Rx
BETAHEMA

Thude nay chi ditng theo don thube.

D& xa tdm tay tré em. Doc k§ huwéng dln sik dung tredc khi ding.

Thanh phiin cong thirc thudc:
MBi lo 1 ml ¢6 chira:
Thanh phiin hoas chdr: rHu erythropoietin beta (Erythropoietin 3
ngudn i W hop) 2000 [U.
Thanh phdn id dwge: Natri clorid, dinatri phosphat khan, mononatri
phosphat khan, albumin ngudi (dung dich 20%), natri hydroxid/acid
hydrocloric, nuwéc pha tiém.
Dang bao ché:
Dung dich tiém trong sudt, khong mau.
Chi dijnh:
?;:utlg-l thi€u méu & tré sinh non: Pi#u trj nén ti€n hanh cing sém
g St
Di%u tri thifu méu & bénh nhin suy thin tinh, bao gdm
béah nhin phki vA khong phii chay thiw nhn g, o S O
Betahema dugre chi djnh d&'1am ting holic duy tr s hrgng hdng cfiu
cling nhw d& gidm nhu c¢8u truy&n méu & nhimg bénh nhin ndy. Bénh
nhin khong phéi chay thin nhan a0 bj thi¥u méu triéu chimg chi nén
str dyng Betahema khi n8ng 49 hemoglobin dudi 10 g/dL. Betahema
©6 the' giip Iam gidm nhu ¢y truy& mdu nhung khéng the thay the
uy&n méu trong trudmg hep cip ciru. Trrée khi bit dfu sir dung, cfin
dénh gid dy trir st cda bénh nhn. N 8ng dd transferin bio hoa phai dat
181 thigh 20% va nOng dd feritin phdi dat (5i thidu 100 ng/mL. Huyét
4p cda bénh nhin ciing phii droc kiém sodt dy du tarde khi digu 1,

Kigin tra dur trir sit trude didu trj:

Trudre VA trong khi diéu tri, ¢n kiém tra du trir sit cha bénh nhén,
bao g8m transferin biio hda (n Ong db st huy&t thanh chia cho khé
niing gﬁl! st toan the cia transferin) va feritin huyét thanh,
'I‘r_a;!}sfenn bdo hda phii dat (i thi€u 20% cdn feritin phai dat 18i
thi€ 100 ng/ml. TAt c4 cée bénh nhin d&u phai durgc b sung skt a&°
tling cudmg holfic duy tri transferin bdo hda & mirc c6 the gitp tao
h8ng cu khi duge kich thich béi erythropoietin beta.

Hitu chinh li#u: Nén higu chinh liéu ding cho ting bénh nhén d&’
dqt durgre va duy tri ndng d) hemoglobin tr 10 d&n 12 g/dL.

Khong nén tiing 1igu qué 1 1n mdi thing. N&u ndng o hemoglobin
ting 1én va dat mirc 12 g/dL, nén gidm 25% ligu sir dyng. Néu
hemoglobin (i€ tyc ting, nén tam ngung st dung thuSe cho d&n khi
hemoglobin bit dfu gidra. Khi bit dfu ding thudc trér 1ai, nén ding
Lidu gidm 25% so véri Liéu sir dung trrre d6. N&u hemoglobin ting
thém wrén 1 g/dL trong 2 wifin, nén gidm 25% lidu sir dung.

N€u hemoglobin ting thém duéi 1 g/dL trong 4 tufin va dy triv sfit
ddy di, c6 the thng lidu Betahema thém 25% so véi lidu truére 46,
C6 (he tEp tuc ting 1igu sau 4 win cho d&n khi dat dwere ndng d)
hemoglobin myc tiéu,

Di @u trj thi€u miu & bénh nhin héa trj ligu ung thur; Betak duroe
chi @inh 0&'di&u trj thi€u méu & bénh nhin ung thir khéng phai dang iy
bao dc tinh khi tinh trang thi€u méu 1A do dnh hudng cha héa j ligu.
Betahema lam gidm nhu cfu truy & m4u & bénh nhéin héa tr lidu ft nh&t
2 thing. ThuGc khéng dwoe chi dinh d&°diéu trj thi€u mdu do cic nguyén
nhén khéc nhe thifu sit hojic thi€u folat, loc mau, xu&t huy&t tiéu héa.
Nhimg nguyén nhiin ndy ciin dwge didu tri bing bign phép thich hop.
Li®u diing va cfich dimng:
Li#u dung:
Diéu rri thi¢ mdu & tré sinh non:
Betahema dugre diing diromg tiém dudi da vér 1i€u 250 [U/kg, 3 1n mbi
wiin. Diéu trj nén 1i€n hanh cing sém cing 15t va lién tyc trong 6 tufin,
Bénh nhdn suy thgn mgn tinh:
Betahema cé the'ding theo dudmg tiém tinh mach holic tiém duwéi da.
Li&u khéri dfu:
Nguwi 1ém: 50 d€n 100 don vikg, tulin 3 10,
Bénh nhin nhi: 50 dom vi/kg, min 3 180,
Neén gikm 1i& Betabema khi nSng 49 hemoglobin djt mie 12 g/dLL holic
khi cir sau mBi 2 wih thi nSng 49 hemoglobin i ting thém tréa 1 g/dL.
Nén di#u chinh ligu dung theo wmg benh nhiin d&' ddm bio duy tri
nGng 49 hemoglobin trong khodng gitr han thich hop.

