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with severe coronavirus disease 2019

(COVID-19)

Ban Djch Caa Bac §7 Tran Minb Thanh - Khoa HSTC-CH
Beénh Vign Da Khoo Tinl Khinh Hoa

Absiract

Co s Loe mau ngogi co thé da diroe dé xudt mine mit trang whitng phicong phap
didu tri & béh nhuin mhicm coronavirus, vi tiae dong oo i ctia n6 doi voi viée logi
ha cae evtokine gay viem,

Plurerng plaip: Tine nghicm doi chieng nay diege thyee hicn tren niurng bénlt nhan
COVID-19 ngng nhap vign tai Babol University of Medical Sciences, fran, nhimg
hink nivin ndy dicu tri cdac logi thude khang vi-rit vd khang sinh kiic whay. ciing
nhw edqe phieang phap dien tri hi hup khae nhau vi khing od cdi thign lim sang tich
cie. Kheing co ngau nhién va mit dwge xem xét. Tat ca mhieng hénds nhdan them gia
dén trai gqua ba phién lpe mau hap phu bing qua loe resin két hop ligu phéip thay
the thin lién tue veri piucong e siéa loe tink mach- tinh moch licn tye (CVVED,
Kér qud.: Nam bénh nhdn nam va ndm bimh nhén ait vei dg woi seung bind la 57.30
* {807 tuoi da chegre tham gia vao sphicn cten; va sau trong so Lo da diegre cai thign
seit khi cun thidp. Do bdo hoa oxy man mach ngogi vi (Sptdy) thay daoi san maoi phicn
foc. SpQs trung bind teiece 3 phicn loc man ta 89,.6800% £ 3,94% va saw do tdang len
92.13% + 3.28% (p <0,001). 1L-6 havét thanh cho thay gidm tic 139,760 £ 105,62
xnonge 72,06 £ 65.87 po / mb fpp = 6.073); va CRF giam tir 136,25 54,39 sudng
7825 L3867 mg /L (P = 0.016).

Aet Indgn Lypc mdu Iu{p phy co the cai thign tinh trang clung o hue hét cae honh
nfitn dage nghicn cie mace corenavirus n@ag: tay ahicn, can cé cge thie nehicm do
rrung idm tivn ctew bon trén nhtenye inds ahdn dhege lga chon can thén dé danh gida
chac chan hiéu qua cia doc mau hap phy o hénh nhdan COVID-19,
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Co Sa

Vi-rit Corona 16 mat ho vi-mit 16m c6 (hé dan dén nhiéu foai binh: (& cam
lynk thong thudng doun gidn dén cide van d¢ sire khoe nghiém eong dd thu bit nhicu
sy ¢hll § trén thé gioi. chang han ahw Hai chirng Ha hip Trung Dong (MERS-CoV)
va Ho1 chimg Ho Ilﬁp cap tinh ndng (SARS) [1]. B¢nb do vi ran Corona 2019
(COVID-19) 12 mo1 chung vi riat madi thuge hg vi ria nay duge thoy lan diu tién o
Trung Ouoc vio niam 2019 vi chira timg thay trong quan the ngudi trrde diy (2, 3]
Theo T ehire Y te The gioi, tong s0 1.773.084 tewimg bop duge xdc nhin va
11652 1ruimy hop tt vong da duge bio cido trén todn the gidi cho den thang 4
132.020: wrony 6 ndy. 99.713 ngudi dupe xdc nhin va S107 trudmg hep tir vong
dén twr Kho vue Dong Dija Trung Mai [4].

