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WARNING

Warning: severe, life-threatening human hirth defects

If thalidomide is laken during pregnancy, it can cause severe hirth defects or death to an unbom baby.
Thalidormde should never be used by women wha are pregnant or who could become pregnant while
laking the drug. Even a single dose laken by a pregnant woman dunng her pregnancy can cause
severe birth defects

Please see the following boxed wamings containing special information for prescnbers. female
palients, and male patiehls

Before starting treatment, women of childoeanng potential should have a pregnancy test (sensitwity af
at leas! 50 miU/mL ). The test should be performed within the 24 hours prior to beginming thalidomide
therapy A prescnplion for thalidomide for a woman of childbeanng potential must not be issued by the
prescriber until a wntten report of a negative pregnancy test has been oblained by the prescriber.
Once Irealment has started, pregnancy testing should ocour weekly dunng the first 4 weeks of use,
Ihen pregnancy lesting should be repeated at 4 weeks in women with regular menstrual cycles. if
menstrual cycles are imegular, the pregnancy lesting should occur every 2 weeks Pregnancy lesting
and counseling should be performed if a patient misses her period or if there is any abnormality in
menstrual bleeding

If pregnancy does occur during thalidomide treatment, thalidemide must be

discontinued immediately

FOR FEMALE PATIENTS

(Thalidermide) s contraindicated in WOMFN of childheanng potential unless altemnative therapes are
considered inappropnate AND the patient MEETS ALL OF THE FOLLOWING CONDITIONS (i e . she
is essentially unable to become pregrant while on thalidomide therapy):

+ she understands and can reliably carry oul instructions

+ she is capable of complying with the mandatory coniraceptive measures, pregnancy testing

- she has received both aral and wntten warnings of the hazards of taking thalidomide dunng
pregnancy and of exposing a fetus to the drug.

+ she has received bolh oral and wnlten warnings of the nsk of possible comraception failure and of
the need to use two reliable forms of contraception ssmultanesously, unless continucus abstinence from
heterosexual sexual contact is the chosen method Sexually mature women who have nat undergone
a hysterectomy or who have not been postmenopausal for at least 24 consecutive manths are
considered o be women of childbearing polential

+ she acknowledges, in writing, her understanding of these wamings and of the need for using fwa
reliable melhods of conlraception for 4 weeks prior to beginning thalidomide therapy, dunng thalidomide
therapy, and for 4 weeks after discontinuation of thalidomide therapy

+ she has had a negative pregnancy test with a sensitivity of at least 50 miU/mL, within the 24 hours
prior o beginming therapy

+if the palient 15 between 12 and 18 years of age. her parent or legal guardian must have read this
matenal and agreed to ensure campliance with the above

FOR MALE PATIENTS

{Thalidomide) is contraindicated in sexually mature MALES unless the PATIENT

MEETS ALL OF THE FOLLOWING CONDITIONS

+ he understands and can reliably camy oul instruclions

+ he 15 capable of camplying with the mandalory contraceplive measures that are appropriate for mer
+ he has received bolh oral and written wamings of the hazards of faking thalidomide and exposing a
fetus to the drug

= he has received both oral and written warmings of the nsk of poss:ble contracepton failure and of the
presence of thalidomide in semen  He has been mstructed that he must always use a latex condom
dunng any sexual contact with wemen of childbeanng potential, even if he has undergone a
successhll vasectomy,

* he acknowledges, in writing, his understanding of these wamings and of the need lo Use a latex
condom dunng any sexual contact with women of childbeanng potential, even if he has undergone a
successiul vasectomy Sexually malure women wha have not undergone a hysterectomy or who have
nol been postmenopausal for at least 24 consecutive months are considered to be women aof
childbearing patential

« if the palient is between 12 and 18 years of age, his parent or lega: guardian mus! have read this

matenal and agreed lo ensure compliance with the abave

Side effect

({Thalidomide) is assocated with drowsiness/somnofence, penpheral neuropathy, dizzinessforthostatic

hypotension, neutropenia, Hypersensitivity, bradycardia, and HIV wral load increase

pﬁw"g Weo M Wd", t&a?

ot

]

Pl

RX PRESCRIPTION DRUG

Thalidomide cin cause severe hirth defecis or death 1n fetus

DOM. - &:
60 capsules

thalidomide / capsules

> Artive ngredisnt
Each rapsule contains thaidamide 50'mg

BaLE SR [EACRAGE INSETL

5 Sige Efect and Frecautions

TTY Biopharm Co,, L Sap package inseri

llg"‘!‘ih--r-' " t 4 'f‘



https:

/lvnras.com/drug/

Ry Thuie bin theo don
Poc ki iedng dan si dung tricde hhi ding
New can thém thang tin, xin hoi y kién thiy thuoc

Stz (Plalidomid)

DOMIDE vién nang

TCANHGIACT

KITUNTT TAT O PHALNEHI NGIHEM TRONG,
FINIEMANG

Néw dung thalidomid trong thai kv. thude co thé pay khuyét Lt
nghiém trong hode chét thai nhi. Khong bao giér s dung Thalidomid
o phu nr co thai hodc s¢ ¢o thai Khi dang ding thude. Negay ca khi
chi dung mot flicu cho than phu cang co the gay khuyCt tit nghiém
trong cho thar nhi

Truae khi bt dau dicu tri. bénh nhan nirnam phai doc va k¥ viin ban
dong v dung DOMIDL va phai wén theo huong dan cua !ha\« thude.
Khi da bit diu di¢u tri. néu ban khong thé hodie khéng mudn thue
hicn theo cac huong din. ban phai ngung dung DOMIDE va théng
bao cho thiv thude.

DE DOA

(MO TA)
M1 vién nang DOMID] chira 50mg hoat chat, thalidomid. linh
thire vicen nang clmg, than triing nap miu cam.

Phalidomid. w=(N-phthalimido) glutarimid. ta mot e nhin diéu bién
micn dich Cong thue hoa hoe B CelhiNaO., khdi [remg phan ur la
J3820 S0 CAS cua thalidomid i 30-35- 1.

o

2

o]
* Carbun bt dii edeg
Fhalidonud 13 bot mau tring dén tring nga. tan trong dimcthyl
sulfoxid 25°C, it tan trong nwoe va cdn etylic. Nhom
glutarimid chira mot carbon bat doi ximg. do do o thé 16n i mét
trong hai dang dong phan quang hoc ¢o hoat tinh S-(-) hodc R-(+).
DOMIDE (thalidomid) 1a mat han hop cua ca 2 dang S-(-) va
R-( ) ven 1y 1€ bang nhau, vi viy goc quay cue 1a 0.
[ halidomid direre Jam dang vién nang 30 mg. ding udng.
[Ta duge)
Cellulose vi tinh thé: Lactose Monohydrat: Lactose phun sdy: Tinh bot

3

nud: Stlicon dionyd: Acid Stearic; Magnesi stearal.

[DUOC LY L AM SANG)

Co ché tac diong

Co ¢hé tic dong cia thalidomid chura duoe biét 1o, Thalidomid co
tinh chi it dicu bién mién dich. ching viém va chong tao mach, Cac
s0 licu nghicn ctru in vitro va nghién ctru lam sang cho T.hd) Lie dung
mién dich cua hop chit nay thay déi nhidu duei cie dicu kién khac
nhau. nhung ¢o licn hé dén sy (re ché san xudt }'éu 16 how wr khoi u
I'NF-a va giam cic phin ur dinh két trén bé mat (& biao ¢d chon loe
lién quan dén su di chuyén bach ciu. Vi du, ding thalidomid dugc
bao cao li lam giam legng TNF-u ludn hoan ¢ cac bénh nhin bi u
phong quing dé (ENL), tuy nhién, nd lam tang TNF-a huyét urong
o ¢de bénh nhin dwong tinh HIV. Ciic tinh chit diéu bién mién dich
vit khidng viém khac cua thalidomid ¢o thé bao gom {rc ché tong hop
prostaglandin lién quan dén dai thue bao. dicu bién su san xudl
mterleukin-10 it interleukin=12 bei cde 1€ bao don nhin & mau
ngogi bien Dang thalidomid diéu tej bénh nhan da u tuy lam Gng so
frmg ¢ bao NK tuan hoan, tang néng da huy@l tuemg cua
interleukin-2 va interferon-gamma. Thalidomid ¢ ché su 1ao mach
o mo hinh nudi cay déng mach nhau thai ngudi in vitro. Qua trinh
tao mach bi re ¢hé hoi thalidomid co thé bao gom sir sinh san cac té
bao ndi ma

[ Duge dgng hoe vi chuyén hoa thufic ]

Hap thu:

Chua o sinh kha dung tuyét dbi coa thalidomid ¢ ngudi do tinh tan
seu frong nuog.

