyén céo: 0,15
mg / kg, 3 tuan mét Ian, trong
2 chu ky. Cac chu ky tiép theo
12 0,075 mg / kg, 3 tuan mot
lan.

« S dung dexamethasone 4
mg udng hodc tiém tinh mach
hai lan méi ngay trong 3 ngay,
trwdc khi bat dau s dung
Zynlonta.

Cac tac dung phu thwong gap
(220%), bao gbm giam tiéu cau,
tang gamma-glutamyltransferase,
gidm bach cau, thiéu mau, tang
dwong huyét, tdng transaminase,
mét mai, ha albumin mau, phat ban,
phu né, bubn ndn va dau co xwong.
Nguén:

1.https://www.fda.gov/drugs/fda-grants-
accelerated-approval-loncastuximab-tesirine-
Ipyl-large-b-cell-lymphoma

2.https://www.accessdata.fda.gov/drugsatfda_d
ocs/label/2021/761196s000Ibl.pdf
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5. Imbruvica (ibrutinib): két hop
V@i rituximab va thuéc trc ché
men chuyén (ACE) liéu phéap
an toan méi dé st dung trong
diéu tri ung thw mau

Muc dich théng bao cho céac
chuyén gia chdm sdc stic khde vé
tin hiéu an toan ma&i vé dot t&r hodc
dot tlr do tim v&i Imbruvica (ibrutinib)
khi dwoc s dung két hop VvOi
rituximab va thubéc (rc ché men
chuyén (ACE). Tin hiéu dwoc cong
nhan sau khi xem xét cac phat hién
cua mot thir nghiém lam sang.

Imbruvica 1a mét loai thudc dé
diéu tri ung thw mau u lympho té bao
|&p, bénh bach cau lymphocytic man
tinh (CLL) va bénh
macroglobulinaemia cua
Waldenstrom (con dwoc goi la ung
thw hach bach huyét).

M6t phan tich tam thoi cua thi
nghiém 1am sang cho thay nguy co
dot t&r hodc chét do tim & bénh nhan
dung thudc e ché men chuyén khi
tham gia nghién ctru da tang 1én &
nhirng bénh nhan ngau nhién dung
ibrutinib va rituximab, so v&i nhirng
bénh nhan ngdu nhién ding
fludarabine, cyclophosphamide va
rituximab.

Trong khi PRAC dang xem xét
tin hiéu, nhw moét bién phap phong
nglra, déi v&i bénh nhan CLL hién
dang diéu tri ibrutinib céng voi
rituximab cung vé&i thubc Grc ché
ACE, cac chuyén gia cham soc sire
khde nén xem xét lai chién lwoc diéu
tri.

Két luan: Dbi v&i bénh nhan
CLL dung thubc tc ché men chuyén
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chwa bat dau diéu tri bang ibrutinib

va rituximab, nén xem xét lai chién

lwore diéu tri trwde khi bat dau dung

ibrutinib.

Nguén:

https://lwww.aifa.gov.it/en/-fimbruvica-ibrutinib-

nuovo-segnale-di-sicurezza-sull-uso-in-

combinazione-con-rituximab-e-ace-inibitori

6. FDA phé duyét Belumosudil
dung dé diéu tri bénh ghép
chéng cha man tinh

Ngay 16/7/2021, FDA da phé
duyét Belumosudil (tén biét dwoc
Rezurock, do Kadmon
Pharmaceuticals san xuat ), day la
mét chat e ché kinase, dung dé
diéu tri cho bénh nhan nguoi Ién va
tré em tr 12 tudi tré 1én mac bénh
ghép chdéng chd man tinh (GVHD
man tinh) sau khi diéu tri it nhat hai
dot trwdc d6 ma khong lui bénh.

Hiéu qua lam sang duoc
danh gia trong KD025-213
(NCT03640481), mot thir nghidm
ngau nhién, nhan mé, da trung tam,
bao gdm 65 bénh nhan bi GVHD
man tinh dwoc diéu tri bang
Belumosudil 200 mg, uéng mét 1an
moi ngay.

Két qua cta tht» nghiém do 1a
ty 1& dap &ng téng thé (ORR) trong
1 chu ky 7 ngay, bao gébm phan &ng
tbng thé bao gdbm phan (rng hoan
toan (CR) ho&c phan trng mét phan
(PR). ORR 1a 75% (KTC 95%: 63,
85); 6% bénh nhan dat CR va 69%
dat PR. Thoi gian trung binh cho
dap ng dau tién Ia 1,8 thang (KTC
95%: 1,0, 1,9). Trong sé bénh nhan
dap &ng it nhat 12 thang, ti 1& khéng
xay ra t&r vong hay phai thay thé
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bang liéu phap méi 1a 62% % (KTC
95%: 46, 74).

Cac phan trng c6 hai thudong
gap nhat (= 20%) trong invitro bao
gdbm nhiém trang, mét méi, buén
nén, tiéu chay, khé thé, ho, phu,
xuat huyét, dau bung, dau co
xwong, nhirc dau, gidm phosphat,
tang GGT, giam té bao lympho, va
tang huyét ap.

Liéu lwong khuyén cao cia
Belumosudil la 200 mg, uéng mét
lan mbi ngay cung v&i thire an.
Nguén:
https://www.fda.gov/drugs/resources-

information-approved-drugs/fda-approves-
belumosudil-chronic-graft-versus-host-disease

7. FDA phé duyét Avapritinib
dung dé diéeu tri cho bénh bach
cau toan than tien trién

Ngay 17/6/2021, FDA da phé
duyét viéc sir dung Avapritinib cho
nhirng bénh nhan mac bénh bach
cau toan than tién trién, tang té bao
mastocytosis toan than tich cuwc,
tang té bao mastocytosis hé théng
véi ung thu huyét hoc lién quan va
bénh bach cau té bao mast.

Hiéu qua lam sang: 2 tho
nghiém |&m sang da trung tam, mot
nhanh, nhan mé&: EXPLORER giai
doan 1 (NCT02561988) va giai doan
2 PATHFINDER (NCT03580655).Ty
€ dap rng khach quan (ORR) trong
ca hai thtr nghiém két hop la 57%
(KTC 95%, 42% -70%) & 53 bénh
nhan v&i 28% khdi bénh hoan toan
va 28% khac thuyén giam moét
phan. Hon nira, thoi gian dap (rng
trung binh dat dwoc la 38,3 thang
(95% Cl, 19 - khéng wée tinh dwoc)
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va thoi gian trung binh dé dap tng
la 2,1 thang doi vai avapritinib.

Céac phan tng c6 hai phd
bién nhat 1a phu, tiéu chay, budn nén
va mét mdi/suy nhuwgc. Cac canh
bao khac lién quan dén viéc sir dung
avapritinib bao gom xuat huyét néi
so, anh hudng dén nhan thirc va
doc tinh dbi véi phai thai.

Liéu khuyén cdo cia FDA vé
avapritinib 1a 200 mg, ubng hai 1an
m&i ngay cho nhirng bénh nhan mac
ching loan dwdng bao toan than
tién trién, nhwng nhirng bénh nhan
c6 sb lwong tiéu cau nhé hon 50
X10° /L khéng duoc khuyén céo cho
diéu tri nay. Thubc hién c6 san & cac
mtrc liéu 200 mg, 100 mg, 50 mg va
25 mg cho dbi twong bénh nhan
nay.

Ngoai ra Avapritinib cling
dwoc FDA chép thuan dé diéu tri
cho bénh nhan trwéng thanh co khdi
u mé dém dudng tiéu héa khong thé
cat bd hodc di can cdé chira dot
bién PDGFRA exon 18, bao gém
cé dot bién PDGFRA D842V.

Nguén:

1.https://ir.blueprintmedicines.com/news-
releases/news-release-details/fda-approves-
blueprint-medicines-ayvakittm-avapritinib-
treatment
2.https://www.fda.gov/drugs/resources-

information-approved-drugs/fda-approves-
avapritinib-advanced-systemic-mastocytosis
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https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-avapritinib-advanced-systemic-mastocytosis
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-avapritinib-advanced-systemic-mastocytosis

KHOA DUQC

8. FDA chap thuan daratumumab
va hyaluronidase-fihj v&i
pomalidomide va
dexamethasone cho bénh da u
tay

Ngay 9/7/2021, FDA da phé

duyét daratumumab va
hyaluronidase-fihj (Darzalex Faspro,
Janssen Biotech, Inc.) két hop voi
pomalidomide va dexamethasone
cho bénh nhan nguoi I&n bi da u tay
da dwoc diéu tri it nhat mot dot
trudc do bao gobm lenalidomide va
mot chat e ché proteasome.

Hiéu qua lam sang duogc
danh gia trong APOLLO
(NCT03180736), mét thlr nghiém
nhan mé, cé dbi chirng tich cuc voi
304 bénh nhan dwoc chon ngau
nhién (1:1) dung Darzalex Faspro
VO pomalidomide va
dexamethasone (Pd) so v&i Pd don
thudn. Bénh nhan duwoc dung
Darzalex Faspro 1.800 mg / 30.000
don vi (1.800 mg daratumumab va
30.000 don vi hyaluronidase) tiém
dwdi da méi tudn mot 1an tir tudn 1
dén 8, 2 tudn mot 1an tir tuan 9 dén
24 va 4 tudn mot 1an bat dau tw tuan
25 cho dén khi bénh tién trién hoac
khéng nhan thdy déc tinh voi
pomalidomide 4 mg moét 1an méi
ngay udng vao ngay 1-21 ctia moi

VIEN HUYET HQC — TRUYEN MAU TRUNG UONG
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chu ky 28 ngay; va dexamethasone
40 mg méi tuan (hodc gidm liéu 20
mg mdi tuan cho bé&nh nhan> 75
tudi).

Chi sb danh gia hiéu qua cda
thtr nghiém cé y nghia chinh |a thoi
gian séng thém khéng tién trién
(PFS). PFS trung binh la 12,4 thang
& nhém diéu tri Darzalex Faspro-Pd
va 6,9 thang & nhom didu tri Pd (HR
0,63; KTC 95%: 0,47, 0,85; p =
0,0018), gidm 37% nguy co tién
trién cia bénh hodc tlr vong cho
bénh nhan dwoc diéu tri bang
Darzalex Faspro-Pd so véi Pd.

Cac phan trng c6 hai thudng
gap nhat (220%) & bénh nhan da u
tdy dung Darzalex Faspro-Pd la mét
mai, viém phdi, nhiém trung dwdng
hé hap trén va tiéu chay.

Lieu khuyén cao cua
Darzalex Faspro la 1.800 mg /
30.000 don vi (1.800 mg
daratumumab va 30.000 don vi
hyaluronidase) dwoc tiém dw¢i da
bung trong khodng 3 dén 5 phut.
Nguoén:
https://www.fda.gov/drugs/resources-
information-approved-drugs/fda-approves-
daratumumab-and-hyaluronidase-fihj-

pomalidomide-and-dexamethasone-multiple-
myeloma

BAN TIN THONG TIN THUOC
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PHAN Il. QUAN LY SU’ DUNG THUOC

1. Nhin lai vé cach tinh liéu thuéc dwa theo m? da (BSA)

e Dinh nghia: BSA 1a tdng dién tich bé mat co thé, don vi tinh m2, tinh
dwa trén can nang va chiéu cao cia bénh nhan

e Vai tro: BSA dong vai trd quan trong trong mét sb linh vuc y té, bao
gdm hda tri ung thw, ciy ghép, diéu tri bdng va giai ddc. BSA thuéng la
mot yéu té chinh trong viéc xac dinh phac dé diéu trj va tinh liéu thudc.
BSA c6 lién quan dén sinh ly va cac qua trinh trao déi chat nhw trao dbi
nhiét, thé tich mau va kich thwéc cla cac co quan quan trong nhw tim.

e CoOng thirc tinh BSA:
Coéng thtrc thwong dwoc sir dung va don gian la cong thirc Mosteller:

W x H

BSA =1/ 3500

Ngoai ra con c6 mét sb cac cong thirc khac dé tinh BSA.
e TOm tat lich st

Méi quan tdm dén viéc tinh toan dién tich bé& mét co thé (BSA) clia con
nguoi bat dau tr ndm 1879, khi Meeh xay dwng cong thirc BSA c6 san.
Khéng 1au sau dé, anh em nha DuBois da xuét ban phién ban céng thirc
cai tién cda ho gidi thiéu chiéu cao nhw mét bién va cong thirc d6 van la
mot tiéu chudn cho dén bay gio.