Cac btéu hign 1am sang khic nhau di duge bio ¢io ve COVID-19 cho den
nay, 1 dyng klidng trigu chimg den bénh ning dua dén suy ho hap can dicu trj cham
soc tich cye va tho may. lién quan den da co quan va thgm cbi suy da co quan [5).
Cic bi¢u hi¢gn pho bién duye ligt ké bao B(‘)m sor, mét mai, ho khan, nghet mus, khﬁ
tho, duu co va dow kKhap véi cace két gua trong phong xét nghi¢m nhu giam bach ciig
lympho. CRP cao vi ting luctate dehydrogenase: 7- 10% bénh nhin ¢é thé tién trién
den cac trieong hop ndng, nguy kich: va khoang 1-2% truomg hyp sé dan den e
vong; tit nhién, 1y 1¢ tir vong cua bénh nhan thay doi thy theo vi iri dia |y ctia ho
[3]. Tuong tw nhu cic dg l)un], phat khae do cuc tic nhin vi ral mas gy ru, mit
pl\um\b phap diéu 1r] duge chap thujn xac dinh van chia duge duu ra va cac phie
do dicu trf duge 1weinh by trong cac bang chimg khoa hoe dew 1a dicu (rj triu chimg
vir cham s6c hd trg {3, 53, Nhimg bénh ahdn phot trién hoi chimg suy hd hap cap o
nhicu kha ndng phai chim séc tai ICU va e vong, v bl eytokine duge phit hign
¢a lién quan den ange d¢ nghicm lrunb cua benh [6]. Ngudi ta da chang minh rang
& gini dogn diu cia qué trinh ohi¢m khuidn huyce, thudmg xuyén quan sit thay sy
gia Ling qua mic con nhicu chat trung gion tien viém, v ty I¢ 1 vong cion bénh
nhan s¢ cso hon nhicu khi adng d& rong huyét thanh cde cdc cyloking ten viém va
khang viem [d dang ke [6. 7]. Vige ngdo chin sy hoat d(mg qua mirc cua cic chat
truny gian gdy viém ndy ¢o the¢ ngdn chin qua trinh nhiém khuin huyét va cai thign
két cye cua bénh nhidn [7]. Mt trang nhimg phuunb phap diéu 1rj ¢d thé duge thye
hi¢n dé giam céc cylokine ndy I& loe mau ngoai co thé, ua thich 1 ige miu hap phy
[E-11]. Loc mau hup phy 18 mot ky thuiit agodi co the licn quan den vige dira miny
qua mot gt loe nai cac chit hoa an duge logi bo bang cich licn két true ticp voi
vit liga hup thy. Loc midu h.lp phy hoyt dgng lhm co che bap phy, lién quan dén cde
cat loc khac nhau da duge cung cap trang cau triic cla no. Na khic vai chay thin
nhan o vi chyy thin nhin (o hoat djny biing co ché khuceh tan. Trong mode siéu
Jgc muiu tinh mach-tinh mach licn e (CVVH) cua loe mbu hap phy. co che déi luu
duge ho sung, vi Khong xaiy ra hign tugmg khudeh tan [12]. Higu qui cun loc madu
hfnp phu trén nong do 1L-6, 1L-R. IL- 13, va yéu 16 TNF dd duge ching minh lrong
mQt so nphién cuu trude day [13]. Bon phién loc mau da duyge 2161 thigu de logi ba
cytokine & b¢nh nhan COVID-19: ligu phap thay thé thin lién tpc {CRRT) vési bo
lor sgi rong co diic tinh hap phy: lgc miu hfnp phu teye ticp bang cich st dung chilt
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hap phy neutromactaparous; hap phy huyu nrong trén resin sau khi phan tach buyét
twong khai mau todn phin: v CRRT liéu coo vot mang cut-off trung binh hojie cao
[10).

Xem xét moi lien quon cug vige gia ling gisi phong cytokine véi mire dg
nghiém trang cta b¢nb COVID-1Y va anh huamyp cua lge miu bap phy doi vai vige
loyi bo cic cylokine nay |7, 13], nghicn eiru ndy dirge thye hign dé xac dinh higu
qua ¢t loc madu hap phy & nhitng bénh nhan coronavirus ning 2019.

Phuany "hip

Thu nghi¢m doi chimg ndy duyge thye hign (rén b¢nh nhan ngwdi [on (ur 18
tudi tro 1éo) mic bgnb COVIDN-19 ning nhip vign tpi state hoaspitat aitibaled to
Babol University of Medicnl sciences, Iran; ké tir 2020/03/10 dén 2020/03/23,
Nligeng b¢nh nhin ¢d biéy hign 1am sing cta COVID-1Y clng voi cic két quu hinh
anh hoe {CT-scan phii) dico hinb hofic x4¢ nhin bai k¥ thudt sinb hoa bang céc xdt
nghi¢m bénh pham hay hong, st dung PCR. néy ho ¢o mt trong cac tidu chi sau:
bénh nhin co ap suit riéng phfm cua oxy trong phe nang (PaO:) dudi 60 mmHp,
ngay cd suu khi dp dyog cic phuong phip dieu tr) bing oxy khac ohau; hojic d¢ bao
hou oxy mao mgch ngogi vi (SpO2) durdi 88% min khong ¢6 cai thign lam sang mjc
du 48 pid dicu (¢ hd hup khong xam lan. Cée cf nhin duge tuyén dun;, (rong nghicn
ciru khi ¢6 dugc sy don}, y di dLu,n. thong bao. Tu.u chi loai tnr 13 s0 lugny ticu clu
hayét wong dudi 30.000 wén moi microlit, v rdi lopn chite ning da co guan.

