INTEFERON

Nhigu ngudi quen thudc véi tén goi « Inte-
feron » (1) treée hét gin né véi viée phong
bénh cam. Vidc phat hiéa ra inteferon diy lén
niém hi vong st dung né modt cich van niing
trong i hoc, @4nh tan sy hoai nghi va ndi thit
vong truwde ddAy. Ngay nay, khi a3 xic dinh
dwge ranh gidi khi ning sir dgng vé mit li
thuy& vad v& mit thyc tién cha inteferon,
ngudi ta i quan tAm @&n ndé thedng xuyén.
C6 nhide quan &i¥m v& vide sir dung in'efe-
ron trong thuwe tién i hoc. MOt s§ vin @@ li

thuy8t cda virat hoc va sinh hoc phdn tér nhr

co ch& phdn ag lai cia virat va mién dich
khing virut va @idu chinh sy tdng hop dai
phidn ti& trong té bao v.v... hién nay nho
nghién ctru inteferon @3 dwoc hiu lheo cich
khée.

Inteferon duwoe A.Aizac va J.Lindenman
(Lindenmann) phAt hién nim 1957. Ho thiy
riing khi bi virut xAm nhip t& bao bit ddu tao
va tiét ra mQt logi protein dic biét ngin cin
sir sinh sdn cha virut trong ciac té bao (2).

Sau @6, nguwdi ta thiy ring ngoai virut sdng
va virut chét, con nhidu vi khuln, ricketxia,
clamidi vh nhiéu vi sinh vt khic khi xim,
nhip vio co thd cling c6 khi ning kich thich
sy hinh thanh inteferon. Nhitng din xudt cia
vi khudin @#c biét 1a ndi ddc td va polisaccarit
cta vi khulin, cic chiét xuidt cha nim, mée
(statolon, gelenin, mannan), céc tac nhan chiéu
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xa, cic chiit @dng tring hop este cia axit
malic va rieon divinila (piran) cling kich thich
sir tgo thanh inteferon. Cac polinucleotit ty
nhién va tdng hop xofin @6i ciing 12 chit cim
irng rit c6 hiéa qui tao thanh inteferon. Hién
nay ngudi ta vdn chwa r3 vl sao chi cé
polinucleotit xoin @di (ch& khong phdi logi
chudi don) ghy nén qui trinh tSng hop inte-
feron. Theo M.Hinleman (Hillemann), s& dI
ARN chudi @di c¢é hogat tinh cao vl trong cie
té bao c6 clu tric nay. ©

V1 viy vigc hiah thanh.inteferon la phin
&ng chdng lai sy kh&i ddn cla, trayén nhiém.

Hon nira vi cic axit nucleic khie loai va cée
hop chidt twong ty cling tgo ra inteferon nén
ngudi ta gid dinh ring inteferon Ih mt trong
nhitng yéu 18 ngiin ngira St &n nhip cla bét
cir thong tin di truy&n la ndo vao t& bao. «

Pa s8 hoc gid cho rling sy hinh thanh inte-
feron xufit hién trong qui trinh tién héa chd
yéu la 48 bdo v¢ t& bao khoi sy nhiém bénh
do virut. Tay nhién, nhitng din li¢u thu dwoe
sau 46 chirng té riing tic dung chdng nhifm
bénh cha inteferon khdng chi han ché & viée

(1) Thudt ngir inteferon xuit phat tir tiéng
Anh interfere nghia la ngén cdn, lam tré ngai.

(2) M.Hillemann. Inteferon. « Atom». 1969
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khang virut ma con khang cid cac loai ki sinh
ndi bao khéc (nguyén sinh d9ng vat v.v..).
Nguwori ta cfing ching minh rding inteferon
ning cao khd ning chju dyng cla té bho A1
vél che @dc '8 vi khulin. Nhirng din li¢u 43
tha dwgc 12 co s& ciia gid thuy&t cho riing, hé
th8ng inteferon tham gia vao viéc @iéu chinh
qué trinh tdng hop céc #gi phéin 1 trong t&
bao binh thwdng, cdn viée bdo vé t& bao khdi
thc d0ng cha virul chi 12 mot trong nhidu
chirc niéing clia hé th8ng nay.

YHUONG TiNA CHAT co BAN cUa
INTEFERON

Inteferon la mdt protein thép phan U c6
chira axit amin va mot s6 gluxit, k& ci g'uco-
zamin, N6 c6 phdn ng axit nhe va c6 chira
cdu disunfua. Tdy loai in'eferon dwoc tao
thanh trong té& bdo clia tirng logi ddng vt va
tily d%c tinh ctia t& bao cim &ng ma chiing ¢é
mdt s inh ch&' i héa nhe phin 1 luong,
@i®m diing dién khéic nhau. Vi du, inteferon do
t€ bao bach clu ngudi tao ra c6 phin t
lorgng 1a 25000, ctia t& bao mang i ngudri la
160 000. Trong huy&t thanh mau chudt dwge
gdy nhiém biing virut dich hach gid chim c6
hai logi inteferon: inteferon A cé6 phin tir
lwong 1a 38000, @i&m ddng dién 12 7,7 ; intefe-
ron B cé phdn tir lwong 23 000 va di¥m ddng
@ién 7,4. Luc d3u, ngudi ta thwdng phat hién
thdy inteferon cé phin tir lwgng 16n — intefe-
ron ening» va sau a6 la inteferon anhe ».