Céc nghién ctu gan day nhéat da st dung céc ky thuat quét laser 3D dé
xac dinh BSA cla con ngudi véi sd lwong dbéi twong 1on. Két qua 1a mot
sb cong thirc nhdm tinh toan BSA cho nguwdi Ién da dwoc phat trién trong
thé ky qua.

Tét ca cac cong thirc thiy nghiém hau hét phu hop voi nhau trong pham
vi trong lwong trung binh va chiéu cao vi tat ca trong sb cac cong thirc
BSA duwoc xem xét hdu hét dwoc thiét 1ap trén co s& thé chét tiéu chuan
cla ngwdi trwdng thanh. Tuy nhién, sw chénh léch kha Ién tr 0,22 dén 1,2
m2 van twong dbi cao dé bé qua bat ky sw khang dinh nao vé coéng thirc
nao nén dwoc coi la chinh xac nhat. Sy khac biét cwe I&n clia BSA bat dau
xay ra & cac gia tri bién do, nén néu tinh toan BSA trén dbi véi ngudi Ion
hodc tré em thap va béo phi can hét sirc than trong.
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Meeh (1879) 0.1053- W23
DuBois & DuBois TAMLADS 15
(1916) 0.007184 - Woals, pos
Faber & Melcher (1921) | 0.00785 - W45, pjor2s
Takahira (1925) 0.007246 - W . go715
Breitmann (1932) 0.0087- (W+H)—0.26
ED}’d (1935) 0.0003207 - (W - lﬂﬂﬂ}"'ﬂﬁ_mmn'hﬁm‘w' 1000} , p03
Stevenson (1937) 0.0128- W+ 0.0061-H—0.1529
Sendroy & Cecchini
(1954) 0.0097 - (W+ H) —0.545
Banerjee & Sen (1955) | 0.007466 - W™5. 75

. men: 0.005902 - W47 0778
Choi (1956) women: 0.008692 - W0-42 . o678
Mehra (1958) 0.0113]1 - Wo4092, pyo6468
Banerjee & 35 r TS
Bhattacharya (1961) | 0-007 - W™ - H
Fujimoto et al. (1968) 0.008883 . Woae, e
Gehan & George (1970) | 0.0235- Whs14s6. poazzie
Haycock et al. (1978) 0.024265 - WO-5378 . po.3s6d
Mosteller (1987) JIW - H/3600)
Mattar { 1989) (W-+H—a0)/100
N\m}f&{l?ﬂg} 0.001315 - wo-262. pylriie
Shuter & Aslani (2000) | 0.00949 . Wil poass
Livingston & Lee (2001) | 0.1173- Woeis
Tikuisis (2001) men: 0.01281 - W44 fo.6

women: 0.01474 - W7 . {035

Nwoye & Al-Sheri
(2003)

0.02036 - WoA27 . o516

Yu, Lo, Chiou (2003)

0.015925-(W- H)%5

Schlich (2010)

men: 0.000579479 . W24, i
women: 0.000975482 . W6, 108

Yu, Lin, Yang (2010)

0.007 13989 - W4 . po.7437

Céc két qua chi so co thé dé dang xac dinh nhwng gitka cac
cong thic cho ket qua khac nhau dang ke, cau haéi dat ra la
liéu viéc lwa chon mét cong thirc cu thé co hop 1€ va an

toan cho bénh nhan hay khéng?

Sw khéc biét gitra hau hét cac cong thirc BSA da biét c6 thé dat tai mirc
0,5 m? do6i vai tiéu chuan voc dang ngwoi lon. Mac du nhiéu nghién ctru
trwdc day da chirng minh rang mét s6 cong thirc BSA cung cap mét két
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qué gan nhw chinh xac véi cac bénh nhan dwoc kham va diéu tri, tat ca
cac nghién ctvu nay chi dwoc thwe hién trén mét nhém ngwdi han ché. Mét
phan tich xem xét 25 BSA céng thc, phan tich cho thay rang viéc lva
chon mét céng thire cu thé 1a mot nhiém vu kho khan, sw khac biét két qua
céac tinh toan dwoc thwe hién béi cac cdng thirc khac nhau Ién dén mirc
trong mot sO tredng hop két qua co thé anh hwdng dén ty 1& séng sét toan
bd ciia bénh nhan, dac biét déi véi nhixng bénh nhan bat thuong chuyen
hod hodc tré em. Do d6 dé tdi wu cac cong thirc c6 sdn, can co cac quy
tac trong tinh liéu hoa chét.

12 quy tac nham dam bao t6i wu
trong tinh lieu hoa chat

1. Liéu luong tinh theo BSA tinh todn khong hoan toan chinh xéc. Khong st dung duy nhat thong s6
nay dé tinh toan liéu luong. Nén kiém tra lai bang cong thirc khac dé so sanh.

2. Khong sir dung gié tri BSA qué thap/qua cao dé tinh liéu lwong (vi du: < 1,5 va > 2,0). Viéc sir dung
trong lugng co thé 1y twong khong c6 co sé khoa hoc.

3. Sir dung BSA nhu mét phuong tién dé tim hiéu pham vi liéu tuyét ddi dién hinh cua thubc cho mot
phac d6 cu thé (vi du: lidu doxorubicin dién hinh 1a 80 dén 120 mg, khdng phai 60 mg/m?). Liéu tot
nhat ¢é thé nam trong pham vi d6 va khong phu thudc vao BSA.

4. Lam tron liéu tinh toan vi dy: 102 mg doxorubicin nén 1a 100; 67 mg methotrexate nén la 65 hozc
70 mg. Diéu nay an toan va kinh té.

5. Ludn xem xét cac thdng sé khac ngoai BSA khi tinh toan liéu luong (xem quy tic 6 — 9).

6. Can biét T1/2 cua thubc. Néu khong biét, dirng ding thube. Diéu chinh liéu dya trén cac xét nghiém
thich hop theo thai trir cia thudc, vi du: huyét thanh creatinine, GFR, bilirubin, transaminase hoic
cac xét nghiém cu thé khac lién quan dén thai trir thude (kiéu gen, kiéu hinh).

7. Kiém tra céc loai thudc khéc c6 thé ic ché hoic ting cudng thai trir thude gay doc té bao.

8. Kiém tra cac thdng sé khac anh huong dén viéc phan bé thudce, vi du: albumin huyét thanh, ¢ truéng,
suy mon, béo phi,...

9. Kiém tra cac yéu té khac anh hudng dén do nhay cam ciia mé binh thudng cé thé yéu cau giam liéu,
vi du: héa tri va xa tri trudc do, thé trang, hoi chirng suy mon.

10. Biét rang liéu luong nay s& khong chinh xac trong 40% thoi gian diéu tri. Khoang 10% bénh nhan
s& bi qua liéu va 30% bénh nhan s& bi thiéu liéu.

11. Po dau 4n sinh hoc vi du nhu trong suy tiy xuong dé kiém tra anh huéng cua liéu ding. Diéu chinh
lidu tiép theo tang/ giam cho phl hop. Sb lugng bach cau trung tinh thap nhat dugc dé xuét ddi voi
thudc trc ché tay 1a 1.5x10° /1it. Biéu chinh tat ca cac loai thudc trong mot phac dd ¢6 tac dung twong
tu duong thai trir (vi du: doxorubicin, vinca alkaloid, podophyllotoxin, irinotecan, taxan).

12. Ludn nho nguoi khac kiém tra lai liéu luong, vi du: duge si hoic diéu dudng.

Nguén:

1. How to calculate the dose of chemotherapy, doi: 10.1038/sj.bjc.6600139

2. Body surface area formulae: an alarming ambiguity, doi: 10.1038/srep27966

3. Take a deeper look into body surface area, doi: 10.1097/01.NURSE.0000558092.00476.db

21



VIEN HUYET HQC - TRUYEN MAU TRUNG UONG BAN TIN THONG TIN THUOC
KHOA DUQC
Thang 01 nam 2023

2. Cac ché pham yéu té déng mau c6 tac dung kéo dai (extended half-
life coagulation factors)
X0 tri cadc bé&nh nhan hemophillia hién tai ch yéu l1a thay thé phan yéu
t& ddng mau bi thiéu hut d& dw phong va diéu tri cac dot xuat huyét. Hién tai,
viéc dw phong van | tiéu chuan vang dé xa tri cac bénh nhan hemophillia do
lam gidm cac dot xuat huyét cling nhw tdn thwong khop.

Yéu t6 VIII va IX 1a nhirng protein I&n, phirc tap c6 thdi gian tac dung
ngan. Thoi gian ban thai ctia yéu té VIIl khoang 12 gi¢y, dao déng l&n gitra
cac céa thé. Do vay, cac bénh nhan hemophilia A nghiém trong can tiém dw
phong khoang 3 lan méi tuan. Thdi gian ban thai cia yéu té6 XlI dai hon
(khodng 18 — 24 gi®) nhwng cac bénh nhan van can tiém dw phong 2 lan méi
tuan dé bao dadm hiéu Iyc bao veé.

Céc ché phadm ddng mau tac dung kéo dai dwoc thiét ké dé giam thiéu
cac han ché clta cac ché phdm théng thwdng, duwoc Ky vong gilp lam tang
tuan tha diéu tri va cai thién hiéu qua dy phong xuét huyét do 1am gidm tan
suéat dwa thudc.

Phwong phap kéo dai tac dung t6i wu can phai khdng anh hwéng dén
tac dung dwoc ly va tinh an toan cta cac ché pham dong mau. Hién tai cac
phwong phap kéo dai tac dung clia cac ché pham tai té hop bao gém: i/ Lién
két héa hoc yéu td ddng mau voi polyethylene glycol (PEG, PEG hoéa); ii/ hgp
nhat yéu té ddng mau véi phan doan két tinh dwoc (Fragmented crystallizable
— Fc) cGia immunoglobulin G1 (IgG1) hoac két hop yéu té6 déng mau va
albumin tai té hop; va iii/ st dung cdng nghé don chudi

e PEG ho6a

Phwong phap nay lién két hda hoc phan tlr protein yéu t6 ddng mau véi
polyethylene glycol (PEG) dé kéo dai thoi gian ban thai va tac dung in vivo
cla cac yéu td nay, qua trinh nay dwoc goi 1a PEG hoa. Cac phan tr PEG
thwdng khéng déc, khdng gay sinh mién dich va rat wa nwéc. Cac yéu td dong
mau da PEG hda c6 thdi gian ban thai dai hon khoang 1.5 1an so véi céc
dang théng thwéng, diéu nay chi yéu do bao vé cac yéu td ddng mau khdi
sy tan cdng cla cac enzym va ngan chan sy twong tac cla ching véi cac
receptor thai tru.

e COng nghé két hop protein (Fc hoac albumin)

Céac Immunoglobulin G (IgG) va albumin déu |a cac protein c6 thoi gian
ban thai rat dai (khodng 20 ngay). Ca hai protein nay déu trai qua qua trinh
tai str dung ndi bao v&i receptor Fc, diéu nay bao vé chiang khai bi thoai héa
b&i lysosome. Sau khi dwoc hap thu béi t& bao ndi mod, cac protein gan
receptor Fc trong méi trwedng acid cla endosome dwoc bao vé khéi sy phan
loai va thodi hoa cua lysosome. Diéu nay gilip cac protein nay quay lai tuan
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hoan. Co ché tai st dung nay ciling dwoc thyee hién khi doan Fc cua IgG hoac
albumin dwoc gan truc tiép véi cac yéu td déng mau, gitp lam tang thoi gian
ban thai cua ching.