¢¥benh nhan phii thm phin, nén ding thufc theo duomg tiém tinh mach.

Khi Betahema duoc sir dyng ddc 1ip voi qud tinh thilm phén, c6 he

tiém thulc vao diy truyh tinh mach vao cuBi giai doan thim phin 48"

tranh phii choc (Tnh mach nhi&u 1in,

Bénh nhin n€u duge bic sy cho phép ¢6 the' ty tiém thuc ma khong

cfin phdi gifm st

Nén do higu theo ting bénh nhin d¢° dat dwgc va duy i ndng dd

hemoglobin 1r 10 d&n 12 g/dL (xem bing 1).

Béng 1:

Li&u duy tri: Li#u duy tri phai dwge tinh todn cho tirng bénh nhan
loc mdu. Trong thir nghi¢m da trung thm pha 3 trén bénh nhin thim
phiin mdu, liéu duy trl trung binh 1a 75 don vi/kg, tuin 3 180
(khodng liu 12,5 d€n 525 don vi/kg, tufin 3 1n). Khodng 10% bénh
nhin ciin ding li¢u 25 don vi/kg hojc thip hon vh glin 10% bénh
nhén cfin ddng 1i€u trén 200 dom vi/kg, wiin 3 1 d& duy tri hemato-
crit trong khodng gi tri myc tiéu. & tré em th#m phin méu va bénh
nhén thiim phén phic mac, lidu duy tr} trung binh 180 lwet 12 167
don vi/kg/wiln (trong khodng 49 dén 447 don vi/kg/tufin) vi 76 don
vi’kg/tulin (rong khodng 24 d&n 323 don vi/kg/tufn) chia lam 2
holic 3 14in d& dat gié tri hematocrit myc tiéu (& 30% d&n 36%. O
ngudri 1om suy thiin man tinh khdng phdi loc mdu, nén didu chinh
ligu theo urng bénh nhin d&’duy tri n8ng d hemoglobin tir 10 d&n
12 g/dL. Li&u Betahema tir 75 d&€n 150 don vi/kg/widn gidp duy tri

‘hematocrit tir 36% d€n 38% trong 6 théng.

N€u bénh nhin khdng ddp tng hojc khéng duy tri dép dng, cfin
ki€m tra cdc y&u (8 gly ra tinh trang nay (xem phfin Canh bdo).
NE&u wranferin bio hoa dui 20%, nén cho bénh nhin sir dung b&
sung thém sht.

Bénh nhén héa trj lifu nung thu:

Liu khé&i dfiu d& nghj cha Betahema cho ngudri 1ém 12 150 dom
vifkg tiém duéi da 3 1in mit tulln hoje 40.000 don vi, tiém dudi da
hiing tufn. V&i bénh nhiin nhi, nén ding theo dudng tiém tinh mach,
Xem bing:

Li&u khéi dfiu d€ nghj cho bénh nhin nbi 1a 600 don vi’kg, tiém tinh
mych hing tufin,

Ché& ) i@y 3 1in mt tufin:

Litu khid dfu

Npuiri lom 150 dom vifkg, tiém duti da, win 3 1n

50 A€n 100 dom vi/kg, Wi 3 Jn;
tiém tinh mych hofo tém duéi da
50 dom vi/kg, tulin 3 Ifin;

tiém tinh mgch holc tiém dudri da

1. Nong a9 hemoglobin dat 12 g/dL hode
2. Nd8ng a6 hemoglobin ting thém

Lidu khivi d8u cho ngui 1ém ]

L& khéd difu cho bénh nhin nhi
"Gidm 25% lidu sr dyng khi

N trén 1 g/dl. sau 2 fin du sir dyng thulSc intr lgi vér liéu gidm
Ting 25% liu st dyng khi 1. NBng b hemoglobin dinn 10 ghdl. 25% so von li€u tnrive 86 khi nSng dd
:n "f‘,,"';‘.ﬁ;i'"' qud | g/dL trong hemoglobin & mife cin phii truy & mau.
2.NBng a6 hemoglobin gidm Thing lidu 161 300 dom vilkg, Diip img khbng dfly dii (khong lam
L xubng dudn 10 g/l ) tufln 3 Jan néu: nhu cBu truyéh méu holic khong lim
Bu duy ul Digu :nﬁn'h theo tirng bénh nhiin tling hemoglobin) sau § win diu tr.

Gidm 25% ligu sir dyng khi: Hemoglobin dgi n&ng ) thich hop
gidp khong phai truy&h mau holc
nbng d§ hemoglobin ting thém

trén | g/dL wong vong 2 .
Hemoglobin viryt qué 12 g/dL. Bt

Ngimg str dyng khi;

Khoing n&og d6 hemoglobin d& nghj: 10 dL d&n 12 g/dL.
Ch¢ 4§ liéu hang tufin:

Li#u khéi d8u

Ngrbﬂu'n 40.000 dom v, tifm duén da

Tréem 600 8o vi/kg ém tinh mach
(181 da 40.000 dom vi)

Gidm ligu 25% khi: Hemoglobin dat nGag @) thich hop
gitp khéng phdi truy &h mdu hofic
néing db hemoglobin ting thém
trén 1 g/dL trong vong 2 tufn.

Nglmg st dyng khi: Hemoglobin virgt qud 13 g/dL.
Ngimg dang thulic cho d&n khi
hemns'ilobin gidm con 12 g/dL va bt
d8u sir dyng thuc wlr lal v ligu
gidm 25% so v 1i8u tnrére 46 khi
ndng ) hemoglobin & mirc cdn
phdi truy&n mau.