Inteferon dwge tao thanh & chudt nhit
ciing c6 hai logi : logi ¢6 phéin tir lugng la
38 000. logi khac 19 000. Loai inteferon « niing»
trong dung dich mudi ¢6 lyc ion yéu c6 thd
phén li thanh logi «nhe ». Inteferon ngudi
trong di¢u kién nhw viay cfing cé ba loai:
logi don hgp c6 phan t lwong la 12 00,
logi nhi hop — 24 000, loai da hep — 96 000,
Hogt tinh khéng virat clla loai don hop khdng
kém logi nhi hgp vh da hop. Loai inteferon
nao chiém wu th& phy thudc viao ndng @Y
ctia chét cim trng.

Din chitng quan trong v& i nghla d0c lip
clia inteferon trong co ch& mi&n dich khing
virat 12 & chd né cé nhitng d4c didm khac xa
cdc khang thd.

Thir nhit 12, khang th® tAc dung 1&n virut
chil yéu ngoai t& bao, con inteferon kim him
céc pha sinh sdn clha virut trong t& bido. Thir
hai Ja, kbac véi khéng vi thE, inteferon khdng
c6 tinh 8#c hidu véi che virut. Vi dy, khang
th® chBng ctim chi kim him sy sinh sin cla
virut cim, codn inteferon di né dwec tzo

M ;

thanh do loai virut nao ciing ¢é th® kim hiim
sinh sin cda moi virul. Vi & @Ay, ngudi ta
con cho ring khdng ¢6 logi virut ndo lai
hoan toan chiu dyng duge véd the dung cia
inteferon. Cé th® so sinh inteferon véi chét
khang sinh logi tetraxiclin t4c ddng lén nhidu
logi vi khu#in. Cin nhin mgnh rlng, cudng
@0 thc @0ng cua inteferon 1én virut khong
gidng nhau. M{t s§ virut bj inteferon kim
him manh, s6 khéc bj y&u hon.

Virut gdy ung tho tuyén, virut gy viém
tdy s8rg. dich hach gid chim v.v... chju dyng
magnh nhét a8i véi the dung cba inteferon ;
virut gy viém tdy sfng nfio M1, virut ddu
mia cdm ¥ng manh véi inteferon, con virut
cim va & cliim thl trung binh.

Tinh chit rdt dfc treng ctia inteferon la
tinh @%c hiéu tac dung chuyén lodi cta né.
Téc dyng diét vivat ciia inteferon biku hin
manh nhit trong co thd hay trong canh tring
té bao ctia chinh loai d@dng vit né dwgc tao
thanh. Tham chi, @8i v&i t& bao clia loai cling
logi voi nd, tac dyng cia inteferon ciling yéu
hon nhita. Vi du: inteferon chudt nhit c6 tac
dung diét vi khuln a8i véi té bao chuft ddng,
chudt c8ng, yéu hon 20 ldn so vé&ité bao
chudt nhit ; con a8i véité bao khi va ga,
n6 hiv nhe hodn (oan khdng cé tac dyng.
Thong bdo méi @iy nhit v& tic dung cua
md! loai inteferon ngudi 1én t& bao thd gibng
nhue Ién & bdo ngudi la tredng hop ngogi
1é ddc nhat @i v&i qui tic 6.

P6 chinh l1a 1f do vl sao khdng dwoc dung
t& bao ddng vat a8 ch& cac ché pbAm inteferon
ding trong phong va chta béah cho ngudi,
chi ¢6 th® dang inteferon ngudi vao mye
dich nay ma thoi. '

Nhan lién ching tdi lurun i ban doc riing
#%c hiéu tic dung chuyén loai cia inteferon
12 @idu kbic véi khang th&. Khdng phu thude
vao ngudn gdc cha ndé, khang the co tac dyng
digt virut trong t& bao bat cir lodi adung
vat nho. ;

Inteferon cé tinh dj @ng rlt thip, nén cb
th® cho phép sir dung noé kéo dai duwoc. Khing
th khong xuit hign & tré em 6 tudi ngay
cad san khi tiém tTnb mach 3 620 m! inteferon
bach ciiu 400 ngay. inteferon ciing ngudn gbe
hoan toan khéng c¢6 ddc tinh khéng nguyén,
Nguoc lai, néu inteferon dwgc tgo thanh trong
bénh nhiém virut cdm ng @wgc khang thd
khang inteferon trong co th® thi khing th3
nay lam cho chitc ning bdo vé ctia inleferon
mit hiéu qui.