Blood (physiological pH 0
(physiological pH) e 3&
Serum %G IgG dissociates
protein at physiological pH

Recycling
endosome

Endocytic
vesicle

Acidified
endosome

FcRn binds Sorting of

IgG in FCRn-1gG Non-receptor bound proteins
acidified complexes are degraded in the lysosome
endosome

Lysosome

Monocyte or
endothelial cell

e Thay d6i chuéi protein

Yéu t6 VIIl cia nguwdi bao gdbm hai chu0| glycoprotein va dwoc van
chuyén trong mau dwdi dang phic hop voi yeu td von Willebrand (VWF).
Trong lwong phan tlr la khoang 280 kDa; bao gom mét chudi ndng (domains
Alal A2a2B) va chudi nhe (domains a3A3C1C2), lién két v&i nhau khong
bang lién két cédng hoa trj.

Khéng nhw cac dang yéu té VIII gdbm 2 chudi nhw trén, yéu t VIII don
chubi tai t& hop da dwoc nghién ciru cat mién B chudi nang. Ché phadm don
chudi bao gébm hai chudi dworc rat ngan va lién két cdng hoa tri véi nhau. Do
céac vi tri tac dong clta thrombin khéng bi anh hwéng, dang yéu té VI don
chudi van dwoc hoat héa binh thwédng b&i thrombin, trong khi c6 tinh 6n dinh
cao hon va cé ai lwc manh hon véi VWF. Ai lwc cao voi VWF gilp cai thién
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dwoc déng hoc ctia yéu tb VIII don nhanh, 1am kéo dai thdi gian ban thai cla
chung

Han che ddi véi cac yéu t6 VIII tac dung kéo dai: trong huyét tuo’ng,
phan l&n yéu té VIII & dang phtrc hop voi VWF. Twong tac gitba VWF va yeu
td Vi rat ‘quan trong déi véi hoat tinh, tinh sinh mién dich va sy thanh thai
cua yeu td VIII. Thanh thai cta VWF va yéu t6 VIIl chd yéu & dang phirc hop
dan dén thoi gian ban thai clia yéu tb VIII chi khoang 12 glo’ Cac dang yeu
td VIII tai td hop dwoc gan PEG, Fc hodc albumin va ké ca dang don chudi
déu bi anh hwéng I&n bdi sy twong tac véi VWF, do do, thei gian ban thai
cta VWF (khoang 15 gi®) 1a yéu té han ché dbi véi cac kj thuat kéo dai tac
dung yéu tb VIII hién tai. TAt ca cac ki thuat trén chi gitp kéo dai tac dung
khoang 1,5 — 2 1an so v&i dang yéu tb VIl thong thwdng. Nguoc lai trong
trwéng hop cta yéu té IX, co thé kéo dai tac dung Ién gap 4 — 6 1an v&i cac
Ki thuat khac nhau.

Tén thwong| . : Hang san | Co ché kéo dai e g
. Tén generic £ . ban thai
mai xuat tac dung .‘
i (gi®)
Elocta/ Eloctate | Efraloctocog Bioverativ/ Fe (IgG~1) kgt pcp
. FVIII da loai bd B- | 19.0
(rFVII-Fc) alfa Sobi d )
omain
Adynovate Octocog  alfa . PEG hoéa FVII
(BAX 855) pegol Shire ddy dd cac doan | 143
Esperoct (N8-| Turoctocog alfa | Novo PEG h(?a (405kDa)
: FVIII rat ngan B- | 19.0
GP) pegol Nordisk d :
omain
. PEG héa (60 kDa)
Jvi  (BAY 94-| Damoctocog | g0 FVIII loai bé B- |18.7
9027) alfa pegol d .
omain
Afstyla Lonoctocog alfa CSL. FVIII don chubi 14.5
Berhing
Alprolix (EIX-Fc g'c?g’iera“‘” FIX kéthop Fc | 82.1
Idelvion (FIX-FP CSL. FIX ket hop | 105
Berhing albumin
Reb_lr_1yn/ Nonacog beta Novo_ PEG héa EIX 96.3
Refixia pegol Nordisk
Nguén:

1. Ar MC, Balkan C, Kavakli K. Extended Half-Life Coagulation Factors: A New Era in the Management
of Hemophilia Patients. Turk J Haematol. 2019 Aug 2;36(3):141-154.

2. Graf L. Extended Half-Life Factor VIII and Factor 1X Preparations. Transfus Med Hemother. 2018

Apr;45(2):86-91.
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3. Céac dang bao ché ctia Doxorubicin liposomal va déc tinh tich luy trén
tim mach

T nhirng ndm 50 cla thé ky XX, doxorubicin (DOX) da dwoc phat hién,
phan 1ap tir chdng vi khuan Streptomyces peucetius var. caesius va dwoc
rng dung trong lam sang dé diéu tri
bénh ung thw. Hién nay,
doxorubicin cé thé dwoc ban tdng !
hop tir daunorubicin va dwoc st -
dung kha phé bién. Tuy nhién, ciing
gibng nhw cac thubc diéu tri ung
thw thuéc nhédm khang chuyen hoa
khac, doxorubicin cé rat nhiéu tac
dung khéng mong muén, dac biét
la doc tinh gay suy tay, lam thleu
bach cau, gidm tiéu ciu, lam rbi
loan nhip tim va c6 thé dan dén t&
vong. Do do, hién nay, thudc tac dung tai dich dé diéu tri bénh ung thw la sw
lwa chon thich hop dé tdng cwéong hiéu qua cla thude tai cac khdi u va gidm
doc tinh & céac té bao lanh.

Methoxypolyethylene
Glycol Surface Coating

Liposomal Bilayer

Doxorubicin Hydrochloride
Encapsulated in Aqueous Core

Mot trong nhirng hé dwa thudc tai dich dang dwgc chu trong phat trién
trong bao ché hién dai la dang thubc liposome. Day Ia dang thubc cé nhiéu
wu diém trong qua trinh van chuyén, phan bd, kiém soat gidi phéng va tang
sinh kha dung cta dang thubc. Uu diém d&c biét cla liposome s dung trong
diéu tri ung thw la cac phan ti thubc sé di nhiéu vao khdi u, gidi phéng thubc
va han ché thubc dén cac mo lanh.

¢ Dinh nghia lipsome
Liposome la cac hat cwe nhd bao gdm modt mang hai lép lipid bao quanh
hoat chat trong mot ngan chva nwéc trung tam. Muc dich cla viéc déng goi
liposome cuia thudc la dé thay déi dwoc dong hoc cla nd, tr dé cai thién hiéu
qua va/hoac gidm déc tinh cda thubc.

Céc cong thire hién tai cua liposome anthracycline nhw sau:

- Doxorubicin liposom pegylat héa (Caelyx/Doxil): én dinh vé mat khéng
gian, dwgc phu mét I&p polyetylen glycol, goi la “liposome tang hinh”.
- Daunorubicin liposomal (DaunoXome): bao gébm mét 1&p lipid kép cua
distearoylphosphatidylcholine va cholesterol theo ty 1&€ mol 2:1
Ca hai cdng thirc déu c6 I&p ngoai wa nwdc, I&p nay thu hat mét 1&p
nuwdc bao quanh vé liposome. Diéu nay lam tang th&i gian lwu thédng bang
cach lam cho cong thirc hdu nhw vé hinh déi véi hé théng lwdi ndi ma.

- Liposom doxorubicin (Myocet)
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Hé théng liposome th& hai (Myocet) dwoc thiét ké dé duy tri tac dung
chdéng khéi u ctia doxorubicin nhwng gidm ddc tinh trén tim. Loai liposome
nay dé dang dwoc nhan ra va bj thuc bao bdi hé thdng thwe bao don nhan.
O dong vat, hau hét cac tac nhan gay doc té bao dwoc tiém vao nhanh chéng
duwoc thwe bao hap thy, gidm thiéu sy tiép xic cla cac md binh thwong va
do d6 lam gidm mot sb tac dung phu cép tinh va man tinh. Doxorubicin sau
do6 dwoc cac thwe bao gidi phdng theo cach cé kiém soat, twong tw nhw truyén
cham.

STEP1

(A) C4u tric héa hoc cua liposome Doxil. ( B) So dd cho thay co ché van chuyén Doxil dén céc té bao khéi u. Buéc
1: luu théng céc liposome chira doxorubicin trong tudn hoan méu véi thoi gian ban hiy khodng 55 gior (d6i véi nguroi)
sau khi tiém ma khéng gidi phong thudc. Budc 2: dan truyén céc hat nano liposome 85nm vao khoang mé théng
qua mach méu khéi u bj ro ri. Buréc 3: gidi phéng doxorubicin tw do ttr liposome, dwoc cho la do sw phan hay vét ly
va héa hoc ctia mang liposome trong dich ruét do dé pH thép, sw hién dién cda céc tac nhan oxy hoa va enzyme,
hodc théng qua sw hép thu cta dai thuc bao. Buéc 4: thude tw do xdm nhép vao té bao khdi u, lién két véi axit
nucleic, sau do tiéu diét té bao khéi u.

e Dwoc dong hoc
Sy khac biét gitra liposomal doxorubicin va liposomal daunorubicin la
do su khac biét trong cach déng goi liposome cua chiang. Hai dang nay tao
ra ndng do dinh trong huyét twong thap hon va thoi gian lwu théng lau hon
so v@&i thube ty do.

Liposomal doxorubicin trong Myocet cé sdn trong co thé, chuyén hoéa
va bai tiét twong tw nhu doxorubicin théng thuwéng, nhung véi tbe dd cham
hon. O ché, néng dd trong huyét twong ctia doxorubicin ttr Myocet cao gap
1000 Ian so véi doxorubicin thédng thwéng sau 6 gior, nhwng sw khac biét giam
dan sau 24 gio. Biéu nay phan biét Myocet v&i Doxil, ton tai trong lwu théng
lau hon dang ké.
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Caelyx c6é dwoc dong hoc tuyén tinh va sy phan bd cta né xay ra theo
hai giai doan, giai doan th& nhat twong dbi ngan (5 gi®) va giai doan thi hai
kéo dai (55 gid). Khong gibng nhuw doxorubicin tw do, hdu hét doxorubicin
liposome dwoc pegy hda la gidi han trong thé tich dich mach mau, va do
thanh thai cGa n6 trong mau phu thudc vao chat mang liposomal.
Daunorubicin liposomal hoat déng twong tw nhw Caelyx, nhwng tao ra AUC
thdp hon va cé do thanh thai cao hon va thdi gian ban hay cudi cing ngan
hon. Liposome pegylated (dwong kinh khoang 70-100 nm) va liposome
daunorubicin (dwong kinh 45 nm) du nho dé di nguyén ven qua cac mach
mau khiém khuyét cung cap cho khéi u. Pay la ly do ma chung tich tu trong
mé khdi u. Caelyx cung cip néng do doxorubicin cao hon trong cac khéi u
sarcoma cua Kaposi so v&i trén da binh thwong.

e Tac dung khéng mong muén trén tim mach va déc tinh tich luy

Ty 1& nhiém doc tim & bénh nhan diéu tri bang anthracycline c6 lién
quan dén nong do dinh clia thudc. Mot trong nhing muc tiéu trong viéc phat
trién doxorubicin liposomal pegylat hoa la giam nong dé doxorubicin ty do
trong huyét twong va han ché sy tham nhap co tim, tlr d6 giam thiéu doc tinh
trén tim. D liéu tién 1am sang cho thay rang cong thirc liposomal thuc s it
gay doc cho tim hon so v&i thubc ty do: doxorubicin liposomal dwoc peg hda
c6 thé dwa liéu nhiéu hon khodng 50% so véi doxorubicin tw do c6 thé dwoc
cung cap cho thd ma khéng tao ra cling tan suat gay déc cho tim.

Céc bién cb bat lgi vé tim c6 thé xay ra ho&c lién quan dén doxorubicin
dang liposomal dwoc pegy héa da dwoc bado cao & 3—-9% bénh nhan. Bao
gdm: ha huyét &p, tran dich mang tim, viém tinh mach huyét khéi, suy tim va
nhip tim nhanh.