Benh nhin duge lpe midw ngoadi cor the ba phien [10], sir dyng miady didu trj
thay the thin lién e (CRRT)Y do Cong ty BB, Braun, Dac son xudl, von phueany thire
lyc mau tinh mach li¢n tye. Jugular lemporary catheter (nhin hi¢u Bard) duge dj1
bai mot bie \I phiu thugt mach miu. Heparin duge (iém nhy mit chit ¢hang dong
mau trong sudl qud trioh chay CRRT bing dudng dong mach 0y thuge vao tinh
trung dong moa coa benh ohan [ 14]. Toe dg dong mau (QB) 12 200 - 250 mL/phat,
toe 46 dang chay cua dich lge miu (QD) 2Livgid va thé ich dich thai [ 21i/gio.
Trong quy trinh CRRT, lugmg dich duge nit 1 béoh nhan duge dicu chinh giong
nhu lugng dich nhdp vio.

Mai phicén thue hién trong |4 1K gié mdi ngay: 3-6 pidy din tién véi CRRT
eGng vai lge mdu bap phy: vo 1012 gid svo chi vii CRRT. Ching toi di st dung
cdt lpe h{':p thy resin {HA - 280 va HA - 230y do Cong 1y Y sinh Jafron, Trung Oufn
san Xuat, Dot tlue mau hup phu thir hat duere thyge hign 2448 Lm sau lun thir nhit v
dgt thir ha 24-48 gid sou Lio tht hei. Vi nbing béoh nhin mac bénh u)mnuvlrus
njng dil dirge tham gia vdo nghién ¢, nén ca nham doi chimg hay ngdu nhién déu
khong dirge xem xét. Thude khing viéot v thude khing vi-rin di duge kiém soat
va nhimg b¢nb nhin ¢ tinh (rang dicu try gin nhu twoog e di doge dua vao nghido
cur.

Tudi, gidi lmh thai gian nhyp \u,n vi ki ginn nam 1CU do COVID-19, vic
Foi logn di kem, thude dicu ir{ bénh gin diy: cac dau bigu quan lmn}, baa gom nhidt
do cothe, nhip mach, huyu ap va nhjp 1I|u cile x¢t nghu,m huyét hoe- sinh héa haa
pom sé haeng bach ciu, hemoglobin, s6 lugng tiéu chu, ereatinin huyet thaok. uré
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miit, CRP v lactate dc,hydmj,unau xét nghigm chire niing gan m (AST, ALT,
hilicubin toan phin va fryc liep): va Sp0)2 dii dugce ghi li trong bunl. dir li¢u nghicn
ciru. Ngoai ra, chié dg dicu rj oxy di duge ghi i taroe va sug mdi phicn loe hap
phy.

~ Ket qua chinh 1a cin thi¢n linh trang chung dya teén dinb gid coa bénh nhan
I uan s loe maw hap phy 1in ba so vai tinh trang lim sdng ban ddu trude Lin loe
hip phy diu tién, Bénh nhin duge coi ka cai thi¢n néu khong can dicu 1rj ha hap tich
cyc, dya irén tinh (rang bao how oxy muo mach ngogt vi. Moo oda, nong d¢
interlcukin-6 {1L-0) trong huyét thanh d3 duge do luimg nhie 1a két qua thir phit cua
nghien ¢ [ 15).

Cac ticu chi [ sing bat bude duge su dyng dé xic dinh b¢nh ohin sdn sang
cai tho miy bao gom: cai thi¢gn nguyén nhin gay suy hé hap: huyét dang on dinh;
Pa0: 7/ FiO: > 150 hojc Sp()v » 90% khi FiO: 40".: vil ap lye duong cudi thi the
ra < 5 embbO; pll > 7.25 va ¢6 thé biit dau mdt nd hee hit vio [16].

