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[)TQC'VN ? .
vi \Fﬁ}' ngub‘l béﬂh cﬁn du:;rc klém tra thub'ng xuyen Ct'mg
e méu va chirc ndng gan cho dén khi hoi phyc va it nhdt 2 win
| 46, Néu 06 xudt hi¢n bt thudg nio, cén diéu chinh ngay,
sau d0-

Cip nhdf lén cudi: 2020.

PROGESTERON

Tén chung quée té: Progesterone.
MATC: GO3DAOA.
Loai thube: Hormon sinh duc nit progestin.

Dang (l’lllél: vﬁ’him ||.I'Q'T|g
im lugng thude duoe tinh theo progesteron dang téng hop.
Dung dich dau dé tiém bap: 50 mg/ml (Ong 2 ml, 10 mI).
vién nang uong: 100 mg, 200 mg.
Gel diing trong dm dao: 4%, 8% (kém dung cy chuyén dyng).
vién dit dm dao: 100 mg, 200 mg, 400 mg (kém dung cu chuyén
dung)-
Durge lye hoe
Progesteron 1a mot hormon steroid tu nhién dugce tiét ra chi yéu
tir hoang thé & nira sau chu ky kinh nguyét. Progesteron duoc hinh
(hanh tir cc tién chét steroid trong budng tnimg, tinh hoan, vo
thigng thin va nhau thai. Hormon tao hoang thé (LH) kich thich
tong hop va bai tiét progesteron tir ho{mg thé. Progesteron gitp
cho trimg da thy tinh lam t6 va phat trién trong tir cung. Hormon
thiromg duge tiét ra v6i ndng dé cao & giai doan sau cita thai ky. O
phu nit, cling v&i lugng estrogen ndi sinh, progesteron s& lam noi
mac tir cung téng sinh. Progesteron giam tiét dot ngdt vao cudi chu
ky kinh nguyét 1a nguyén nhan chu yéu din dén hién tugng chay
mau kinh nguyét.
Ngodi ra progesteron con lam thay déi sy bai tiét trong ndi mac ti
cung, kich thich tuyén v phat trién, gdy gidn co tron tir cung, ngan
¢in nang tring trudng thanh va rung tring, duy tri qud trinh thai
nghén. Khi dung trong chuong trinh k¥ thuét hd tro sinh san (ART)
o pha hoang thé, progesteron hd tro cho viéc ciy phdi.
Dugc dong hge z
Hap thu: Khi ding duémg udng, progesteron c6 sinh kha dung r:&l
thip do bi chuyén héa manh qua gan lan déu. Progesteron dugc hap
thu khi djit truc trang hodc 4m dao va hép thu nhanh khi tiém bap
& dang dung dich dau. ’
Phan bé: Progesteron lién két nhiéu véi protein huyé_t turomg.
Khoing 96 - 99% progesteron gin véi céc protein huyet g,
chii yéu véi albumin (50 - 54%) va globulin gan cortisoltranscortin
(43 - 48%). Progesteron ciing dugc phan b vao trong sira me.
Chuyén héa: Progesteron duge chuyén hoéa chu yéu & gan thanh
cdc chat chuyén héa khac nhau, trong dé phan lén thanh cac
pregnanediol va pregnanolon. ) B .
Thai trig: Progesteron duge thai trir chu yéu qua nude tiéu duorls
dang lién hgp glucuronid va sulfat. Mdt phan thai trir qua mét e
qua phan. Cic chit chuyén héa cua progesteron thai trir vao r‘nat
¢ thé ¢6 chu ky gan - rudt. Thubc co nira doi thai trir ngan khoang
vai phut,
Chi djnh
Vé kinh, v4 kinh thir phat. ‘
Dy phong ting san niém mac tir cung & phu nir sau min kinh dang
ding ligu phap thay thé hormon c6 estrogen. g
hiy mau tir cung bit thuomg do mét can bng hormon (& ngudi
kh.fmg ¢6 bénh 1y thue thé nhur u xo tir cung hodc Unglll“f tur cung)h.
H trg khi cdy phdi va trong giai doan som cua thai ky trong Ky
thudt h3 trg sinh sin & phy ni vo sinh bi thiéu hut progesteron.
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Chong chi dinh

Min cam véi thude.