C6 th® ddng nhitng phwong phap sir dung
trong nghién cira protein 4% lam tinh khidt
va cd djc inteferon.



i NGHIA THUC TIEN cOA INTEFERON

Do qué thifu th6n ngudn ché phdm héa
liéu ch8ng virut cho nén ding inteferon a3
phdng va chita bénh nhifm virut cé tim
quan trong ritlén. C6 thE skt dyng inteferon
vao muc dich @6 theo hai hwéng : sir dyng
ch& phlim ché sin trong hé th&ng t& bao cha
nguwdi khic. Inteferon nay dwece goi la inteferon
ngogi lai. Kich thich inteferon trong bdn thdn
co th® ngudi @6. Inteferon ndy dwoc goi la
inteferon nfi tai.

Ngay sau khi ph&t hién ra inteferom, cac
nha nghién ciéru Xo-viét, nhit la tap thd can bd
do V.D.Xoloviep va Z.V.Ecmolieva linh #&ao0
di tap trung moi ¢d ging tim diéu kién sin
xuit hang loat inteferon.

Vvin @8 phitc tap & chd ch& phim chi co6

hiéu lyge 48i véi co th® ngudi khi ding té bao
ngudi A8 sin xult inteferon. Nhur viy, cln lya
chon nhitng t& bdo ngudi sao cho, mdt mit
bdo dim s3 lwgng 1&n néu mudn sdn xuit ché
phim nay hang loat, mit khac né phdi la té
bao tao ra inteferon c6 hoat tinh.
“.Viéc tim kiém @3 mang lai két qud mT mén.
Nim 1965, Lién-xd. Phap, Phin-lan d3 ddng
théi lga chon @uwgc logi & bao thda min
nhitng 40i héi trén. P6 chinh 12 bach cdun
mau ngudi, va ngrdita dang st dung ching
a2 sin xuit inteferon ngudi va chc ch& phim
ban tai cic hi¢u thudc mang tén inteferon
bach clu ngudi.

So 46 sin xudt inteferon bach cdiu nhu sau:

L3y miu clha ngudi cho mau khde manh.
Sau khi gilr vai gi& trong 14 lanh, do ling
dong dung djch, man chia thanh ba lép:
huyét tuwong niim trén ciing, bach cdu ty thanh
mang mong & gira, va hdng cdu & dudicing.
Chinh bach cdu @6 sau nay dwoc ding lam
chét tgao inteferon c¢6 hogt tinh. Bach ciu
duwgc @3 vio dung dich dinh dulng dic bidt;
& @6. chiing sdng mjt thoi gian. DS thém virut
vho @8 thic @iy bach cdu tao inteferon. Cudi
ciing tich inteferon ra khdéi dung dich ¢6 ldn
cd bach cdu. Liy djch nay ra logi trir virut
trong dich va xac @inh hogt tinh ctia ch& phim.

Dyra trén cic thi nghiém v& canh tring té&
bao va vé ddng vat thi nghi¢m, ngudi ta xéc
dinh ring néu cho inteferon vao co the sau
khi gdy nhi€m thi hoat tinh ctia ch& phim
yéu @i va sit dung ch&é phim nay cang sém
bao nhiéu thl tic dung cia né cang t8t bay
nhiéu. Nhirng tinh qui lujt twong ty c6 18 ciing
xdy ra lrong co th ngudri. Diing inteferon a2
phong bénh la hidu qud nhit. Khi &3 phat
bénh, cdn st dgng né cang sém cang tét. &
a4y, cdn phé ring mdt trong nhitng con

duong co bén a8 ting hogt tinh cha
inteferon 1a rit ngin thoi glan ding chd:
Phuong phip dua inteferon vao co thd
don gidn: nhd mit theo kidu thdng thudng
hay nhdé mii.

Inteferon hoan toan khdng @dc, khdng ghy
hién tweng phu va khdng gdy bit ct hién
twong ch8ng chi dinh ndo khi sir dung, cling
khdng cé hién tuwgng qua liéu inteferon.

Inteferon bach cdu dang dugc sin xufit
hang loat tgi nhifu vién vacxin va buyét thanh
& Lién-xd. Ch& phlim chi yfu dang a¥ phong
va ch&ng ctim. Tuy nhién, cdin néi thém ring
inteferon c6 tic dung phong va chira cé higu
qua nhigu bénh do nhiém virut vd nhitng b¢nh
kh8i u thwe nghiém do virut va khong virat
gy nén. Chiing han G.Hexto (Herst) va V.Finte
(Finter), Z V.Ecmolieva va c{ng sy 43 phat
hién thc dung phong va chita bénh cla
inteferon trong chin thuong da do virat hay
chiin thwong mit do virut hecpet va vacxin
#3u muaa. Nhidu thi nghiém ldm sang véi
inteferon ngoailai chitng té lgi ich cta viée
stz dung ching a8 phong va trj béoh nhidm
virut ch@t yu do chin thuong cuc b (viém
da, cic bénh vé mit v.v...). Thi nghi¢m chita
m{t s3 bénh xoang mi¢ng bling inteferon cling
dang chi 1.

