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d6 in, viin dong, b thude 14, han ché udng dé uéng co cdn.

Khi bj tang cholesterol huyet cé the diéu trj thude giam lipid huyét.
Liéu lwgng va céich ding

Liéu uéng ¢ phu ntr "3“(1". om: 2,5 mg/ngdy, uéng mét lin trong
ngdy. Thoi gian diéu tri 10 uu chia ro. Nging diéu tri khi khong
dap (mg hofic bénh tién trién niing lén.

Do sy hdp thu thuoe khong bi anh huéng béi thirc an, nén 6
thé udng thude truée trong hode sau bira an. Bé dy phong bidn
chimg loding xuwong & bénh nhén diéu tri bang letrozol, cin b sung
vitamin D va calci hang ngay.

Bénh nhén suy gan nhe hogc trung binh khéng cén hiéu chinh lidu,
nhung bénh nhén X0 gan hojic suy gan nang cin giam 50% liéu,
thuomg dung liéu 2,5 myngéy ding cach ngay.
Khéng can hiéu chinh liéu & bénh nhan suy than c6 Cl,> 10 ml/pht.
Tuong tic thude
Tamoxifen diéu tri dong thai véi letrozol 1am gidm néng d¢ letrozol
trong méau 38%. Nhung kinh nghiém 1am sang chi ra ring néu diing
letrozol ngay sau tamoxifen thi tic dung diéu tri ciia letrozol khong
bi anh huédng. Khéng diung démg thoi letrozol véi cac thude diéu
hoda chon lgc thy thé estrogen khac nhu raloxifen vi lam gidm nong
d letrozol trong huyét trong. Néu cin chdng lodng xwong, nén
diing biphosphonat uéng hon dung raloxifen.
Céc estrogen lam giam tic dung dwoc ly cia céc thude e ché
aromatase, do d6 tranh phéi hop letrozol véi estrogen.
Letrozol chuyén héa qua cac isoenzym 3A4 va 2A6 ciia CYP450.
Do d6, khi phéi hop vai cac thude gdy cam (g hoic irc ché céc
isoenzym nay s& lam thay ddi chuyén hoa cua letrozol. Tuy nhién,
cimetidin va diazepam khéng anh huémg dén chuyén héa letrozol.
Mit khac, letrozol (rc ché manh CYP2A6 va tc ché yéu hon
CYP2C19. Do dé, diing dong thdv letrozol c6 thé lim giam chuyén
héa va lam ting nf”)ng d6 trong huyét twong cua cac thude cling
chuyén héa do cdc enzym nay. Tuy nhién, letrozol khong anh
huéng dén chuyén hoa ciia warfarin va diazepam.

Qud lidu va xir tri

Cho dén nay théng tin vé qui liéu & ngudi rit han ché. Diéu tri
triéu chimg va cham soc hd trg, theo ddi cac dau hidu song la chu
yéu néu ¢ qua lidu xay ra. Co thé gay non néu phét hién som bénh
nhan méi udng thude qua lidu.

Cdp nhdt lan cuéi: 2018.

LEUCOVORIN
(Acid folinic)

Tén chung quéc té: Leucovorin, folinic acid.

Maia ATC: VO3AF03 (folinat calei), VO3AF06 (folinat natri).

Loai thude: Thudc giai doc cac chdt déi khing acid folic.

Dang thubc va ham Irgmg

Thuéde thudng dung dwdi cac dang mudi calci hodc natri, nhung
ham lugng tinh theo leucovorin (acid folinic).

Vién nén: 5 mg, 10 mg, 15 mg, 20 mg, 25 mg (dung dang leucovorin
calci).

Dung dich tiém: 3 mg/ml, 7,5 mg/ml, 10 mg/m! (dung dang
leucovorin calci).

Bot pha tiém: 50 mg, 100 mg, 200 mg, 350 mg, 500 mg (dung dang
leucovorin calci).

Dung djch tiém: 50 mg/ml (dung dang folinat dinatri).