Tién sir hodc dang c6 huyét khéi thuyén thc tinh mach (huyét khoi
tinh mach sdu, thuyén tic phéi).

Tién sit hodic dang cé thuyén tic huyét khéi dong mach (nhu dét
quy, nhdi mau co tim).

Xuét huyét am dao bét thudmg khéng rd nguyén nhan.

Xuét huyét ndo.

Bénh gan hogc réi loan chirc ning gan.

D biét hoac nghi ngér ung thu v,

Thai chét huu, say thai khong hoan toan (dang tiém, gel dat am dao,
vién dit im dao).

Chira ngoai tir cung (dang dat am dao).

Ung thu céc co quan sinh duc (dang tiém, gel dat 4m dao).

Bénh porphyrin cap.

Mang thai hoic nghi ngd ¢6 thai (dang udng).

Thén trong

Trudc khi bat dau diéu tri bing progesteron, phai kham vi va cic
co quan trong khung chau, lam test Papanicolaou (test PAP, phét
t& bao ¢b tir cung).

Thin trong khi diing thudc cho ngudi bénh c6 tién sir trim cam, dai
thao duong, tang lipid huyé[ hodc cac bénh ning I€n do gilt mudc
(vi du: déng kinh, dau nira dau, hen phé quan, réi loan chirc ning
tim hodc than) do thude gay giir nudc.

Thin trong khi str dung thudc trén cac bénh nhin ¢6 céc yéu t6
nguy co cic bénh dong mach (nhu ting huyét ap, dai thao duong,
hat thudc 14, ting cholesterol huyét, béo phi), tién sir hodc tién sir
gia dinh c6 huyét khoi thuyén tic mach, lupus ban do hé thong.
Thudc lam ting nguy co thuyén tic phdi, huyét khdi tinh mach sau,
dot quy va nhdi mau co tim.

Cin canh bao vé& nhimg déu hiéu va céc triéu chimg sém nhét ciia
nhdi méu co tim, roi loan mach ndo, tinh trang ngh&n mach huyé‘i
khdi (nhu huyét khéi tinh mach sau, thuyén tic phdi), viém finh
mach huyét khéi hodc huyét khéi vang mac. Phii ngimg thube
ngay lap tirc khi nghi ng&r hodc ¢6 bat ky roi loan nao trong sé céc
roi loan trén xay ra.

Dung progestin phéi hgp voi estrogen c6 thé 1am ting nguy co ung
thu vii, sa sat tri tué, nhdi mau co tim, dot quy, nghén mach phéi,
huyét khéi tinh mach sau & phu nit sau man kinh. Ngimg ding
progestin phdi hop vai estrogen it nhit 4 - 6 tudn trudce khi tién
hanh céc phdu thuit cé ting nguy co nghén mach huyét khdi hoac
trong giai doan bét dong kéo dai. Diing progestin phéi hop véi
estrogen trong thoi gian ngén nhit cé thé dugc, pht hgp vai dich
diéu tri. Pinh ky tién hanh dénh gia nguy co/lgi ich khi ding thube.
Néu cé hién twong mét hoac giam thj luc xay ra dot ngdt hay tir tir,
khéng thé giai thich dugc, 16i mit, song thi, phii gai thi, tén thuong
mach mau vdng mac hodc dau nira dau, phai ngimg progesteron va
tién hanh ngay cac phuong phap chin don va didu tri.

Néu c6 chiy mau am dao bt thuong khi dang diéu tri bing
progesteron, phai thim kham day du dé tim nguyén nhan.
Thuong xuyén kiém tra huyét ap, test PAP, khim vi, chyp
X-quang vu. Trong tit ca cac truomg hop chay mau am dao bat
thudng khong rd nguyén nhan, dé chin doan dugc diy du, nén ldy
mAu niém mac tir cung dé loai trir kha nang 4c tinh.