Thng li€0 néu: Dip (mg khong ddy dd (kbbog hm |

Nguei 1om: 60.000 don vi, tiém ting hemoglobin = 1 g/dL sau 4 tugn

duri da hing tulin diéu (ri hodc khong 1im gidm nhu

Tré em: 900 don vi’kg tiém tinh cflu truyén mfu).

mach (181 da 60.000 dom vj) Nng d6 hemoglobin khong nén
virgn qué gii hqn trén 13 12 g/dL.

Cich dang:

« ThuGc tigm truy&n phdi dugc kigm wa bing cdm quan @€ phit hign
céc tigh phin la vk hign trgmg bi€n miu tnrée khi sir dyng. Khong
Auge stir dyng thudce néu phit hi¢n tiéu phin 1p hofic thufic b bi€n mau.
« Tiém diréi da: The tich uém 81 da m&i 18n vio mdt vi tri tiém
khong nén quéd 1 ml. Trong tredng hop cin tiém the’ tich 1om hon,
phii tiém vao vj trf khic. C6 the'tiém vao cénh tay hodc thanh byng.
« Tiém tinh mach: Nén tiém trong vong 1 d€n 5 phuit tby theo lidu sir
dung. O bénh nhiin thim phin méu, nén tiém thuSc vio diy truyén
tinh mach vao cudi giai doan thilm phiin, ngay sau khi rira biing 10 ml
dung dich diing treong d¢ dim bdo thuSc duge dira 5t vio tulin
hotin,

Nén tiém trong vong 5 phit khi ding cho b¢nh phin ¢6 céc trigu
chirng gifng cdm cim.

» Khdng dirgre truy€n tinh mach hofic tiém ciing véi céde dung dich
thu8e khéc.

Ching chi djnh:

Ch&ng chi dinh Betahema trong céic trrémg hop sau;

. Q;ﬂ min véri erythropoielin beta holic bt cir thanh phain nio ciia
thudc.

* Tiing huy€&t 4p khong kiem soét dwgre.

* Qué min v&i céc thubc c6 ngudn gBc tir 1 bao ddng Vit ¢6 vil.

* Qud mén véi albumin (nguivi).

Ciinh bfio va thin trong khi diing thudc:

Ciinh bfo:

Nguwéi lém:

Bi&n c0 huyét khoi va tng nguy co tir vong:

Lo fch ciia erythropoietin béta virgt hiln rdi ro (i8m thng, Chua c6 db
dit lify nghién ciru d& khing dinh chfc chin dnh hwémg cia
erythropoietin beta d€n tiEn trigh huy&t khai va 1y 18 tr vong.

Gidm nguyén hdng clu:

Mot s truirng hop gidm nguyén hdng cfu holc thi€u méu njng, c6
holic khéng k&¢m theo gidm t& bho mau do khéng the trung hoa khing
erythropoietin beta di dugc ghi nhin & bénh nhin digu w bing
crythropoictin beta. Tinh trang ndy x4y ra chd y&u & bénh nhin suy
thin man tinh sir dung erythropoietin beta theo drdrng tiém dudi da,
B&t ky bé¢nh nhin ndo mé| dép img vii erythropoietin beta kém theo
thi€u mdu ning va gidm s& lvomg hSng clu luéi deu phii dwgc kigm
tra nguy€n nhin gy mit ddp img, k& cd xét nghiém khéng the trung
hda khéng erythopoietin beta (xem Thén trong: Thi€u holic mft ddp
ng), N&u nghi nger thi®u man do khéng thé' khéng erythropoietin
beta, nén ngumg sir dung erythropoietin beta va cdc thudc kich thich
tgo t8ng cfu khdc. Nén ngimg hin sér dyng erythropoietin beta &
bg¢nh nhiin bj thi€u mdu do khdng thé. Bénh nhin ciing khong nén
chuyén sang sir dung céo thuGc kich thich tao hdng cfu khdc do
khang thé cé the’ khéng chéo.

Albumin (ngudi):

Betahema ¢6 chira albumin, 1A dfin chit 1 méu ngudri. Nhir cdc quy
trinh sang Joc ngudn cho mdu va quy trinh sdn xuflt dege kidm sodt
nghiém ngit, nguy co ly truy@h virus teér nén rilt thip. Chua phit
hign trwrdmg hop 1y truy& virus ndo khi ding albumin,

Bénh nhdn suy thin mgn tinh: )