Durge lire hoe

Leucovorin (acid folinic) 1a din xudt 5-formyl cua acid
tetrahydrofolic (THF), dang c6 hoat tinh cua acid folic.
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Acid folinic cé vai trd nhu chét cong tac cua thymidylat synthase .
la mét enzym xiic tic tong hgp thymidylat. Thymidylat1a nucleoig
cn thiét dé tdng hop DNA. Khéc voi acid folic, acid folinic khong
céin enzym dihydrofolat reductase dé bn’:nl doi ‘thfanh darllg chit
cng tic cua thymidylat synthase. Vi vdy acid _ﬂ’l""c_ lam giam 4
dung diéu trj va doc tinh cia cac thubc doi khang acid folic (vi dy
methotrexat) c6 co ché irc ché enzym dihydrofolat reductase,
Chét chuyén héa cua thude 1a 5,lO—methenylt_etra.hydff)folal <0 tic
dung 6n dinh lién két giira acid fluorodeoxyridylic el thymidyla|
synthase nén lam ting tac dung chong ung thu cia din chit
fluoropyrimidin (vi dy fluorouracil). )

Khi ding véi pyrimethamin dé dicu tri nhiém tring co hg;,
leucovorin lam giam nguy co dgc tinh trén mau.

Duge dong hoc ; i

Hdp thu: Thube duge hip thu nhanh va tot sau khi udng hofc tiém
bép. Str hép thu c6 thé dat bio hoa sau khi udng lieu trén 25 mg,
sinh kha dung dudmg ubng khoang 97% cho mdt lieu 25 mg, 759
cho lidu 50 mg va 37% cho liéu 100 mg. C__ dat dwgc sau khi uéng
khoang vai gid., sau khi tiém tinh mach 10 phut (leucovorin va dang
khir folat chung) hoic 1,3 gi¢r (5-methyl-THF) va sau khi tiém bp
28 phut (leucovorin), 2,8 gir (5-methyl-THF) hodc 52 phiit (dang
khtr folat chung). AUC ciia céc dang leucovorin, 5-methyl-THF v
dang khir folat chung tuong tu nhau giira duong tiém bip va finh
mach. AUC cua dang khir folat chung khi ubng mot liéu 25 mg
biing 92% so voi duéng tinh mach. AUC dwdng tiém bap & mang
it hon 8% so véi duémg tiém bip & co delta.

Phin bé: Sau khi ubng, thudc duoc phan bé dén toan bd cic mo
trong co' thé, tip trung nhiéu trong gan (chiém khoang mét nira
téng lrong folat trong co thé). Mét lurgng nho cua chat chuyén héa
¢6 hoat tinh (5-methyl-THF) phén b6 vao dich néo tuy. Thé tich
phan bé chua xéc dinh. Leucovorin gén vai protein huyét turong
khoang 15%.

Chuyén héa: Leucovorin  (5-formyltetrahydrofolat)  duoc
chuyén héa nhanh chéng va chi yéu thanh dang cé hoat tinh la
S-methyltetrahydrofolat (5-methyl-THF). 5-methyl-THF la dang
dy trir va van chuyén chinh cua folat trong co thé, chat nay duge
san Xuit tai gan va niém mac rudt. Ngoai ra, leucovorin duge
chuyén hoa thanh mot folat khir khac 1a 5.10-methenyl-THE, c6 tic
dung &n dinh lién két cua acid fluorodeoxyridylic véi thymidylat
synthase va do do ting cuong irc ché enzym nay.

Thai trir: Leucovorin dugc dao thai chu yéu qua nuéde tiéu dudi
dang khong con hoat tinh 10-formyl-THF va 5,10-methenyl-THF
(80 - 90%) va 5 - 8% dugce dao thai qua phan. Nira doi thai trir
qua duong udng 14 3,5 - 5.7 gior va qua dudng tiém bap/tinh mach
khoang 6,2 gio.

Chi dinh

Phong va gidi dc khi ding liéu cao methotrexat trong diéu tri ung
thur xwrong (liéu phép giai ciru folat),

Giam dc tinh va tac dung khi ding qué liéu hodc do giam thai
trir céc chét déi khang acid folic nhu methotrexat, pyrimethamin,
trimethoprim. ..

Phéi hop vdi fluorouracil trong diéu tri ung thu dai tryc trang di
can tién trién.

Phong va diéu tri thiéu mau nguyén héng ciu khéng 15 do thiéu
acid folic.

Chéng chi dinh

Qui man vdi thude.

Thiéu méu ac tinh hodc thiéu mau nguyén héng ciu khéng 18 thi
phit khic do thieu vitamin B, vi ¢6 thé che khuét trigu chimg
huyét hoc trong khi cac bien chimg than kinh vin tién trién.
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Thin trong

Khi dung dbng thoi véi cac chét khéng acnd folic (methotrexat)

hodc 5-fluorouracil cin co syr giam sét trye uep cuia bac s1 lam sang

chuyén nganh ung thu.

