DUGQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Bai 35: HORMON VA THUOC KHANG HORMON

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay duogc co ché tic dung va dp dung diéu tri ciia hormon gidp trang va
khang gidp trang tong hop.

2. Trinh bay duoc tdc dung va co ché’tdc dung cuia i nsulin
3. Trinh bay duoc co ché'tac dung, dp dung ldm sang ciia glucocorticoid.

4. Phdn tich duoc tdc dung khéng mong mudn cua corticoid, cdch theo doi va du
phong.

5. Néu duoc tac dung va dp dung diéu tri ctia androgen va thudc khdng androgen.
Néu duoc tdc dung va dp dung diéu tri cia estrogen va thuoc khdng estrogen.

7. Trinh bay duoc tdc dung va dp dung diéu tri cia progesteron va thudc khdng
progesteron.

8. Trinh bay duoc tdc dung va dp dung diéu tri ciia cdc thudc chong thu thai.

1. HORMON TUYEN GIAP
Tuyén gidp san xudat 2 loai hormon khac nhau:

- Thyroxin va triiodothyronin ¢6 vai trd quan trong trong su phat trién binh thudng cua co
thé va chuyén héa nang lugng.

- Calcitonin (thyrocalcitonin) 12 hormon diéu hoa chuyén héa calci va phospho.
1.1.Thyroxin va triiodothy ronin (T4 va T3)

1.1.1. Tac dung sinh ly

- Diéu hoa phit trién co thé: kiém tra hau hét cic qud trinh téng hop protein va su phat
trién ctia hé than kinh. Rat nhiéu enzym chuyén héa lipid, protid va glucid chiu 4nh
hudng cta thyroxin. Thi€u thyroxin thi enzym gia m hoat dong.

- Lam tang qu4 trinh chuyén héa clia co thé, dic biét 1a chuyén héa ciia céc t6 chic tim,
gan, than. C6 vai trd quan trong trong tao nhiét va di€éu hoa than nhiét cua dong vat dang
nhiét.

Khi chitc phdn tuyén gidp kém thi gay phit niém dich, chuyén héa co s& gidm, than nhiét
ha, rung téc, mach cham, ruot giam nhu dong, kém an, stc khoé va tri khon giam (& tré
em, goi la ching dan don). Ngoai cac triéu chung trén, tré cham 16n, tuyén gidp to ra vi
tuyén yén van bai ti€t thém cdc chat kich thich tuyén gidp. Trong tuyén diy chat dang



DUGQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

keo, nhung rét kém vé s6 luong hormon. O vai viing nii, nuéc udng it iod cling gay budu
c6 dia phuong. Binh thudng méi ngdy ta can 0,075 g iod.

Khi cuong tuyén thi gay Basedow: budu c6, mét 16i, tay run, mach nhanh, cholester ol-
mdu giam, chuyén héa co s& tang (vuot trén 20%). Thyroxin mau ting, nhung vi c6 roi
loan tién yén- gidp, nén tuyén gidp van to ra (cing c6 truong hop khong to).

Té bao tuyén cé thyreoglobulin, khi bi thuy phan sé€ cho thyroxin (3,5 diiodothyrozin - T,)
va 3, 5, 3' triiodotyronin (T;). Ty 1é T,/ T; trong thyreoglobulin 1a 5/1, nghia la phan 16n
hormon duogc giai phéng la thyroxin, con phan 16n T tuan hoan trong mau lai la tir
chuyén héa ngoai bién ctia T,. Tdc dung clia T; manh hon T, 3- 4 lan. trong huyét tuong,
T, va T, gan vao thyroxin- binding globulin (TBG), dang tu do cua T, chi bing khoang
0,04% tong lugng va T 1a khoang 0,4%.

HO o CH,CHCOOH

I | NH>

Thyroxin (Ty)

Su khtr iod ctia T, c6 thé xdy ra & vong trong, tao ra 3, 3°, 5° triodotyronin, dugc goi 1a T 4
nguoc (reverse T; hoac r T;), khong c6 hoat tinh. Thuoc chen f, corticoid, déi lau ngay,
tic ché€ enzym chuyén T, thanh T, 1am giam lugng T, va lam tang r T, trong huyét tuong.

Hormon TSH diéu hoa su thuy phan thyreoglobulin va su nhap iod vao tuyén gidp. Nguoc
lai dam do thyroxyn va 3, 5, 3' triod tironin trong huyé t tuong di€u hoa su tié€t TSH.
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Trong huyét tuong, c6 mot gama globulin tong hop trong lympho tic dong ciing tuong tu
nhu TSH, nhung thoi gian 1au hon, d6 1a yéu t6 L.A.T.S. (long - acting thyroid stimulator).
1.1.2. Chi dinh va ché phdam
Hai chi dinh chinh la suy tuyén gidp (hay myxoedéme) va bu6u cé dia phuong.
- Thyreoidin; bot tuyén gidp kho cua dong vat (¢6 0,17 - 0,23% iod), uéng 0,1- 0,2g moi
1an, modi ngay uéng 2- 3 1an. Liéu t6i da mot 1an 0,3g, mot ngay 1,0g.
- Thyroxin: vién 0,1 mg; dung dich uéng 1 giot =5 pg. Ubng liéu dau 0,1 mg. Sau ting
dan ting 0,025 mg.
- Kali iodid: tron 1 mg vao 100 g mudi an thudng goi 1a mudi iod dé du phong buéu cé
dia phuong.
- Levothyroxin (Levothyrox, Thyrax, Berithyrox) vién nén 25 - 50- 100- 150 pg.
La ché phdm téng hop c¢6 nhiéu vu diém nén la thudc dugc chon lua trong diéu tri: thudc
c6 tinh 6n dinh cao, thuan nhat, khong c6 protein ngoai lai nén khong gay di tng, dé xac
dinh nong do trong huyét tuong, thoi gian ban thai dai (7 ngay), gid thanh ha.

Liéu luong: di tir liéu thap, ting din timg 25 pg tuy theo tinh trang bénh va tudi bénh
nhan.

1.2. Calcitonin

1.2.1. Tac dung sinh ly

La hormon lam ha calci mau, c6 tadc dung ngugc véi hormon can gidp trang, do "t€ bao C"

cta tuyén gidp bai ti€t. La mot chudi da peptid hoac gébm 32 acid amin cé trong luong
phan tir 1a 3600. Tac dung chinh & ba noi:

- Xuong: tic ché tiéu xuong bang tic ché€ hoat tinh clia cdc huy c6t bao (ostéoclaste), dong

thoi 1am tang tao xuong do kich thich tao c6t bao (ostéoblaste).

- Than: gay tang thai trir calci va phosphat qua nudc ti€u do tdc dung truc tiép. Tuy nhién,
do tc ché tiéu xuong nén calcitonin 1dm gidm bai tiét Ca **, Mg** va hydroxyprolin qua
nudc tiéu.

- Ong tiéu héa: 1am tang hap thu calci

Tom lai, calcitonin nhu mot hormon du trit, hormon tiét kiém calci vi né lam ngling su
huy xuong va lam tang hap thu calci qua tiéu hoéa.