Ket Qua

Muoi bénb nhin COVID- 19 niing vSi tudi trang bioh 12 57,30 £ 18.07 (phom
vi lir 26 dén 83) da duge tham gia vio nghién ciru. Su do cun nhirng ngurdi tham gia
di duge trinh biy rong Hinh . Nim trong 50 ho (50,0%) 12 nam va pam (50.0%)
Vi nir. Dicu tri loc mau hap phy duge bat div & bénly nhin 1-8 (trung bink 4.7) ngay
sau khi nhap vugn O mdt benh nban, det loc man h.lp phu thi hai dege ticn hanh 4
ngdy sau det day tién, vi mgt 50 khd khan trong vi¢e cung cap cac ¢t lge hap phy;
va nhirog ogudi khic duge con thigp theo chuong irinh da dinb.

Bic digém co bin cua nhimg nguoi tham gia 43 duyc trinh bay trong Bang 1:
Ciie do lwamg x¢él nghigm rude Lan loc hap phy dau tién va lan thir ba, va két qua
diéu trj di duge tom 1 reong Bang 2. Sda trong s mudi bénh nhan duge ghi danb
di dugc cii thign. Nong do 1L-6 trung binh trong huyét thanh do duge tnrde can
thigp 13 139,70 & 105,62 pg / mL vi giam xuéng 72.06 £ 65,87 sau lin loc hap phy
thir ba (p = 0,073). Muc rung bioh trong huyét thonh cua CRP tnudge va sau can
thigp tn tugt li 136,25 = 84,39 va 78,25 = 3867 mg / L (P = 0.016). Cac do luimy
x¢t nghi¢m cla hai nhom khang cii thign vi cai thign dd duyce so sinh trong Bing
3. Ty I¢ 1e bda lympho trong huyét trong c6 s khiie bi¢t cd ¥ nghia thony ké gita
hai nham, nhirng béah nhin khong cai thi¢n ¢o so lugng t¢ bdo lympho trong huyct
twomy: thap hon (p = 0,038).

D¢ bio hoa oxy mao mach ngogi vi feudc va sau moi don lye hap pha duge
the hign trang Hinh 2. Gid irj SpO; trung binh 14 89,60 + 3 94% ruwde ba lan can
thi¢p va ting 1én 92,13 + 3,28% sau loe mau hap phy (p <0,001). Sy thay doi SpO»
khong cd sy kbic bigt ding ké & nhirng b¢nh ohan duge dicu irj oxy bﬁng cac
phuang thire khic nhaa (p = 0,313).
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Thaoe Ludin

Kct qua cua ching tdi cho thay riing ba phién dicu trj loe mau hﬁp phy ngoai
ca the eo the cii thign d¢ bao hda oxy muo mach ngom vi o siu trong so mudi bénh
nhin COVID-19 njng. SpO: trung binh cho thay sy cit thi¢n dang ké sau con thiép.

Cic khia canh khae nhau da duge B¢t ké 13 cie co che liem tang cog ton
thuomp co quan va muic 30 nghiém (rong can b¢nh ¢ bénh nhin COVID-19. Mgt
trong nhimy co che quan trong nhat 1 hoi chimg gidi phong cylokine (con duge goi
5 com hdo cytokine) [17-19]; vd 1L-6 duge cai la cylokine gay bénh quan trong nhat
tcong com bdo cytokine [10, 19]. Bénlt COVID-19 tién tricn nhanh chéng khi com
bdo cylekine xay ra vd cic dap tng mién dich wng 1én [17]. Lec mau ngodi co the
da duge de¢ xudt nha mot rong nhimg phuong phip diéw 1rj d¢ logi bo cic cytokine
gdy viém ndy va cd thé ¢6 lgi ¢ nhang bénb nhin vieus corona nng [7,. 9 11]. Cé
vé nhu sy cai thi¢n d¢ bao hoa oxy mao mych ngoyi vi trong sudt gud trinh lgc miu
litn quan dén sy thanh thai cytokine hon |b giim tai thé tich; bai vi trong qui trinh
CRRT. chang 16i di di¢u chinh lrgng dich thio bo 1l bénh nhin teony wr nhis lugny
dich nhdp vao. Logi bo cytokine sau cac hi¢u phip ngoai co thé ca the ngdn ngira
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cde ton thurong co quan <o Lytuklm gay ca [10]; va nhimyg bénh nhan wai qua cide
phuong phip diéu trj ndy rong gisi doan diu cia con bao cytokine co thé co két
quo ldm sang 1 bon [11).