I'rong cac nghicn clru trén ngurdi tinh nguyén khoe manh va nguai
bi bénh Hansen, thén gian trung binh dé dat nong do dinh trong
huyét tromg (Tead) 12 2.9 dén 5.7 gid, cho thay thalidomid duge hip
Uiu cham qua dudng tidu hoa, Mie dé hip thu (xic dinh bing ving
dudi dwémg cong nong dé |AUCT) ty IE voi lidu dung & nguiri khoe
manh. nong do dinh (Coan) tang it hon ty 13 tang liéu dang. Nong do
Cuav Lang it hon 1y 1€ ting lidu ding, cing voi tang gia 1r] Tway, cho
thy tinh tan yéu cua thalidomid trong nude co thé lam can tra tbe
dd hap thu (xem bang 1), Dung thalidomid déng thai vai mot bira
an giiu chat héo lam thay déi nhe (<10%) gia tri AUC va Coa tuy
nhién. né lam tang T, dén khoang 6 gitr

Bang |- Cac thang s6 duoe dong hoe trung binh cua Thalidemid

i Nhom ngu | AUC Conn T Thoi gian ban
‘ MLagu don [ (pg-gicvmL) {ug/ml.) (2i0) huy {gio)
r

F\glrm Khoe manh {n= 14y o {

50 mg 4.9 (16%) . 062 (52%)]  29(66%)] 552 (37%) |
| 200 mg | 189(17%) | 1,76(30%) 3.5 (5?%;[ 533 (25 /i,)A‘
| a00me 364 (26%) | 282(28%)] 43 (37%)| 729 (36%) |
[ B3¢nh nhan bénh Hansen (n=6) i
| a00mg | 464 (44.0%) | 344 (52.6%)] 57 (27%)  6.86(17%) |

Phiin bd:

I'rong huyét tuong npudi, gin k&t protein trung binh 13 55% va 66%,
lwrong g vl (+)-(R)- va (-)-{S)thalidomid. Nghién ciru durgc
déng hoc thalidomid & ¢ic bénh nhin nam duong tinh HIV ding
thalidomid 100 mg/ngay, thalidomid dirge tim thdy trong tinh dich.

Chuyén héa:

Hign tar, duong Lhuun héa chinh xae coa thalidomid & nguéi chura
dirge bict. Ban than Thalidomid khong diree chuyén hoa nhu,u o gan,
nhung dudmg nhu bi thuy phan khong ¢ enzym trong huyél trong tao
thanh nhiéu san phim. Trong mét nghién ciru lip lai dang thalidomid
200 mg cho 10 nir khoe manh trong 18 ngiy. duge dong hoe cua
thalidomid weomg wr nhau vao ngay ddu vi ngay cudi dung 1I1uoc
Dicu nay cha thiy thalidomid khéng tao ra hojc (rc ché sir chuyén hoa
cua chinh nd. i
Thii trir s
Nhur da néu trong bang 1. thési gian ban huy trung binh khoang S dén 7
i¢ sau khi uéng licu don vi khong thay déi khi udng nhiéu lidu.
Nhu di néu trong phin chuyén hoa, hién nay duémg chuyén hoa
chinh xac coa thalidomid chira duee bidt Ban thin Thalidomid co dé
thanh thai qua than 1,15 ml/phut, duei 0.7% lidu dung duoe bai tiét ra
nude Licu & dang khong doi. Sau khi dung licu dom, khong tim thay
thalidomid trong nurdc ticu sau 48 gior. Mic diu thalidomid durge thuy
phiin thanh mét sb chdt chuyén hoa, chi mot lugng rat nho (0.02% liéu
dung) 4-Oll-thalidomid duge Lim thiy trong nuwdre ticu sau khi dung
thude 12 dén 24 gicr

$d litu duoe ddng hoc ¢ cic nhém ngwdi diic bidt

Newoi duong tink 111 Khong co sy khac biét dang ké vé cac thang s6
duwoe dong hoc giira npuai khoe manh va ngudi duong tinh HIV sau khi
dung mot licu thalidomid.

Bénh nhin bénh Hansen: Phin tich sb licu cua mot nghién ctru nho o
bénh nhin Hansen cho thiy cac bénh nhin nay tang sinh kha dung
cun thalidomid so voi nguoi khoe manh. Phan anh ting ca AUC va
Cruax. (xem bang 1), Chura bidt 1dm quan trong cua sy tang nay trén
lim sing.

lénh nhdn suy thdan: Duge dong hoe cua thalidomid & cie bénh nhin
suy thin chira duge xie dinh. Trong mal nghién clru trén 6 bénh nhin
bénh thin giai doan cudi, ding thalidomid (200 mg/ngay) vio mot ngay
¢o loe mau v mot ngdy khong loc miu, So sanh n?)ng dg-thoi gian
vito ngay khong loc mdu va ngay co loc miu. ldy miu mau sau
khi dung thude it nhat 1a 10 gie, cho thdy do thanh thdi toan
phin trung binh tang 1&n 2.5 lin khi loe mau.

Do loc mau duoe tén hanh 10 gio sau khi ding 1hum, dudmg cong
nong do-thési gian khong ¢o su khice biét quan trong vé mat 1I10n:1 ké
viio cde ngdy bénh nhin co hojc khong ¢ loc mau. Vi vy, khong cin

thiét diéu chinh lidu dung déi véi bénh nhan suy thin phai loc miu.

")

-~
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Betdr nhiin bond gan: Duoe dong hoe cua thalidomid ¢ bénh nhan suy
ean chua duge xie dinh

[uoi Phan tich 56 ligu wr cae nghién ciru duge dong hoe ¢ ngudi Linh
nguyé¢n khoe manh vi bénh nhin bénh Hansen o d§ woi tir 20 dén 69
khing thiy co thay doi nao lién quan dén tudi tac.

Benh nhe Khong ¢o s6 liéu duge dong hoe cho bénh nhan dudi 18 woi.

Coort tinde Chua ¢o tién hanh tha nghiém so sanh anh huong cua gioi
tinh dén duoc déng hoc cua thalidomid. cac 50 li¢u duge dong hoc cua
thalidomid khong thdy ¢o su khac biél nao vé gioi tinh trén cac gia tri
duge dong hoc

Chung toc Chua co nghién ciru vé s khac bidt duoc dong hoe do
chung toe

[CAC NGHIEN CUU LAM SANG)

IHigu qua cua thalidomid & bénh da u tuy da duge chimg minh o mot
nghién ciru da trung 1am. ngdu nhién trén 207 bénh nhan mai chan
doan. Cac bénh nhin da u tuy mai chan doan ¢ nghién
clru ngfau nhi¢n nay dugc dung thalidomid van dexamethason
(I'hal + Dex; N 103) so v chi dung  dexamethason (Dex:
N TO4) Licu dung thahidomid 1a 200 mg/ngay va dexamethason la
40 mg/ | linngay vao ngay 1-4, 9-12, va 17-20 mdi 28 ngay. Moi
nhom duoc dicu tri 4 chu ky 28 ngay.

Dac diém dan so va dac diém bénh duoc 1om LAt trong bang 2 va 3.
Iy 1¢ dap tmg l1a thoi diém cudi. Ty 1§ dap (g dua trén su xac dinh
M-protein trong nude téu va huyét thanh cao hon dang ké o nhom
dung phdi hop (51.5% s0 vai 35,6% @ nhom chi ding dexamethason).