Téng huyét dp: Nén kiém sodt huy€t dp thda déng trude khi bt dfu
diing thu8c. Trong pha diéu tri som, khi hcmatocm ting lén, gdn
25% bénh nbn loc méu cin phii sir dyng bojc ting lidu thudc chdng
ting huy&t 4p. Bénh ndo do ting huyét 4p va dng kinh di dugc ghi
nhin & bénh nhin suy thdn man tinh difu tri bdng erythropoietin
beta. Cin luru § theo di va ki€ sodt chiit ché huy€t 4p & bgnh nhin
didu trj bing erythropoietin beta. Céin gidi thich cho bé¢nh nhin hi€a
dwgo t3m quan trong cla vige tun thi ché dp didu trj ting huyét 4p
va ch€ 9 &n han ché. N€u huy€t 4p khé kigm sodt, c6 the gidm ndng
49 hemoglobin bing cdch gidm lidu hofic ngimg s dung
erythropoietin beta. N6ng dd hemoglobin gidm ddng ké' trén lim
sang c6 the' khbng dwoe ghi nhdn trong vai twin. Nén gidm lidu
erythropoietin beta n€u nng 49 hemoglobin ting thém trén 1g/dL
trong vong 2 tuin. (Y bénh nhéin suy thin man tinh c6 biéu hién bénh
tim thi€u méu cyc b do suy lim sung huyét, cdn didu chinh lidu
erythropoietin beta 4 dat dirgre va duy tri ndng 46 hemoglobin durdri
12 g/dL. (xem phin Bi€n cB huyét kh&i va ting nguy cor tir vong)
Déng kink: Cdc nghién ciru lim sAng cho thiy 1§ 1& ddng kinh trong
90 ngdy ddu ddng thubc (xAy ra trén 2 5% bénh nhin) cao hon so véri
giai doan sau 90 ngay. TY 1& ddng kinh & nhém bénh nhin loc méu
rit kb6 xéc dinh; ty 1 nly thurdmg nim trong khodng 5% d€n 10%
trén mbi bénh nhin mdt nim. Bénh nhin cln irinh cic hogt ddng
nguy hiém nhur 14i xe va vin hanh midy méc trong giai doan nay
Bién c& huyét kh&i: Trong qué trinh thim phin méu, bénh nhin ding
erythropoietin beta ¢é the phdi sir dyng heparin chSng ddng &8 dy
phong cyc mdu déng trong mdy thim tich. Nguy cor nghén mach, k&'
¢4 huy€t khdi trong mdy thim tich, uing }én déng k& & bénh nhin
tredng thinh mic bénh tim thi€u méu cyc bd hodc suy tim sung
huy€t str dung erythropoielin beta véi gid tri hemalocrit cao hom
(42%) so vé&ri gid trj myc tiéu (30%). Bénh nhin mic bénh tim mach
tir trrére cfin durgre gidm sdt chijt ché.
Thén trong:
C#in thiin trong khi st dyng céc thudc tiém c6 ngudn gbc sinh hoc do
c6 (he/ xdy ra cdc phin ing dj img hodic phdn ing bt lgi. Trong céc
thir nghi¢m l&m shng, d6i khi ghi nhén phdt ban thodng qua khi sir
dyng erythropoietin beta, khdng phét hién trromg hop di img ning
hojc phdn irng phan v ndo (xem Téc dung khdng mong muSn).
Pp an todn va hiéu qui cla erythropoietin beta chua duygc chimg
minh wén bénh nhin ¢6 tién sir mic bénh dong kinh hodc rdi loan
huy&t hoc (nhir thi€u médu hdng cfu lim, hdi chimg loan sdn iy
holc r&i loan ting d6ng mdu).
& mdt s6 bénh nhin ni¥, sir dyng erythropoietin beta cé the’ gy c6
kinh nguy@t lai, do d6 cfin xem xét cdc bién phép tridnh thai vi bénh
nhiin ¢6 the' ¢6 thai.
Huy&t hoe: Tiing porphyrin di duge ghi nhin véri tin sult hi€m gip
& bénh nhén suy thin man tinh diéu trj bing erythropoietin beta. M3c
db thuSc khong 1am ting dio thii cdc chit chuyén héa ciia porphyrin
& ngudi tinh nguyén khée manh ngay ci khi dép img tao hng ciu
nhanh nhwng cn thin trong khi sir dung erythropoietin beta cho
bénh nhin c6 tién sit r8i loan porphyrin.

Thi€u hojec mft d4p irng:

NEu bénh nhiin khéng ddp img holic duy tri d&p ing viri 1w 48 nghi,
cin xem xét va dinh gid cdc nguyén nhin sau diy:

1. Thi¢u sit: HBu nhu 1§t cd céc bénh nhin d8u cln phii dwgc b

sung st (xem Panh gid dy trir sht).

2. Nhi€m khuiin, viém holic céc bénh dc tinh.

3. M&t méu kin ddo.

4. Céic r8i logn huy€t hoc (nhu thi€u méu thalassemia, thi€u mdu dai

ding hofic loan sdn ty).

5. Thi€u vitamin: Acid folic hojc vitamin B12.

6. Tan huyét.

7. Nhi€m ddc nhém.

8. Viém xo nang xuong.

9. Gidm nguyén hdng cu hodc thi€u méu do khéng th& khing

erythropoietin beta: Khi khdng tim ra nguyén nhin ndo khdc, nén

xem xét céic trifu chimg gidm nguyén h8ng cfu v xét nghiém tim

khéng thé'khdng erythropoietin beta trong huy€t thanh.

(xem Cdnh bdo: Gidm nguyén h8ng cfu).

Dénh gif dy tri¥ sit: Trong khi sir dung erythropoietin beta. c6 the’

xdy ra thi€u sit todn phiin hojc thi€u st chire ning. Thi€u sit chirc

niing véri n8ng 40 feritin binh thuomg nhung transferin bio hoa thip,

¢6 18 1A do ting tao hdng cliu. Transferin bio hda phdi dat t5i thiéu




20% v foritin phai dat 101 thidh 100 ag/ml.. Trrde vi trong khi s
syng erythropoietin beta, cfin dénh gid die i skt cda bnh nhdn, bao
28m transferin bio Wa (ndng a0 it huy€t thanh chia cho khi nilng
#in sAl 0An th cla transfering va feritin huy&t thaph. HEu h&t banh
nhin ddu cdin phii dweo bY sung sit 6& ding cudmy holic duy 1
transferin bilo hda & mike thda ding & hb tro tao hSing offu khi dugre
kich thich b erythropoletin beta,