Suy thét trai da dwoc bao cao & mot sé bénh nhan, d&c biét 1a nhirng
ngwdi nhan liéu tich Ity cao doxorubicin liposomal pegylat hoa trong doi (trén
550 mg/m2). Tuy nhién, liéu tich Iy tr 450 mg/m2 tré |&n va 550 mg/m2 da
duoc st dung ma khéng lam gidm dang k& phan suat tbng mau hoac tién
trién suy tim. Cho dén nay, khéng c6 hodc réat it déc tinh trén tim da duoc
quan sat thay & nhirng bénh nhan méc Kaposi's sarcoma lién quan dén AIDS,
nhirng ngwdi da dung doxorubicin liposomal pegylat hda & liéu tich Ity cao.

Ca ndng d6 dinh va tdng thé ctia doxorubicin trong mé co tim déu gidm
30-40% sau khi dung Myocet so v&i doxorubicin théng thwdng. Viéc giam
phoi nhiém véi co tim nay dan dén gidm dang ké déc tinh trén tim, dwoc danh
gi4 ca& vé mat chirc nang.

Nguon:

1. Elsevier B.V. (2016), Anthracyclines—Iliposomal formulations, See also Anthracyclines and Cytostatic
and immunosuppressant drugs.

2. https://www.researchgate.net/figure/A-Chemical-structure-of-a-Doxil-liposome-B-Schematic-diagram-
showing-the proposed_fig2_ 265139437

3. https://www.researchgate.net/figure/Schematic-of-PEGylated-liposomal-doxorubicin-Doxil-structure-
Doxorubicin-inset_figl 266380943
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4. Khuyén céo chuyén d,6i Methylprednisolon dwéng tiém sang dwong
uong véi bénh ly huyéet hoc
Cac trwong hop wu tién str dung methylprednisolon dwong tiém

- Bénh nhan c6 phan (rng khi truyén mau, st dung thuéc hoac trong quéa
trinh thwe hién tha thuat can st dung corticoid dwdng tinh mach.
- Bénh nhan khéng c6 kha ndng s dung thubc dwong udng: budn
nén/nén nhiéu,
- Bénh nhan khéng dap &ng véi methylprednisolon dwdng udng va céac
corticoid c6 san khac
- Bénh nhan sir dung methylprednisolon liéu cao khéng thé s dung
dwong udng (> 200mg/ngay) hodc trwdng hop khéng thé thay thé bang
dwong udng hodc cac corticoid c6 sdn khac.
Lwu y: mét s6 dang methylprednisolon chéng chi dinh st dung dwdng tiém
noéi tay (Solu-Medrol, Methylprednisolon Sopharma)
Cac trwong hop co thé thay thé methylprednisolon dwong tiém bang
dwéng ubng hodc bang corticoid c6 san khac

Trong nhiéu trwdng hop, methylprednisolon c6 thé st dung & dwong

udng thay thé cho dwéng tiém, cu thé dwoc tbng hop trong Bang 1.

Tén bénh ly Trwong hop can str dung Goiy phwong | TLTK
methylprednisolon theo HDDT bénh ly phap thay the
huyét hoc 2022

DPai huyét  Diéu trj tan mau: trong diéu kién Viét S dung

sac té kich  Nam methylprednisolon
phéat ban - Methylprednisolone: C6 thé diéutril  dwdng ubng

dem thdi gian ngan (1 tuan) véi liéu thap (10-

20mg methylprednisolone) cac trwdng

hop tan mau cép
Thiéu mau  Methylprednisolone S dung [1],
tan mau tw - Liéu dung: 1 - 2mg/kg/ngay. Khi cé dap  methylprednisolon [2]
mién va Héi (ng (huyét séc t6 > 80g/L) thi gidm liéu  dwong udng

chirng dan.

Evans

Giam tiéu  Diéu tri thwong quy & nguwdi |én: S& dung phéac d6
cau mién + Methylprednisolone: 0,5 - 2,0 methylprednisolon
dich mg/kg/ngay, uéng hodc tiém TM x1 -2 duwong udng hodc
nguyén tuan, t6i da 3 tuan. Sau khi c6 dap ’ng,  dexamethason
phat gidm liéu méi 10mg/ tuan dén liéu 0,5
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mg/kg/ngay, sau dé gidm liéu mbi
5mg/tuan; hodc
+ Dexamethasone 40 mg/ngay x 4
ngay/chu ky x 4-6 chu ky cach nhau mai
14 - 28 ngay (truyén TM).
Diéu tri GTCMDNP & tré em
Chi dinh: Bénh nhan m&i chan doan,
SLTC < 30G/l, khéng c6 triéu chirng xuét
huyét hodc xuét huyét nhe (mirc do 0 -
I1), chon mét trong cac phwong an dwéi
day:
+ Methylprednisolone: 2-4 mg/kg/ngay
(t6i da 120 mg/ngay) x 5-7 ngay; hodc
+ Methylprednisolone: 500 mg/m2 da/
ngay x 10 - 20 ngay, sau dé giam liéu
trong vong 1 - 2 tuan va ngirng thubc
Methylprednisolon hoac Prednisolon
1mg/kg/ngay dung don déc 3-4 tuan
Phdc dé6 CALGB 8811:
Pot 1 (diéu tri tAn cong):
Methylprednisone 60 mg/m2/ngay dwong
udng: ngay 1-21 (ngay 1-7 néu bénh
nhan trén 60 tudi).
Dot 5 (diéu tri kéo dai): Methylprednisone
60 mg/m2/ngay dwéng ubng:; ngay 1-5
Phédc dé GRAALL 2005:
Giai doan test corticoid:
Methylprednisone liéu 60 mg/m2 dwéng
udng hodc methylprednisolone liéu
48mg/m2 dwdng tinh mach tir ngay 1-7
(hoac dén ngay thir 10)
Giai doan diéu trj cdm &ng:
Methylprednisone liéu 60 mg/m2 dwdng
udng (hodc methylprednisolone liéu 48
mg/m2 dwdng tinh mach) ngay 1-14
Giai doan tang cwong mudn:
Methylprednisone liéu 60 mg/m2 dwdng
udng (hodc methylprednisolone liéu 48
mg/m2 dwdng tinh mach) ngay 1-14.
Giai doan diéu trj duy tri:
Methylprednisone liéu 40 mg/m2/ngay
dwérng udng trong 7 ngay.
FRALL A:
Giai doan cam rng: Methylprednisone:
60mg/m2/ngay chia 2 1an (ubng hay
truyén tinh mach) tir ngay 1 dén ngay 7.
Giai doan ciing ¢ - nhom A3 — dot 2
(COPDAM2000): Methylprednisone:
60mg/m2/ngay, ngay 1-5.
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theo huong dan
diéu tri

Mrc liéu
methylprednisolon
2 — 4 mg/kg/ngay
c6 thé duoc st
dung v&i dudng
udng & tré ubng
dwoc

St dung corticoid
dwong ubng

S dung dwong
udng theo hwéng
dan diéu tri

St dung dudng
uong theo huwéng
dan diéu tri

Sl;l’ dung dudng
udng theo hwéng
dan diéu tri
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Giai doan tang cwdng 2 — nhém A3:
Methylprednisone: 40mg/m2/ngay (chia 3
lan, udng), ngay 1-15. Giam liéu tr ngay
15 va ngirng vao ngay 21.

FRALL B:

Giai doan cam (ng: 60m/ngay chia 2 lan
(udng hay truyén tinh mach), ngay 1-7
Giai doan tan cong (B1/B2):
Methylprednisone: 40mg/m2, ngay 8-28

(udng hoac tinh mach), chia 3 1an tir ngay

29: Gidm liéu dan, ngirng vao ngay 35
Giai doan cing ¢c6 (B1 — dot 2):
Methylprednisone: 40 mg/m2/ngay (uéng,
chia 3 lan/ngay), ngay 29-35

Giai doan trung gian (B1):
Methylprednisone: 40mg/m2, ngay 1-7;
ngay 29-35. Chia 3 lan, udng

Giai doan trung gian (B2):
Methylprednisone: 40mg/m2/ngay (chia 3
lan, ubng), ngay 1-7, ngay 29-35

Giai doan duy tri: Methylprednisone:
40mg/m2/ngay (udng), ngay 1-7 mbi
thang, trong 12 thang dau.

FRALL T:

Giai doan cam rng: Methylprednisone:
60mg/m2/ngay chia 2 lan (ubng hay tinh
mach), ngay 1-7

Giai doan tan cong: Methylprednisone:
40mg/m2, ngay 8-28, udng hodc tinh
mach, chia 3 1an. Tl ngay 29: Giam liéu
dan va ngirng vao ngay 35.

Giai doan clng cb (T1 — dot 2):
Methylprednisone: 40 mg/m2/ngay (ubng,
chia 3 l1an/ngay), ngay 29-35.

Giai doan duy tri: Methylprednisone:
40mg/m2/ngay (udng), ngay 1-7 mbi
thang, trong 12 thang dau.

Phdc d6 ALL- REZ-BFM 85 c6 cdi tién
Giai doan cam rng P: Methylprednisone
100 mg/m2, uéng ho&c tiém, truyén T™M
ngay 1-7 va 15-21.

Giai doan R1: Methylprednisone 100
mg/m2, ubng hoac tiém, truyén tinh mach

ngay 1-5
AML trén Phac do BFM-83:
tré em Giai doan cung co: Methylprednison

40mg/m2, tiém tinh mach trong 28 ngay,
gidm liéu bang 1/2,
1/4, 1/8 liéu ban dau
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St dung dwong
udng theo huéng
dan diéu tri

Sl} dung dwong
udng theo hwéng
dan diéu tri

Sl} dung dwong
udng theo hwéng
dan diéu tri

Theo phac d6
BFM 83 géc tra
clru duworc,
prednisolon liéu
40mg/m2 dwoc st
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dung trong
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Diéu tri hé tro thiéu mau (EPO =
500mU/mL): Dung methylprednisone két
hop thalidomide ho&c lenalidomide néu
khong dap ng voi danazol

U lympho Hodgkin (nguwéi 16m)
BEACOPP: Methylprednisolon 40mg/m2,
Ubng/ TM, D1-14

Stanford V: Methylprednisolon 40mg/m2,
Ubng/ TM, hang ngay trong 12 tuan
MOPP: Methylprednisolon 40mg/m2,
Ubng/ TM, D1-14 & chu ky 1 - 4

U lympho khéng Hodgkin (nguwéi 16m)

CHOP (CHOP-R, CHOP-E, CHOP-BIeo):

Methylprednisolon 45mg/m2, Ubng/ TM,
D1-5.

CVP: Methylprednisolon 45mg/m2, Udng/

TM™, D1-5.

EPOCH: Methylprednisolon 60mg/m2,
Uébng/ TM, D1-6.

U lympho Hodgkin (tré em)

Thubc dwoc st dung trong cac phac dé
OEPA, OPPA, COPP, COPDAC, ABVD,
IEP, BEACOPP la prednisolon dwodng
udng/TM, hién tai dwoc thay thé bang
methylprednisolon

U lympho khéng Hodgkin (nguwéi 16m)
Phac d6 BFM-NHL, giai doan tan cong:
Methylprednisone (uéng), 60 mg/m2, 1-
28, gidm lidu trong 9 ngay

COPAD: Methylprednisolone 60
mg/m2/ngay (chia lam 2 lan), dwong

udng/ tinh mach, tr N1—N5, sau doé giam

liéu va ngwng trong 3 ngay

COPADM 1,2: Methylprednisolone 60
mg/m2/day (chia 3 liéu), dworng udng/
tinh mach, Ngay 1- 5
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dung, khéng nhét
thiét can phai
dung dwdng tinh
mach. C6 thé
chuyén sang
dworng udng.