Thoi ky mang thai

Progesteron la hormon ty nhién, dugc ding dé hd trg khi ciy phéi
va duy tri thai nghén trong k¥ thudt hé trg sinh san (ART) & phy nit
v0 sinh, lam tang ty 1§ mang thai,

C6 ting nguy co khuyét tit nho khi sinh & nhimg tré ma me ding
progesteron trong 4 thang déu thai ky. D c6 béo cdo vé tat 13 tiéu
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thdp & tré nam, nam hoéa nhe co quan sinh dyc ngoai & tré nir khi
bi phoi nhiém trong 3 thang dau thai ky. St méi, hés vom miéng,
bénh tim bam sinh, con 6ng dong mach, khuyét tit vich tim that,
chél trong tir cung va say thal tr nhién da duge bao cio trong mét
s6 trudomg hop sau khi me udng progesteron trong théi ky mang
thai. Liéu cao progesteron c6 thé lam giam kha nang sinh san. Cén
cé thém cac nghién ciru danh gia viéc diung progesteron dé lam
gidm nguy co sinh non. Dang nang uéng progesteron khang duoc
dung trong thoi ky mang thai. -

Thi ky cho con ba

Progesteron dugc bai tiét vao sira me. Tranh sir dung thuéc cho phu
nit dang cho con bu.

Téc dung khéng mong mudn (ADR)

Tiém btfp

Tim mach: phti ndo, nghén mach nio, phi.

TKTW: trim cam, sit, mit ngu, ngu ga.

Da: trimg ca, ban dj tmg (hiém), rung téc, chimg rdm 16ng & phu
nir, ngira, may day.

Noi tiét va chuyén hoa: méat kinh, chay mau gifra cic ky kinh, nhay
cam dau & vi, tang tiét sira, roi loan kinh nguyét, dém da.

Tiéu hoa: budn non.

Tiét niéu - sinh duc: trot xuéc cd tir cung, thay dbi bai tiét ¢ cb tir cung.
Gan: vang da (r mét.

Tai vi tri tiém: kich @ng, sung, dau, do.

Mat: viém ddy thin kinh mét, huyét khéi vong mac.

Hé hip: ngh&n mach phdi.

Khéc: phan tmg phan vé, ting hodic giam thé trong.

Lidu cao (50 - 100 mg/ngay) c6 thé gy tac dung di héa vira phai va
tang bai tiét tam thoi natri va clorid.

Dang uéng

Phén trim béo cdo khi diing phdi hop véi estrogen:

ADR >10%

TKTW: dau d4u (10 - 31%), hoa mét chong mat (15 - 24%), trim
cam (19%).

Noi tiét va chuyén héa: nhay cam dau & va (27%), dan vi
(6 - 16%).

Tiéu hoa: dau bung (6 - 12%), trrémg bung (10 - 20%).

Tiét niéu - sinh duc: c4c vén dé & dudmg tiét niéu (11%).

Thén kinh co va xuong: dau khép (20%), dau co xuong (6 - 12%).
Khac: nhiém virus (7 - 12%).

ADR tir 5 - 10%

Tim mach: dau ngue (7%).

TKTW: mét moi (8 - 9%), d& xic dong (6%), de bi kich thich
(5 - 8%), lo lang (8%).

Tiéu hoa: budn nén/ndn (8%), tiéu chay (8%).

Hé hép: nhiém trang dwong hé hap trén (5%). ho (8%).

Khéc: ra mé héi dém (7%).

ADR < 5% (gi6i han nhimg ADR quan trong hojc de doa tinh mang)
Tim mach: ting huyet ap, ha huyét ap, nhlp tim nhanh, dau thit ngyc,
suy tudn hoan, ngat, phi mat, phy, thiéu mau thoang qua (TIA).
TKTW: mat ngii, héi hép, lo au, giam/mat y thirc, r6i loan nhén
cach, mat dinh huéng, 1 14n, an thin, ngu ga, roi loan 18 noi, trang
thai d& din, y nghi ty tir, co giat.

Da: tritg ¢4, rung téc, ngira, may day, di cam, mun cdc.

Noi tiét va chuyén hoa: ting glucose huyét, thay ddi ndng do lipid
trong huyét thanh, chimg vii to & nam, cac triéu chimg giong hoi
chimg truée ky kinh nguyét, thay doi chu ky kinh, chay méau kinh
ng‘uyél khéng déu.

Tiét nigu - sinh dyc: khé 4m dao, viém am dao, nhiéu khi hu, viém
&m dgo do nim, ung thu vii, u nang budng trimg, u xo tir cung, ung

thur ndi mac tir cung.