1.2.2. Chidinh

- Calcitonin c6 tac dung lam ha calci- mau va phosphat- mau trong cac truong hop cuong
can giap trang, tang calci mau khong rd nguyén nhan & tré em, nhiém doc vitamin D, di

can ung thu gay tiéu xuong, bénh Paget (ca dong hda va di hda clia xuong déu tang rat

manh).

- C4c bénh loang xuong: sau man kinh, tudi cao, ding corticoid kéo dai.
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- Ngoai ra, calcitonin con c¢6 tic dung giam dau xuong, dugc dung trong cac di can ung
thu.
1.2.3. Tdc dung khong mong muon
- Triéu chdng tiéu héa: budn non, non, tiéu chay, dau bung
- Triéu ching vé mach mau: néng mat, d6 mat, néng chi va cé cam giac kién bo.
- Than: di tiéu nhiéu lan, da niéu
1.2.4. Ché phdm
- Calcitonin: 100 UI/ ngay d4u, sau giam xuéng 50 Ul méi tuan 3 lan.
- Calcitonin ctia cd hoi (salmon): Miacalcic
6ng 1 mL chita 50 UI- chai xit dinh liéu 50 va 200 UI.
Tiém dudi da hoac xit vao mii 50- 100 UI moéi ngay hoic cach ngay.

Calcitonin ctia cd h6i manh hon calcitonin ctia nguoi va lon tir 10 - 40 1an va tac dung lau
hon 10 lan.

1.3. Thuéc khang giap trang tong hop

Qua trinh téng hop thyroxin ¢6 4 giai doan:

- Gan iodid vo co vao tuyén (iodid 1a iod dang ion I°)

- Oxy hoa iodid thanh iod tu do

- Tao mono- va diiodotyrosin (MIT- DIT)

- Ghép 2 iodotyrozin thanh L - thyroxin- tetraiodotyrosin T, (TIT) (xem hinh )

Thuéc khang gidp trang dugc dung dé chita cudng gidp (bénh Basedow). C6 thé chia
thanh 4 nhom:
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Thyroglobulin

Tuyén gidp
Hinh 35.1.Vi tri tic dung cua thudc khang giap trang
MIT : monoiodotyrosin, DIT : diiodo - tyrosin
(1): Thiocyanat, perclorat
(2): Nhom thiamid carbimazol, benzylthiouracil, propylthiouracil, methimazol
(3).: Lithium

1.3.1. Thuéc vrc ché gan iodid vao tuyén

Uc ché qud trinh van chuyén iod nhu thiocyanat (SCN ), perclorat (ClO,’), nitrat. Doc vi
thuong gay mat bach cau hat, khong duoc dung trong 1am sang.
1.3.2. Thuéc irc ché truc tiép tong hop thyroxin: Thioamid

S

|
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1.32.1. Coché

Loai nay khong tc ché gin iod vao tuyén gidp, nhung tic ché€ tao thanh céc phiic hop hitu
co cua iod do tc ch€ mot s6 enzym nhu iod per oxydase, cic enzym oxy hoéa iod. Vi vay
tuyén khong téng hop duoc mono - va diiodotyrosin.

1.3.2.2. Doc tinh
Dung thudc tc ché tong hop thyroxin kéo dai, lugng thyroxin giam, 1am tuyén yén tang

ti€t TSH. TSH tang, kich thich tuyén giap nhap iod, lam tang sinh, dan d€ n ching phu
niém (tuyén gidp chita nhi€u chat dang keo, nhung it hormon)
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Nhom thudc nay it giy tai bién. Tai bién nang nhit la giam bach cau hat (0,3 - 0,6%)
thudng x4y ra sau vai thang diéu tri. Vi vay cin kiém tra s6 luong bach cau c6 dinh ky va
nén ding thu6c ngat quang.

Cac tai bién khdc: phat ban, sot, dau khép, nhitc dau, buon noén, viém gan, viém than.
Thudng ngimg thudc hoidc déi thudc khic sé hét.

1.32.3. Ché'phim
Céc loai thudc nay thudng dugc ding & 1am sang dé chita cudng tuyén gidp, gom:

- Aminothiazol: méi ngay 0,6- 0,8g. Giam dan, roi dung liéu duy tri 0,2g. Hién nay it
dung vi doc.

- Thio- uracil: méi 1an 0,5g. M6i ngay 2- 3 14n, tai bién 5,8%.

R = CH; metyl thiouracil (MTU)
R =CH;, propyl thiouracil (PTU)
R = CH, - CH; benzyl thiouracil (Basden)

- Thiamazol (Basolan): méi ngay uong 15 - 60 mg. Tai bién 3,4%.

- Carbimazol (Neomecazol): méi ngay uéng 15- 60 mg. Vao co thé chuyén thanh
methiazol, chat nay manh gdp 10 1an PTU nén ua dung hon.

1.324. Cachdung

Uong thudc lam 3 giai doan:

- Tan cong: 3- 6 tudn véi liéu 150- 200 mg

- Duy tri: 3- 6 thang vdéi liéu 100 mg

- Clng c6: hang thang. Liéu hang ngay bang 1/4 li€u tan cong.
1.3.3. Iod

Nhu cdu hang ngay 1a 150 pg. Khi thic dn khong cung cap du iod, s& gay budu c6 don
thuan. Trai lai, khi luong iod trong mau qua cao s€ lam giam tic dung cta TSH trén
AMPv. Lam giam giai phong thyroxin.

- Chi dinh: chuén bi bénh nhan truéc khi mé cét tuyén gidp.

- Dung cung véi thuoe khang gidp trang va thudc phong toa B adrenergic trong dié€u tri
tang nang tuyén giap.

- Ché pham: dung dich Lugol (iod 1g, kali iodid 2g, nuéc vira di 20mL), uéng XXX giot
moi ngay (XX giot chita 10mg iod).

- Doc tinh: thuong it va hoi phuc khi ngiing dung: tring cd, sung tuyén nudc bot, loét
niém mac, chay mii... (tuong tu nhu nhiém doc brom)
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1.3.4. Phd huy to chiic tuyén: iod phong xa
1.3.5. Thuéc phong tod hé adrenergic

Nhiéu triéu chiing ctia cudng gidp 1a cuong giao cam. Vi vay dung guanethidin, reserpin.
Nhung t6t hon cé la thudc chen B propranolol. Nhém thudc nay chi ¢6 tic dung chita triéu
ching, khong tac dung vao tuyén.

2. HORMON TUYEN TUY
bao Langerhans cua tuyén tuy c6 4 loai t€ bao bai tiét:
- T€ bao A (o) chi€ém 20%, tiét glucagon va proglucagon
- T€ bao B (B) chi€ém 75%, tiét insulin, proinsulin va C peptid
- Té bao C ( 8) chiém 3%, ti€t somatostatin
- T€ bao F (PP) chiém < 2%, tiét pancreatic polypeptid (PP)
Bai nay chi trinh bay 2 hormon quan trong 12 insulin la glucagon.
2.1. Insulin

Insulin 12 mot protein c¢6 trong luong phan tir 1a 5800 Da, gébm 2 chudi peptid A (21
acid amin) va B (30 acid amin) n6i v6i nhau bang 2 cdu disulfid. Toan bo tuyén tuy cia
ngudi ¢6 8 mg insulin, tuong duong 200 don vi sinh hoc. Khi déi, tuyén tuy ti€t khoang
40 pg (1 don vi) insulin vao tinh mach ctra. Glucose 1a tic nhan chu yéu gay tiét insulin,
thoi gian ban thai trong huyét tuong 1a 5- 6 phit véi insulin va khoang 17 phit véi
proinsulin. Insulin bi gidng héa chi yéu & gan va than do bi cat dudng noi disulfid gitta
chudi A va B bdi insulinase.