Khi niing ghy ung thir, 4t bin vi dnh hwdng dén sinh sin:
Khil ning g8y ung the cda erythropoietio beta chwra dirpo nghién
i,

Erythropoietin beta khdng gdy ddt bidn trong cdc thi nghigm dpn
bi€n gen vi kbulln (thir nghidm Ames), sai lech nhifm shc the' ¢ bao
dBng vt ¢4 vi, vi nhin chudt nhilt vh ddt bi€n & HGPRT,

Sir dyng cho tré em:

Bénh nhén nkiphdi lpe mdu; E_r)qhmpolc{‘m beta dvroe chi dink cho
tré sor sinh (1 thang wdi d&o 2 nilm W), trd em (Z“Xgn 12 tdi) va
thi€u nién (12 d€n 16 wo1) d& didu tri thigu mau do suy thin man
tinh phdi loc méu. DY an todn vA hitu qué cda thusc trén bénh nhin
ahi dwdd | thiing tudi chua dwge chirng minh, Dif ligu vE 46 an todn
thu dwrgre tir céio nghién ciru ndy cho thify rii ro khi dung thude cho
bénh nhiin nhi bj suy thin man tinh khong cao hon so véri khi ding
thuBic cho ngwe 1om suy thin man.

Bguh nhin nhi khéng phdi lpc mdu: Dir ligu 1im shng a1 ghi nhjn
vige sir dyng erythropoletin beta trén 133 bénh nhin nhi thi€b mau
do suy thin man tinh ma khéng phdi loc méu, ti 3 thiing 1udi d&n 20
tudi, ding 1itu S0 dén 250 dom vi/kg tiém dudi da hobc tiem tinh
mach, tufn 1 1n hojic tu@n 3 100,
Sir dyng cho bfnh nhiin cae tudi: Chua ghi nhin si kbdc bigt vEdd
an toin va higu qud cda thuSc khi diing cho bgnh nhiin cao tudi v
bénh nhin tré wdi. Nén lya chon va hifu chinh 1i&u cho wmg b¢nh
nhin cao tudi d¢'dat dugre va duy trl gid tri hematocrit myc tiéy (xem
Li#u dong vi cdch ding).
Bénh nhiin suy thin mgn tinh:
Bénh nhdn suy thin mgn tinh khéng phdi lpc méu: Nén theo d&i
huy&1 dp vi hemoglobin thudmg xuyén gidng nhir & bénh nhin phii
Joc mdu. Clin giim st chilt ché chirc ning thin va céin bing mrére —
dién gidi.
Huyét hge: Clin c6 dd thori gian d& theo ddi ddp dng ctia bénh nhin
viri erythropoietin beta trrdre khu didu chinh 1i8u. Do thiri gian cfin
thi€i 4€'1go hdng cfu ciing nhwr thei gian sBng clia hGng efu kéo dii
nén ¢6 the' phai mi't tr 2 d€n 6 twin méi quan sit thi'y sy thay d8i
ddng k& nOng a0 hemoglobin trrde khi didu chinh lidu st dung
(tAng lidu, gidm liéu holtc ngimg thudc).
Thén gian chiy mdu & bénh nhiin suy thin man tinh gidm v& mirc
binh thwdng sau khi dwge diéu tri thi€u mdu biing erythropoietin
beta. Gidm thii gian chdy mén cling dwrge ghi nhin sau khi didu i
thi€u méu bing cdch truy&n médu.
Theo doi cfn ldm sang: Nén thudmng xuyén ki€m tra edng thire mdu
todn phin va 56 lugng tigu cfu. Trong cde thi nghiém lam sing, s6
lwgrng tig cfu va bach ¢fiu ting vira. Miic di mirc d9 tiing c6 ¥ nghia
th8ng ké nhung cdc gid tri ndy vEn ndm trong giéri han binh thuong.
Ché 44 dn: Bénh nhin c@n tuin thd nghiém nglit chd 49 dn va loc
méu. Bhc bigt, ting kali méu khéng phdi tinh trang hi€m gip & bénh
nhin suy thin man tinh, Trong cdc nghién ciru dwec ti€n hanh tpi My
trén béah nhin lpc mdu sir dyng erythropoietin beta, ting kuli mdu dit
duoe ghi nhin v ty 1¢ khodng 0,11 mdi bénh nhén/niim, thwomg
x4y ra & béoh nhiin kém tufn thd ch& d dung thulc, ché 46 &n
vivhobc loc mdu.
Kiém sodt loc mdu: Trong qué trinh thdm phin méu, b¢nh nhin ding
erythropoietin beta ¢6 thé phdi sir dung heparin chtng dong d& dw
phong cuc mdu ddng trong mdy thim tich. Gidng nhw 11t ¢d céc bénh
nhén phii loc méu khédc, bénh nhin sit dung erythropoietin beta cfin
dugre theo ddi thuong xuyén cde chi tiéu sinh héa mdu (bao g8m
BUN, creatinin, phospho va kali) d€ ddm bdo hi¢u qud loc mén.
Théng tin cho b§nh nhin: Trong trirong hop béc sy cho phép bénh
nhin tir sir dyng erythropoietin beta tgi nha, ¢in cung ¢ip cho bénh
nhin ddy di théng tin v& i&u lrong vk céch ding, ddng tha luu y
khdng duoe i stk dyng bom tiém vi thufe.