Kappa

Lamba

59(57.3%)

53(51.0%)

28(27.2%)

40 (38,5%)

I Mat thong tin | bénh nhan trong nhom Thal + Dex
2 Ml théng tin 19 bénh nhan trong nhom Thal + Dex arm va 20 bénh

nhan trong nhom [Dex

3 Mal théng tin 17 bénh nhan trong nhom Thal + Dex arm va 30 bénh nhan

rong nhom Dex

4 Mt thong tin 16 bénh nhin trong nhom Thal + Dex va 11 bénh nhan

trong nhom Dex

/ I d

Cac s liéu bun didu chimg minh hiéu qua cua thalidomid trong diéu tri
cac biéu hién da b1 ENL mure dé trung binh dén ning duoc trich tr y
vin va 1r mot nghién ciru xét lai trén 102 bénh nhin diéu tri tai dich vy

y 1é cong a My,

Hai thir nghiém c6 kiém sodt, ngiu nhién, mu doi dd béo cao dap (mg
trén da sau dot diéu tri 7 ngay 100 mg thalidomid (4 lan/ngay). Liéu

ding thap hom & cdc bénh nhan dudi 50 kg.

Bang 4 Thir nghiém lam sing co kiém soat, mu doi dimg Thalidomid
Dap (rng trén da

a bénh nhdn ENL.:

Tham khao $6 bénh S dot diéu Ty 18 dap tmg**
nhan n*

Iyer et al - 92 204 Thalidonud | Aspirin
Bull World Health 715% 25%
- Organization o
Sheskin el al 52 173 Thalidonud | Placebo
Int J lep 1969, 66% 10%
37:135

Bang 2: Dac diém dan s6 cua bénh nhan

Dic diém ‘ “Thal 4 Dex Dex
= 103) (N=104)
| - | S - [
Tudr (ndim)
IrunU hmh : 65 68
Un woi 1 37-83 38-83

Gin tinh

* BB¢nh nhan co ton thuong da o
** lyer: dap (mg hoan todn hoac bién mat ton thuong
** Sheskin: Can thién hoan toan + cdi Unén (0t (nghta la car thién >50%)

Walers dl bao cdo két qua ctia 2 nghién ciru, ca hai déu 1a nghidn ciru
chéo ¢6 kiem soal vai gida dugce. ngdu nhién, mi déi o 1ong cong 10
bénh nhin phy thude steroid nhip vién vai bénh ENL man duge diéu
tri bing 100 mg thalidomid hay gia duoc (3 lin/ngay). T4t ca bénh
nhin ciing dung dapson. Diém cudi la giam dugc licu dang steroid
hang tudn,

Bing 5: Nghién ciru co kiém soat, mii d6i & cac bénh nhan ENL ding
thalidomid: Giam liéu dang steroid

‘Tham khao Thoygian dieu | S S6 dap img
tr bénh | Thalidonud Gia duge
nhin
Waters 4 luan 8 415 0/4
lep Rev 1971, 6 tudn 9 8/8 118
42: 26 (chéo)

Nam 53 (51%) 6l (SKJ%T
N 50 (49%) 42 (40%)
Chung to¢?
Da trang [ 90 (87%) 7%}
| Daden ‘ (11 %) l%j
Khag | l[l”u] 2 (2%
I. Madl thong tin cua | bénh I:Ihdl'l o nhom Dex
2 Ml thong tin coa | bénh nhin ¢ moi nhom
Bing 3: Dac diém bénh ban déu
| Dac digm I'hal + Dex Dex
. (N=103) (N=104)
Euan dmn tl)uru_ *.a!mon) ‘H(%} )
I | 14 (13 6%} 17 (16.3%)
Il 47 (45,6%) 44 (42,3%)
11 41 (39.8%) 43 (41.3%)
l.oai Immunogiobulin, N(%f
oA 21(20.4%) 22 (21.2%)
e S — s e T
gt 63 (61.2%) 60 (37.7%)
oM 0100%) (1.0%)
_— ~ + ——— -
| Hai dt)llg 0(0,0%) | (1.0%)
1
160 thuong
28 (27.1%) (13,5%)

Khong co

24 (23,3%) 19 (18,3%)

1-3 ton thuang

34 (33,0%) 41 (39.4%)

N
> 3 10n thuang

fl

Chudr nhe huyét thanh

Cic 56 ligu vé hiéu qua cua thalidomid dung dy phong tai phat ENL
trich tir mdt danh gia xét lai trén 102 bénh nhan dugc diéu iri duai su
bio trgr cua dich vu y té cong tai My. Nhimg bénh nhan ENL duoc
kiém sodl bang thalidomid bi 14i phat sau khi ngung thudc dcu thuyén
giam khi dung thubc tro lai.

Hai muoi bénh nhan My wdi tir 11 dén 17 duec didu tﬁl bang
thalidomid 100 mg/ngay. Ty I¢ dap rng va tinh an toan wong | TRV
ngudi lom.

Bio cio cuia ba muoi hai nghién ciru khac gom hon 1600 bénh nhin da
duoc diéu tri thanh cong cac biéu hién trén da cua bénh EN!?Z‘[:C do
trung binh va nang v thalidomid. }

ICHi DINH) Vs

- DOMIDE phéi hop vai melphalan va prednisolon duge chi dinh

diéu tri cac bénh nhéin da u tuy = 65 tudi chua qua diéu tri hoac
khong du tiéu chudn dé hoa tri liéu cao.

- DOMIDE phdi hop vai dexamethason duge chi dinh diéu tri
trude khi hoa tri lidu cao ¢ bénh nhan da u tiy chua diéu tri.

- Migu qua cua thalidomid khi sur dung phdi hop vai dexamethason
dua trén ty 1€ dap img. Khéng ¢6 cic nghién ciru co kiém soat
ching minh kha nang tang thoi gian séng.

- DOMIDE duoc chi dinh difu tri cdp tinh cac biu hién trén da
mirc 4o trung binh va niing cua bénh ENL



https://vnras.com/drug/

DOMIDI khong duge chi dinh dung don tri licu cho bénh ENI.
Khi bi viém than kinh mire do trung binh va nang

- DOMIDL ciing dugc chi dinh diéu tri duy tri dé du phong va
giam cdc biéu hién trén da cia bénh ENL tai phat.

[CHONG CHI DINH]
Cothar Loal X
o kha nang giv quai thai da biét trén ngudi. npay ca khi chi ding
mot licu. thalidomid co ¢chong chi dinh & phu nir ¢6 thai va phu nir co
kha nang co thai. Khi khong ¢o bign phap diéu tri thay thé. phy nir co
kha nang <o thai cing co thé duoe didu tn bang thalidomid vai cac
than trong ddy du d¢ tranh mang thai. Phu nir phai cam két hoac kiéng
quan h¢ tinh duc khac gion lién tuc. hodc sir dung hai bién phap tranh
thai dang tin ciy. bao gom it nhét mat phuong phap hicu qua cao (vi
du. dat vong. tranh thai hormon. that Ong hodc cit dng dan tinh). bét
diu 4 tuin treae Khi bit dau didu tri bang thalidomid, trong sudt qua
trinh dicu tri bang thalidomid. va uép tue 4 win sau khi ngung diéu tri
bang thalidomid. Néu co chong chi dinh tranh thai bang hormon hodc
dat vong. o the sir dung hai bign phap hi¢u qua cao khac.
PPhu nir co kha nang ¢o thai truae khi diéu tri bang thalidomid phai thie
nghiém xem da co thai chua (do nhay it nhat S0miU/ml), khong duee
ké don thude nay cho dén khi nhiin dugc ban bao cio thir nghiém co
thai am tinh. Nén thue hién thir nghiém 24 gio trudce khi bat dau diéu
tri bang thalidomid va mdi 4 wén vai phu nir co chu ky kinh nguyét
binh thuomg hodc méi 2 tudn véi phu nir ¢o chu ky kinh nguyét khong
binh thuémg. Phai kiém tra cé thai va tr vin néu bénh nhin quén chu
k3 hodc ¢o bat thutmg vé auit huyét kinh nguyét. Néu co thai trong
khi diéu tri bang thalidomid, phai ngung ding thalidomid ngay. Trong
nhirng truetmg hop nity. nén chuyén bénh nhin dén bac si san phu khoa
¢6 kinh nghiém ve dgc linh vai su sinh san dé danh gia va tu vén.

Do thalidomid hién dién trong tinh dich cta bénh nhan dung thube,
nam gidat khi dung thalidomid phai ludn ludn sir dung bao cao su khi
quan hé tinh duc veri biit cir phu nir ndo ¢6 kha nang sinh sin. Nguy
<o vai that nhi 1 tinh dich cta nam gion chua duge bidt,

[halidomid ¢O chdng chi dinh ar cie bénh nhin man cam vai thude
hode cac thanh phan khag cua thuoe.