2.1.1. Tdc dung va co ché

Insulin diéu hoa duong huyét tai cic mo dich chu yéu la gan, co va md. Insulin 12 hormon
chi yéu kiém tra su thu hoéi, st dung va du trit cac chét dinh dudng cho t€ bao. Insulin
kich thich cdc qua trinh dong hoéa ctlia t€ bao (st dung v a du trit glucose, acid amin, acid
béo), dong thoi tc ché cdc qua trinh di hda (phan huy glycogen, m& va protein). Tac dung
chung 1a kich thich van chuyén cdc co chat va ion vao trong t€ bao, hoat héa va bat hoat
cac enzym dac hiéu.

Glucose nhap vao t&€ bao bang su khuéch tan thuan lgi nhd vao cdc chit van chuyén
glucose (glucose transporters - GLUT):

GLUT 1 ¢6 6 moi mo, dic biét 1a hong ciu va nio
GLUT 2 ¢6 6 t€ bao P cua tuy, & gan, than, ruot
GLUT 3 ¢6 6 nao, than, rau thai

GLUT 4 ¢6 6 co va m6 m&

GLUT 5 ¢6 6 ruot va than



DUGQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Glucose dugc sit dung 12 nhd vao hé thong enzym hexokinase dé chuyén thanh glucose -
6- phosphat (GGP). Sau d6 G6P s& chuyén thanh glycogen dé du trit hodc bi oxy hoa dé
cung cép nang luong cho mo. Hexokinase IV 1a mot glucokinase duoc thdy k ét hop véi
GLUT 2 trong gan va t€ bao 3 cua tuy; hexokinase II lai duogc thay két hop v6i GLUT 4
trong t€ bao co van, co tim va mé md. Ca 2 hexokinase nay déu duoc diéu hoa boi insulin
ngay & muc phién ma di truyén.

2.1.1.1. Tdc dung cua insulin tai gan
- Uc ché hily glycogen (tic ché phosphorylase)
- Uc ché chuyén acid béo va acid amin thanh keto acid

- Uc ché chuyén acid amin thanh glucose

- Thiic ddy du trit glucose dudi dang glycogen (gay cam ting glucokinase va glycogen
synthetase)

- Lam tang t6ng hop trigly cerid va VLDL.

2.1.1.2. Tdc dung cua insulin tai co vdn

- Lam tang tong hop protein, ting nhap acid amin vao t€ bao

- Lam tang tong hop glycogen, tang nhap glucose vao t€ bao

2.1.1.3. Tdc dung cua insulin tai mé mdo

- Lam tang du trit triglycerid va lam gia m acid béo tu do trong tuan hoan theo 3 co ché:

. Gay cam ung lipoproteinlipase tudn hoan nén lam tang thuy phan triglycerid tir
lipoprotein tuin hoan.

. Este hoa cédc acid béo tir thuy phan lipoprotein
. Uc ché tryc tiép lipase trong t&€ bao nén 1am giam lipo lyse cta triglycerid du tri.
2.1.2. Receptor ctia insulin

HAau nhu moi t€ bao cta dong vat c¢é vi déu co receptor vé6i insulin, nhung s6 lugng rat
khac nhau: mang t€ bao hong cau chi c¢6 40 receptor trong khi mang t€ bao md, t€ bao gan
¢6 tGi 300.000. Khi insulin gin vao receptor, n6 s& hoat héa céc tyrosin kinase trong té€
bao (ngudi truyén tin thit 2) va thiic ddy c4c qud trinh phosphoryl héa gay ra su chuyén vi
clia céc chat van chuyén glucose (GLUT) vé phia mang t€ bao dé nhap glucose vao trong
t€ bao. Khi thi€u insulin, t€ bao s€ khong st dung duoc glucose, glucose huyét s€ tang goi
la bénh dai thao duong. C6 2 loai (typ) dai thao duong. (Xin xem thém bai “Thudc ha
glucose mau”).

- Dii thdo duong typ I, do tén thuong t€ bao B cua tuy, tuy khong bai tiét du insulin nén
phai diéu tri bu bang insulin ngoai lai, goi 1a bénh dai thdo dudong phu thuoc vao insulin.
Bénh thudng giap 6 nguoi tré, thé gay.
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- Ddi thdo dudng typ II, do ton thuong tai receptor (giam s6 luong hodc giam tinh cam thu

cla receptor vGi insulin), insulin mau van binh thuong hoac c6 khi con tang nén goi la
bénh dai thao dudong khong phu thudc vao insulin. Bénh thudng gap ¢ nguoi trén 40 tuoi,

béo béu.

2.1.3. Ap dung diéu tri

- Bénh ddi thao duong va cdc bién chiing ctia né (xin xem thém bai "Thudc ha glu cose
mau"

- Non, tré gay yéu, kém an: dung insulin véi glucose

2.1.4. Cdc ché phdm chinh

Cac ché€ pham thudng c6 ngudn goc tir bo, lon hodc bing ky thuat tii t6 hop DNA cla
insulin nguoi. Insulin bd mang tinh khdang nguyén nhiéu hon lgn.

Céc loai ché pham: xin xem bai “Thudc ha glucose mdu”.
2.2. Glucagon

Do t€ bao alpha ctuia dao Langerhans tiét ra, glucagon c6 tac dung tang glucose mau, tang
acid lactic mau, tang acid pyruvic mau, tang acid béo tu do huyét tuong.

Vi liéu cao, glucagon kich thich thugng than bai tiét catecholamin.

Glucagon lam tang stic co bop ctia co tim, nhip tim va cung lugng tim, ha huyét ap, tuong
tu nhu isoprenalin (thudc c6 tac dung cuong 3 adrenergic).

Liéu cao lam gidn co tron ctua rudt khong thong qua AMPyv.
2.2.1. Co ché tic dung

Glucagon hoat héa adenylcyclase, lam tiang dam do 3', 5' AMP vong, 3', 5' AMP vong
hoat héa phosphorylase gan, chuyén glycogen thanh glucose. Co van khong c6 receptor
v6i glucagon.

Co ché nay ciing giong nhu co ché vé tac dung clia catecholamin hoat héa cac recepto r 3
adrenergic.

2.2.2. Chi dinh

- Ha glucose- mau do ding qua liéu insulin (két hop véi glucose tiém tinh mach), hoac
con soc insulin kéo dai.