Leucovorin ¢6 the lam ting dgc tinh, dic biét trén tiéu hoa cua

s.fluorouracil (viém rudt, ia chay, mat nudc), nhat 1a nguoi gia va

suy nhugc, do d6 khong nén ding leucovorin trén bénh nhan dang

dung 5-fluorouracil ¢d dc tinh trén ticu héa.

Néu dung dudmg tiém, nén tiém h:’ap hoge tinh mach, khéng tiém

noi tuy vi co the gdy tur vong.

Bénh nhan ¢ réi loan hap thu nhu khong dung nap galactose, thiéu
enzym Lapp lactase hojc kem hép thu glucose- -galactose thi khéng

ding leucovorin duong udng ma nén chuyén sang dudmg tiém.

Thgn trong trén b¢nh nhan suy than vi thude dao thai qua thén.

Sir dung ddng thoi leucovorin véi trimethoprim - sulfamethoxazol
dé diéu tri viém phdi cﬁp tinh do Pneumocystis carinii & bénh nhan
nhiém HIV 6 lién quan dén ting ty 1 thét bai diéu tri va tir vong.

Than trong khi phdi hop leucovorin véi ﬁuoropynmdm trén bénh

nhén ung thu di can TKTW vi ¢6 thé gay co giat, ngat

Thzm trong khi diing dong thai vai cac thude chong dong kinh vi
liéu cao leucovorin ¢6 thé giam hi¢u qua thube chéng dong kinh va

tang tAn sudt co giat.

Thoi ky mang thai
Leucovorin chua c6 cac bc'mg chitng nghién ciru trén dong vét sinh
san, vi vy chua 1d thude ¢ gay hai cho thai nhi hodc nguéi me

hay khong. Vi vay chi sir dung leucovorin cho phy nir mang thai
khi that can thiét.

Thi ky cho con ba

Chua ¢6 bing chimg cho thy leucovorin bai xudt qua sita mg. Tuy
nhién cén thin trong khi ding leucovorin cho phu nit dang cho
con bu.

Tic dung khéng mong mudén (ADR)

ADR khi dung leucovorin don déc thuong it gip. Cac ADR trong
céc liéu phap diéu trj n6i chung bao gbm:

Irgap q _ , _
Thén kinh, tdm than: co gidt, ngat xiu, mat ngu, kich ddng, trdm
cam.

Tiéu héa: réi loan tiéu héa khi ding liéu cao.

Hiém gép

Phan img phan v&, sdc phan vé, dj tmg, may day, sot.

Cic ADR khi phéi hgp leucovorin véi 5-fluorouracil, bao gém
Rdt thuong gap

TKTW: mét méi (< 13%), hon mé (< 13%), kho chiu (< 13%).

Da lidu: rung toc (42 - 43%), viém da (21 - 25%).

Tiéu hoa: viém miéng (75 - 84%; mic d6 = 3: 27 - 29%), budn
nén (74 - 80%), tiéu chay (66 - 67%), ndn (44 - 46%), hleng an
(14 - 22%).

Thudng gdp

Tiéu hda: tdo bon (3 - 4%).
Da: h{i churng ban tay - chén.
Nhiém tring (3 - 8%).

It gap

Séc phan vé, phan ng phan vé, qua man, co gidt, ngit xiu.

Chua xac dinh dwoc tan sudt

Dc tinh trén tiéu hoa, phan g di img, may day, tang amoniac
huyét.

Huéng din cich xir tri ADR

Néu tic dung phu nhe thuong chi cin ngimg thubc. Néu di img
ning can tién hanh diéu tri hd trg (thong khi, tho oxygen, ding
khéng histamin, corticoid...).
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Lidu lugng va cich diung

Cidch diing

Nén dung cang sém cang lot khi qué liéu chit khéng acid folic dé
giam dgc tinh trén mau, néu qua 4 gid co thé viéc giai doc khong
con higu qua.

Leucovorin dugc dung dudng udng, tiém bip, tiém hodc truyén
tinh mach, khong dung tiém ndi tuy.

Téc do truyén tinh mach tdi da dugc khuyén cdo 13 160 mg/phiit do
dung dich truyén c¢é chira calci.