Khi ning sir dung inteferon trong cic bénh
nhiém virut duwdng hd hiip dxgc thira nhén la
¢é tdim quan trong dic biét. Cin nguyén cla
nhitng bénh nay rit khdc nhau, va vi vdy viée
phong chiing bling vacxin riit khé khin. Ché
phiim inteferon sin xuft ra hién nay chl yéu
nhim phong va chita bénh cim ciling nhu céc
bénh duwdng hd hip khae.

w» D& phong cim, ciin nhé inteferon mdi 18
miii 5 giot, it nhdt 2 )io mOt.ngdy. Nhd dén
khi nao dich ciim khong con tac hai. P& chita
ctim va bénh hé hiip khic thi"nhd ché phim
cich 1 — 2 gio mdt lin, trong 2 — 3 ngay lién.
Nhu a3 néi & trén, hi¢n qud ctia ché phiim
bidu hién ré nhdt khi sir dung ching & giai
doan bénh méi phit. \ _

Ché phim inteferon ¢6 higu lye dfc bidt
véi tré em va ngudi gia vl ho thudong bj bénh
hdé hdp va co ché bio vé & ho it hoan thi¢n
hon nhirng nguwdi trung nlén.

Nhirng din liéu nghién ctru inteferon bgch
clu @3 chirng minh tdim quan trong cla vige
hoan thién phuwong phap sin xuit né. Diéu 46
cho phép m& rdng nhitng thi nghiém 1&m sang
icteferon khdng nhitng véi cic bénh virut cd
véi cic bénh khong do virut gy nén nita.
Trong tuwong lai, c6 khd ning tdng hop duee
inteferon. Tuy nhién, 48 @3t dwgc muc &ich



a6 phai c6 inteferon rét tinh khiét va phdi xéac
dinh @xge clu tric clia nod,

Ngudita @@ thir nghi¢m nhidu virat khong

ghy bénh, nhirng lipdpolisaccarit ctia vi khudn
(prodigiozan, pirogennan v.v...) ciing nhu
nh&ng hop chit héa hoc thong thudng lam vat
cAm trng inteferon trong viéc phong vh chira
bénh. TAt ¢cd nbitng nhin 13 trén c6 rhiéa
nhwoc di¥m, vi thé, ching chi c6 i nghTa han
ché trong vide bio vé sire khde.Hién nay, trong
s8 nhirng chit cim (rng inteferon, ngudita chu
f nhidu nhit dén nhitng phirc pdlime xodn hai
sgi, chung c6 th deoc ditu ché biing cach
nhén tao. Phirc clia hai axit poliinozinic va axit
pélixitidilic (polil : poliXi) c6 hoat linh manh
nhit. MOt lwgng vai miligam phirc nay @i kich
thich sy hinh thanh inteferon & ngudi va ddng
vat. Phiérc nay c¢6 tdac dung khang virut va
khang kh&i u. rd rét Phirc cia axit poliadenilic
vh pdliuridilic cling nhw clia axit pdliguanilic
va pélixitidilic ¢6 hoat tinh yéu hon,

Mic di phirc polil : pdliXi dugc thira nhin
1a chit cdm 1rng tgo inteferon c6 hoat tinh cao
& aong vit, cling ciin chi i ring d¢ cidm Gng
cta chc lodi @dng vat adi voi inteferon do
phite nay tao ra rit khéc nhau. Phirc nay c6
hoat tinh cao nh&t & loai chudt nhit va thd.
O khi va ga con khdng thiy c¢6 inteferon, thim
chi @3 tiém vao co the ching chit cim fing
@8n lidu gy ddc. MOt s nha nghién ctru cho
ring phirc hop polil : poliXi khong co thc dung
& ngudi vl né tao inteferon & khi rit yéu.

Nhitu cdng trinh @i chirng minh dugc ring
phire hop polil : poliXi cé tic dung bio vé adi
véi cac bénh truyén nhiém khéng phii do virut
gy nén. Vi dy B. Vaixtain (Veistein) va cing
sy tim thiy riing phirc hop nay cé tac duyng
bido vé a8i v&i bénh truy&n nhifm do virut gy
nén & chudt nhit, con L. Rominton va R.Meri-
gan thi thy c6 tic dung voi bénh Lixteria.

P® trd 1&i cAu héi vé khd niing Grng dung
l4m sang céc chit kich thich inteferon nhiin tgo,
viée nghién ciru mirc @0 tac hai va tac dung
phu ctia chung la riit cip thiét. Nhidu conk
trinh nghién ctru tién hanh & nkiéu phong thi
nghiém chirng minh ring céc chit kich thich
inteferon nay c6 ddc tinh. P6 1a diéu dang luu
i khi tiém ching vio co thd.