Chirc néng thgn: & bénh nhén trwémg thinh b suy thin man tinh

khong phdi loc mdu, nén gidm sit chit ché chirc ndng thin cling nhu

chin ﬁng nirée v dién gidi. Phén tich 4 d8c cta dudmg bitu dién
1/n8ng 4O creatinio huy€t thanh theo théri gian cho thiy dd dbc

khéng thay dai ddng k&' trirée va sau khi sir dyng erythropoietin beta.

Bénh nhan hoa trj ligu ung thee:

Tdng huyét dp: Ting huy8t dp do nOng 40 hemoglobin thng cao di
Ao ghi nhign véi tAn sulit hiém gip & benh nhin digre didy ] biing
erythropoletin beta, C M theo doi chiit ché huy€t dp cda bnh nhiin,
i bigt 1 & benh nhn ¢o tdn s tng huydt dp hohe mic cdc bdnh
um mach,

BDfng kinh: Trong mit thit nghitm mo doi c6 dbi chirng, 3.2%
(n=2/63) bgnh nhiin sir dyng erythropoictin beta tufin 3 1in vi 2 9%
(n=2/68) bénh nhiln duere dang gid duge cé bigu hign dong kinh,
Pong kinh xdy ra & 1,6% (n=1/36) benh nhin c6 huy&t dp va
homatocrit ting cao. Tuy nhién, nhitng bénh nhin sir dung erythro-
poietin beta by ddng kinh d8u mic bénh thin kinh 1 e,

Bifn ¢ huy&t kh&i: Trong mt that nghiém ma doi c6 d6i chirng.
3.2% (n=2/63) binh nhin sit dyng crythropoictin bota win 3 16n vh
11.8% (n=8/68) bénh nhin dwge ding gid dwge gip cfic bitn cd
huy€t knGi (nhu nghén mach phdt, tai bi€n mach mdu nfio). Trong
mot thir nghiém md @0i ¢6 d0i chirng sit dung erythropoietin beta
hiing tufin, 6,0% (n=10/168) bénh nhin si dung erythropoietin beta
vl 36% (n=6/165) (p=0,444) bénh nhin dugc ding gid drge glp
phii cdc bi€n ¢ huy&t khdi trén lim sing (nhu huy€t khdi tinh
mach su phai ding thude chGng ddng, cdc bien c6 nghén moch nhir
nghé&n mach phoi, nh6i mdu cor tim, thi€u méu ndo, suy it wdi vi
bénh vi mgch €6 huy€t khi). Khong the dwa ra k€t lubn chinh xde
v& mO1 lién quan giira 1ing nOng dd hemoglobin véri cdc b‘lb'n o
huy&t kh&i trén Jim sing do khong cé du dir ligu v& nbng db
hemoglobin trong nghién ciru ndy.

Anh hiréng dén tdng sinh kh6i u: Chua c6 di dir ligu d& khiing dinh
sit dung erythropoietin beta cé dnh hirdng d€n ting sinh khi u hoje
1am chim ti€n triéh khi v hay khéng.

Str dyng thubc cho phy ni¥ ¢6 thai vd che con bu:

Phy nir ¢6 thal:

Mirc 0 rli ro d6i véri thai nhi: Nhém C

Erythropoietin beta glly ra cdc tic dung bift Igi trén chudt dung lidu
cao gi'p 5 10 liéu ding cho nguéri. Trong chc nghién ciru trén chudt
cdi, d& ghi nhin Qoh trpng ting the'trong, chdm moc 16ng bung, chim
mé mit, chim héa xwong va gidm s8 lugng 48t xwong dudi trén
chudt con F1 & nhém chupt ding lidu 500 don vi/kg. O chubt cdi
duge tiém tinh mach erythropoietin beta, 13 1& m&t thai ¢6 xu huémg
ting nhe & nhém ddng li€u 100 va 500 dom vi/kg. Erythropoietin
beta khéng gdy ra bt ky tdc dyng bilt loi nho khi ding lidu cao t&i
500 dom vi/kg trén thé cii mang thai (ngdy thir 6 d&n 18 cda thai ky).
Chura ti€n hanh cdc nghién cdu dfly dii va dugce ki€m sodt (It trén
phu oir mang thai, Chi nén sit dyng erythropoietin beta trong thai ky
n&u lgi fch thu duge virgt hiin ni ro 6 thé' xdy dén véi thai nhi.
Phuy nir cho con bia:

Chura rd erythropoietin beta cé dirgre ti€t vio sira me hay khong. Do
nhidu thubc dugc tiét vio sira, nén thin trong khi sir dung erythro-
poietin beta cho phy nir cho con b,

Anh hudmg clia thuc 1én khi niing Iéi xe, v§n hanh méy méc:
Chua c6 bing ching v& dnh hudmg cda thuGc 1én kha ning Idi xe,
vin hinh mdy méc.

Tuong téc cha thufc:

Chura ghi nhin wrong téc ndo giira erythropoietin beta véi ¢c thuGc
khic trong cde thir nghig¢m 1&m sang.

Twong ky cda thubc:

Do khéng ¢6 cic nghién ciru vE tinh twong ky cda thuc, khong trén
1in thuc niy véi céc thuSe khdc.

Tée dyng khéng mong mufn cia thude:

Khodng 8% s& bénh nhin didu trj bing erythropoietin beta c6 the’
glip phdn (ng biit lgi.