Dé tiém truyén tinh mach, c6 thé pha loding leucovorin véi dung
dich natri clorid 0,9% hofic dung dich glucose 5% trude khi
sir dung.

Néu bénh nhén c6 rdi loan tiéu hoa (budn nén, nén...) va can licu
> 25 mg thi nén ding dudng tiém thay vi duong uung Sw hap thu
h,ut.ovorm c6 thé dat trang thai bdo hoa, do dé liéu ding duong
udng duge khuyén cdo khong vurgt qué 25 mg.

Liéu cho nguwoi lon:

Gidi djc methotrexat liéu cao

Liéu khuyén céo leucovorin diya vio lidu clia methotrexat, khoang
12 - 15 mg/m? truyén tinh mach trén 4 gio.

Liéu leucovorin khi dau ding dudng uong, tiém bﬁp tinh mach
15 mg (10 mg/m’) batdau 24 giosau khi bat diu truyen methotrexat,
tiép tuc 6 gid/lan, dung 10 lidu cho dén khi nong dé methotrexat
duéi 0,05 micromol. Néu ¢6 ddc tinh trén tiéu héa nhu nén, budn
nén, leucovorin nén diing duong tiém tinh mach hodc tiém bap
Theo dai bu dich, dién gidi va kiém héa nude tiéu (pH nudrc tiéu
= 7) lién tyc. Diéu chinh liéu leucovorin tity thuge vao timg tinh
huéng cu thé nhu sau:

Thai tric methotrexat binh thieomg (néng 46 methotrexat trong
huyét thanh khoang 10 micromol tai 24 gi¢ sau khi dung thuo.:
1 micromol sau 48 gidr va dudi 0,2 micromol sau 72 gid): uong,
tiém bap, tiém tinh mach: 15 mg/lin, 6 gio/lan, trong 60 gid
(10 liéu), bit diu 24 gior sau khi bat dau truyén methotrexat.

Chém thai tric methotrexat mugn (ndng dd methotrexat huyét
thanh con lai trén 0,2 micromol sau 72 gid va trén 0,05 micromol
& thai diém 96 gidr sau khi ding): Tiép tuc ding leucovorin 15 mg
(ubng, tiém bép hodc tiém tinh mach) 6 git/ldn cho dén khi muc
methotrexat dudi 0,05 micromol.

Chédm thai trir methotrexat som va‘hodc ton thiong than c‘é]p tinh
(ndng dd methotrexat huyét thanh > 50 micromol sau 24 gid, hoic
> 5 micromol sau 48 gio, hodc ndng d§ creatinin huyét thanh tang
ghp déi & thoi diém 24 gio sau khi ding methotrexat): Tiém tinh
mach leucovorin 150 mg mdi 3 gi¢s cho dén khi ndng dd methotrexat
duréi 1 micromol, sau d6 giam liéu dén 15 mg mdi 3 gior cho dén khi
mirc methotrexat dudi 0,05 micromol.

Gidm thii tric methotrexat hodc qud liéu do vé y

Dung leucovorin cing som cang tét trong vong 24 gid sau khi qua
Jidu methotrexat néu ¢6 cham thai trir., Dung leucovorin 10 mg/m?
dudmg udng, tiém bap hoic tinh mach mdi 6 gi t&i khi ndng do
methotrexat dudi 0,01 micromol. Theo ddi ndng do creatinin huyét
thanh va methotrexat trong mau sau 24 gi¢. Néu ndng do creatinin
ting 1én 50% so vd&i binh thudng hoac ndng dé methotrexat trén
5 micromol sau 24 git hoic trén 0,9 micromol sau 48 gio thi nén
tang liéu leucovorin Ién 100 mg/m” tiém tinh mach mdi 3 gié cho
téi khi ndng dd methotrexat dudi 0,01 micromol.