Interteukin-6 ¢ duye trinh bay nhy mt chi ddu tiem ting vé mie 4 nghiém
trong cug bénb @ nhimg bénh phan hj nhicm corenavirus. Biem gion hon (rén cao
nong do IL-6 buyét thanh & hinh ahan COVID-19 khang bj viem phos njng duge
bao cio 4 24.3 pyg / mL. vi sy gio (Ang bice hign IL-6 frong huvu thunh duge cho
1 s5é dir doiin mdre d9 nghiem trong cua viém phul COVID-19 va tién hugng xdu el
bénh nhan [20]. CRP [3 mgt daw an sinh hoc ¢6 the Wdng o giai dogn dau cua bgnh
caronavirus, va gii trj cao hon ¢ua chi dau nay ¢6 the lién quan den cic ton thnrong
phoi ning hom @ ahirog b¢nh nhan ody [21]. Trong nghicén cu cus chiing 161, CRP
cho thay giom dang k& sau can thiép: va IL-6 huyét thuah giam. mic do sy giam nay
khong ¢6 ¥ nghia thong ké. Ngodi ra, (rong nghicn clu ndy, nhing bgnh nhan that
bai cé 50 lugng ¢ bao lympho trong buyét tuang thap hon. Mt 5o nghién e trude
day di chirg minh ring b¢nh nhin COVID-19 mdc bénh niing co the ¢d s6 lugng
t¢ bio lympho thip hem so voi nhimg bénh nhin nhe [22, 23], Nhur ching 16i da dé
¢ap o teén, dicu trj lgc mau agodi co the o the logi bo higu qua IL-6, IL-X, IL-1],
TNF-u, v.v. [13]. tuy nhi¢n, do cic chi phi lién quan dén vige do lrdng cic cytokine
viém khic nhuu cling nhu khang ¢6 san ml so b dung cu phong thi aghi¢m rong
thot ky diu vi cao dicm caa djch COVID-19 ¢ lran, vd coi interleukin 6 1 mQt trong
nhing cytokine gy viém quan trang nhdt, chi ¢co cylokine ndy mai duge do luong
trong nghién ¢l nay.