Nhe vy, dd @3 c6 nhida thi nghiém, hi¢n
nay ngudi ta vin chwa the rat ra nhirng két
ludn dtt khoat vé viée sir dung thire tién nhirng
chit kich thich inteferon nhdn tgo. Biéu cén

@4c bi¢t lru i la phin @ng co the ngudi véi-

cac chiit ¢im tng khdng dxoc théa ding mic
dd chiing @3 @woc thir nghiém thin trongtrén
co th® ddng vat. Vi vay, viéc dwa cac chit

kich thich inteferon khong @dc, khong khéng
nguyén v c6 hogt tinh cao vao thye tin i
hoc viin con chuwa dwoce gidi quyét.

INTEFERON VA PO CAM NHIEM BENH VIRUT

Vi chitec ning quan trong cia inteferon la
kim him sy sinh sin cia virut nén s8 lwong
ctia n6 dwoc hinh thanh trong co thé khi
nhiém virat ¢6 § nghfa quyét @inh a8i véi
viée the hién sirc @8 khang diét virut. Néi
chung, inteferon cang tao dwge nhiéu bao
nhiéu thi né cang cé tic dung trinh dwoc
nhiém virat bdy nhiéu.

Vi lpi, khi niing tiém tang tgo inteferon &
tirng ngudi va tirng ddng vat khdéng nhu nhau.
Ngudi ta xac dinh riing, khi niing tao inteferon
dwoce di truyén cho thé hé sau. Tuy nhién,
ditu @6 khong c6 nghia sy tao inteferon clia
co the 12 khong bién a8i trong sudt cd avi.
Mic dii ddu hiéu nay c6 co s& di truyén, sy
xufit hién bidu hinh ctia né thay adi mot cach
co ban trong nhirng giai dogn phat sinh sinh
i clia co thd.

Khi ning hinh thanh inteferon tuong adi
yéu & tré con b, din diin ting lén theo Iéa
tudi va dat cuc dinh & ngudi 16n ; sau 60 tudi
né gidm nhanh. C6 co s& @% nhan dinh ring.
co ché tao inteferon chua thanh thuc va chura
hoan hiio — @6 1a mot trong nhitng nhin t8
gidi thich @9 cim nhiém cao ctha co the tré
con vh chia nhirng ngudi Qérng tudi A6i véi

nhiém virat.

Kh3 ning tao inteferon theo lfra tudi thé
hign réit ro rang & dfng vit thi nghiém. Pic
bigt trong thi nghiém véi chudt nhit, ngudi
ta @i xhc dinh duge ring, chudt 2—3 ngay
tudi sin ra lueng inteferon it nhiit, "4 ngay
tudi — 2.6 1dn l1é6n hon, 7 nghy = 8 ldn 1én
hon 16 chudt 1—2 ngay tudi, chudt4—>5
tulin tudi laisdn ra lwgng inteferon .cdn lém
hon nhiéu. 4 y

Gi4 tri @4c biét clia cac diin liéu thu” dwge
chinh 12 & chB khi ning tdng hop inteferon
clia chudt manh diin lén hiu nhw hing nghy
va hiiu nhir song song voi sy bién d0ng sirc
a8 khang theo lira tudi ctia ching asi voi
mot s§ bénh nhiém virut, ddc biét la virut
gly viém nfio do cdn trang ldy lan va vivat
Coxaki. Chudt méi @é cdm nhiém manh nhét
véi virut nay va gidm din cho d&n ngay thé
7 sau khi dé.

Viéc tdng hop inteferon & chudt lang lai
xdy ra khac véi chudt nhit. Chuft lang con
vira @& ra @3 m& mit va c6 1ong, n6 vin d0ng
nhue chuft tredng thanh. Pidu d6 chiag 1o



hudt méi dé di kha thanh thuc. Nhitng quan
sat trén khong thily sy khéc nhau vé khd néing
tdng hop inteferon giira chuft con va chuft
nh#t trudng thanh. Didu 46 khing dinh két
ludn sau day cia nha mién dich hoc P.F.
Zodrdddpxki 1a ding: khong phdinhidn 18 « méi
sinh ra » quyét dinh mirc hoat tinh mién dich
clis co the mala mire 40 thanh thuc sinh li
cua con viat méi sinh ra.