Bu dich (3 lit/ngay) va kiém hoéa nudc tiéu véi natri bicarbonat
nén duge dung déng thai, chinh liéu bicarbonat dé duy tri pH nude
tiéu>7,

Gidi djc cdc chit dbi khdng acid folic khdc

Phong va diéu tri dic tinh cua trimetrexat: Dé dy phong, leucovorin
duge ding hing ngay trong qua trinh diéu trj bing trimetrexat va
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trong 72 gi&r sau lidu trimetrexat cudi cing, Liéu thudmg ding 1a
20 mg/m’, mdi 6 gid, dudmg ubng hofic dudmg tinh mach tir 5 dén
10 phit, tdng liéu hang ngay 12 80 mg/m®. Liéu hang ngay duoc
diéu chinh thy theo dde tinh. Trong truémg hop diéu tri qua lidu
trimetrexat, sau khi dd ngimg tnmetrexat c6 thé tiém tinh mach
leucovorin véi licu 40 mg/m?, mi 6 gid mot lin trong 3 ngay.
DI'EH' fr;' (f(?(.‘ tinh cua fﬂmefhopnm Sau khi ngu-ng mmet.hoprlm
tiém tinh mach hodc t:em bép leucovorin liéu 3 - 10 mg/ngay cho
den khi cdic s6 lugng té bao mau phuc hdi.

Diéu frj dgc tinh cia pyrimethamin: Trong truomg hop ding
pyrimethamin liéu cao hodc liéu thap nhung kéo dai, trong thoi
gian dleu trj dung dong thai leucovorin liéu 5 - 50 mg/ngay, thy
thuge sb lugng té bao méu ngoai vi.

Thiéu mdu hong ciu khéng 16 do thiéu acid Sfolic

Liéu ubng 15 mg moi ngiy. Néu tiém bip hodc tinh mach, khuyén
cao dung liéu khéng qud 1 mg mdi ngay vi liéu cao hon ciing
khong co hiéu qua hon.

Ung thu dai truec trang tién trién (phéi hop véi 5-fluorouracil)
Nén ap dung mét trong hai phac d6 sau:

1. Leucovorin liéu 200 mg/m? tiém tinh mach cham trong it nhit
3 phat, sau dé 1a 5-fluorouracil liéu 370 mg/m? tiém tinh mach.

2. Leucovorin liéu 20 mg/m? tiém tinh mach tiép theo la
5-fluorouracil liéu 425 mg/m? tiém tinh mach.

5-fluorouracil va leucovorin nén diing riéng bom tiém dé tranh
tao thanh két tia. Piéu tri hang ngay trong 5 ngay. Ligu trinh thir
hai bt ddu sau 4 tudn (28 ngay), sau dé lap lai trong khoang thoi
gian4 -5 tudn (28 - 35 ngay) véi diéu kién 1 bénh nhan dé hoan
toan hoi phuc cac tic dung khong mong muén sau liéu trinh truréc.
Trong qua trinh diéu tri tiép theo, liéu lugng cua S-fluorouracil nén
duoc diéu chinh duya trén s dung nap cua bénh nhan. Liéu lugng
leucovorin khéng cin diéu chinh theo déc tinh.

Liéu cho tré em:

Gidi déc methotrexat: Udng hodc tiém truyén tinh mach véi liéu
nhw ngudi 1ém.

Qua liéu methotrexat: Tiém truyén tinh mach v6i lidu nhu ngudi
lom.

Diéu tri thiéu mau hong cau khong 16 do thicu acid folic

Tré em < 12 tudi: Udng 250 microgam/kg, 1 lan/ngay.

Tré em 12 - 17 tudi: Udng 15 mg/lan, 1 lan/ngay.

Diéu tri roi loan Chuyén héa dan dén thiéu folat

Uéng hoc tiém truyén tinh mach 15 mg/lin, 1 lan/ngay.

Dy phong thiéu mdu hong cau khéng Io do diéu tri nhiém
Toxoplasma bam sinh bang pyrimethamin va sulfadiazin

Tré so sinh: Udng 5 mg/lan, 3 lan/tudn, ting lén dén 20 mg, 3 lan/
tuén néu giam bach cau trung tinh.

Tré | thing - 1 éi: Udng 10 mg/lan, 3 lan/tuan.

Tuong tic thube

Khi diing leucovorin két hop véi thude déi khang acid folic (nhwr
co-trimoxazol, pyrimethamin, methotrexat), hi¢u qua cua chét déi
khang acid folic ¢ thé bi giam hoac mat.

Leucovorin ¢6 thé lam giam tic dung cta cac thudc chéng dong
kinh: phenobarbital primidon va phenytoin succinimid va c6 thé
lam tang tan suat co gidt (giam nong dd thude chong co glat trong
huyét twrong do hién twong cam img enzym gy ting chuyen hoa
qua gan).

Cén thin trong khi dung ddng thoi vai fluoropyrimidin vi c6 thé
gdy ra co gidt va ngat.