[CANH GIAC]

Khuyét tat thai nhi:

I'halidomid co thé gay khuyét tat thai nhi nghiém trong & nguai. Nén
huémg din bénh nhin chi ding thalidomid khi duge ké don va khong
chia s¢ thalidomid vai bat ky ai khic. Do thalidomid hién dién trong
tinh dich cua nam gigi dung thudc, nam giéi dung thube phai ludn
luén dung bao cao su khi ¢o quan hé tinh duc véi bit cir phu nir nao ¢é
kha ning sinh san. Nguy co vai thai nhi tir tinh dich cua nam gioi chua
dwoc bict.

Vién dé huyét khbi:

Sur dung thalidomid ¢ bénh da u iy lam tang nguy ca bj huyét khdi
tinh mach. nhu la nghén tinh mach siu va ngh&n mach miu DhUl
Neuy conay tang [én dang ké khi dung thalidomid phoi hop céc thude

hoa tri chuan ké ca dexamethason. I'rong mot nghién ciru ¢o Kiém sodl,

v 1& bi huvét khéi tinh mach la 22.5% ¢ cic bénh nhin dung
thalidomid phdi hgp vai dexamethason so véi 4,.9% ¢ cac bénh nhan
chi ding dexamcthason (p=0.002). Bénh nhan va thay thube duge
khuyén cdo theo doi cac dau hiéu va triéu chirng cua bénh hLl}’LI khoi.
Nén huang dan bénh nhin tim sy tro gidp y 1 néu co cac van dé nhu
thér ngan. dau ngue, phii tay hodc chan. Cac sé li¢u cho r.ha) céc bénh
nhan phi hop co thé ¢o lgi khi duge diéu tri du phong ddng thoi voi
thude chong dong hoac aspirin.

Budn ngu va ngu gat:

Thalidomid thuime gdy budn ngu va ngu gat. Nén huang dan bénh
nhin tranh cac tinh huong ma budn ngu giy sur c6. va khong dung cac
thude khic co thé giy buon ngu néu khong cd loi khuyén cua thiy
lhuoc Nén Lhu;cn cao bénh nhan vé viéc co thé bi giam kha ning thé
chat va tinh than cin thiél dé lam cac cong viéc nguy hiém, nhu la lai
x¢ hodic van hanh cac may moc phirc tap hoac nguy hiém.

Bénh thin kinh ngoai bién:

I'halidomid dirge biél co thé gdy 16n thuong thin kinh Jau dai. Bénh
than kinh ngoai bién la mot tac dung phu thuong gap khi diéu tri bang
thalidoniid khong phuc héi. ¢o the bi nang. Bénh than kinh ngoai bign
thuémg xay ra khi dung lau dai trong nhiéu thang: tuy nhién, ciing co

bao cao vé trromg hop khi dung thoi gian ngin. Khéng ro sy lién hé
viri tich lay liéu dung. Céc tricu ching doi khi xay ra khi da ngung
diéu tri bang thalidomid. ¢6 thé bot ddn hoac khong bart.

Vi bao cdo vé bénh than kinh khi diéu tri ENL mac dau thai gian diéu
tri dai. Tuy nhién. kho phdn biét bénh than kinh do thalidomid vai
bénh than kinh thuéng gap o bénh Hansen, nén kho xac dinh chinh xac
ty I¢ bénh thén kinh do thalidomid ¢ cac bénh nhian ENL diéu tri bing
thalidomid.

Cic bénh nhin nén duoc kiém tra hang thang trong 3 thang dédu diéu tri
bang thalidomid dé tha) thube co thé phal hién sém cac dau higu cua
bénh thin kinh. bao gom run. dau nhoi hodc dau ban tay va ban chan.
Sau do bénh nhén nén duge danh gia dinh ky trong sudt qua trinh diéu
tri. Bénh nhan nén duge tr vin thuomg xuyén, hoi bénh, dinh gia cac
dau hiéu va triéu Lhung clia bénh than kinh ngoai bién. Nén cin nhic
kiém tra dién sinh ly, gom co do cudmg do tac dong cua than kinh cam
giac luc ban déu va mdi 6 thang sau dé phat hign bénh than kinh khong
¢6 triéu ching. Néu co bénh than kinh do thudc, nén ngung dung
thalidomid ngay dé tranh lam 16n thuong thém. Thang thuang, chi nén
dung lai thalidomid khi bénh thn kin trér vé trang thai ban ddu. Nén
tranh dung cac thude co anh huong dén bénh than kinh khi diéu tri cho
bénh nhin dung thalidomid.

Chong mit va ha huyét 4p tw thé:

Nén khuycn cao bénh nhin vé thalidomid co thé gdy chong mat va ha
huyét ap W thé, vi thé. bénh nhin nén ngdi thang trong vai phut truac
khi dimg Ién tir s thé nam nghiéng.

Thiéu bach ciu trung tinh:

Giam bach chu ké ca bach céu trung tinh da dirge bao cdo khi st dung
thalidomid trén 1am sang. Khéong nén bit diu diéu tri khi lugng bach
ciu trung tinh (ANC) dudi 750/mm’. Nén kiém soat cong thirc mau va
cac thay déi dinh ky. dac biét & cac bénh nhin co khuynh hu:mg thiéu
bach céu trung tinh, nhu la cac bénh nhan duomg tinh HIV. Néu ANC
giam xuong dudi 750/mm’ khi dang diéu tri, nén danh gia lai ché do
ding thude cho bénh nhan, va néu tinh trang thiéu bach cau trung tinh
kéo dai. nén can nhic ngung dung thalidomid.

Tang lwong virus HIV:

M@t nghién ctru co kiém soat gia dugc. ngdu nhién voi thalidomid o
bénh nhan duong tinh HIV, mire dd RNA HIV trong huyét trong tang
1&n (murc bién doi trung binh = 0,42 log,o copy/ml. p = 0.04 so vai gia
dugce). Khuynh huong trong tur cling duge quan sat o mot nghién ciu
thir hai tién hanh o cac bénh nhin duomg tinh HIV. Tam quan trong
cua s tang nay trong lam sang chua dugc biét. Ca hai nghién ciru
dugc ticn hanh truoc khi diéu tri bing thudc khang virus hiéu qua cao.
Truéce khi tam quan trong trén ldm sang cia phat hién nay dugc biét rd,
nén kiém tra lugng virus sau thang thir nhat va thang thir ba diéu trj va
médi ba thang sau do.