- Soc (glucagon duge dung thay isoprenalin).
- Danh gia du trit glycogen trong gan, dé phan loai c4c thé bénh vé g lycogen.
2.2.3. Ché phdm

Glucagon: 1 mL = 1mg. Tiém duéi da, tiém bap hoac tinh mach. Tac dung xudt hién
nhanh. Cuong do tic dung phu thudc vao du trit glycogen cua gan.

3. HORMON VO THUGNG THAN: GLUCOCORTICOID
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Vo6 thuong than ¢6 3 viing san xuat hormon:

- Vung cuon & phia ngoai, san xudt hormon diéu hoa thing bang dién giai
(mineralocorticoid), dai dién la aldosteron, chiu su kiém tra chinh ctia hé renin -
angiotensin.

- Ving b6 va vung ludi & phia trong, san xudt hormon di€u hoa glucose (glucocorticoid -
hydrocortison hay cortisol) va androgen, chiu su kiém tra chinh ctia ACTH tuyén yén.
Trong lam sang thuong dung glucocorticoid nén & day chi trinh bay nhém thudc nay.
Corticoid diéu hoa glucose: CORTISOL (hydrocortison )

3.1. Tac dung sinh ly va tai bién

Moi tiac dung sinh 1y ctia corticoid déu 1a ngudn goc cla céc tai bién khi dung kéo dai.
3.1.1. Trén chuyén héa

- Chuyén héa glucid: corticoid thiic ddy tao glucose tir protid, tip trung thém glycogen &
gan, lam giam st dung glucose cta cic mo, nén lam tang glucose mau . Vi th€ c6 khuynh
huéng gay ra hodac lam nang thém bénh ddi thao dudng.

- Chuyén héa protid: corticoid 1am gidm nhép acid amin vao trong t€ bao, ting acid amin
tudn hoan, dan dén teo co, thing bang nito (-). Do ting di héa protid, nhiéu mo bi anh
hudng: mo lién két kém bén vitng (gay nhiing vach ran dudi da), mé lympho bi teo (tuyén
hung, lach, hach lympho), xuong bi thua do 1am teo cdc tham mo lién két, noi ling dong
céc chat vo co dé tao nén khung xuong (do d6 xuong dai dé bi giy, d6t song bi lin, hoai
tr vo khudn c6 xuong dui).

- Chuyén hoa lipid: corticoid vira c6 tdc dung huy lipid trong c4c t€ bao md, lam tang acid
béo tu do; vira ¢6 tdc dung phan bé lai lipid trong co thé, lam md& dong nhiéu & mit
(khuon mat mat trang), ¢, nura than trén (nhu dang Cushing) , trong khi cac chi va nira
than dudi thi teo lai. C6 gia thiét giai thich rdng t€ bao md clia nira than trén dap ting chu
yéu véi tang insulin do glucocorticoid gay tang duong huyét, trong khi cac t€ bao md
khac lai kém nhay cam véi insulin va dap ung véi ta ¢ dung huy lipid.

- Chuyén héa nudc va dién giai:

. Na*: lam tang tai hap thu Na™* va nudc tai ong than, dé gay phu va ting huyét ap.

. K*: 1am tang thai K* (va ca H*), dé gay base mdu giam K* (va ca base mau giam Cl°).

. Ca?*; 1am tang thai Ca®* qua than, gidm hap thu Ca** & ruot do d6i khang véi vitamin D.
Khuynh huéng lam gidm Ca- mdu nay dan t6i cudng can gidp trang phan ting dé kéo Ca **
tlr xuong ra, cang lam xuong bi thua, lam tré em cham 16n.

. Nudc: nude thuong di theo cdc ion. Khi phu do aldosteron ta ng thi corticoid gay dai
nhiéu (nhu trong xo gan) vi n6 d6i khdng véi aldosteron tai than.

3.1.2. Trén cdc co quan, mo
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- Kich thich than kinh trung uong, gay lac quan, c6 thé 1a do cai thién nhanh dugc tinh
trang bénh 1y. V& sau lam biit rit, bon chén, lo 4 u, khé ngu (¢6 thé 1a do réi loan trao doi
ion Na*, K* trong dich ndo tuy). Gay thém an, do tac dung trén ving doi.

- Lam tang dong mau, tang s6 luong héng cdu, bach cdu, tiéu cdu, nhung 1am giam s6
lugng t&€ bao lympho do huy cac co quan lympho.

- Trén Ong tiéu hoéa: corticoid vira ¢ tac dung gian tiép, vira cé tic dung truc ti€p lam tang
tiét dich vi acid va pepsin, lam gidm san xuat chat nhay, gidm téng hop prostaglandin E |,
E, c6 vai tro trong viéc bao vé niém mac da day. Vi vay, corticoid c6 thé gay viem loét da
day. Tai bién nay thuong gap khi dung thuéc kéo dai hoac dung li€u cao.

- Do tic ché cdu tao nguyén bao sgi, tc ché cac mo hat, corticoid lam cham 1én seo cac vét
thuong.

3.2. Cac tac dung duoc diung trong diéu tri

Ba tic dung chinh dugc diung trong diéu tri 1a chdng viém, chéng di ting va tc ch€ mién
dich. Tuy nhién, cac tic dung nay chi dat dugc khi ndong do cortisol trong mau cao hon
nong do sinh 1y, d6 1a nguyén nhan dé dan dén cdc tai bién trong di€u tri. Vi vay, trong
truong hop c¢6 thé, nén dung thudc tai chd dé tranh tic dung toan than va nang cao hiéu
qua diéu tri dén toi da. Co ché tidc dung cua corticoid rét phic tap vi c6 nhiéu tic dung
trén mot t€ bao dich, va lai cé nhiéu t€ bao dich.

3.2.1. Tdc dung chong viém

Glucocorticoid tdc dung trén nhiéu giai doan khac nhau ctia qué trinh viém, khong phu
thudc vao nguyén nhan gay viém:

- Uc ché€ manh su di chuyén bach cau vé 6 viém.

- Lam giam san xuat va giam hoat tinh ctia nhi€u chat trung gian héa hoc ctia viém nhu
histamin, serotonin, bradykinin, cdc dan xudt cua acid arachidonic (so do6 1).
Glucocorticoid tic ché phospholipase A ,, 1am gidm tong hop va gidi phéng leucotrien,
prostaglandin. Tac dung nay la gian ti€p vi glucocorticoid lam tang san xuét lipocortin, 1a
protein cé mat trong t€ bao, c¢6 tic dung tc ché phospholipase A,. Khi phospholipase A,
bi tic ch€, phospholipid khong chuyén dugc thanh acid arachidonic.

- Uc ché giai phéng cdc men tiéu thé, cdc ion superoxyd (cdc goc tu do), lam gidm hoat
tinh ctia cac yéu t6 héa huéng dong, cac chat hoat héa cu a plasminogen, collagenase,
elastase...

- Lam giam hoat dong thuc bao ctia dai thuc bao, bach cau da nhan, giam san xuat cac
cytokin.