Khi ning tao inteferon ciing bidn @i theo
céc tic d9ng khong thuin loi lén co the,
trodc nhit 1a sy lam lanh. Nhirng két qua
di®n hinh trong thi nghiém giy nhiém chuft
nhit traéng thanh biing virut Coxaki di chirng
minh didu d6. Chi chudt con méi dé mdi
cimp nkidm virut nay, con chudt trudng thanh
trong didu kién binh thwdng khong bi bénh.
Trong thi nghiém sau khigdy nhiém, ngudi ta
nudi chudt thanh ba 10 & ba ché a0 nhigl : 19,
119, va 25°. Tét ci chudt nudi & 4% déu chét; mot
s6 chudt & 11° ciing chét, tht cd & 106 25° déu
s6ng. Mirc @) sdng sot cia chuft phu thuge
tryc tiép vao cwong 49 tgo inteferon. O 49
gia trj hiru hiéu ctia inteferon & chudt rét
thép, con & 25° thi rdt cao. Vi viy mic d¢
s6ng sot clia 16 chudt & 25° c6 lién quan dén
sy dinh tré sinh sin cla vi khudn do inteferon
tao thanh. A

Chiéu xg ciing hgn ché manh khd ning tgo
thanh inteferon, nén virut sinh sdn nhanh hon,
lam cho d0ng vit bj giy nhiém va chéi nhidu
hon. L1

Anh huéng dinh tré clia coctizon va mdt
s§ hocmon géc xtérdit khac dén qua trinh
nhiém virut ratrd rang. Co co s&¢ nhén dinh
ring diéu nay phu thugc kha nhiéu vao khi
ning t8ng hop inteferon cia co thé bi gidm
sit. Sy hén logn trao d&i chit do cudng hoat
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hay thi®u hat ctia cic tuyén ndi tiét efing
lam gidim sy tao thanh inteferon. Khd ning
tdng hop inteferpn/yéu nhitla & ngudi bi
bénh d4i dudng va gidm ning tuyén giap.
Cédn nhin manh ring khi tiém m{t luwong
hocmén vao co the khong @t lidu hay luweng
hocmén bj gidm sit do chira bénh thi s& cé
hién tugng binh thuwong héa lai sy tgo thanh
inteleron.

Biing cach nao xéc dinh dwgc khd ning tao
thanh inteferon & mbi ngudi ? Phuwong phép
xdc dinh luwgng inteferon nay khéng phic
tap 1dm va gibng nhue phwong phip didu ché
inteferon bach ciu. Liy tir2 dén 5 ml mau tinh
mach va @it vao th lanh dén hom sau. B3
thém vao dung dich méu chit chdng ddng—
heparin d& mau khdng dong cuc. Liy bach
ciu két thanh mang mdng va bdé vao dung
dich dinh dudng. Thém vao diy logi virut
dic biét va @it hdn hop vao th dm 37° trong
khodng 18 — 20 gid. Bach cdu do virut tac
dong sé tdng hop va tiét ra inteferon. . Bén
didy thi dinh lwgng inteferon.

Phwong phép nay cia V.D.Xoloviep va T.A.
Bectemirop dugc goi 1a pnwong phap phin
irng inteferon bach cdlu vilt tat la LR.L. Xéc
dinh khd ning thanh tao inteferon biéing
phuwong phép nidy & nhitng ngudi khac nhau
cho thiy ring & 10% sd ngudi khd ning &0
hod~ rat thip hodc rit cao.

So sanh d) cdm nhiém bénh dich virut va
thoi gian bi bénh véi kha ning thanh tgo inte-
feron chirng té ring khd ning t3o inteferon
cang lon ddng vit cang it bj nhiém virut, va
néu bi bénh thi ching chéng khéi bénh hon.
Théi gian bi bénh & ngudi ¢6 nhiéu inteferon
thudong ngén hon. ®,

Piéu quan trong la bit ¢t t& bao"nao cla co

Hinh 1: So dd he ihong Lot dong
trong co thé. ik

tgo inteferen

Virut xdm nhgp vao t€ bio (1) va ti€t ra wgt chdt di
truydn (2) ddsinh sin tiép tyc ; virut sinh sin (3). Vet
chdt di truy®n moi két hgp voi protein (4) teo thanh
virut méi, virut ndy cé6 thd nhgp vdo céc t# bio bén
canh (5). Bén canh do, & giai doan dhu cia qua trinh
truyén bénh virut kich dong nhitng t€ bio (2-) thue
hi¢n thong tin tdbug hgp Inteferon (2b) duge mi hoa
trong chong. Inteferon nay duge giki phéng ra
nhanh (2c) va san ra \2d) protein khéng virut cia chinh
bin than cdc 1€ bio bén canh (2e). Protein khang virut
lam bién ddi 16 bao dén ndi virut khong thd sinh sin
irong chang duge.