[THAN TRONG]
Tong quat:
Chi ¢ thalidomid ding duong udng duoe biét 1a giy khuyél ta thai
nhi. Hién tai khong ¢6 so liu vé sur hip thu qua da hoac hit thalidomid
@ phu nir ¢o kha n&ng mang thai, va cing khong biét nhirng tiép xiic
ndy co gay khuyét tit thai nhi hay khong. Nén hudng din bénh nhin
khong me vién nang thalidomid va bao quan vién trong vi cho dén khi
ubng. Néu tiép xiic vai vién nang thalidomid khong nguyén ven hoac
bot trong vién, nén rira viing da tiép xiic vai xa phong va nudc.
Thalidomid hién dién trong huyét thanh va tinh dich cua bénh nhin
ding thalidomid. Néu nhan vién y té hofic nhitng nguai san soc khac
liép xuc voi dich co T.h_é cua bénh nhan dung thalidomid, nén théin trong,
nhu la deo ging tay dé tranh da liép xuc vai thalidomid hoac ving tiép
xuc nén duge rira bang xa phong va nudec.
Téang cam:
Tang cam vai thalidomid da duge bio céo. Cac dau hiéu va triéu chimg
bao gom ndi dat sin do. co thé kem sot, nhip tim nhanh, ha huyet ap,
va néu bj nang c6 thé cin ngung diéu tri. Néu phan img lai xay ra khi
ding lai thude, nén ngung ding thalidomid.
Nhip tim chiam:
Nhip tim chim lién quan thalidomid da dugc bio cao. Mat sb truing
hop nhip tim chdm da dugc bao cdo, vai truomg hop cin can thiép y (€.
Tam quan trong vé lam sang va nguyén do nhip tim chdm & cac bénh
nhén diéu trj bang thalidomid chwa dugc biét.
Hdi chirng Steven-Johnson va hoai tur da c6 doc:
Cac phan (g da nghiém trong ké ca hdi chimg Steven-Johnson va
hoai tir da cé doc, co thé tir vong. di dugc bao cao. Nén ngung ding
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thilidomid néu bi man do trén da va chi dang lai khi di c6 danh g
lam sang thich hop Néu man do bi troe vay, xudl huyét hoge bi phéng
hoac néu nghi ngdr tricu chimg Steven-Johnson hoac hoai tir da ¢ doc.
khaong nén dung lgi thalidomid.
Ping kinh:
Mac diu khdng duoc bao cao trong cic thir nghiém 1am sing 6 ]uem
soat truoe khi dua lhum. ra thi truong. nhung ¢o cac bao cao vé tinh
|r.lng dong kinh bao gum cic con co giat manh khi dung thudc trén
lim sang sau khi thuoe di duoc chip thuan st dung. Do cde su Kign
nay duge bao cao ty nguyén. khong biét rd s6 lugmg bénh nhin. nén
khong danh pia duoe n sudt sudt hién Hau hét cac bénh nhan nay
da ¢ 16 bim i dong kinh. cho dén hién nay khong biét ra ¢o phai
thalidomid o anh huong dén nguyén nhan gay dong kinh hay khong.
Khi di¢u tr bang thalidomid. bénh nhin co Lién sur dong kinh hode cac
vu 10 nguy cor ditn dén dang kinh cén phai duec theo dai cin than vé
cae thay doi 1am sang ¢o thé gay dong kinh ¢ap tinh,
Thong tin cho bénh nhin:
Nén huomg didn cho bénh nhan vé kha nang gdy quai thai cua
thalidomid va nhirng thdn trong can thiét dé loai trir kha nang phoi
nhiém thai ahi nhue [a lam van ban dong y va cac canh bio trong loa
thude nity. Nén huang din bénh nhén chi dung thalidomid theo su ké
don cia thay thude va tudn theo til ca cac dicu khoan trong van ban
dong v.
Nén huong din bénh nhan khong mé vién nang va gilr vién trong vi
thude cho dén khi udng.
Nén huang din bénh nhin khong nén chia thude cho bat cir ai.
Nén huémg din bénh nhén la thalidomid thuong gily budn ngu va ngu
gat. B¢nh nhin nén tranh cac tinh huong ma budn ngu co thé gdy su co
vi khong dong cic thude khac co the giy budn ngu n::u I\hong co I
khuyén cua thiy thude. Nén khuyén cao bénh nhan vé viée kha nang
thé chit va tim thin ¢ thé bi giam anh huong dén viéc thue hién cac
thao tic nguy hiém nhu ldi xe hodc van hanh cac may moc phire lap.
Nén hudng dan bénh nhan 14 thalidomid co thé gdy tang budn ngd khi
u('sllg ruon
Nén huome dan bénh nhin la thalidomid ¢o thé gy bénh thin kinh
neoal bien von dau hiéu Khon diw 1a run, dau nhot hodc dau hoac cam
plic nong ril o ban chian hodc ban tay. Vi bénh nhin nén bao cdo
nhirng hién twemg niy ngay cho thay thude ké don.
Nén huéng din cho hénh nhin la thalidomid co thé giy chong mat va
ha huyét ap 1 thé. va vi thé, bénh nhan nén ngdi thing trong vai phil
trurdre khi dimg ddy tir vi tri nam nghiéng.
Nén huéng dan bénh nhan khong hién mau khi dang diing thalidomid.
Ilon nira nam bénh nhan wyvét déi khong duge phép hién tinh tring
khi dang dung thalidomid.
Nén hurong din bénh nhin vé cac ddu hi¢u va triéu chimg cua bénh
huyét khoi va tim su tror giGp v L& néu bi cic tricu chirng nhy 14 the
ngan. dau ngwe. hode phi cinh tay. chan,
Khong dung nap lactose:
Vién nang chira lactose. Bénh nhin ca cac van dé di truycn hiém nhu
khong dung nap galactose. thicu | 2 app laclase hodc réi loan hip thu
glucose-galactose khang nén ding thudc niy

Ciac xét nghiém:

Netnghiem co thin _

P’hu nir ¢o kha nang ¢o thai truée khi diéu tri bang thalidomid phai thu
nghiém sem di co thai chua (dd nhay it nhit 50miU/ml). khong duoc
k¢ don thude nay cho dén khi nhin duge ban bao cao thir nghiém co
thai dm tinh. Nén thuc hu,n thir nghuem 24 gitr trude khi bat diu didy
tri bang thalidomid va mdi 4 tudn vai phu nir ¢6 chu ky kinh nguyét
hinh thuémg hodac mbi 2 wén vai phu nir co chu ky kinh nguyét khang
binh thugng PPhai Kiém tra ¢6 thai va t vin néu bénh nhan quén chu
k3 hodc co bat throng vé xuat huyét kinh nguyét,

T'hiéu bach ¢iu trung tinh: xem phin Canh gidc

l'ane lyrong virus 1V xem phin Canh giac

Tuong tic thude:

I'halidomid duoc bio cao la lam ting tinh an thin cia cac thudc
barbitural. rugu. clopromazin, va reserpin.

BBénh thin kinh ngoai bién: Cic thude ducrc biét la o lién quan dén
bénh thin kinh ngoat bién nén duoce s dung than trong ¢ cac bénh
nhin dung thalidomid.

I'hude ngira thai udng: O 10 phu nir khoe manh. duge dong hoe cua
norethindron vit ethinyl estradiol sau khi ding 1 liéu don (chira 1.0 mg
norethindron acetate va 75 pg cthinyl estradiol) duoc nghién ciou. Két

qua 1a weng durong nhau khi ¢o hodic khong co udng thalidomid 200
mg/ngay o trang thai on dinh.

Twong tac thube quan trong khing phai la Thalidomid:

Ciic thude anh hurémp dén thude ngira thai hormon:

Ding thude ngira thai hormon dong thai voi céc thude tre ché HIV-
protease, griseofulvin, modafinil. penicillin, rilampin, rifabutin,
phenytonin. carbamazepin, hode mot sd thao duoc nhu St. John’s Wort
¢o thé lam giam hiéu qua cua thube ngira thai 1én dén | thang sau khi
neung dung cdc thuée nay. Vi thé cac phu nir dung mét hay nhiéu cac
thude nay phai dung hai bi¢n phap ngira thai hiru hiéu hodc cac bién
phap hiru hiéu cao hodc kiéng quan hé tinh duc khédc giai trong thoi
gian dung thalidomid

Tinh giy ung thu, ddt bién, anh huwéng dén sy sinh sin:

Cic nghién clru tlinh giy ung thu trong 2 ndm da duge tién hanh &
chudt duc va cai. Khong thay co tac dung tao khédi u o liéu dang cao
nhét 3000 mg/ke/ngiy & chudt nhat duc va cai (cao gdp 38 lan liéu
diing cao nhit o nguéi la 400 mg dya trén dién tich bé mat co thé
[BSA]). va 3000 mg/kg/ngay ¢ chudt cong cai (cao gap 75 lin liéu
ding i da 0 ngudi dua trén 3SA), va 300 mg/kg/ngay ¢ chudt cong
duc (cao pap 7.5 lin liéu dung t6i da & ngudi dua trén BSA).
Thalidomid khong gy dét bién hodc doc tinh gien theo cac thir nghiém:
thir nghiém dot bién vi khuin Ames (S.typhimurium va E.coli), thu
nghiém dot bién 1€ bao trimg trén chudt lang (ASS2/XPRT), va thir
nghiém nhan sinh san ¢ chudt in vivo.