C6 thé str dung
dweng ubng do
trong cac nghién
clru xay dwng
HDDT (NCCN)
déu phdi hop
thalidomid/lenalido
mid voi
prednisolon
dwdng udng)

S& dung dwong
udng theo huéng
dan diéu trj

St dung dudng
udng theo huéng
dan dieu trj

St dung dudng
uong theo huwéng
dan diéu tri

St dung dudng
uong theo huwéng
dan diéu tri
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COP+: Methylprednisolone 60 mg/m2,
dwong ubng/tinh mach, Ngay 1- 7 (gidm
liéu trong 3 ngay)

M1, M3: Methylprednisolone 60
mg/m2/ngay (chia 3 liéu), dwdng udng/
tinh mach, Ngay 1- 5

BFM-NHL 90: Methylprednisolone
(ubng/tinh mach), 30 mg/m2, ngay 1-5

Phac do MP: Methylprednison (2 mg/kg/ngay), St dung dudng
hoa chét uong, ngay 1 — 4 uong theo hwéng
thwong MPT: Methylprednison (2 mg/kg/ngay), dan dieu tri

dung trong udng, ngayl1l-4
diéu tri dau VMP: Methylprednison 60mg/m2/ngay,
tay xwong  udng, ngay 1 — 4

Bendamustin + methylprednisolon

Nguén:
1. Hill, A. and Q.A. Hill, Autoimmune hemolytic anemia. Hematology, 2018. 2018(1): p. 382-389.

2. Lechner, K. and U. Jager, How | treat autoimmune hemolytic anemias in adults. Blood, 2010. 116(11):
p. 1831-8.

3. Sartori, P.C., et al., Treatment of childhood acute myeloid leukaemia using the BFM-83 protocol. Med
Pediatr Oncol, 1993. 21(1): p. 8-13.

4. Mesa, R.A., etal., A phase 2 trial of combination low-dose thalidomide and prednisone for the treatment
of myelofibrosis with myeloid metaplasia. Blood, 2003. 101(7): p. 2534-41.

5. Quintas-Cardama, A., et al., Lenalidomide plus prednisone results in durable clinical, histopathologic,
and molecular responses in patients with myelofibrosis. J Clin Oncol, 2009. 27(28): p. 4760-6.

6. Mesa, R.A., et al., Lenalidomide and prednisone for myelofibrosis: Eastern Cooperative Oncology
Group (ECOG) phase 2 trial E4903. Blood, 2010. 116(22): p. 4436-8.
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5. Quan ly mét sé tac dung khéng mong muén cuaa glucocorticoid liéu

cao kéo dai

Mét sé tac dung khdng mong muén thweng gap khi ste dung

glucocorticoid

Céc glucocorticoid cé chi dinh réng rai trong nhiéu bénh ly khac nhau,
tuy nhién ching ciing mang lai nhiéu TDKMM, d&c biét néu s dung liéu cao
kéo dai. Cac TDKMM thwéng gap ciia GC dwoc tdng hop trong Bang 2.

Hé co quan
Da liéu va dién mao

Tim mach

Tiéu hda

Co va xwong

Than kinh va tam than

Chuyén héa va noi tiét

Tac dung khéng mong muén
Méng da, ban va/hoac bam tim
Tang can

Mat Cushing

Mun nhot

Ram I6ng

Ban do trén mat

Ran da

Puc thay tinh thé duéi bao sau
Tang ap lwc ndi nhan/Glaucom
L&i mat

Gilr nwéc

Tang huyét ap

Xo vira dong mach

Loan nhip tim

R6i loan lipid mau

Viém niém mac da day, loét da day — t& trang
Viém gan nhiém m&

Loang xwong

Hoai t&r chdm xwong dui

Bénh co

Hwng phan qua mic

Tram cam

R6i loan giac ngu

Bon chdn, bat an

Réi loan tam than

Bénh gia u ndo

Tang duwong huyét
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Suy truc ha ddi — tuyén yén — thwong than
Mién dich T&ng nguy co nhiém tring co’ hoi
Huyét hoc Tang bach cau

Theo ddi va phong ngtra cac tac dung khéng mong muén cia
glucocorticoid
Danh gia va theo déi

Truéc khi khéi dau liéu phap GC can kiém tra téng thé tién st va tinh
trang hién tai dé xac dinh cac yéu t6 nguy co hodc cac bénh Iy cé thé bj anh
hwéng bdi GC nhw dai thao dwong, réi loan lipid mau, bénh tim mach, bénh
ly dwérng tiéu hoa, rdi loan cdm xic va lodng xwong. Can kiém tra trwédc diéu
tri cac chi s6: can nang, chiéu cao, BMD, huyét &p va xét nghiém cdng thirc
mau, dworng huyét, cac chi sé lipid mau. O tré em, tinh trang dinh dwéng va
phét trién ciing can dwoc danh gia than trong.

Céc d4u hiéu va triéu chirng nhiém trung cling can dwoc xac dinh, tranh
st dung GC trén bé&nh nhan cé nhiém khuan chwa diéu trj. Viéc sir dung cac
thudc phdi hop cling can dwoc can nhac kj lwérng do mét sé nguy co twong
tac véi GC da dwoc ghi nhan tai Bang 2.

Nhom thuéc twong tac Hau qua Khuyén nghi/ Bé xuét
Thuéc chéng co giat (vi + | nébng do va tac « Giam sat chat ché két qua
du, carbamazepine, dung ctia GC; c6thé  cua viéc st dung déng thoi
phenobarbital, phenytoin) tén tai trong nhiéu + C6 thé yéu cau thay déi liéu

tuan GC

sau khi ngtrng thubc
chdng co giat

Thuéc chéng déng mau  « C6 thé lam 1 tac + Giam sat INR chat ché

(vi du, warfarin) dung chéng déng mau + Cé thé yéu cau thay déi liéu
cua warfarin va 1 warfarin trong vong 3—7 ngay
nguy co chdy mau ké tlr ngay bat dau GC
dwdng tiéu héa

Thuéc chéng nam (vi du: < 1 néng do va doc » Theo dbi viéc str dung déng

itraconazole, tinh ctia GC thi dé tim dau hiéu qua liéu

ketoconazole) GC (giir nwdc, tdng huyét ap,

tang duong huyét)
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dwong

Thuéc khang sinh

(macrolide)
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« Kh&i dau GC co6 thé
dan dén réi loan diéu
hoa glucose,

do dé lam giam tac
dung cua thubc diéu
tri dai thao dwdng

+ 1 néng do va doc
tinh cua GC

(vi du: clarithromycin)

Thuéc khang virus (vi du:
atazanavir, indinavir,
ritonavir, saquinavir)

+ | ndng d6 va doc
tinh cia GC

* Dexamethasone c6
thé 1 néng do
indinavir va saquinavir
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» Thay dbi liéu
methylprednisolone va
dexamethasone néu can thiét
(prednisone va

prednisolone khéng bi anh
hwéng dén hiéu qua

do twong tac nay)

« 1 tan suat giam sat dwong
huyét khi bat dau GC

tri liéu

« Diéu chinh liéu phap diéu tri
dai thao dwéng theo chi sb
dwong huyét

+ Theo dbi viéc str dung déng
thei dé tim dau hiéu qua liéu
GC

(gilr nwée, tang huyét ap,
tang dwdng huyét)

« Thay déi liéu
methylprednisolone va
dexamethasone néu can thiét
(prednisone va

prednisolone khéng bi anh
hwéng dén hiéu qua

do twong tac nay)

+ Theo dbi viéc st dung dong
thei dé tim dau hiéu qua liéu
GC

(gilr nwde, tang huyét ap,
tang dwdng huyét)

+ Thay dbi liéu
methylprednisolone va
dexamethasone néu can thiét
(prednisone va

prednisolone khéng bi anh
hwéng dén hiéu qua

do twong tac nay)

* Theo doi hiéu qua cta
indinavir va saquinavir néu
bénh nhéan dang dung
dexamethasone



Thuéc khang khuan (vi

du: efavirenz,
nevirapine, rifampin)

Thudc lei tiéu, thai Kali

VIEN HUYET HQC — TRUYEN MAU TRUNG UONG
KHOA DUQC

+ | nbng d6 va tac
dung cta GC; c6 thé
ton tai trong nhiéu
tuan

sau khi ngirng thubc
chéng nhiém tring

+ GCs c6 thé 1 tac

(vi du: furosemide, HCTZ) dung thai kali cua

Vac xin séng

NSAIDS

thudc lgi tiéu

« Chling ngra bang
véac xin séng trong khi
ding liéu GC rc ché
mién dich (40 mg /
ngay prednisolone
[hoac twvong dwong]
trong> 7 ngay) co thé
tang nguy co’ nhiém
trung va de doa tinh
mang

* C6 thé 1 nguy co
loét duwdng tiéu hoa
khi dung déng thoi
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* Theo dbi chat ché hiéu qua,
dac biét la cac bénh nhan
ghép

« 1 Liéu GC

» Theo dbi ndng do kali d&
thay ddi thuéc loi tiéu va /
hodc bd sung kali khi can thiét
« Hoan vac xin séng it nhat 3
thang sau liéu phap GC liéu
cao

+ Can nhac s dung PPI néu
nguwoi bénh cé nguy co bi loét
dwdng tiéu héa

Dw phong cac tac dung khdng mong muén do glucocorticoid

Nguyén téc dé dw phong cac TDKMM do GC la st dung liéu thp nhét
c6 hiéu qua trong khodng thdi gian ngan nhét co thé. Néu duwoc, can nhac
dwa liéu GC 1 Ian mbi ngay vao budi sang hoac sir dung ché dé liéu céach
ngay. Céc tinh trang c6 thé lam ndng thém TDKMM cla GC can dwoc diéu
tri trwéc khi s& dung GC. Cac bénh nhan can dwoc hwéng dan phong tranh
cac bénh nhiém trung, deo thé nhan dién y té va thay déi théi quen sinh hoat
dé han ché TDKMM clia GC. Ngoai ra, can nhéc lwa chon céc tac nhan e
ché mién dich khac khdng phai GC néu co thé. Cac khuyén céo dy phong cu
thé cho tirng trwdng hop dwoc trinh bay duéi day.
Loéng xwong

D4 c6 nhiéu hwéng dan diéu tri dwoc cong bd vé dw phong va diéu tri
lodng xwong do GC trén nguoi tredng thanh. Cac khuyén céo vé dw phong
lo&ing xwong ctia Hoi Khép hoc Hoa Ky (ACR) ndm 2022 duoc tdng hop trong
bang dw&i day.
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Céc khuyén cao danh cho ngwi trwéng thanh (nam giéi va niv gi&i ngoai dod
tudi sinh dé)

- Péi vé&i tt ca ngudi trudng thanh st dung GC liéu twong dwong prednisolon tir
2.5mg/ngay trong thoi gian = 3 tuan: Téi wu lwong calci (1000 — 1200mg/ngay) va
vitamin D (600 — 800 IU/ngay) nap vao co thé, thay déi 16i séng (&n udng can bang,
kiém soat can néng, dirng hat thudc, han ché dd uéng cé con, tap thé duc thuwdng
Xuyén)

- Dbi v&i ngudi cd nguy co gay xwong thap: dam bao lwong calci, vitamin D va thay
déi 16i sbng dwoc wu tién hon diéu ti bang thudc

- Bbi v&i ngudi co nguy co trung binh — cao: wu tién bd sung biphosphonate dwéng
udng; trong trwerng hop khéng thé st dung biphosphonate dwéng udng cé thé thay
thé bang biphosphonate dwéng tiém, teriparatid, denosumab, raloxifene (raloxifen
chi cho nir gi&i man kinh trong cac trwéng hop céac thube khac khong thé st dung).
Céac khuyén cao danh déi twong dic biét

- D6i v&i phu ni trong d6 tudi sinh d&, cé str dung cac phwong phap tranh thai hiéu
qua: wu tién bd sung biphosphonate dwéng ubng; trong trwdng hop khong thé st
dung biphosphonate dwérng udng c6 thé thay thé bang teriparatid. Chi can nhac st
dung IV biphosphonate hoac denosumab trén bénh nhan nguy co cao do chwa co
nghién ctu vé an toan trén phu ni cé thai

- Péi v&i bénh nhan st dung GC liéu cao (= 30mg/ngay va liéu tich Iy >5g/ndm):
wu tién bd sung biphosphonate dwdng udng; trong trwéng hop khong thé stiv dung
biphosphonate dwdng udng cé thé thay thé bang cac thubc khac tiy theo tudi.