Phospholipid mang GLUCOCORTICOID
® (-)
<«— Phospholipase A, « Lipocortin

Acid arachidapic THUOC CHONG VIEM
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KHONG STEROID
Lipo- @& ® Cyclo- -)
— — —
oxygenase oxygenase
Leucotrien Prostaglandin

Hinh 35.2. vi tri tdc dung cta
glucocorticoid va thudc chong viém phi steroid
trong téng hop céc prostaglandin

3.2.2. Tdc dung chong di ting

Ciac phan ting di ting xay ra do su gan cua céac IgE hoat héa trén cic receptor dic hiéu &
dudng bao (mastocyte) va bach cdu base tinh duéi tic dung ctia di nguyén. Su gan do hoat
héa phospholipase C, chat nay tach phosphatidyl- inositol diphosphat & mang t€ bao thanh
diacyl- glycerol va inositoltriphosphat. Hai chat nay dong vai trd "nguoi truyén tin tha
hai", lam cédc hat & bao tuong cua t€ bao giai phong cac chat trung gian héa hoc cua phan
ung di tng: histamin, serotonin... (hinh 7.2).

Phosphatidyl- inositol KN + KT
diphosphat l ®  GLUCOCORTICOID
® ) |
«— Phospholipase C
Diacylglyc< /ositol triphosphat
Hoat hoa

"ngudi truyén tin thi hai"

HISTAMIN
SEROTONIN

Hinh 35.3. Tac dung chong di ting ctia glucocorticoid

Biang cach tic ché phospholipase C, glucocorticoid da phong toa giai phong trung gian héa
hoc clia phan tng di ung. Nhu vay, IgE gin trén dudng bao nhung khong hoat héa duoc
nhiing t&€ bao d6. Glucocorticoid 1a nhitng chat chong di tng manbh.
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3.2.3. Tdac dung tic ché mién dich

Glucocorticoid tdc dung chil yéu trén mién dich t€ bao, it 4nh hudéng dén mién dich thé
dich.

T4c dung tc ché mién dich biéu hién & nhiéu khau:

- Uc ché tang sinh cdc t€ bao lympho T do 1am gidm san xuét interleukin 1 (tir dai thuc
bao) va interleukin 2 (tir T ).

- Giam hoat tinh gay doc t&€ bao cta cac lympho T (Tg) va cac t€ bao NK (natural killer: t&
bao diét tu nhién) do tc ché san xudt interleukin 2 va interferon gamma.

- Do tic ché€ san xuat TNF (y€u t6 hoai tir u) va ca interferon, glucocorticoid lam suy giam
hoat tinh diét khuén, gay doc t€ bao va nhan dang khang nguyén cta dai thuc bao.

Mot s6 tac dung nay ciing dong thoi 1a tac dung chong viém.

Do tic ché€ tang sinh, glucocorticoid ¢6 tic dung tot trong diéu tri bénh bach cau lympho
cap, bénh Hodgkin.

3.3. Chi dinh
3.3.1. Chi dinh bdt buéc: thay th€ su thi€u hut hormon
3.3.1.1. Suy thuong thdn cdp

- Bu thé tich tudn hoan va mudi: NaCl 0,9% > 1lit (5% trong luong co thé trong 24
gio).

- Glucocorticoid li€u cao: Hydrocortison 100 mg t/m. Sau d6 50 - 100 mg x 8h/ lan trong
ngay dau. Sau 24 dén 72 gid thay bang tiém bap hodc uéng 25 mg x 8h/lan.

3.3.1.2. Suy thuong thdn man tinh (bénh Addison)

Hydrocortison 20 mg udng vao budi sang va 10 mg vao budi trua.

3.3.2. Chi dinh thong thuong trong chong viém va tic ché mién dich

3.3.2.1.Viém khop, viém khop dang thdp

- Mot khi da dung corticoid thi phai ding hang nam ! Vi thé rdt dé c6 tai bién.

- Liéu dau tién thudng 1a prednison 10 mg (hoac twong duong)

- Khi dau qua: triamcinolon acetonid 5 - 20 mg tiém 6 khdp (chi lam tai bénh vién, that vo
khudn)

3.3.2.2. Bénh thdp tim

- Chi dung corticoid khi salicylat khong c6 tac dung

- Bénh nang, corticoid ¢6 hiéu qua nhanh. Liéu predn ison 40mg/ngay
- Khi ngiing corticoid, bénh c¢6 thé trd lai. Nén phoi hop vdi salicylat
3.3.2.3. Cdc bénh thdn
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Hoi chiing than hu va lupus ban do: prednison 60 mg/ ngay (tré em 2mg/ kg) x 3- 4 tuan.
Liéu duy tri 3 ngay/ tuan, kéo dai t6i hang nam .

3.3.2.4. Cdc bénh ddy ho (collagenose)
- Nam da ctng (sclerodermia): khong chiu thuoc

- Viém nhi€u co, viém nit quanh mach, viém dau nhiéu co do thap: prednison 1mg/ kg/
ngay. Giam dan

- Lupus ban dé toan than bot phat: prednison 1 mg/ kg/ ngay. Sau 48 gio néu khon g giam
bénh, tang mdi ngay 20 mg cho dén khi ¢6 ddp tng. Sau dung liéu duy tri 5 mg/
tuan. C6 thé dung thém salicylat, azathioprin, cyclophosphamid.

3.3.2.5. Bénh di ung

- Diing thudc chong di tng: khdng histamin, adrenalin trong céc biéu hién ca p tinh.
- Corticoid ¢6 tdc dung cham

3.3.2.6. Hen

- Dung corticoid dang khi dung, cing véi cac thuoc gian ph€ quan (thuéc cuong B,
adrenergic, theophylin...).

Dé phong tai bién nim candida dudong miii hong
3.3.2.7. Bénh ngoadi da

- Ngoai tac dung chung, khi boi ngoai, corticoid tic ché tai chd su phan bao, vi vay c6 tac
dung tot trong diéu tri bénh vdy nén va cdc bénh da c6 tang sinh t&€ bao.

- Trén da binh thuong, khodng 1% liéu hydrocortison duoc hip thu. Néu biang ép, cé thé
lam tang hdp thu dén 10 lan. Su hap thu tuy thuoc ting ving da boi thudc, taing cao &
viing da viém, nhat 1a viing tréc vay.

* Tac dung khong mong mudn

- Boi thudc trén dién rong, kéo dai, nhat 1a cho tré em, thudc c6 thé duoc hap thu, gay tai
bién toan than, tré¢ cham 16n.

- Tac dung tai chd: teo da, xuat hién cdc diém gidn mao mach, chim xuét huyét, ban do,
sdn, mun mu, trdng ca, mat sac to da, tang ap luc nhan cau...