Cie nghién ciu trén sur sinh san da duoe tién hanh o the dyc va cai,
khong thdy tac dung cua thude doi vai su giao phdi va thy tinh & licu
udng cao nhat 100 mg/kg/ngay ddi v&i tho cai va 500 mg/kg/ngay déi
voi tho duc (cao gdp 5 va 25 lan so vai licu ding 15i da & npudi dua
trén BSA). Tac dung trén mé hoc va bénh ly hoc cua tinh hoan dé dwoc
thiy & tho duc & liéu > 30 mg/kp/ngay (khodng 1.5 lan liéu ding 15i da
o ngudi dua trén BSA)

Co thai
Phan loai co thai: Loai X
Do kha ning gdy quai thai da biét cia thalidomid & ngudi, thalidomid
¢6 chong chi dinh o cic phyu nir ¢ thai hodc ¢o thé co thai, va nhirng
nguoi khong dung hai bién phap ngira thai theo yéu ciu. hoac nhirng
nguoi khong lién e kiéng quan hé tinh duc khic giéi. Néu ding
thalidomid khi ¢o thai. no co thé gay khuyét til thai nhi nghiém trong
hodic chét thai. Khong bao gier sir dung thalidomid cho phu nir cé thai
hodc s& ¢o thai khi dang dung thude. Ngay ca khi thai phu chi ubng
mot liéu duy nhdt (1 vién 50 mg) ciing ¢6 thé gdy Lhuycl 1dt cho thai
nhi. Néu co thai trong khi dang diéu tri, phai ngung thude ngay. Trong
nhirng truémg hop nay nén chuyén bénh nhin dén thiy thude san phu
khoa co kinh nghiém vé ddc tinh sinh san dé danh gia va Yy vin. Néu
¢o bit ctr nghi nge vé phoi nhiém thai nhi véi thalidomid, cin phai bao
cio ngay cho thay thudc.
Do thalidomid hi¢n dién trong tinh dich cia bénh nhin udng thube.
nam gici dung thalidomid phai luon dung bao cao su khi quan hé tinh
duc vai bat cir phu nir nao ¢6 kha nang sinh san. Nguy co voi thai nhi
tir tinh dich cua nam bénh nhin dung thalidomid chura dugc biét.
Mot nghién ciru ddc tinh trén sy sinh san vao lic trude v sau khi sinh
da duoc thuc hién & tho cdi co thai. Tang ty I§ sy thai va dgc tinh thai
o liéu ubng thdp nhat 30 mp/kg/ngay (khoang 1.5 ldn liéu ding 16i da o
ngudi dya trén BSA) va o 1al ca cac licu dung cao hon. Tang ty I¢ tr
vong mai sinh & liéu udng >150 mg/kg/ngay (khoang 7,5 ldn liéu ding
cao nh;_n ¢ ngudi dua trén BSA). Khong lam chdm su phat trién sau khi
sinh k& ca kha nang hoc va ghi nho v6i lidu uong ¢ tho cai 150
meg/kg/ngdy (nong dé thalidomid trong sira trung binh tir 22 dén 36
ng/mi).
Sir dung & phu ni cho con bi:
Khong biét ro thalidomid co bai liét vao sira me hay khéng. Do co
nhiu thude duge bai tiét vao sira me va do nguy co gly tac dung phy
nghiém trong & tré nhi nhi tir thalidomid, nén quyét dinh ngung cho
cho con b hodc ngung ding thude tiy vao tim quan trong cia thube
ddi vai ngudi me.
Sir dung & bénh nhi:
Tinh an t0an va hiéu qua & bénh nhi du6i 12 tudi chua duoe thiét lap.
Sur dung & ngudi cao tudi:
Trong tong s6 ngudi tham gia vdo thu nghiém lam sang phon hop
thalidomid va dexamethason, 50% > 65 toi va 15% > 75 tudi. Khong
¢6 su khac bigt vé tinh an toan vi hicu qua gitra nhig bénh nhan nay
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varcae bénh nhan tre hon. va trong mét bao cao khac chua thay ¢6 su
khac bict ve dap g gilra npudn cao ol va ngudi tré hon, nhung
khong thé lom tnr vice var ngudi cao twoi man cam hon voi thude,
[TAC DUNG KHONG MONG MUON]
lic dung nguy hai nhit cua thalidomid 1a kha nang gy quai thai ¢
nguat. Nguy co bl khuyét (it thai nhi nang. chu yéu la quai thai ngin
chi hofic chét. dac bidt cao trong thai ky. Théi gian nguy hiém duoc
danh gia. 10y theo ngudn théng un. 1a tr 35 dén 30 ngay sau ky kinh
cudi cuong. Npuy co bi cac khuyét tt thai nhi nghiém trong khac ngoai
thari gian nay chua duoc biél. nhung cé thé ciing quan trong. Dua trén
cac kién thire hién nay. khong duge dung thalidomid vao bét e thai
diém nao trong thai Ky
Do thalidomid hién dién trong tinh dich cua bénh nhan ding thude,
nam gioi dung thalidomid phai luén dung bao cao su khi ¢o quan hé
tinh duc vt phu nir co kha ndng sinh san.
Thalidomid cing giy bubn new/ ngu git, bénh thin kinh ngoai vi.
chong mavha huyct ap w thé, thiéu bach ciu trung tinh, tang lugng
virus HIV
D3 6 bao cio tinh man cam vai thalidomid va cham nhip tim ¢ cac
bénh nhan diéu tri bing thalidomid.
Bubn ngu. chong maL ndi man do la cic tac dunp phu thuemg pap nhit
khi sir dung thalidomid. Thalidomid da dugce nghién ciru trong cac tha
nghiém lam sang co kiém sodt va khong kiém soat & cac bénh nhan da
u tuy, ENL va cac bénh nhan duomg tinh HIV. Hon nira, thalidomid da
duge nghién ciu trén 20 ndm vdi cac chr dinh khac nhau. Tac dung
phu tir cac nghién ciru nay duge 1om Lt trong cac phin sau.

Ciac tac dung phu Khice

Lir i 50 lidu trén co s danh gia tinh an toan cia sdn pham, chura xac
dinh méi lién hé gitra thalidonud va cac tac dung phu duoc bido cao
sau ddy. Cac danh muc nay gom cac tac dung phu khac nhau dugce ghi
chép boi cac nha nghién cuu trén cac bénh nhan dung thalidomid cho
nhiéu banh khac nhau. Sir dung thalidomid ¢6 thé khéng gidi han dién
tién bénh virhoae chét.

Cac ldc dune phu o thu nghiér
Luy:

Tién hanh phan tich tinh an toan trén 204 bénh nhin ding thude
nghién ciru trong thir nghiém ngdu nhién, Bang 6 1i¢t ké cac diu higu
va tri¢u ching thudng gap nhét trong diéu tri (xay ra > 10%). Cac tac
dung phu thuong duge bao cao nhdt 1a tao bon. b¢nh than kinh cam
giac. mer hé. ha canxi huyét, phi, kho tho, huyét khdi, ndi min doftroc
da (xay ra = 20% bénh nhén vai tin sudt tang = 10% & bénh nhéan didu
tri phéi hop thalidomid/dexamethason so vai chi diing dexamethason).
Hai muai ba phdn 1raim bénh nhan (47/204) ngung thude do tac dung
phu. 30% (31:102) wr nhom thalidomid/dexamethason va 16% (16/102)
ur nhém chy ding dexamethason.

0 lam sane co kiém soat vai bénh da u
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Cac déu hiéu va triéu chimg liét k& o Bang 7 xay ra & cac bénh nhén
duge diéu tri bing thalidomid trong céc thir nghiém 1am sang vai bénh
ENL. Liéu ding tir 50 dén 300 mg/ngay. Tat ca tac dung phu & muc do
nhg dén trung binh, khong ¢ trudng hop nao phai ngung thudc. Bang
7 ciing liét ké cac tac dung phu do diéu tri @ 3 bénh nhin duong tinh
HIV tham gia vao mot thir nghiém ldm sing cé klem sodt bdng gia
duoc trong 8 tudn. Khong co tac dung phy ¢é tan suit cao hom trong
nhom dung gia duge.

{Bang 7} Tom tit tic dung phu dugc bdo céo trong cac thir nghiém 1am
sang co kiém soal

Tac dung phy ;:::];ap;:’:é Tae dung phu @ 3 hénh nhin dugng tinh HIV
hénh nhan Thahdom:d Gia duge
ENL
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Cac tac dung phu kKhic o bénh nhin NI

I'halidomid vai liéu ding 400 mg/ngay da duoc khio sal & My trong
19 nam trén 1465 bénh nhan ENL. Y van ma 1 su diéu trj trén 1678
bénh nhan nira. Da cung cép mot danh gia co y nghia vé ty Ié tac dung
phu. cac tac dung phu trong w duge chia thanh nhom dang phén loai
chuan vai thuat ngr COSTART. Phén logi nay duoc su dung liét ké
dudi ddy. Bao gdbm 14t ca tac dung phu. bu nhimg tac dung phy da liét
k¢ trong cic bang trén. Do cac $0 ligu nay duoc thu thap tir cac nghién
ciru khong co ki€m soat. nén khong xdac dinh duge ty 1€ tac dung phu.