Diing ddng thoi leucovorin véi 5-fluorouracil lam ting ca hi¢u qua
va ddc tinh coa 5-fluorouracil.

Glucarpidase la thudc giai dgc tinh trén thin do methotrexat, c6 the

. praow;

lam giam hi¢u qua cua leucovorin do d6 khong dung leucovorip

trong vong 2 gids trude hofic sau khi dung glucarpidase.

Twong ky,
Khéng duge trgn lAn leucovorin vai 5 -fluorouracil vi gay két tia,

Qua liéu va xir tri
Triéu chimg: Chua co bio céo nao vé truu'n& hop qua [idy

leucovorin, tuy nhién néu dung leucovorin vai liéu qua 16m ¢6 thé
lam gidm hiéu qua diéu tri cua céc chit déi khang acid folic.

Xir tri> Khong c6 thude gidi doc dac hiu. Diéu tri hd trg. Néu dung
qua liéu khi phm hop leucovorin vai 5-FU thi tudn theo huéng dj,
Xir tei nhu qué liéu 5-FU.

Cdp nhdt ldn cuoi: 2020.

LEUPRORELIN
(Leuprolid)

Tén chung quéc té: Leuprorelin.

Mia ATC: LO2AEO2.

Loai thube: Thudc trong tu hormon giai phong gonadotropin,
Dang thudc va ham lurgng

Leuprorelin thuomg duoc diung dudi dang mudi leuprorelin acetat
(3.75 mg leuprorelin acetat tuong irng 3,57 mg leuprorelin base),
ham lugng leuprorelin trong ché phdm 1a ham luong tinh theo
leuprorelin acetat.

Bot va dung mdi pha hdn dich tiém bdp, dang giai phéng kéo dai,
ham lugng leuprorelin trong mi bng: 3,75; 7,5; 11,25; 15; 22.5:
30; 45 mg.

Bot va dung méi pha hon dich tiém dudi da, dang giai phong kéo
dai, ham lugng leuprorelin trong mdi éng: 7,5:22,5;30; 45 mg.
Dung dich leuprorelin acetat tiém dudi da: 5 mg/ml.

Que ciy c6 sin trong dng tiém chuyén dung dé ciy dudi da: 11,25 mg
leupreorelin acetat.

Durge luc hoe

Hormon giai phéng gonadotropin (GnRH) la mdt hormon
decapeptid cua viing dudi doi, c6 tic dung diéu hoa téng hop va
tiét hormon kich thich nang trimg (FSH) va hormon tao hoang thé
(LH). Cac hormon nay kich thich téng hop hormon steroid tuyén
sinh dyc. Leuprorelin 1a mot dang tong hop ciia GnRH ty nhién,
tiém lue manh hom hormon ty nhién. Khi bit diu dung, leuprorelin
gdy tang tam thoi nong do gonadotropin, diéu nay din dén tang
tam thoi cdc steroid nhu FSH, LH, testosteron va estradiol trong
tuan hoan. Khi didu tri lién tuc va dai han, Icuprorelm co tac dung
ngin chin lau dai viéc tiét gonadotropin tuyén yén théng qua (rc
ché receptor GnRH tuyén yen do do6 1am giam kéo dai LH, FSH
vd giam déng ké viéc san xudt hormon steroid cua tinh hoan va
budng trimg. Néng d6 testosteron trong huyét thanh & nam giam
t6i mire twong duong phau thuat cit bo tinh hoan trong vong 2 - 4
tudn. Két qua chire nang sinh ly va cdc mé phu thugc testosteron
khong hoat déng. Diéu nay glup thodi trién ung thur tuyén tién liét
vi cai thién triéu ching trén phin 16n bénh nhan. ( ac tac dung nay
thuomg phuc héi sau khi ngirng diéu tri. O ni, nong do estradiol
trong huyét thanh giam t&i mirc tuong tir & ngudi sau min kinh
trong vong 1 thang sau khi bét dau dung leuprorelin & phu nit tién
min kinh. Két qua chire nang sinh ly va cac mé phu thudc estrogen
khong hoat dong. O tré em ~day thi sém thé trung wong (do hoat
héa sém tryc dudi d6i - tuyén yén - tuyén sinh duc trude ddy thi),
dung kéo dat leuprorelin tc ché giai phéng gonadotropin tuyén yén
lam giam néng d§ estradiol hodc testosteron tGi gia tri trong pham
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