* Mot s6 ché phdm
Flucinolon acetonid (Synalar) 0,01% - 0,025%- 0,2%
Triamcinolon acetonid (Aristocor, Kenalog) 0,025% - 0,1%
Betametason dipropionat (Diproson) 0,05% - 0,1% (tdc dung manh)

Cac ché phdm trén thudng duoc bao ché duéi ciac dang khdc nhau nhu thudc md (thich
hop véi da kho), kem (da mém, t6n thuong c6 dich ri, cic hoc clia co thé nhu am dao...),
dang gel (dung cho ving da dau, nach, ben).
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Khi boi thudc, can xoa déu thanh 16p mong, 1- 2 1an/ ngay, theo ding chi dan, nhat 1a
thudc c6 tdc dung manh.
3.4. Chong chi dinh
- Moi nhiém khuén hoic ndm chua c6 diéu tri dic hiéu.
- Loét da day- hanh t4 trang, lodng xuong.
- Viém gan siéu vi A va B, va khong A khong B.
- Chi dinh than trong trong déi thao duong, tang huyét ap.
3.5. Nhitng diém can chi y khi ding thuéc

- Khi dung corticoid thién nhién (cortisol, hydrocortison) phai 4n nhat. Déi v6i thudc tong
hop, an tuong doi nhat.

- Luon cho mot liéu duy nhat vao 8 gid sang. Néu dung liéu cao thi 2/3 liéu uéng vao budi
sang, 1/3 con lai uéng vao budi chiéu.

- Tim liéu t6i thiéu c6 tac dung.

- Kiém tra dinh ky nuéc tiéu, huyét ap, dién quang da day cot song, dudng mau, kali mdu,
tham do chiic phan truc ha khau nio - tuyén yén- thuong than.

- Dung thuéc phoi hop: ting liéu insulin d6i v6i bénh nhan déi thdo dudng, phdi hop
khang sinh néu ¢6 nhiém khuan.

- Ch€ do an: nhiéu protein, calci va kali; it mudi, dudong va lipid. C6 thé dung th ém
vitamin D nhu Dedrogyl 5 giot/ ngay (mdi giot chita 0,005mg 25 - OH vitamin D)

- Tuyét doi vo khudn khi ding corticoid tiém vao 6 khdp.

- Sau mot dot dung kéo dai (trén hai tudn) vdéi li€u cao khi nging thuéc dot ngot bénh
nhan c6 thé chét do suy thuong than cip: cic triéu ching tiéu héa, mat nudc, giam Na,
giam K mau, suy nhuoc, ngu lim, tut huyét ap. Vi thé khong nging thudc dot ngot.

Hién c6 xu huéng dung li€u cach nhat, giam dan, cé vé "an toan" cho tuyén thuong than
hon. Mot so thi du:

. Dang uong prednison 40 mg/ ngay: c6 thé dung 80 mg/ ngay, céch nhat; giam dan 5 mg
moi tudn (hodc giam 10% ting 10 ngay)

. Dang dung 5- 10 mg/ ngay: giam 1 mg/ tuan
. Dang dung 5 mg/ ngay: giam 1 mg/ thing

. Mot phéac d6 dién hinh cho bénh nhan dung liéu prednison duy tri 50 mg/ ngay c6 thé
thay nhu sau:

Ngay 1: 50 mg Ngay 7: 75 mg
Ngay 2: 40 mg Ngay 8: 5 mg
Ngay 3: 60 mg Ngay 9: 70 mg
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Ngay 4: 30 mg Ngay 10: 5 mg

Ngay 5: 70 mg Ngay 11: 65 mg

Ngay 6: 10 mg Ngay 12: 5 mg
V.V...

3.6. Lién quan giita cau tric va tac dung
Moi corticoid dung trong diéu tri déu la dan xudt cla cortisol hay hydrocortison (hormon
thién nhién ¢c6 OH ¢ vi tri 11). Béng cach thay d6i céu triic clia cortisol, ta ¢6 thé lam tang
rat nhiéu tac dung chong viém va thoi gian ban thai trir ctia thudc, d 6ng thoi lam giam kha
nang gilt mudi va nudc.
C4u truc steroid c6 4 vong:

21 CH,OH

l
2 C=0

- Vong A: khi cé thém dudng noi kép giita vi tri 1 - 2, tic dung chong viém tang va gitt
mudi giam (prednison, prednisolon).

- Vong B: thém -CHj; & vi tri 6 o (methylprednisolon), hoac F &9 a, hoac & ca 2 vi tri 9-
6 o (fludrocortison, flucinonid), tdic dung chong viém cang manh va kéo dai t ;,,. Nhung F
& vitri 9 o lai lam tang tac dung gitt Na*

- Vong D: thém -CH, hay -OH & vi tri 16 o, lam giam manh kha nang git mudi ctia hop
chat 9 o F (triamcinolon, dexametason betametason).

Vi thé hién nay c6 rit nhiéu ché pham corticoid manh va tidc dung dai. Liéu lugng va thoi
gian dung rat khac nhau. Thay thudc can luu y d€ tranh tai bién cho bénh nhan.

3.7. Dugc dong hoc

Glucocorticoid hap thu dé dang qua duodng tiéu hoéa, t,, huyét tuong khoang tir 90- 300
phiit. Trong huyét tuong, cortisol gan véi transcortin (90%) va véi albumin (6%). Cortisol

bi chuyén héa chi yéu & gan bang khir dudng noi 4 - 5 va khir ceton & vi tri 3. Thai trlir qua
than duéi dang sulfo- va glycuro- hgp. Tac dung sinh hoc (t,,, sinh hoc) 16n hon rat nhiéu
s0 V4i t,, huyét tuong.
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Bang 35.1: Liét ké mot so corticoid thuong dung

Tén thuoc Tdc dung | Tdc dung | Chuyén | t,,sinh Liéu
chong viém | giit Na héa hoc tuong
duong duong
Tdc dung ngdn (12h)
Cortison 0,8 0,8 0,8 8-12h 25 mg
Hydrocortison 1 1 1 8-12h 20 mg
Tac dung trung binh
(12- 36h)
Prednison 4 0,8 4 12- 36 5
Prednisolon 4 0,8 4 12- 36 5
Metylprednisolon 5 0,5 5 12- 36 4
Triamcinolon 5 0 5 12- 36 4
Tac dung dai (36-54 h)
Betametason 25-30 0 25 36- 54 0,75
Dexametason 25-30 0 25 36- 54 0,75

Mot s6 ché pham dang tiém c6 ta dugc 1a polyetylen glycol, glysorbat... lam thudc thai trir
rat cham, tuy theo bénh va liéu luogng, c6 thé chi tiém 1 tudn, 2 tuan ho ic 1 thang 1 lan,
nhu Depomedrol (chira metylprednisolon acetat 40 mg trong 1 mL ), Rotexmedica,
Kenacort (chtta triamcinolon acetonid 40 - 80 mg/ mL). Tuy nhién, loai nay thuong c6
nhiéu tdc dung phu nhu teo da, teo co, x0p xuong va roi loan noi tiét.

4. HORMON TUYEN SINH DUC
4.1. Androgen (testosteron)
Giong nhu buodng tring, tinh hoan vira ¢6 chiic nang san xuét tinh tring (tit tinh nguyén

bao va t& bao Sertoli, dugi anh hudng cua FSH tuyén yén), vira ¢6 chiic nang ndi tiét (t&
bao Leydig bai ti€t androgen duGi anh hudng ctia LH tuyén yén).