Bénh nhdn thiéu mdu bj suy thdn man tinh:

Phin img b4t lgi hay glip nhit trong qud trinh di&u trj bing erythro-
poietin beta 12 ting huy&t dp hoYc n3ng thém tinh trang ting huy&t dp
slin ¢6, dfc biét rong tredmg hop the tich hdng cfu dic ting nhanh
(xem myc Cénh bdo va thin trong khi ding thudc). Con ting huyét
4p clng véni cdc tridu chimg gifag bénh ndo (nhir dau dfu va trang
thdi 14 Hn, r8i loan cim gidc-vin ddng ching han 18 loan ngdn ngir
holic r8i logn dang di - t&i con co cimg-co gift) ciing c6 the xud't
hig¢n & nhimg b&nh nhén c6 huy€t dp binh thuong holic thip (xem
mu¢ Cdnh bdo va thin trong khi ding thudc).

Huy&t kh&i shunt ¢6 the’ xufit hign, dic bigt & bénh nhin ¢6 xu

hudmg tut huy&t dp holbie tnh trpng rd ddng mpch ghy bi€n chimg
(nhur higp ddog mach, phinh ddng mach) (xem myc CAnh bdo vi than
trong khi ding thuGc). Trong hitu hEt cdc trdng hop. s syt gidm
nOng 4 feritin trong huy®&t thanb dBGng thivi virt sw gia ting thé' tich
1& bho diic durgre ghi ahiin (xem myc Cinh bdo vh thin trong khi ding
thuic), Ngodi ra, sy gia tiing thodng qua nbng dd kali vd phosphat
trong huy&t thanh il dwge ghi nhin trong nhimg ca dom 1é (xem myc
Cénh bdo va thin trong khi ding thufc).
Trong cdc cu don 1¢, bt sdn hOng cfu don thulin (PRCA) qua trung
glan khdng te' rung hoa khing erythropoietin beta lién quan d&n
1tu phdp erythropoictin beta dit dwrgro ghi nhin. Trong tnromg hop
PRCA qua trung gian khing the trung hodn khéng ecythropoietin beta
duge clm'n_ dodn, phii ngung s dung erythropoletin beta va khong
nén chuyén sang dimg mot protein kich thich wo h8ng cfu khic
(xem phiin Cénh bdo va thin trong khi ding thudc).
Ciic phin {mg biit lgi dirore lide ké trong Bang | dudi day.
Bénh nhan ung the-
Bau dilu vi tiing huy@l dp lién quan a8n diu rj bing erythropoietin
beta c6 the didu tri dugre bling thubc i cdc phin tmg hay gép (xem
myc Cinh bio vi thgn trong khi ding thubic).

mot 56 benh nhin, Uoh trang syt gidm nSog 40 sit rong huygt
&agh )du dugre ghi nhin (xem muc Cénh bfo vi thin trong khi ding

ulic),
Ciic nghién ciru 1dm sing cho thiy tin suft xuflt hién céc bi€n ¢f the
mach do huy€t kh8i & bénh nhin ung thy didu trj bing erythropoie-
tin beta cao hon so véi & nhém chimg khéng dwoe didu tr holic
ding gid duge. &f bénh nhn dwge didu tri biing erythropoietin beta,
tin sufit ndy niy 1d 7% so véri 4% & nhém ching; digu nay khong
liéo quan d€n bi't ky s\ gia ting 1y 1§ (i vong b&i the mach do huyét
kh6i ndo so véri nhém ching,
Céc phin (g b1 1¢7 durgro ligt ké trong Bang 2 duéri ddy.

Cic phdn ing bi(t lgri dwrgre lidt k& theo h¢ thdng thuit ngir MedDRA
phiin loai theo h¢ cor quan va tfin sufit. Cdc mire tufin suft durgre xdc
dinh theo quy wéve sauw:

RE1 hay glp (=1/10); bay giip (21/100 d&n <1/10); it gdp (=1/1.000
dén <1/100); him gp (21/10.000 dén <I1/1.000); riit hi€m gip
(<1/10.000); chwa 15 t4n suilt (khdng the wére lromg durgre tin suit
tr dif ligu hin c6).

Bing 1: Cdc phin img bt 1gi duge cho 1a do digu trj biing erythro-
poictin beta trong cdc thir nghi¢m lim shng c6 d8i chimg wén bénh
nhin suy thin man tinh

H§ cor quan Phin (g bt 1 Tiin sufit
R&) loan mpch méu Ting huy&t dp lay gip
Comn ting huy€t 4p t gbp
REi logn h¢ thin kinh Dau dfu Hay glip
R0 loan mdu vi Huyét khoi shunt Hi&m giip
hé bach huyé&t Gidm tigu cu R ingm glp

Bdng 2: Céc phdn img bit ¢ dirgre cho 12 do didu trj bing erythropoie-
tin beta trong cdc thir nghigm 1dm sang c6 d&i chimg trén bénh nhin
ung thw

H¢{ co' quan Phin éng bt 1gi Tn sufit
ROi loan mach mau Téing huy&t &p Hay glp
RO logn méu vi h¢ Bi€n cb tic mpch do
bach huy&t hu:{: kh(fimw Loy
R&i logn hé thin kinh Pau d8u Hay gip
Tré sor sinh dé non;

Tinh trang sut gidm n&ng 49 feritin wong huy&t thanh rit hay gip
(xem myc Cénh bdo va thin trong khi dung thudc).