.B-

Nhur di néu o phin trude. chua xac dinh sy quan h¢ gidra thalidomid va
cace tac dung phu nay. Dy la nhang bao cio cua Lat ¢a tac dung phu
dvoc cac nha nghién ciru ghi chi @ cac bénh nhan di dung thalidomid.
Toan than: bung 1o, s01. nhay cam anh sang, dau chi trén

[1€ wéan hoan: chim nhip tim, cao huyét ap. ha huyét ap, roi loan mach
mau ngoai bicn, nhip tim nhanh, giin mach.

11& tidu héa: Chan dn. an ngon/lang cin, kho miéng, réi logn tiéu hoa,
gan to, ¢ hai. ddy hoi. tang gia tri xét nghiém chirc nang gan, nghén
rudt, oi.

Mau va bach huvét: giam ty I¢ lang hong clu, tang bach ¢hu ua axit,
giam bach cau hat, thu:u mau nhuoc sic, thiéu bach ciu, tang bach ciu,
tang thé tich héng cau, hcng ciu bat thurdmg, lach to, thiéu tiéu cau.
Chuyén hoa vii_ndi tict: ADH bat thuomg, thoai hoa dang unh bdt,
bilirubin huyét. tang nito uré huyél, tang creatinin, chimg xanh lim,
tieu duomg. phu. bat thuimg dién giai, tang duong huycl tang kali
huyét. tang acid uric huvét. ha canxi huyvét, ha protein huyét, tang LDIL
giam phospho. 1ang SGPT.

Co xwong: Viém khop, cang ct'rng. tang truong luc co. bénh khop.
chudt rat chin, dau co. nhuoc co, roi loan mang xuong.

11¢ thén kinh: suy nghi bat thuémg, kich déng, quén, lo lang, dau chay,
di ¢dm quanh miéng, mo hd, tram cam, hung phan, tang cam, mat ngi,
lo ldng. dau thin kinh. viém than kinh. bénh than kinh, di cam, viém
thin kinh ngoai bién. loan tam than.

u@_@_lép: Ho. tran khi, chay mau cam, nghén mach mau phéi. tiéng
ran, nhiém khuan ho hép trén. thay doi giong noi.

Da va ohan phu: Trirng cd, rung 16¢, khé da, ndi man dang eczema.
viém da troc vay. ngira. day quanh nang |ong, hoai tr da, tiél ba nhim,
ra mo héi, ndi mé day. ndi man dang bong nude.

Cam pidc die biét: giam thi lyc. diée, khd mit, dau mat, i tai.

Tiét niéu sinh duc: Giam thanh thai creatinin, tiéu ra mau, viém tinh
hoan, tiéu ra prolein, ma nigu, tiéu nhiéu.

Cic tac dung phu khac o cde bénh nhin duomg tinh HHV:

Thém vao cac thir nghiém 1am siang ¢o kiém sodt, thalidomid da dugc
st dung trong cac nghién ciru khong kiém soat trén 145 bénh nhan. Ty
1¢ tac dung phu it hon ¢ ciac bénh nhdn duong tinh HIV, cédc tac dung
phu tromg tr duge chia thinh nhom dang phan loai chudn voi thudt
ngr COSTART. phin loai nay duge sir dung trong liét ké sau day.
Khong liét ké cic tac dung phu da liét ké trong cac bang phn trén,

Toan thin: Co trudmg, ALDS, phan g di ing, viém 1€ bao. dau nguc,
run va sot, u nang, giam t¢ bilo CD4. phi mit, hdi chimg cim, thoit vi,
thay doi mirc hormone luyt.n giap, nhiém Candida, phan (ng di (ng
anh sang. sarcom, nhmm khudn huyét, nhiém virus.

14 tim mach: dau thit ngirc. loan nhip, rung nhi, chim nhip tim, nhéi
mau ndo. tai bién mach mau ndo, suy tim sung huyét. viém tinh mach
huyét khoi sau. ngung tim, suy tim. cao huyél dp. ha huyu ap. tu,ng
thoi, nhdi mau co tim, hdi hdp, viém mang ngoai tim, roi loan mach
miu ngoai bién, ha huyél ap wr thé. ngit. nhip tim nhanh, viém tinh
mach huyét khoi. huyét khoi.

L1¢ tigu hoa: Viém duémg mat. vang da (r mit, viém rudt, roi loan tiéu
héa, kho nuot. viém thuce quan, viém dudmg tiéu hoa, rdi loan duimg
ticu hoa, au'n huyét dudmg tiéu hoa, bénh nudu ring, viém gan, viém
tuy, Ion tuyén mang tai. viém nha chu, viém ludi, d6i mau ludi. bénh
rang.

Miu va bach huvét: Thiéu mau bat san. thiéu mau héng cau to, thiéu
mau hong ciu nho.

Chuyén hoa va ndi tiét thiéu vitamin, bilirubin huyét, mat nudc, tang
cholesterol huyét, giam duomg huyét, ting phosphatase kiém, ting
lipasc. tang creatinin huyét thanh, phi ngoai bién. b
Co xueng: dau co, nhuoe co. ;
11¢ than kinh: dang di bat thuomg, that diéu, giam ham muén tinh duc.
giam phan xa. sa sut tri tué, loan xic gidc, loan vdn dong. cam xue
khdng On dinh. giam cam dau. tang van dong, viém mang nio, mal
phdi hop. ri loan than kinh. run, chong mat.

He ho ha‘p Kho tha, viém phé quin, réi loan phoi, phit phai, viém phoi
(k¢ ca viém phoi do Preumocystis carinii), viém mii.

Da vi phén phu: phi mach, khéi u da lanh tinh, eczema, hLl‘pr hoi
chiing Steven-lohnson khéng day du, roi loan mong, ngtra, vay nen.
doi mau da. roi loan da.

Cam pidc dac bidt: viém két mac, ri loan mil, rdi loan tiét nuge mét,
viém véng mac, thay doi vi giac.

Céc tdc dung phu khac sau khi dua thube ra thi trudme:
[1¢ tim mach: Loan nhip tim bao gom rung nhi. chdm nhip tim. nhip
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tuntnhanh. hoi chung xoang va roi loan dién tim

LI¢ téu hoa: thung rudt

Chuvén hoa va ndi tiél: Mat cin bang dién giai gom tang canxi va
giam canxi huyél, tang kali va giam kali huyét, giam natri huyct,
nhuoce giap, tang phmphatase kiém, hoi chimg tiéu khéi u,

He thén kinh: thay doi trang thai tim thén hodc tinh cich bao gom
tram cam va mudn ty L. roi loan y thire bao gom ngu ljm, ngat, mat y
thire hoac dé din, dong kinh bao gdbm cac com co giat manh va trang
thai dong kinh

[Da va phin phu: ban do da hinh

Mau va hach huvél: Giam bach cdu gdm giam bach cau trung tinh,
giam bach cau trung tinh ¢ st thay doi thin gian prothrombin,

11¢ hé hap: tran dich mang phot.

Cac tac dung phu khac trong v van hoac cac bao cdo Lir nhitng neudn
khic:

Cac tac dune phu sau da duoc nhan thiy trong cac y van hoac tir cac
hao cio Lire thoi L nhirng nguon khac: suy than c,ap vo kinh, bénh ap
to vicm ludi. nghén ong dan mét. 6ng ¢b tay. thitu bach ¢au man tinh
n;__uon g Ly, nhin doi. réi loan xuc giac. kho tho. dai dam, ban do
ndL. bénh ting sinh nguyén hong ciu, ban chan rii, tiét nhiéu sira,
chimg vii to o dan dng. cam giac kho chiu sau udng rugu, giam
magnesi huyét, nhugc glnp phir bach huyét, thiéu lympho bao, bang
huyct nhirc nua déu. phu niém, bénh Hodgkin xo hach. rung giat nhan
cdu. tiéu it. thiéu 10an thé huyét cu, dom xual huyét, ban xudt huyét,
héi chirng Raynauld. loét da day, v mudn tu vin,

Théng bio cho thiy thubc cdc tic dung khong mong muon co lién
hé dén su sw dung thuoc.