0 nguoi, androgen quan trong nhat do tinh hoan ti€t ra la testosteron. Cac androgen khac

12 androstenedion, dehydroepiandrosteron déu c6 tac dung y&u. Mdi ngay co thé san xuat
khoang 8 mg testosteron. Trong d6, 95% la do t€ ba o Leydig, con 5% la do thuong than.
Noéng do testosteron trong mdu cua nam khoang 0,6 pg/ dL vao sau tudi day thi; sau tudi
55, nong do giam dan. Huyét twong phu nit ¢6 nong do testosteron khoang 0,03 ug/ dL do
nguoén goc tir budng tring va thugng than. Khoang 65% testosteron trong mdu gan vao
sex hormone- binding globulin (TeBG), phan 16n s6 con lai gan vao albumin, chi khoang

2% & dang tu do c6 kha niang nhap vao t€ bao dé gin vao receptor ndi bao.

4.1.1. Tac dung

- Lam phét trién tuyén tién liét, tdi tinh, co quan sinh duc nam va dic tinh sinh duc thit
yéu.

- boi khang véi oestrogen
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- Lam tang téng hop protein, phét trién xuong, 1am cho co thé phat trién nhanh khi day thi
(co bap nd nang, xuong dai ra). Sau d6 sun noi bi c6t hoa.

- Kich thich tao héng céu, lam tang téng hop heme va globin.

Testosteron khong phai 1a dang c6 hoat tinh manh. Tai t€ bao dich, duéi tac dung cia 5 a-
reductase, né chuyén thanh dihydrotestosteron ¢6 hoat tinh. Ca 2 cing gin vao receptor
trong bao twong dé€ phat huy tdc dung. Trong bénh Iudng tinh gia, tuy co thé van tiét
testosteron binh thuong, nhung t€ bao dich thi€u 5 o- reductase hoac thi€u protein
receptor vOi testosteron va dihydrotestosteron (Griffin, 1982), nén testosteron khong phat
huy dugc tac dung.

Du6i tdc dung clia aromatase & mot s6 mo (md, gan, ha khau nfo), testosteron c6 thé
chuyén thanh estradiol, ¢6 vai tro diéu hoa chiic phan sinh duc.

4.1.2. Chi dinh
Testosteron va cdc mudi dugc sip xé&p vao bang B
- Cham phat trién co quan sinh duc nam, day thi muon.

- R6i loan kinh nguyét (kinh nhiéu, kéo dai, hanh kinh dau, ung thu vi, tic dung doi
khéng v6i oestrogen.

- Suy nhuoc co nang, gay yéu,.

- Loang xuong. Dung riéng hodac cung véi estrogen.
- Ngudi cao tudi, nhu mot liéu phap thay thé.

4.1.3. Ché phdm va liéu luong

Testosteron tiém la dung dich tan trong du, duoc hap thu, chuyén héa va thai trir nhanh
nén kém tac dung. Loai udng cling dugc hap thu nhanh, nhung cling kém tac dung vi bi
chuyén héa nhiéu khi qua gan 1an ddu. Cac este cla testosteron (testosteron propionat,
cypionat va enantat) déu it phan cuc hon, dugc hap thu tir tir nén duy tri dugc tac dung dai.
Nhiéu androgen tong hop bi chuyén héa cham nén c6 thdi gian ban thai dai.

* Loai ¢6 tdc dung hormon:

- Testosteron propionat (hodc acetat): mbi ngay tiém bap 10 - 25 mg, hodc cach 2- 3 ngay
tiém 1 1an 50 mg. Li€u t6i da mo6i ngay: 50 mg.

- Metyl- 17 testosteron: 2- 3 1an yé&u hon testosteron. C6 thé uong. Tot hon 1a dat dudi 1udi
dé thAim qua niém mac. Liéu 5- 25 mg. Liéu t6i da 50 mg mot 1an, 100 mg mot ngay.

- Testosteron cham:
Dung dich ddu testosteron onantat: 1 mL = 0,25g. Mdi lan tiém bap 1 mL.

Hoén dich tinh thé testosteron isobutyrat: tiém bap, duéi da 50 mg, 15 ngay 1 lan. Vién
testosteron acetat: 0,1g testosteron acetat cdy trong co, 1 - 2 thang 1 lan.

* Loai c6 tac dung dong hoa:
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Loai nay déu la dan chét cla testosteron va methyl - 17- testosteron khong cé tic dung
hormon (khong lam nam tinh héa), nhung con tic dung dong héa manh: tang dong héa
protid, gift nito va cac muo6i K*, Na*, phospho... nén 1am phét trién co xuong, tang can (tét
nhién 1a ch€ do an phai gilt dugc can d6i vé cac thanh phan, nhat 1a vé acid amin)
oH
CH, |
| L W

i U

CH,

Vé cdu tric héa hoc, cdc androgen dong héa khdc v6i methyl testosteron 1a hodc mat
methyl & C,;, hodc mat ceton & C;, hodc thay déi vi tri dudng n6i kép C,- Cs. Thi du (xem
cong thic):

Androgen dong hoa Liéu (gam) Cong thiic
Androtanolon 0,01- 0,05 Mat duong kép
Nortestosteron 0,01- 0,025 Thay CH, bang C,H;
Metandienon 0,005- 0,02 Thém ndi kép 1- 2
Stanozolol 0,004- 0,08 Mat ceton 6 C,

Chi dinh: gdy sut, thua xuong, kém an, mdi 6m day, sau mo vi cdc thude trén van con rat
it tic dung hormon, cho nén khong dung cho tré em duéi 15 tudi.

Thudc con bi lam dung dung cho cdc van dong vién thé thao véi liéu rit cao, thuoc loai
“doping”, da bi cam.

4.14. Tai bién cua androgen
Liéu cao va kéo dai : gdy nam tinh, qud san tuyén tién liét
U'mat gan: ngimg thudc thi hét.
4.1.5. Chong chi dinh
- Tré du6i 15 tudi
- Phu nit c6 thai
- Ung thu tuyén tién liét (phai ding estrogen)
4.1.6. Tthuéc khdng androgen
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Thuoc khdng androgen do tc ch€ téng hop hodc doi khang tic dung cta androgen tai
receptor. Thudc thudng dugc ding dé diéu tri qua san hodc carcinom tuyén tién liét, triing
cd, hoi dau cua nam, chiing nhiéu long cla nit, day thi sém.

4.1.6.1. Thuoc iic ché'5 o reductase: Finasterid

O mot s6 mo (tuyén tién liét, nang 16ng), dudi tic dung cia 5 o reductase, testosteron
mdi dugc chuyén thanh dang hoat tinh 1a dihydrotestosteron. Vi vay, thudc tc ché 5 o
reductase s€ tc ché chon loc tic dung androgen trén nhitng mo nay, nhung khong lam
giam nong do testosteron va LH huyét tuong.

Finasterid dugc ding di€u tri qud san va u tién liét tuyén véi lieu 5 mg/ ngay. Tac dung
sau udng 8 tiéng va kéo dai 24 tiéng. Con dugc chi dinh cho héi dau.

4.1.6.2. Thuoc doi khdng tai receptor
- Cyproteron va cyproteron acetat

Tranh chdp véi dihydrotestosteron dé gan vao receptor ciia mo dich. Dang acetat con c6
tdc dung progesteron, tc ché tang ti€t LH va FSH theo co ché diéu hoa nguoc nén tic
dung khing androgen cang manh.