Trong ophién el nay, mo1 nua trong 50 siu bénb nhin ¢ binb nén min tinh
di duge cai thign sau khi can thi¢p. Trong mt nghién ciry & Trung Quic, trong do
1590 benh nhan nhp vign duge xdc nhan ireng phong xét nghi¢m vai COVID-1Y
di duge ddnh gid ve cic bénh aén, tunt1 huyet np vi dii thao dudmp di duge bio cio
1d nihérng bénh nén phé bicn ohdt; va gin 8% ca nhin ¢é tie hai roi logn tro [en (22
Mot danh gid ¢o h¢ thong va phun tich tong hop d7i bito cdo ting huy¢t ap, bénh tim
mach, ddi thao duimg, hit thude 13, bénh phoi tiic nblun miin tinh. b¢oh ac rinh va
bénh than man tinh ld nhing bénh nén pho bién nhat & bu,nh nhin COVID-19 noi
vign [24]. Cic yéu 16 nguy o nay ¢d (hé Lm ton hai v 1dm xau di kér qua ldm \un&,
cud béoh ohin. Dy trén két qua cua chung toi, duung nbu lgc miu lup phy co (hé
cd toi trong vige kiém sodt tinh tang qua (i tusn hoan, roi loan chuyen héa va roi
logn chite ndng tim mych. bén cynb vige gidm cic chit trung gian gy viém: nlr da
dugc de cip trong cde nghién clu trude day [25].
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Cic ¢t loc duge su dung trong qua trinh Yoc mau hap phy duoec chio thanh
logt: chon loc va khong ¢hon loc. Ct loc hap phiy b;ing resin Jafron duge phan vio
nhom khong chon loc. Cac ¢t loc ndy khic nhau dya trén sy phiin bd kich thudc 16
loc xac dinh diém gidi han cia chang dé hap phy cac chat khic nhau va lam cho
ching co the ap dung cho cac ket qua lam sang khac nhau: vi dy HA-)30 duge su
dung d¢ cai thign cac irigu chang vuré huyct trong loe thian nhin 1o min tinh va HA-
330 ¢6 hi¢u qua trong vige dieu chinh cice qui irinb viem nghiém irong (12]. Ching
téi su dung ¢t loc HA-280 va HA-230 vi ching 61 khong ¢6 quyén nhap vio cac
logt khiic nhu cytosorb, Jafron HA-380 va HA-330 6 nudc ching 16i. C6 Han cheé
v¢ bang cnrng khos hoc vé vige ap dung cic cot loe HA-280 va HA-230 trong cac
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cos@y te [26,27]. Nghién cliru inrde diy trong dé dinh gid hi¢u gua cia loc hap phiy
resin HA-330 trong hii ching suy hi hap cap ARDS, mt 5o ket quii dieu trj ding
ké bao gom cai thi¢n oxy hoa miy, giam pha phoi va cic dau hi¢u mo bénh hoc cla
hgi chirng suy ho hap cap ARDS, giam nong d¢ cyloking trony tuiin hoan va phé
nany: va cic tic gid ket fujn rdng ¢@t lpc nay cd the anh huang co lgi den tien trien
coa hgi chirng suy ho Isﬁp cfnp ARDS hing cich 1am giom cdc eytokine giy vicm
todn thin va phdi [12]. Vi cic ot loe ching toi sir dun;= trong gua irinh CRRT o
thé boat déng nhur nhomg ¢t loc khunb chon lgc dé hidp thy cic eytokine giy viém
nhu IL-6, bing cdch 1ién hanh doc hip phy véi phuamy thire CYVH, nhiéu cytokine
hon duge mong dwi s¢ duge hnp thy so vai chi CVVH don dgc.

Dir liéu 1y nghiém ngdu nhién ve hig¢u qua cia loc hap phy 6 bénh ohin
COVID-19 ¢on thicu, luy nhicn, bung chimg cho thiy ring phunnb phap dicu trj
niy cé thé dung nyp dugc d6i vai hiau hél bénl nhan new duyc ticn hanh vdi sy hd
trgr cuo cac bie 57 chuyén kboa thin, nham giam thicu nguy co nhicm tring va chay
mau (]

Bicm mgnh coa nghién eiro ndy 14 xdce dinh 6 tinh trgng cds bénh nhan va
sy hpp tde cas mot nhom chayén gia de tien hanh can thigp. Nhtmg, byo ché quan
trgny nhit ¢l aghién cirg nuy Ia khong ¢d nhom doi chimg, ¢ miu nho vi khun;,
dua ra cie bign phip can bing dich & bénh nhin. Mt so bunL chimg khuycn <o
Pa0: / FiO2 (P / F). chir khong phai i d bio hoa oxy. (i dau bigu tot ohil cos qud
trinh oxy hoa & bgnh nhin by hgi chang suy ho hap cap tinh ARDS [28]; vi nghicn
ciru ndy dugre (hire hign trong nhimg tudn diu ticn khi bung phit dich COVID-1Y,
khi mt s6 lugng ldo bénh obdo ngi vign Wi bénh vign ticu bang, hién s ndy 1d
khony do ludng.

Ngodi ra, nén so sinh tac dong cua loc mau hap phy két bgp voi CRRT doi
vai vige logi ba cice eylokine gdy viém vai tie dung cue loe miu hﬁp pha don thain
trong ciic nghién el trong lrong Iai, Cac thu nghign do trung tam tién cira Jom trén
nhdang bénh nhan duge lga chon cin thgn la can thict de danh gia chiie ¢han hi¢u
quu cao qua trinh loe mau bap phy @ b¢nh nhan COVID-19.

Kil Luin

B phicn loc miu I1Gp Py eft resin cd thé cii thegn do bao hoa oxy mae mach
ngogi vi o sau lrong s6 mudi bé¢nh nhin COVID-19 njng. Nong d¢ interleukin-6
trong huyet thunh, Ta két qua phy cua nghién ciru, giam sau can thigp, mic di mire
giam ndy khong c6 y nghia thong ké.
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