Tiéu héa: khé mi¢ng, sung ludi, kh tidu, kho nudt, tho bén, viém
da day - rudt, Xudt huyet truc trang.

Gan: tang ALT, ting AST, tang GGT, {r mat, vang da, viém gan g
mit, suy gan, hoai tir gan.

Tuy: viém tuy cap.

Mit: nhin md, song thi, réi loan thi gidc.

Tai: u tai.

Co - xuong - khép: dau khap, viém khdp, chudt rut.

Toan than: phan (mg qua man, phan tmg phin v&, bénh hach bach
huyét, mét mai, di lai khé khan.

Gel diing trong dm dago

Phin trim béo cdo khi diing trong k¥ thuat hd tro sinh san:

ADR > 10% .
TKTW: ngi ga (27%), dau dau (13 - 17%), kich dong (16%), tram
cam (11%).

Ni tiét va chuyén hoa: n& vi (40%), dau vi (13%), gidm tinh
duc (11%).

Tiéu héa: tho bén (27%), budn ndn (7 - 22%), co clmg co (15%),
dau bung (12%).

Tiét ni¢u - sinh duc: dau day chau (17%), tiéu tién dém (13%).
ADR e 5 - 10%

TKTW: dau (8%), hoa mat chong mit (5%).

Tiéu héa: tiéu chay (8%), trudmg bung (7%), nén (5%).

Tiét niéu - sinh duc: tang dich 4m dao (7%), giao hop dau (6%),
bénh do Monilia duong sinh duc (5%), ngira sinh duc (5%).

Than kinh co va xuong: dau khop (8%).

Vién dgt am dao

Philn trim béo céo khi diing trong k¥ thuét ho tro sinh san:

ADR > 10%

Tiéu hoa: dau bung (12%).

Khéc: dau sau khi ldy trimg (25 - 28%).

ADR tir | - 10%

TKTW: dau ddu (3 - 4%), mét moi (2 - 3%).

Noi tiét va chuyén hoa: hdi chimg qua kich budng trimg (7%).
Tiéu héa: budn non (7 - 8%), ndn (2 - 3%), truémg bung (4%), tio
bon (2 - 3%).

Tiét niéu - sinh duc: co thit tir cung (3 - 4%), chay méau am dao
(3%), nhiém trimg duémg tiét niéu (1 - 2%).

ADR < 1%

Nong, kho chiu, ngira, my day, phi ngoai bién, kich img am dao.
Huéng din cich xir tri ADR

Trube vi trong qué trinh dicu tri phai dinh ky kiém tra huyét ip
test PAP, kham vii, chup X-quang vii. Néu xuét hién chay mau im
dao bét thudng khong rd nguyén nhan, cén ngimg thude, tién hanh
ngay cac phuong phip chén doan va didu trj ph hop

Phai ngimg thude ngay khi nghi ng hodic ¢6 bat ky rdi loan nao vé
nhdi mau co tim, réi loan mach ndo, tinh trang nghén mach huyét
khéi (nhu nghén mach huyet khéi finh mach, nghén mach phdi),
viém tinh mach huyét khdi hoic huyét khéi vong mac.

Phai ngimg progesteron va uen hanh ngay cac phucmg phap chan
doan va diéu tri thich hop néu c6 bat thudng vé thj giac hofic dau
nira diu hodc trim cam tai phat & mirc d$ ning.

Liéu lrgng vi cich ding
Cdch ding
Progesteron dung duéng udng, ding trong 4m dao va tiém bap sat-

Céc ché pham chira progesteron dang vi hat ciing dugc ding dé
udng va ding trong am dao.
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Nang progesteron ubng mdi ngay mot Ian lic di ngh {de 0 thé giam
ahe mots0 ADR cia thuée nhur hoa mit chéng mat, réi loan thi giéc).
pang gel progesteron dung trong 4m dao khong duqc dung déng
th(‘n véi céc ché phim dung trong am dao khac. Néu can thiét phai
diéu trj cung vdi cac thuée khic ciing ding dudng am dao, phai
diing cic thude rlay cach nhau 6 gio.
Khéng nén dung ddng thoi vién dadt Am dao progesteron vé&i cac ché
pham ding trong am dao khac, vi ¢6 thé lam thay d6i sy gidi phéng
vi hap thu progesteron tir vién dit dm dao.