Céc phin g trén da c6 lién quan d€n difu tri bing erythropoietin
beta nhu phét ban, ngira. may day holic phin Umg tai vj tri tiém c6
thé xufit hign véi tin sudt hi€m gip. Trong nhitng tardmg hep riit
hi€m giip, cdc phdn img phin v§ lién quan dén difu wj bing
erythropoietin beta di dugc ghi nhin. Tuy nhién, trong céc nghién
clru 1am sang ¢6 d3i chimg, khong phit hign sy gia ting (7 1§ phin
ing qud min.

Trong nhirmg tarimg hop rilt hi€m, dic biét kbi bt Ay didy tr), che
tridu chimg gitng cdm lién quan d&n didu tr bilng erythropoictin
bets nhee s8¢, &n lpnh, dou A8y, dau chin tay. khé chiv vivhoje dau
awong A duge ghi ohin. Cde phin img nlly theomg & mirc db nhe
hojc vira v gldm bér sau viu gidr holic vii ngdy

D Jidu tir md1 thir nghisém [dm sing ¢6 d8i chimg v erythropose
tin alfs holc durbepoctin alfa cho thEy ddt quy dwgre ghi nhin vin
tin sufft hay glp

Thong bdo ngay ¢ho bde 5§ hode dwge iy nhirng phdn ng cé hgi
gdp phdi khi sir dyng thubc.

Quit 1I#n vix csich xi¥ tri:
CAc big hign qud li®u erythropoietin beta thuimg bao g 6m chc dfa
hidu vA tridu trimg tling manh vi/hojc ting nhanh néng 49
hemoglobin, k&' cd cdc bi€n <8 tim mach, Béah nhin sir dung qud
lidu erythropoietin beta cfin duge gidm sdt chit chE cde bi€n o tim
mach vi bilt thirbng buy&t hoc. Nén kigm sodt tinh trang ting hdag
ciiu tam thér bing cdch trich méu tinh mach, Cfin gidm sdt chiit ché
tinh trgng tdng nhanh n6ng dd hemoglobin (> | g/dL sau mdi 14
nghy). (¥ banh nhin ddp img tso miu qui manh, c8n gibm nhidy
erythropoletin betn theo chi din (xem phin Ligu ding va céch
dung),

Dijc tinh duge lye hoe:

Thutic kich thich tgo hdng cliu. MA ATC: BO3IXAOL .
Erythropoietin beta la mdt glycoprotein <6 tic dyng kich thich tao
héng cfu nr cdc (& bao tifn thin som hBag clu trong Wy xwong
Erythropoictin beta cling tdc dyng nhir mdt bormyon bidt héa va y&u
18 kich thich phin bao.

Hogt tinh sinh hoc cha erythropoictin beta dd dirge chiing minh in
vivo trén cdc md hinh ddng vit (chudt cBng khde manh vi thifu
méu, chudt nhél ting hbng clu).

Sau khi sir dung erythropoietin beta, s& lwrgmg hdng cu, tf Ié
hemoglobin va h8ng cliu lwén ting Ken ty 1§ véi ddng vi “Fe lién
herp. Thymidin lién herp c6 nguyén nr "H ddnh diu ciing ting 1&n khi
1 céc té bio nhiln cia ldch viri erythropoietin beta in virro (nubi cfy
1€ bao lich chuft nhit)

Biéing phwong phdp nudi cEy 1€ bio tiy xwong, erythropoietin beta
44 dirgrc chirng roinh 12 ¢6 tdc dyng kich thich tao h Sng cdu dic hitu
ma khéng dnh hwdmg d€n qué trinh tao bach chu.

Khbng ghi nhjn thiy ddc rinh cda erythropoietin beta trén cdc 1&
bio tly xwong ngurii. Sav khi ding lide don erythropeietin beta,
khong ghi nhin dnh hudng cia thuBc d&n hanh vi hodc vin ddag
clia chudt va chirc niing tufin hodn bodc hd hip cia ché

Pic tinh dugre dfng hoc:

Nghién ciru duge ddng hoc trén ngwin tinh aguyéa khée maah vi
b¢ah nhén ting uré méu cho thiy thir gian bdn thii cia erythro-
poictin beta tiém tinh mach 14 tr 4 d€n 12 gior va the tich phin b
biing 1-2 1fn th tich huy&t nrong. K& qui mromg nr i duoe ghi
nhin trong céc thi nghidm trén 89ng vét var chudt ting uré méu vi
chudt binh thuwremg.

Sau khi iém dwéi da erythropoietin beta cho bénh nhan ting uré
méu, qué trinh hilp thu thuGc kéo dii o ra ndog 40 &n dinb cla
thufic trong huy&t trong, theo 46 ndng 65 dinh dat dwge san trung
binh 12-28 gitr, Thiri gian bén thii cedi cha thuBc kéo dai hon so
vé&i khi tiém tinh mach, trung binh 12 13-28 gior

Sinh khd dung cha erythropoictin beta khi tiém duéi da bing
23-42% s0 véri tiém tinh mach.

Quy ciich d6ng goi:

Hop Llox 1 ml.

i ki¢n bio quin:

Bio quin & ohigt d) 2-8°C. Khing duge 1dm d8ng lanh hoje e
Trdnh #nh séng.

Han ding:

24 thang k€ 1t ngdy sdn xult.

Tiéu chulin chift lwyng cia thudc: BP

Sin xuit tai Argentina béi co sé shn xudt:
Laboratorio Pablo Cassara S.R.L.

Carhue 1096 (Zip Code: C1408GBYVY)

City of Buenos Aires - Argeatina

302463 Cassara