- Tré em tr 4 — 17 tudi st dung GC trén 3 thang: dam bao cung cap du calci (1000
mg/ngay) va vitamin D (600 1U/ngay) kém thay ddi 16i séng

- Tré em tr 4 — 17 tudi kém gay xwong do lodng xwong c6 s dung GC tir
0.1mg/kg/ngay trong thoi gian trén 3 thang: bd sung biphosphonate dwdng uéng
kém theo ddm bao cung cép du calci (1000 mg/ngay) va vitamin D (600 IU/ngay) +
thay ddi 16i séng. Trong trwdng hop chéng chi dinh véi biphosphonate dwéng udng
c6 thé chuyén sang duong tiém.

Uc ché thwong than

DPé han ché nguy co &rc ché thwong than, can can nhac nguy co' &rc ché
clia tirng loai corticoid, nén sir dung liéu thap nhét cé hiéu qua trong thoi gian
ng&n nhat (phu thudc vao tirng bénh ly), ddng thei danh gia dap ng thudng
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xuyén dé xac dinh kha nang gidm liéu. Néu c6 thé, nén st dung GC 1 lan/ngay
vao budi sang.

Hién tai, chwa c6 hwéng dan chuan nao vé viéc gidam dan liéu sau liéu
phap GC liéu cao kéo dai. C6 thé tham khao hwéng dan goi y cho viéc giam
dan lidu & ngudi Ién va tré em tai Bang, dwoc xay dwng dé gidm dan liéu phu
thudc vao xét nghiém noi tiét. Trong mét sb trworng hop va diéu kién co sén,
bénh nhan van c6 thé gidam dan liéu ma khéng can lam xét nghiém c6 séan,
tuy nhién trong tredng hop nay can hét strc than trong dé phat hién cac dau
hiéu va triéu chirng suy thwong than cé thé xuét hién.

DP6i v&i ngwei tredng thanh:

1. Gidm liéu theo méi bac tr 2.5 — 5mg (twong dwong prednison) mdi 3 — 7 ngay
cho dén khi vé liéu sinh ly (5 — 7.5 mg prednison/ngay)

2. Chuyén sang hydrocortison 20mg/ngay, uéng vao budi sang

3. Gidm dan liéu hydrocortison méi 2.5mg trong vai tuan hoac vai thang

4. Dirng/tiép tuc hydrocortison theo néng do cortisol budi sang:

< 85 nmol/L: truc HPA chwa héi phuc, tiép tuc va thir lai sau 4 — 6 tuan

85 — 275 nmol/L: c6 thé truc HPA chwa hdi phuc, tiép tuc va thir lai sau 4 — 6 tuan.
C6 thé can nhac lam thém nghiém phap kich thich ACTH (phia dwéi)

256 — 500 nmol/L: truc HPA c6 thé da héi phuc, divng hydrocortison nhwng can theo
ddi chat cac dau hiéu va triéu chirng suy thwong than

> 500 nmol/L: truc HPA da hdi phuc, dirng hydrocortison

D6i v&i tré em:

1. Giadm liéu theo tirng bénh ly cho dén khi vé liéu 30 mg/m2 hydrocortison/ngay
2. Giam méi 10-20% mébi 3 — 7 ngay dén liéu GC sinh ly (8 — 10 mg/m2/ngay
hydrocortison)

3. Chuyén sang hydrocortison 8 — 10 mg/m2/ngay, uéng vao bubi sang

4. Dirng/tiép tuc hydrocortison theo ndng dé cortisol budi sang:

< 171 nmol/L: truc HPA chwa hdi phuc, tiép tuc va thi lai sau 4 — 6 tuan

171 — 500 nmol/L: c6 thé truc HPA chwa hdi phuc, dirng hydrocortisol hang ngay,
bd sung trong cac trwéng hop stress. Cé thé can nhac lam thém nghiém phap kich
thich ACTH (phia dui)

> 500 nmol/L: truc HPA d4 héi phuc, dirng hydrocortison

Nghiém phap kich thich ACTH:

Dinh cortisol > 500nmol/L: truc HPA d& phuc hdi, dirng hydrocortisol

Dinh cortisol < 500nmol/L: can tiép tuc hydrocortisol
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Uc ché tang truéng

Kha nang &rc ché tang trwdng clia dexamethason va betamethason cao
gap 18 1an so véi prednisolon, do vay, dé& lam han ché nguy co e ché tang
trwdng & tré em, cac steroid hoat tinh yéu nhuw prednisolone dwoc can nhac
st dung. Hién tai chwa c6 bang chirng st dung cac hormon ting trudng dé
diéu tri hoac dw phong TDKMM ctia GC.
Bién chirng duong tiéu hoa

Can nhac s dung PPI trén cac bénh nhan sir dung GC nguy co cao
xuat huyét tiéu héa hoac loét da day nhw bénh nhan c6 st dung NSAIDs,
bé&nh nhan cé tién st xuat huyét tiéu héa hoac loét da day, bénh nhan cé
bénh Iy nghiém trong mac kém.
Nguon:

1. Liu, D., et al., A practical guide to the monitoring and management of the complications of systemic
corticosteroid therapy. Allergy Asthma Clin Immunol, 2013. 9(1): p. 30.
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PHAN IlI: CANH GIAC DUQC
1. Nifedipine va phu phéi khi dung trong thai ky

Théng tin San pham (PI) cho nifedipine da dwoc cap nhat dé cung
cap théng tin mai vé nguy co' phu phoi cap khi dwoc sir dung nhw mot chat
lam tan (¢ ché co that co tron t& cung) dé diéu tri chuyén da sinh non trong
thai ky.

Nifedipin 1a 1 thubc chen kénh calci cé mat tai Uc v&i nhiéu biét dwoc
khac nhau, bao gébm Adalat, Adefin, Addos va APO-Nifedipin. Nifedipin dwoc
chi dinh cho:

e Kiém soat con dau that nguwc dn dinh man tinh va dau that nguwc do co
that mach (dau that ngwc Prinzmetal, dau that nguc bién dbi) do bénh
mach vanh

e Diéu trj tang huyét ap.

Nifedipine dwoc chéng chi dinh trong thdi ky mang thai va trong thoi ky
cho con bu. Tuy nhién, Co quan Quan ly Sadn pham Tri liéu (TGA) da nhan
dwoc bbn bao cao vé tac dung phu lién quan dén viéc sir dung ngoai nhan
trong th&i ky mang thai.

Phan 'Kha ning sinh san, mang thai va cho con bu' cia nifedipine
Pl (phan 4.6) da dwoc cap nhat dé bao gém cac théng tin sau: “Phu phdi cap
da dwoc quan sat thay khi thudc chen kénh canxi, trong sd nhirng thubc khac
nifedipine (chi yéu & dang [gidi phdng tire thei]), dwoc st dung nhw mét tac
nhan Iam tan huyét trong th&i ky mang thai, dac biét 1a trong trwdng hop da
thai (song thai tré I&n), bang duwéng tinh mach dwong dung va’hodc st dung
dodng thei thube chi van beta-2.

TGA khuyén céo rang viéc st dung
ngoai nhan chi dwgc xem xét khi cac Ilya
chon khac khéng co san, can kiét, khong
dwoc dung nap hoac khéng phu hop. Nguoi
ké don nén thao luan v& riiro va lgiich cia A
phwong phap diéu tri dwoc dé xuét véi bénh
nhan va/ hodc ngudi cham séc cha ho dé
ho c6 kha nang duwa ra sy ddng y. Ngodira, = S =
viéc diéu tri, bao gom ca hiéu qua va cac tac | e ieirssis, R | iarnastey
dung phu tiém &n, can dwoc theo déi chat % SRR % e
ch&. Nhan vién y té can lvu y viéc TY thong tin san pham cla cac thudc chiva
nifedipin da cap nhat thong tin méi vé nguy co phu phdi cip khi thubc duoc
dung nhw mét tocolytic dé trc ché co that co tron tlr cung trong diéu tri chuyén
da sinh non khi mang thai.

Nguén:https://lwww.tga.gov.au/publication-issue/nifedipine-and-pulmonary-oedema-when-used-
pregnancy

Phéi binh thudng Phu phdi
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2. Két hop Xarelto + Aspirin trong diéu tri bénh déng mach ngoai vi

FDA da phé duyét XARELTO (rivaroxaban) 2,5 mg x 2 lan/ngay +
Aspirin 100 mg x1 14n/ngay dé& gidm nguy co bién cd huyét khdi mach mau
quan trong & nhirng bénh nhan bj bénh déng mach ngoai vi (peripheral artery
disease: PAD), bao gdbm c& nhirng b&nh nhan sau tai théng mach chi duéi
gan day do PAD (cé triéu ching).

V&i sw phé duyet nay, XARELTO + Aspirin la liéu phap dau tién va duy
nhat dwoc chi dinh dé gitp gidm nguy co bién cb tim mach quan trong & bénh
nhan bénh ddng mach vanh (coronary artery disease: CAD) va cac bién cb
mach mau huyét khdi quan trong, chang han nhw nhéi mau co tim, dét quy,
do thiéu mau cuc bd, thiéu mau cuc bd chi dwdi cap tinh, doan chi do nguyén
nhan mach mau, & bé&nh nhan PAD, bao gdm ca nhirng bénh nhan sau tai
théng mach chi dwdi gan day do PAD (c6 triéu ching).

Liéu phap két hop XARELTO + Aspirin trong diéu tri PAD dwoc FDA
phé duyét dwa trén dir liéu tr nghién ciru VOYAGER PAD pha 3, bao gém
6.564 bénh nhan tr 542 dia diém trén 34 qudc gia trén toan thé gi¢i. Cac
bénh nhan dwoc chon ngau nhién theo ty 18 1: 1 va dwoc dung XARELTO +
Aspirin (XARELTO 2,5 mg x 2 lan / ngay c¢dng v&i 100 mg aspirin 1 1an / ngay)
(n = 3.286) ho&c Aspirin don thuan (100 mg x 1 1an / ngay) (n = 3.278). Bénh
nhan dwoc theo dai trong théi gian trung binh la 28 thang.

Nghién ciru VOYAGER PAD da dap (rng cac tiéu chi chinh vé hiéu qua
va an toan. Nghién ctu da chirng minh liéu dung XARELTO + Aspirin wu viét
hon aspirin don thuan trong viéc gidm 15% nguy co bién ¢ & chi va tim mach
quan trong & bénh nhan PAD (co triéu chirng) sau khi tai théng mach chi
dwéi. Loi ich cta viéc thém XARELTO vao Aspirin da rd va nhat quan gitra
cac phan nhém nghién curu.

Khéng co s gia tang dang ké vé chay mau quan trong dwoc quan sat
thay & nhirng bé&nh nhan dworc diéu tri bang XARELTO + Aspirin so v&i Aspirin
don thuan (2,65% so v&i 1,87% twong &ng).

Nguén:

1.https://www.jnj.com/fda-approves-expanded-peripheral-artery-disease-pad-indication-for-xarelto-
rivaroxaban-plus-aspirin-to-include-patients-after-lower-extremity-revascularization-ler-due-to-
symptomatic-pad

2.https://www.janssenlabels.com/package-insert/product-monograph/prescribing-
information/XARELTO-pi.pdf
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3. Thuyén tac huyét khoi kem theo giam tiéu cau va vac xin COVID-19:
Khuyén cao ttr MHRA

~ Gan day, MHRA da ghi nhan mét so treong hop xuat hién bién co huyét
khoi nghiém trong kém giam ti€u cau sau khi tiém vac xin AstraZeneca.