Da s6 sy tong hop inteferon va 14e dung cla chang
dén céc 16 bio xung quanh xiy ra trueéec khi yirut méi
xdm nhgp vao 1€ Ldo xung quanb. Bdt ¢t sv truydn benh
nao (6) clia té bao duge inteferon bio v¢ tuy cb thdi ra
vat chdr di truyén (7) nhung virut vin khong sinh
sin dugc (8). -

(Theo D.Adamxon, Kh. Levi va 5.Baron).



thd cfing @%u c6 khi ning thanh tzo inteferon.
Trai lgi, viée tao khang th® chi thygc hié¢n do
mot s& t& bao djc biét va vl viy, sy thanh tgo
inteferon thudrng bit ddu ngay sau khi virut
x4m nhip vao co th&. Nhirangté bao vira bj vi-
rut nhidm lap iirc tgo rainteferon, nghla la sy
thanh tao inteferon bdit ddu ngay tir lic bit
@3u nhidm bénh. Vi viy, c6 thd trd 1&i clu hoi
c6 bénh hay khong ngay tir giai doan @du cia
sy @t bénh. Néu nhéin (8 mida dich khdng virut
¢6 hiéu lgec thl da virut ¢cé6 xAm nhgp vao co
the, bénh ciing khong phat tri€n dugc. Dic
biét, di sy nhiém bénh a& bi han ché ngay tir
lic phéat nguyén, mot s8 t& bao dy trir ciing
a3 bj chét. Chinh 12 nhitng t& bao tiép xic ngay
traeée tién véi virat bj pha hiy, va inteferon
do chiing tao nén chwa kip béo dim sirc d@
khéng cia bdn thanté bao tao rané. Tuy vay,

nhitng t& bao chung quanh lai dwoc «thira’

hudag» inteferon nay. Nhér sy « hi sinh» cla
céc t& bao néi trén ma t& bio chung quanh
ngin chin dwoc sy xAm nbap va tich liy clia
virat trong co th& (hiah 1). Nhw viy khidanh
giA nhirng nhdn 18 bdo v khang virut khéng
nhitng chi tinh @&nsd lwongté bao tham gia

vao sy bdo vé @6 ma lnh dén cd toan b

co thd.

Cco CHE THANH TAO VA
TAC DUNG CUA INTEFERON

Piéu kién thamh tgo inteferon chwa duwgc
sing 10 hoan toan. Tuy nh én mei ngudi déu
r8 ring thdng tin cho sy tdng hop inteferonnim
trong ADN. Ngudi ta cho riing Sixtron hay la
jen bdo ddm chosythanhtgo inteferon nim &
trangthai nghl. V1 viy khong the 1y inteferontir
t& bao khdng binhiém virut (c6 18 qui luat nay
c¢6 mdt s8 ngoai 1¢). Sy hinh thanh inteferon
bét ddu ngay tir lic tic ddng lén t& bao tao
inteferon. T& bao nay hogt héa jen chju trach
nhiém thanh tao inteferon (hinh 2).

Piéu chitng minh cho i ki&n cho riing thong
tin i4dng hop inteferon khdng chira trong hé
jen clia virut ma (rong hé jen cha t& bao la
nhu sau: inteferon do nhiéu loai virat tao
nén cé nhirng tinh cbit gidng nhau, tac dung
diét virut cla inteferon mang tinh d%c hiéu
chuyén loai cao ; gifra inteferon va protein cla
virut khéng cé6 mdi lién h¢ midn djch — cfiu
tric khang nguyén cha ching hoan toan khic
nhau ; virut ¢dm wng khoag cim nhiém chit
khang sinh actinomixin D (bl sy L13ag hop inte-
feron bj dinh tré.

Nlitng tbi nghié¢m stx dung cdc chit kim bim
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Hinh 2 : So do svw hinh thaoh inteferon.

Xixtron cfu trae (jen) cia ADN ciia 16 bao chiu trach
nhiém hinh thanh inieferon ndm & trgng thai oghi trong
té bao nén mARN tuong ung khong hinh thinh dwge.
Téc dyng ca jen tao inteferon hogc din dén sy lien
k&t v&i chfit kim him hofic dirog lai s hinh thanh chang.
Do d6 xixtron cfu trac bit dau tso nén mARN inteferon
dgc hi¢u. Sau d6 trong riboxom cia 16 bdo xdy ra sv
tdbng hop inteferon (theo V.I.Agon, 1971)

protein (Puromixin, Ftéfenilalanin) @& ching
t6 riing a8 1go inteferon cidn duy trl sy (dng
h¢p cha d(ng protein trong (& bao.

Ngudi ta cho riing tiy thudc tinh chét cua
t€ bao cim trng, inteferon hodc s& duoc adi
mdéi hodc bién thanh dang hogt linh do sy cdi
bién ctia ti¢n inteferon nao do. Sy lich ty dgng
tién inteferon co 1& duge thue hién nhd té bao
duyr tri ban ddu do virul gy ra. Hién nay kho
c6 th® danb gia hét i nghfa sinh hoc clia sy
tich ty tién inteferon nay. Tuy nhién, khéd ning
té bao phén chia inteferon « dy trir » ngay sau
khi nhén t& viruttic dyng la diéu chirng minh
@4c tinh bdo vé vb cling quan trong clia chirc
ning tich tu t& bao. Cdn néi thém ring trong
tredng hep tai sinh, inteferon xuit hién trong
moi tredng ngoai té bao chim heon nhiéu so
véi trieorng hep hoat héa inteferon khé&i nguyén.