Liéu leomg (o rrgwm lon)
Vi kinh: Tiém bﬁp 5 - 10 mg/ngdy, trong 6 - 8 ngay lién tiép. Khi
hoat dong cia budng trimg du lam tang sinh ndi mac tir cung, chiy
méu kinh nguyét thuong s€ xay ra sau 48 - 72 gid ngimg thude.
Chi sau mdt dot diéu tri, mét s6 phu nir da ¢ chu ky kinh nguyét
ty phat binh thudmg.
Vé kinh thir phat: ‘ ) \
Vién nang uong: Uong mdi ngay mt 1an 400 mg vao budi téi trong
10 ngay.
Gel dung trong am dao: Mdi lan dung 45 mg progesteron (gel 4%)
dwa vao trong dm dgo, cich mdt ngay ding mét lan, long cong
6 liéu. Nhimg phu nir khong dép img véi gel 4% c6 thé dung gel
8%, mdi ldn 90 mg progesteron, dua vio trong am dao, cich mot
ngly ding mét 1n, tong cong 6 lidu.
Chéay mdu tir cung bdt thuomg do mdt cén bang hormon: Tiém bap
5 - 10 mg/ngdy, trong 6 ngay. Néu phdi hop véi estrogen thi sau
2 tuin diing estrogen méi bt dau ding progesteron, Trong khi didu
tri véi progesteron, néu kinh nguyét xdy ra thi ngirng thudc.
D phong tang san niém mac tie cung o phy nit sau man kinh dang
dimg liéu phdp thay thé hormon c6 estrogen: Uéng mdi ngay mot
lan 200 mg vao budi t5i trong 12 ngay lién tiép cia chu ky 28 ngay
(vi du udng tir ngdy 17 dén ngay 28).
Trong ky thugt hé tror sinh san (ART) & phu nie vo sinh b thiéu hut
progesteron.
Gel diing trong 4m dao: Mdi lan dung 90 mg progesteron (gel 8%)
dwa vao trong 4m dao, mdi ngdy mot lin. Néu c6 thai, c6 thé tiép
tuc didu tri t6i 10 - 12 tuan, Hodic mi lin 100 mg (dang vién dat
im dao), ngay 2 - 3 lin, bit dau lic l&y nodn va tiép tuc t6i 10 tudn.
Trong ky thudt ho tro sinh san (ARD & phu nit bi suy budng trimg
hoan toan hodc mét phan, mdi lan ding 90 mg progesteron (gel
8%), ngay 2 lan. Néu c6 thai, cd thé tiép tuc diéu tri t&1 12 tuan.
Bénh nhén suy thin: Khéng ¢an hiéu chinh lidu trén bénh nhin
suy than.
Bénh nhén suy gan: Chéng chi dinh ding thude trén bénh nhan suy
gidm chirc nang gan.

Twomg tic thube _
Trdnh diing dong thoi: Dabigatran etexilat, rivaroxaban, silodosin,
topotecan, .
Tang tdc dung/dse tinh: Ketoconazol (rc ché manh CYP3A4, gidm
chuyén hoa va ting téc dyng cua progesteron.

Cac progesteron c6 thé trc ché chuyén hoa cua cyclosporin dan
den | tang nong d¢ cua cyclosporin trong huyét twong va c6 nguy co
nhiém dgc cyclosporin.

Céce progesteron anh huong ‘dén tac dung ciia bromocriptin.

Giam tdic dyng: Cac chat gay cam img manh CYP3A4 (carbamazepin,
griseofulvin, phenobarbital, phenytoin, rifampicin) co thé lam tang
45 thanh thai caa progesteron va glam tac dung cua progesteron.
Phoj hop progestin véi estrogen ¢6 thé gy sai léch két qua cac test
danh gi4 chic ning tuyén gidp, chirc nang gan, dong mau, chirc
Ning nQi tiét va test metyrapon. Sy phéi hop ndy ciing lam giam
bai tiét pregnanediol.

Cap nhar lan cudi: 2018.
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PROGUANIL

Tén chung québc té: Proguanil.

Mi ATC: POIBBOI.

Loai thude: Thudc chdng sot rét.