Chuwa cé bang chirng cho thdy sw anh hwéng cda cac yéu tb nguy co
trén cac bénh nhan nay, chd yéu la nhirng ngudi cé tién sir khée manh. Day
la tinh trang hiém géap, v&i sw hinh thanh cuc mau déng béat thwéng. Co ché
cda tinh trang nay dwoc cho 1a lién quan dén dap trng mién dich cla co thé
v&i vac xin AstraZeneca, c¢6 thé do sw da hinh trong gen ma héa thu thé Fc
cla hé mién dich va day ciing Ia 1 Iinh vwc dang dwgc nghién ctru. Khdng co
ly do dé cho rang nhitng bénh nhan co tién st huyét khéi hodc hodi chirng
tang dong(thrombophlllc) s€ co nguy co mac bién cb hiém gdp nay cao hon
do nguyé&n nhan nam & co ché mién dich. Twong tw, du mang thai lam tang
nguy co xuat hién tinh trang ddng mau, nhung chwa cé bang chirng cho thay
nhing phu nir mang thai, phu ni sau sinh hoac dang st dung thuéc tranh
thai sé cdé nguy co mac huyét khéi di kém v&i gidm tiéu cau cao hon sau khi
tiém vac xin AstraZeneca. Hién chwa ghi nhan trwéng hop phy ni co thai xay
ra tinh trang nay Tuy nhién, can than trong khi tiém chdng trén nhirng ca
nhan c6 tién st mac huyét khéi va gidm tiéu cau do heparin (HITT ho&c HIT
typ 2).

Can danh gia dung nhirng trwéng hop xay ra bién cb ddng mau di kém
gidm tiéu ciu sau tiém vac xin AstraZeneca liéu dau tién. Néu xuét hién tinh
trang nay, nén hoan viéc tiém vac xin cho dén khi qua trinh déng mau cla
bé&nh nhan hoan toan én dinh, va can nhac st dung vac xin khac cho liéu tiém
liéu thir hai. Twong tw nhw hdi chivng HITT, cac khang thé khang yéu tb 4 tiéu
cau co thé tdn tai trong co thé khodng 6 thang.

Nguwdi dan dwoc khuyén céo tiém liéu vac xin tht 2 cung loai néu khéng
xuét hién bién cb hiém gap trén sau khi tiém vac xin AstraZeneca liéu dau
tién. Cho dén nay, chwa c6 dau hiéu cho thiy nguy co xuét hién bién cb nay
tang sau khi tiém liéu thir 2 va ty 1& xay ra cac phan rng khéac & liéu hai thap
hon so liéu 1 khi tiém véc xin cung loai. Cac phan tng cé hai théng thwdng
c6 kha ndng xuét hién nhiéu hon khi s dung vac xin thay thé khi tiém liéu 2
khac loai.

Dwa trén bang ching hién cé, Lién Uy ban vé tiém ching Anh Quéc
(The Joint Committee of Vaccination and Immunisation - JCVI) dang tw van
wu tién s dung mot vac xin khac cho ngwdi khée manh dudi 40 tudi, bao
gdm nhan vién y t& va nhan vién codng tac cham séc xa hoi, ngwdi cham séc
khéng dworc tra lwong va nhirng nguwoi trong gia dinh ctia bénh nhan bi suy
giam mién dich.

DPéi twong co tién st xuat hién cac dot ddng mau va ngudi dwoc chan
doan méc hdi chirng tdng ddng mau (thrombophilia), du dang st dung thubc
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chong dong dai han hay khdéng, van ¢d nguy co mac COVID-19. Voi nguoi
c6 tién st huyet khdi hoac cé cac yéu tb nguy co da biét co thé mac huyét
khéi, chwa c6 bang chirng cho thay ho sé co nguy co hinh thanh mlen dich
trung gian dap tng tinh trang huyet khéi va giam tiéu ciu sau tiém véc xin
AstraZeneca. V@i hau hét cac dbi twong nay, nguy co huyet kh0| tai phat do
nhiém COVID- 19 van cao hon nhiéu so v&i nguy co méc bién cb huyet khi
va gidm tiéu cau sau tiém véac xin. Do d6, nguoi trén 40 tudi cé cac tién s
nay can dwoc tiém ching véi bat ky loai vac xin nao hién cé (mién la khéng
c6 chdng chi dinh nao khac). Can nhac twong tw ciing dwoc ap dung cho
nhirng ngudi xuat hién tinh trang huyét khéi théng thuweng sau khi tiém liéu
dau vac xin AstraZeneca nhung khoéng di kém gidm tiéu cau.

Nguén:https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/f
ile/1007737/Greenbook_chapter_14a_30July2021.pdf
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4. TGA: Cham nhip tim thai nhi va héi chirng Kounis lién quan dén ché
pham sat dwéng tinh mach, nhac lai vé nguy co phan wng phan vé

Cac nhan vién y té dwgc khuyén cdo cac ché pham sat ding dwong
tiém dang dwoc cap nhat thdng tin Kounis trong t& Théng tin San pham (PI)
vé nhip tim cham trén thai nhi va hdi chirng Kounis.

e Cac ché pham sét dwdng tinh mach dwoc chi dinh trong cac truéng
hop thiéu mau thiéu sat ma cac dwdng dung khac khéng ¢ hiéu qua
hodc khéng phu hop dé sir dung. C6 4 ché phdm sét dung duwéng tiém
dwoc lwu hanh tai Uc: sat carboxymaltose (tén biét dwoc Ferinject), sét
polymaltose (ché phdm tiém Ferrosig), sat derisomaltose (Monofer) va
séat sucrose (Venofer).

o Sat carboxymaltose va sat derisomaltose dwoc chi dinh cho trudng hop
thiéu sat khong hiéu qua hoac chdng chi dinh khi dung dwéng ubng,
hodc can bd sung sét nhanh chéng.

e Sé&t polymaltose dwoc chi dinh diéu tri thiéu mau do thiéu sét trong
trwdng hop chéng chi dinh st dung dworng udng, hap thu sat tai ruot
kém hoac khi bénh nhan khéng tuan tha hoac khéng dung nap dwdng
tiéu hda kéo dai.

e Sat sucrose dwoc chi dinh diéu tri thiéu mau do thiéu sat & bénh nhan
chay than nhan tao man tinh va bénh nhan dang diéu trj bang liéu phap
erythropoietin.

Co quan quan ly Dwoc phdm Uc (TGA) da yéu ciu cap nhat thong tin
vé nhip tim cham trén thai nhi va héi chirng Kounis trong t& Théng tin
San pham, muc “Canh bao va than trong”, “Phu nir cé thai va cho con
bu”, “Tac dung khéng mong mudn”.

e Céc phan (rng phan vé do ché pham sat duwong tinh mach da duoc ghi
nhan trong y van. Nguy co gay nhip tim nhanh cta bao thai va héi chirng
Kounis dwoc cho 1a ¢6 lién quan dén phan (rfng qua man cla thubc.

e Qua trinh trao doi oxy cua nguoi me co thé bi anh hwdng do phan tng
qua man v&i ché pham st dung dudng tiém, dan dén tinh trang thiéu
oxy trén thai nhi va co ché bu trr lwong oxy bi thiéu hut dan t&i nhip tim
cham trén thai nhi.

e Co ché sinh hoc cla hoi chirng Kounis (HGi chirng mach vanh cép tinh
lién quan dén dj (rng) cé thé do cac ion kim loai tw do (nhw sat) dan dén
hinh thanh cac gbc tw do hydroxyl, gay (rc ché tdng hop prostacyclin,

c6 tac dung gian co, trong do cé co tron mach vanh.

e Ca hai tinh trang déu c6 nguy co tiém an nghiém trong trén lam sang.
Nhan vién y t& can than trong truwéc tac dung khdng mong muén nay.

_ Canh bao an toan thupc nay déa dwoc cap nhat vao To théng tin san
pham cua tat ca cac ché pham sat trén thi trwedng Uc.
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Nhac lai vé nguy co
gdy phan ng phan vé do
cdc ché pham sat dwong
tinh mach:

Nam 2013, Co quan
Quan ly Duoc chau Au (EMA)
da dwa ra bao cao nghién ctru
tién hanh trong 2 nam vé tac
dung khéng mong muén cla
cac ché pham sét dwong tinh
mach (sat sucrose, sat (lll)
hydroxide dextran complex,
natri ferric gluconat, ferric
carboxymaltose va sat (1) isomaltosid).

e T4t ca cac ché phdm sat dwdng tinh mach déu cé nguy co thip gay
cac phan rng phan vé, cé thé gay tlr vong néu khéng dwoc xi tri kip
tho.

e Du vay, loi ich ctia cac ché phdm sat dwdng tinh mach 1a vuot trdi so
v&i nguy co khi viéc bd sung sat dwdng ubng khéng hiéu qua hodc
chdng chi dinh.

e Cac ché phdm sat dwdng tinh mach chi nén dwoc st dung khi cac nhan
vién y té dwoc tap huan vé phat hién va xt tri phan (rng phan vé, cling
nhw céc bién phap cap ciru hdi strc sdn c6 dé st dung ngay lap tirc.

e Khéng can thiét phai siv dung liéu test trude truyén.

e Bénh nhan can dwoc theo déi chat ché cac dau hiéu va triéu chirng cua
phan (rng phan vé trong vong tbi thiéu 30 phut sau méi liéu truyén.

e Cac ché phdm sat dwdng tinh mach chdng chi dinh trén phu ni ¢ thai
trong 3 thang d4u thai ky. Can than trong can nhac loi ich/nguy co trudc
khi st¢ dung sau 3 thang dau thai ky.

e Can dac biét than trong khi st dung ché phdm sét dwéng tinh mach
trén cac bénh nhan cé tién st di (rng (bao gébm ca di rng thudc), bénh
nhan viém da co dia hoac c6 cac bénh hé théng khac (lupus ban do,
viém khép dang thép,...)

Nguén:https://www.tga.gov.au/publication-issue/parenteral-iron-products-fetal-bradycardia-and-kounis-
syndrome
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5. Dung khang sinh kép tac dung trén vi khuan ky khi (Hwéng dan cua
Sharp Grossmont Hospital, 2020)

Vi khudn ky khi 1 hé vi sinh vat binh thuwérng & dwdng tiéu hoa (vi khuan
ky khi trie khudn gram am Bacteroides fragilis, Prevotella melaninogenica va
Fusobacterium) va hé vi sinh vat & khoang miéng (vi khuan ky khi gram
dwong Peptococcus va Peptostreptococcus).

Dung khéang sinh c6 phd bao pht trén vi khuan ky khi cé thé dwoc chi
dinh trong cac trwedng hop nhiém khuan khac nhau, dac biét 1a nhiém khuan
6 bung, viém phdi hit, nhiém khuan ban chan do dai thao dwéong/viém tdy
xwong va nhiém khuén phu khoa.

Nhirng vi khuan ky khi Gram dwong & khoang miéng bi tiéu diét béi
hau hét cac beta-lactam ké& ca penicillin. Cac loai khang sinh sau day cé hoat
tinh rat tt déi véi cac trwe khudn gram am ky khi nhw B. fragilis. Viéc s dung
bat ky sw két hop ndo cla cac tadc nhan dwdi day dwoc coi 1a “dung khang
sinh kép c6 phé trén ky khi”, diéu nay 1a khdng céan thiét.

Nhirng khang sinh c6 hoat tinh trén vi khuan ky khi

Ampicillin/sulbactam Metronidazole
Piperacillin/tazobactam Clindamycin

Cefotetan Tigecycline

Cefoxitin Moxifloxacin (non-formulary)
Tat ca cac Carbapenem nhw: (meropenem, ertapenem, imipenem)

Céac hwéng dan diéu tri ciing nhw tinh nhay cdm va dir liéu I1am sang
KHONG UNG HO viéc ding khang sinh kép c6 tac dung trén vi khuan ky, khi.
Ly do gém: B. fragilis, vi khuan ky khi gay bénh phd bién nhéat, co ty 1& dé
khang rat thp 1a < 1-5% v&i hdu hét cac beta-lactam, va <1% dbi véi
piperacillin / tazobactam, carbapenems va metronidazole. Cac huwéng dan vé
nhiém khuén 6 bung va phu khoa khuyén céo tri vi khuan ky, khi bang mét
khang sinh c6 phé trén ky khi. Bang chirng 1am sang cho thay, viéc phéi
hop metronidazole v&i khang sinh da cé hoat tinh diét vi khuan ky khi dé bao
pha vi khun ky khi KHONG cai thién két qua 1am sang trén bénh nhan.