M. Khé va LKi @8 xuft gid thuyét sau day
v& sir hinh thanh inteferon. M&i ddu duéi tac
dung ctia t& bao cdm wng s& xdy ra s tdng
hop mARN. mARN nay phién mi doan ADN 43
dugc mi héa thong tin téng hop tién inteferon.
Seu a6 giai dogn thir hai s& dwege thye hién:
do tac dung chia nhi¢u men, tién inteferon bién
thanh inteferon. O day sir tich Ly inteferon lai
tao nén sy hoat héa jen di¢u khi&n. Nhi¢m vu
ctia jen nay la bio @édm cho viéc tdng hop pro-
téin, diéu khidn viée ngirng qua trinh bién tién
inteferon thanh inteferon (hinh 3).

Hogt tinh kbéng virut clia inteferon xufit
hi¢n gira gior thi nhat va thi tw say khiinte-
feron b#t ddu tac ddng, rdi din din duoc
ting lén va dat dén cyc dai & gid th béy,
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Hinh 3 : So dd giia thuyét hinh thinh inteferon va sv
didu chinh qud trinh nay.

+ Kich thich — kim him.

(thee M. Kho va cong sw, 1970).

sau @0 dwge gitt nguyén trong mOt théi gian
xéc dinh. Dién bién hoat tinh khang virut
nay phy thugc vao ndng @9 inteferon trong
mbi truedrng ngodi L& bao : inteferon cang nhiéu
bao nhiéu thi hoat linh khing virul ctia ching
cang xufit hi¢n sém hon va dat mirc cye ditm
& gio thir bdy va cang git ¢ mic nay lau
hon by nhiéu.

Mirc 81 djnh cha hoat tinh khang virat
¢6 18 duge quydt dirh do hai nguyén nhin
(hay mQt trong hai nguyén nhén): thir nhét,
té€ bao c6 &Y phin irng khd di cye dai voi
ndng d0 inteferon nao @6 ; thir hai, tée df co
chiit khang virnt ndi bao vira hinh thanh cé
téc @0 pha hily va cAn bing véi t8c a)tdng
hop né.

Loai bd inteferon ngoai bao khong lam mft
dang k& hogt tinh khang virut sudt sau 7 gio.
Tuy vdy, sau &g, hoat tinh nayv gidm xudng
mic did chim hon nhiéu so v&i qua trinh
cuwdng kich cha né lic ddu. Mic hoat linh
khang virut bj gidm sit sau khi logi bo inte-
feron chirng té sy céin thiét cia inteferon ndi
bao va ngoai bao d¥ git vitng trang thai
khang virul cha té bao. £

Néu sy tdng hop ARN hay protein trong
t& bao bi dinh tré thi inteferon s& khong c6
sttc @é khang diét virut. Diéu @6 lam niy
sinh ra gid thuyét cho riing chinh inteferon
khéng c6 hoat tinh khang virut ma chi kich

thich sy tSag hop protein méi, la chit kim
b@m sinh sidn thyc sy cha virut. Hi¢n nay,
ngudi ta dang dinh phat hién loai protein do
inteferon sdn ra biing phwong phap trye tiép
nhung chua cé két qud dang tin cdy.

Co ch& khang virut cha inteferon, hay néi
chinh xéc hon, cia protein do né sin ra
khéng thé nao phién mi duwge. Trong mot
thei gian kha dai, nguéi ta cho riing, do tac
dung cua inteferon chi mot giai doan tai tgo
virut — s tdng hop ARN cuaa virut bi phé
hiy. Ngudi ta con cho riing inteferon tac
ddng lén qua trinh thye hién chic niing thong
tin cia ARN cla virut do pha hiy sy truyén
thong tin cua virut.

Hi¢n nay, quan diém phd bién cho riing,
do tac d)ng clua inteferon lén 1€ bao ma sy
két hop ciia ARN virut véi riboxom bj hgn
ché va lam cho céc giai dogn sinh sin bép
theo cuia vi khulia khéng thye hién duge.

Tuy nhién, cling ¢6 nhitng khd ning tac
ddng khéc cta inteferon. Pro.ein do inteferon
sdn ra c6 thé phin wng tryc tiép véi ARN
virut ddng thoi véi viée hinh thanh « vit
mang thong tin» khong hoat ddng. Nhitng
thi nghi¢m trong tuong lai cdn chitng minh
khd nang nao trong s8 d6 la hién thye.

Nhirng ddn li¢u vé khd ning kim hiim sinh
sén cla inteferon d8i voi virut gy ung thw
¢6 chi@a ARN va ADN ciing @ang dugc luu i.
Chinb khd ning cia inteferon binh thudng
héa nhirng qua trinh tdng hop dai phdn &
té bao quyét djnh tac ddng cia né.

Nhirng nghién cttru vé protéin vln conm
dang tiép tuc, va ching ta chd d@6n nhitng
ciiu gidi dap cho nhitng clu héi néu trém
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