TAC DONG TREN KHA NANG LAI XE VA VAN HANH MAY
MOC:

Nén khuyén cdo bénh nhan vé viéc ¢o thé bi giam kha nang thé chal
va tinh than ¢an thiél d¢ lam cac cong viéc nguy hiém, nhu la lai xe
hoac van hanh cac mayv moc phire tap hodc nguy hiém.

[LAM DUNG THUOC VA PHL THUQC]
Khang co bao ¢ao +¢ phu thude thé chat va tam thén khi s dung
thalidomid. Nhung bénh nhén cdn tranh lam dung nd nhu thude ngu.
luy nhién. cing nhu cac thube an than/thude ngu. thalidomid duoc
bao cao la tao thui quen cho bénh nhan doi vai tac dung gdy ngu thiép.

[QUA LIEU VA DIEU TRI)
1 ¢o bao cao vé 3 truemg hop ding qua lidu. tét ca déu la mudn tw wr.
Khéng <o bao cao tr vong o liéu 1én dén 14,4 g, va tél ca bénh nhan
déu binh phuc khong ¢6 di chimg. Khong co thude giai doc dac hiéu
cho ding qua liéu thalidomid. Truémg hop qua ligu, nén kiém soat cac
dau hiéu song cia bénh nhan va co bién phap hd tro thich hop dé duy
tri huyét ap va tinh trang hé hép.

[LIEU DUNG VA CACH DUNG])

- ludn theo tt ca cac hudng din trong vin ban dong y khi sir dung
DOMIDE. Thube ké don cho phu nir ¢o kha nang sinh san phai
dap img véi két qua thur nghiém co thai am tinh khi bt dau diéu
tri va tiép tuc trong qua trinh diéu tri.

- Diu tri bang thalidomid phai duge bt déu va kiém soat dudi sur
gidm sat cua thiy thudc co kinh nghiém vé hoa trj ligu va diéu
bién mién dich. c¢ hiéu biét déy di vé nguy co cua diéu trj bing
thalidomid va cac yéu cau kiém sot.

- DE giam tac dung trén h¢ than kinh trung wong (nhu budn ngu,
ngu git. an than trong ngay. théng thuémg dang 1 liéu thalidomid
vao budi 16i. Vién nang thalidomid nén ding it nhat Ja | giér sau
khi an.

* Bénh da u tuy:

I'ong thai gian diéu tri phu thude vao sy dung nap va dién tién bénh

cua tirng bénh nhén,

- Phéi hon vm Melphalan va Prednison: Khuyén céo ding 200 mg
DOMIDE mbi ngay. Nén ding t6i da 12 chu ky 4 tudn (28 ngay).

- Phdi_hop vai Dexamethason: Khuyén cio dung 200 mg
DOMIDE mdi ngay. Nén ding t6i da 4 chu ky 4 tuin (28 ngay)
Liéu dung dexamethason la 40 mg udng vao ngay -4, 9-12, va
17-20 moi 28 ngay.

- Cac bénh nhan bj tac dung phy nhu tao bén, budn ngu qua mirc,
hodc bénh thin kinh ngoai bién co thé tam ngung ding thude hoac
ding & liéu thap hon. Khi tac dung phu giam bt co thé bat diu
dung thude lai & lidu thip hon hoac ding lai liéu e trude tiy vao
danh gia‘i lim sang.

- Dbi vai bénh nhan cao woi vin dong kém, co thé cai thién sur
dung nap bang cach diéu tri khai dau ¢ |ICU 50 mg/ngay va tang
liéu nay lén 200 mg/ ngay trong vong 4 tuan.

* Bénh u phong quéng do (ENL):

- Ddi voi | giai doan bj ENL trén da, nén bit dau dung DOMIDE ¢
liéu 100 mg dén 300 mg/ ngay, udng | lan véi nudc, nén uongtruac
khi nga. it nht la sau bira toi 1 gior. Bénh nhan dudi 50 kg nén bit
ddu dung liéu thap.

- Bénh nhin co phan tng ENL néng trén da, hodc nhimg ngudi trudc
dily da cén liéu cao hom dé kiém soat phan tmg. nén bat diu ding
DOMIDE o liéu lén dén 400 mg/ngay udng | lan khi ngu hodc chia
liéu udng vai nudc, it nhét 12 1 gior sau khi an.

- V@i cac bénh nhan viem than kinh nang két hgp vai phan img ENL,
¢o thé bat dau ding corticosteroid dong thai voi DOMIDE. Su sir
dung steroid co thé dung giam dan va ngung khi tinh trang viém
thin kinh thuyén giam.

- Nén dung DOMIDE lién tuc cho dén khi cic diu higu va trigu

ching dd bat, thong lhucmg it nhat la 2 tudn. Rcu 6 thé giam dan =,

thude cho bénh nhén, giam 50 mg mbi 2 dén 4 tuan, ~
- Khéng co cic nghién ciru co kiém soat dung thalidomid diéu trj

duy tri tranh tai phat ENL dé co khuyén cao vé liéu duy tri, Bénh

nhén cé tién sir phai diéu tri duy tri kéo dai dé tranh tai phat ENL il

trén da hodc nhimg ngudi cé quang khi giam liéu nén duy tri lidu
t6i thiéu du dé kiém soat phan tmg. Nén tho giam lieu dung méi 3
dén 6 thang. giam S0 mg mdi 2 dcn 4 tudn.

- Bénh nhan khong dugc dung gip déi liéu DOMIDE ncu da quén /

litu dung truce. Truémg hop nay, bénh nhan quén uong I liéu

DOMIDE nén uong cang som cang 161 nhung thoi gian ung khong

duoc gan voi lin ubng ké ucp
* BPiéu chmh lidu diing trong diéu tri:
Cé thé can phai lam cham bat hoac giam liéu tay vao mirc dd doc tinh.
- Bi huyét khdi nghén mach
Neén du phong huyét khdi nghén mach trong it nhat § thang dau diéu trj,
dac bi¢l o cac bénh nhin co nguy co bj huyét khoi. Cac thude du phong
huyel khoi nhu 13 heparin khoi luong phan tir thap hodc warfarin duoc
khuyén cao. Nén quyét dinh dung cac bién phap du phong huyét khéi
nghén mach sau khi danh gia cdn thin cac nguy co liém an cua tirmg
bénh nhan.
Néu bénh nhan bi bat ky tinh trang huyét khbi nghn mach nao torng
khi diéu tr phml hop thalidomid. ngung diéu tri va bit diu vai tri ligu
chdng dong chuin. Khi bénh nhan da 6n dinh dicu tri chéng dong va da
kiém soal dugc cac bién chimg cua huyét khdi nghén mach, ¢6 thé bat
déu ding thalidomid 1o lai ¢ liéu ding ban diu thy theo danh gia vé
loi ich va nguy co. Bénh nhan nén tiép tuc ding thude chdng dong
trong khi di€u tri thalidomid.
- Bi bénh than kinh ngoai bién
Néu bénh nhén bi bénh than kinh ngoai bién trong diéu tri phéi hop
thalidomid. nén ngung diéu trj. [‘lep tuc kiém sodt bénh nhan cho dén
khi bénh nhin dat do | cua bénh thin kinh, co thé bt dau diéu tri lai
vai 50% liéu ding lic trudge. Bét cir lic nao, néu bénh nhan ¢ bénh
thdn kinh do 3 hoac 4. nén cham dirt diéu trj ludn,
- Bénh nhiin suy thin hoic gan
Khong ¢o cac nghién ciru diic tht trén bénh nhén suy thin hoic suy gan.
Khéng co khuyén cdo liéu dung riéng cho cac bénh nhan nay. Bénh
nhan bi suy co quan nang nén dugc theo ddi tac dung phy cin than,

[DONG GOI] £
6 vix 10 vién nang /Hop ‘,{/
[BAO QUAN]

Bao quan o nhiét d§ dudi 30°C. noi khé rdo, thoang mat, tranh anh
sang.

1é thude ngoai tim tay tre cm,

[HAN DUNG]

60 thang ké tir ngay san xuét

[TIEU CHUAN CHAT LUQONG)

Theo tiéu chuan nha san xudt.
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