Két luan: Khuyén cdo KHONG NEN PHOI HOP nhiéu khang sinh déu
c6 hoat tinh trén vi khuan ky khi vé&i nhau dé& han ché nhirng tac dung phu ma
khang sinh nay gay ra khi b&nh nhan st dung. Chi phdi hop nhiéu khang sinh
c6 hoat tinh trén vi khuan ky khi trong cac trwong hop lam sang sau:
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e Phdi hop thém Clindamycin dé& chéng déc td trong diéu trj viém can gan
ban chan hoai tt

e Phébi hop thém Metronidazole dé diéu tri nhiém khuan do

gay ra nhirng bénh lién quan dén dwong rudt

e Phdi hop Metronidazole v&i phac dé dung gentamicin + clindamycin dé
diéu tri dw phong trwéc phau thuat ~ 24 gi® trong cac ca phau thuat phu
khoa (cytoreductive surgeries) hodc cac ca phau thuat lién quan dén
ruét hodc tap nhiém rudt (surgeries involving the bowel or bowel
contamination).

e Clindamycin c6 thé dwoc thém vao dé xt tri ban dau, hd tro, ngan han
trong trwdng hop nhiém trang huyét & nguwdi me cé biéu hién cla hoi
chirng sbc doc té hoac hdi chirng gibng nhw sbc ddc td (TSLS) dé trung
hoa doc tb.

e Metronidazole c6 thé dwoc phdi hop cung Cefotetan + Doxycycline
trong diéu tri bénh viém viing chau +/- Ap xe budng trirng khi cé két qua
sinh hoc phan t&r DNA am dao dwong tinh ho&c két qua nudi cay ra vi
khuan Gardnerella hodc Bacteroides.

Nguén: https://www.sharp.com/physicians/upload/double-anaerobic-coverage-guideline-against.pdf
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6. Bendamustine (Levact): tang nguy co’ gay ung thw da khéng u sac to
va bénh ndo chat trang da o tien trien (PML)

Theo doi tinh trang da va nghi ngd bénh nhan méc PML & nhirng bénh
nhan dang diéu trj phac do cdé chtra bendamustine néu c6 cac triéu chirng
m&i hoac xau di vé than kinh, nhan thirc hoac hanh vi.

Bendamustine la mét loai thu6c chdng ung thw dworc chi dinh cho bénh
bach ciu lympho man tinh, u lympho khéng Hodgkin hogc da u tdy. Bénh
nhan dwoc diéu tri bang bendamustine tang nguy co mac bénh ung thw da
khéng u séc t6 do bénh Iy co tir trwde va tudi tac cta ho. Tuy nhién, hai thir
nghiém da dwoc cong bd (BRIGHT va GALLIUM) cho thay sé trwéng hop ung
thw da khéng phai khéi u ac tinh véi phac dd cé chivra bentamustine cao hon
so v&i cac phwong phap diéu tri khac dwoc st dung cho ung thw hach.

M6t danh gia ctia chau Au vé di¥ liéu an toan da khuyén cao nhirng rui
ro nay dwoc thém vao Tém tat D&c tinh S&n phdm cung véi 16 khuyén dé
theo déi bénh nhan dinh ky vé nhitng thay dbi trén da. L&i khuyén cling sé
dwgc thém vao To Thong tin Bénh nhan dé néu rd réng bénh nhan nén lién
hé v&i bac si ctia ho néu ho nhan thdy nhivng thay dbi dang lo ngai trén da.
Loi khuyén trén trang web NHS vé nhirng thay dbéi dbi véi ndt rudi céd thé hivu
ich cho cudc thao luan nay.

Ngoai ra, rat hiém truéng hop bénh PML da dwoc bao cdo & nhirng
bé&nh nhan dang diéu tri phac dé c6 chira bendamustine. Mé&c du diéu tri déng
th&i co6 mat trong moi trwdng hop khi théng tin dwoc cung cap, mbi quan hé
tam thdi v&i bendamustine 1a rd rang trong hau hét cac trwong hop va su gia
tang nguy co PML dwoc cho la chinh dang. Néu nghi ngd PML, nén tam
nglrng diéu tri bang bendamustine cho dén khi thwe hién cac phwong phap
chan doan PML: chup cong hwdng tir ndo (MRI), choc dich n&o tay.

DPanh gia dir liéu an toan cla chau Au ciing xac dinh sy gia téng trong
bao cao cac tredng hop PML khi str dung liéu phap cé chira bentamustine.
Trong khoang thoi gian dugc xem xét (tir ngay 7 thang 1 nam 2018 dén ngay
6 thang 1 nam 2020), 42 trwong hop PML trén toan thé gidi da dwoc bao céo,
11 trong s d6 da t&r vong. Con sb nay so v&i 9 trudng hop trong giai doan
trwdc (ngay 7 thang 1 ndm 2017 dén ngay 6 thang 1 nam 2018).

Diéu tri déng thoi cd trong moi trwdng hop, véi hdu hét nhan duoc
rituximab ho&c obinutuzumab cung v&i bentamustine. Tuy nhién, méi quan
hé thoi gian véi bentamustine la ré rang trong hau hét cac trwdng hop. Trong
31 trworng hop, liéu phap cé chira bentamustine 1a phwong phap diéu tri muén
nhat trwdc khi khéi phat.
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M6t vai trd dong gop clia bentamustine dbi véi sw phat trién clia PML
duwoc cho la co thé. Puoc biét, bentamustine c6 thé gay gidm bach huyét kéo
dai va suy gidm té bao T-CD4 dwong tinh. Tac dung nay ré rang hon khi két
hop bentamustine vai rituximab.

Nguén: https://www.gov.uk/drug-safety-update/bendamustine-levact-increased-risk-of-non-melanoma-
skin-cancer-and-progressive-multifocal-encephalopathy-pml

7. Nguy co nwéc pha tiém gay ratinh trang tan mau
~ Céac chuyén gia y té duoc .
nhac nhé rang nwdc pha tiém co =7
thé gay tan mau, gay anh huwdng .
dén ng, néu tiém mbt lvong Ion t
vaostic khoe nguoi bénh, tham - -
chi dan den tr vo tinh mach ma ——
khéng tao dang trvong.

Nwéc pha tiém, cé tinh ' % -
nhwgc trvong, dwoc chi dinh d;“e
hQa tan hoac pha loang cac chat : v -
diéu tri trong dwong tiém dé tiém .~
(trong d6 nuwde la dung méi thich
hop).

N6 dwoc chong chi dinh dé tiém tinh mach néu né khong dugc diéu
chinh vé d6 dang trwong bang cach thém cac chat hoa tan thich hop.

~ TGA duoc biét vé cac bao cao quoc té vé s pha tron gila tui 1 lit nwéc
dé tiém va cac tui 1 lit khac, bao gom natri clorid 0,9% va glucose 5%.

Nhw voi bat ky san pham diéu tri ndo, nwdc pha san pham phai luén
dwoc str dung theo dung hwdng dan sir dung san pham. Tat ca cac san pham
thudc tiém da dang ky tai Uc co thé tich tr 100 mL tr¢ 1én déu phai ghi cong
bo trén nhan néu thudc tiém la thudc giam trwvong lwc, wu treong hoac dang
trvong.

Luén kiém tra can than nhan dé& ddm bao khéng cé sw nham lan gitra
nw¢&c pha tiém va cac tui IV khac.

Nguén: https://www.tga.gov.au/publication-issue/water-injection-and-haemolysis
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8. Pembrolizumab: Canh bao nguy co tiéu co’ van tir SFDA

T-Cell T-Cell

_-Pembrolizumab releases
the "brake’ allowing

T-cell receptor ) th
recognizes —? —Protein receptor T-cells to act
tumor cell acts as 'brake’

Tumor cell Tumor cell

Ngay 7 thang 9 nam 2020, Co quan Thuc phdm va Duoc phdm A Rap
Xé Ut (Saudi Food and Drug Authority, SFDA) chinh thirc dwa ra canh bao
can bd y té vé nguy cotiéu co vanlién quan dén viéc st dung
pembrolizumab.

Trwoc do, vao thang 3 nam 2020, SFDA da xem xét tht ca cac bang
chirng co san vé méi lién quan gitra pembrollzumab va tiéu co van va dua
ra két luan rang: Bang chirng cé san hién tai da dé dwa ra méi quan hé nhan
qua gitra pembrolizumab va tiéu co van. Do d6, cac can bd y té nén biét
vé théng tin an toan thudc nay va cé thé xem xét theo dbi bat ky dau hiéu
hodc triéu chirng nao clia tiéu co van & nhirng bénh nhan dwoc diéu tri
bang pembrolizumab.

Pembrolizumab 1a khang thé don dong khang PD-1 (Programmed
death receptor-1). Sw gan két gitra PD-1 trén té bao T va phdi tlr ctia né PDL-
1 (Programmed death-ligand receptor-1) lam rc ché sw téng sinh cua té bao
T c0 vai tro trong phan trng mién dich. Pembrolizumab khang PD-1 gitp giai
phéng sy trc ché phan &ng mién dich cla té bao T, bao gdbm ca phan (rng
chdng khéi u.

Tiéu co van cd dac diém: hoai t& co vanva gidi phéng cac thanh
phan cla té bao co van vao mau; ndng dd creatine kinase trong mau tang
cao va cé thé bj dau co. Mrc do ctia bénh cé thé tir ting cac men trong huyét
thanh khéng cé triéu chirng dén de doa tinh mang voi cac triéu chwng
nhw tdng men qua mlc, mét can bang dién giai va tn thwong than cép.
Nguén:

1. Saudi Food and Drug Authority (2020), Safety Alerts (www.sfda.gov.sa)

https://www.sfda.gov.sa/sites/default/files/2020
11/Pembrolizumab%?20Signal%20communication%20SFDA%20website. pdf

2. World Health Organisation (2021), WHO pharmaceuticals NEWSLETTER NO.1, p1
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9. Liéu phap khang tiéu cau kép sau PCl & bénh nhan c6 nguy co chay
mau cao

Phac d6 khang tiéu cau kép (DAPT) trén bénh nhan sau can thiép mach
vanh qua da (PCI) cé nguy co chay mau cao.

Percutaneous Coronary
Intervention (PCl)

Artery

Catheter

Plaque

Guidewire

Chi dinh va th&i gian s dung phac dd khang tiéu cau kép sau PCI (st
dung stent pht thuoc) trén cac bénh nhan c6 nguy co chay mau cao (trén 75
tudi, co chi dinh st dung thubc khang dong dwong udng, tién st ddt quy hodc
thleu mau cuc bd thoang qua, mac cac bénh toan than tang nguy co chay
mau nhw ung thw, st dung dai ngay corticosteroid hodc NSAIDs hay cé tién
st xuét huyét, thiéu mau hay phai truyén mau) 1a thach thirc 1&n trong thuc
hanh lam sang.

Céc tac gid cua nghién ciru MASTER-DAPT da céng bd két qua cua
TNLS ngau nhién, ddi chirng, theo ddi 4434 bénh nhan trong vong 1 nam voi
2 nhom dung ngan ngay (1 thang) va dung dai ngay (it nhéat 2 thang theo phac
dd diéu tri chudn hién tai). Két qua cho thay khdng c6 su khac biét vé hiéu
qua bao vé (tr vong do moi nguyén nhan, NMCT hoac dét quy) nhwng co su
khac biét co y nghia vé tiéu chi an toan (xuét huyét ndng hoac xuét huyét
khdng nang nhuwng cé y nghia lam sang) gitra 2 nhom.

Két qua nghién clru nay goi mé kha nang rut ngan phac dé DAPT trén
cac bénh nhan c6 nguy co xuat huyét cao sau dat stent mach vanh cé ph
thuéc d& ddm bao an toan cho ngwdi bénh. Tuy nhién nghién clru 1dam sang
v&i c& mau I&n hon dé kiém chirng gia thuyét khéng thua kém trong nghién
ctru c6 thé can thiét cling nhuw xem liéu két qua nay co6 ap dung duwoc véi cac
loai stent phua thudc khac loai da dwoc st dung trong nghién cru (Temuro)
hay khong.

Nguén: https://www.nejm.org/doi/full/10.1056/NEJM0a2108749
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