Dang thubc va ham lwong

Vién nén 100 mg (Proguanil hydroclorid).

Vién nén két hop 100 mg proguanil hydroclorid va 250 mg
atovaquon.

Dugec lye hoc

Proguanil 1a mot din chét biguanid c6 hoat tinh chéng sbt rét
thép, thudc chi tic dung khi bi chuyén hoa trong co thé thanh
cycloguanil. Cycloguanil irc ché enzym dihydrofolat-reductase cta
ky sinh triing s6t rét vi vay lam giam tong hop acid folic 1a mot yéu
td cin thiét cho sy tong hop acid nucleic va protein cua ky sinh
tring. Cycloguanil c6 tac dung chéng lai thé tién hong cdu va hoat
tinh diét thé phan liét trong mau cham khi sir dung mdt minh, nén
thich hop cho phong bénh. Thube ciing cd mot $6 tac dung diét bao
tir lam céc giao tir bao khong lay nhiém dbi véi mudi truyén bénh
nén chan dwoc bénh sot rét lan lmyéu.

Gia tri cua proguanil bi han ché do khang thude phat trién nhanh.
Proguanil duoc ding theo duong udng duéi dang mudi hydroclorid
dé phong va diéu tri sot rét cing véi cloroquin hodic atovaquon.
Néu diing proguanil hoic cycloguanil don déc thi tic dung digt thé
phan ligt trén cac thé hong cau qua cham, nén thuémg phoi hop vai
atovaquon dé didu tri sot rét khong bién chimg do P falciparum.
Khang chéo mot phan cling xay ra véi cac thude khang folat khac,
dac bigt 1a vai pyrimethamin.

Duroc ding hoc

Thude duge hip thu nhanh tir duimg tiéu hoa, nhung con chura
biét ro sinh kha dung tuyr;l ddi. Sau khi udng mét lan 200 mg
proguanil hydroclorid, nong dd dinh trong huyet tuong dat duge
150 - 200 nanogam/ml sau 2 - 4 gid. Néng d6 twrong duong cua
céc chit chuyén héa c6 hoat tinh cycloguanil 1a 24% va chét 4 -
clorophenylbiguanil khong ¢ hoat tinh (CPB) la 6% so véi chat
me. Nong d6 dinh trong huyét tuong ciia cycloguanil dat téi da
50 nanogam/ml sau khoang 6 gid uéng proguanil.

Néng d¢ proguanil trong huyét tuong bang khoang 20% néng do
trong méu toan phin vi proguanil tip trung nhiéu hon vio hdng
ciu, con ndng db cycloguanil la cht chuyén héa cé hoat tinh thi
gidng nhau & ca hai méi trwong. Néng dé proguanil va céc chét
chuyén hoa trong huyét twong va trong méu toan phin giam song
song vé&i nhau, v&i nira doi thai trir & pha cudi khoang 16 gidn.
Proguanil lién két véi protein huyét twong khoang 75%

Proguanil dugc chuyén héa & gan thanh cycloguanil nhéy isoenzym
cua cytochrom P450. Kha nang chuyén hoa nay thay ddi rit lon
tay theo ca thé. S6 ngudi chuyén hoa proguanil cham @ céc ching
tdc nguoi da tr.’ang (khoang 3%) thap hon so véi s6 ngudi chuyén
ho6a chiam & chau A (20%) va & chau Phi (¢ Kenya 35%). O nhimg
ngudi chuyén héa chdm, sy khac biét chuyén hoa nay c6 thé cé ¥
nghta lam sang. Dy phong st rét bing proguanil c6 thé khéng hiéu
lyc & nhitng ngudi nay vi ho khong dat duge nong do diéu trj day
du cua cycloguanil, ngay ca khi ding nhiéu liéu. Tuy vay cho tdi
nay chua 6 nghién ctru ddy di ndo khing dinh vin dé nay.

Nua doi thai trir cua proguanil va cycloguanil khodng 20 gio.
Khoang 40 - 60% proguanil dao thai qua nude tiéu, trong d6 60%
la dang khéng bién dbi va 30% la dang chuyén héa cycloguanil,
phan con lai thai trir qua phan. Thé tich phan b 15,4 - 49,3 litkg.
Duge dong hoc ciia thude & tré em vaAn con chura biét rd.