Chi dinh trong ching ram long & nit, tring ca. Vi nam, dung di€u tri héi, u tuyén tién
liet, day thi sém.

Thudc con dang dugc theo doi, danh gia.

- Flutamid:

Flutamid 1a thuéc khang androgen khong mang nhan steroid nén tranh dugc hoat tinh
hormon khéc. Vao co thé, dugc chuyén thanh 2 hyd roxyflutamid, gin tranh chap véi
dihydrotestosteron tai receptor.

Chi dinh trong u tién liét tuyén. Vién nang, 750 mg/ ngay.

4.2, Estrogen

¢ phu nit, cac estrogen dugc san xuat la estradiol (E ,- 17 B estradiol), estron (E,) va
estriol (E;). Estradiol 1a sdan phdm noi ti€t chinh cta budng tring. Phan 16n estron va
estriol déu 1a chat chuyén héa clia estradiol & gan hodc & mo6 ngoai bién tir androstenediol

va cic androgen khéc.

0 phu nit binh thudng, néng do E, trong huyét tuong thay déi theo chu ky kinh nguyét: &
giai doan dau 1a 50 pg/ mL va & thoi ky tién phéng noan 1a 350 - 850 pg/ mL. Trong mau,
E, gin chu yéu vao a, globulin (SHBG- sex hormone- binding globulin) va mot phan vao
albumin. T6i mo dich, né dugc gidi phong ra dang tu do, vugt qua mang t€ bao dé gan vao
receptor noi bao.

4.2.1. Tac dung

- La nguyén nhan chinh clia cic thay déi xay ra trong tudi day thi & con géi va céc dic
tinh sinh duc cta phu nit (vai tro thit yéu I1a androgen; phét trién xwong, 16ng, triing ca...).
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- C6 tdc dung truc ti€p 1am phét trién va trudng thanh am dao, tir cung, voi triing. Ngoai
tdc dung lam phat trién co tr cung E, cOn ¢6 vai trd quan trong lam phat tri€én noi mac tir
cung.

- Trén chuyén héa:
. E, ¢6 vai tro dic biét dé duy tri ciu tric binh thudng ctia da va thanh mach & phu ni.

. Lam giam t6c¢ do tiéu xuong do cé tic dung doi khang véi PTH tai xuong, nhung khong
kich thich tao xuong.

. Trén chuyén héa lipid: lam tang HDL, 1am giam nhe LDL, gidm cholesterol, nhung lam
tang nhe triglycerid.

- Trén dong mau: estrogen lam tang dong mau, do lam tang yéu t6 II, VII, IX va X, lam
giam antithrombin III. Ngoai ra con lam tang ham lugng plasminogen va lam giam su két
dinh tiéu cAu.

- Céc tdc dung khdc: estrogen lam dé thodt dich tir Iong mach ra khoang gian bao, gay
phi. Khi thé tich mau giam, than s€ giit Na* v nudc, thic ddy téng hop receptor clia
progesteron.

- Trén nam gidi, estrogen li€u cao 1am teo tinh hoan, lam ngimg tao tinh trung va lam
nglmg phét trién, 1am teo co quan sinh duc ngoai.

4.2.2. Chi dinh

4.2.2.1. La thanh phan cia thudc trdnh thai theo duong uéng (xem bai "Thu6c tranh
thai").

4.2.2.2. Thay thé hormon sau thoi ky mdn kinh

Buong triing giam bai tiét estrogen dan dan, kéo dai vai nam sau khi da man kinh. Nhung
khi cit bo budng triing thi s& c6 r6i loan dot ngot, can dung hormon thay thé ngay. Trong
diéu tri r6i loan sau man kinh, estrogen dugc chi dinh trong du phong céc biéu hién sau:

- Chiing loang xuong: loang xuong la do mat hydroxyapatit (phtic hgp calci - phosphat) va
chat co ban protein hoac chit keo (tao khung xuong), lam x wong mdng, yéu, dé giy tu
nhién (cot song, c6 xuong dui, c6 tay). Estrogen 1am giam tiéu xwong, c6 tic dung du
phong nhiéu hon diéu tri ching lodng xuong. Thudng dung phdi hop véi calci, vitamin D,
biphosphonat.

- Triéu chdng réi loan van mach: con néng birng, boc hoa véi cam gidc én lanh, va mo
hoi, di cam. Estrogen rat cé hiéu qua.

- Du phong bénh tim mach: khi thi€u estrogen, dé dan dén tiang cholesterol mau, tang
LDL, s6 luong receptor LDL ctia t€ bao giam. Tuy nhién, néng d6 HDL, VLDL va
triglycerid it chiu anh hudng. Nhiéu thong ké cho thdy sau tudi man kinh, bénh tim mach
va nhoi mau co tim thudng tang nhanh va la nguyén nhan gy tir vong. Tuy nhién, dung
estrogen dé diéu tri thay th€ chi nén & muc liéu thdp, thoi gian ngan, trdnh nguy co ung
thu vi.



DUGQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

4.2.2.3. Cdc chi dinh khac

- Cham phat trién, suy gidm budng tritng & tudi day thi

- Tac dung doi khang vé6i androgen: tring ca, ram 16ng & nit, viém tinh hoan do quai bi, u
tién liét tuyén. Hién c6 xu hudng dung cic chét tuong tv GnRH (Leuprolid) c¢6 tic dung
tic ché tong hop andrrogen.

4.2.3. Tdc dung khong mong muon

Estrogen c6 hiéu qua rat tot cho phan 16n céac chi dinh di€u tri. Tuy nhién, moéi khi quyét
dinh can can nhac gitta loi ich va nguy co cho tiing bénh nhan. Nhitng nguy co thudng
duoc coi 1a do estrogen gém; ung thu (vd, noi mac tir cung), viém tdc mach, thay doi
chuyén héa dudng va lipid, tang huyét 4p, bénh tdi mat (do tang cholesterol trong mat),
budn non, thay déi tinh tinh.

4.2.4. Chong chi dinh

- Tuyét doi khong dung cho trudc tudi day thi, khi cé thai

- Kh6i u phu thudc vao estrogen nhu carcinom ndi mac tir cung, vi.

- Chay méu dudng sinh duc, bénh gan dang trong giai doan chin dodn, c6 tién sir viém tic
mach.

4.2.5. Ché phdm va liéu luong

Céc estrogen chi khdc nhau vé cuong do tdc dung va dudng dung do b i chuyén héa nhiéu
& gan. Estradiol 1a estrogen thién nhién manh nhat sau do 1a estron va estriol. Khi uéng, bi
chuyén hod qua gan lan thit nhat nén mat tac dung nhanh. Mait khdc, mot chat chuyén héa
quan trong ctia né 1a 2- hydroxyestron (catechol estrogen) c6 tac dung nhu mot chat dan
truyén than kinh & ndo. Vi vay cdc ché€ phdm cua estradiol va estron c6 thé gay tdc dung
phu trén than kinh trung wong nhiéu hon céc ché pham téng hop.

C6 2 nhém ché€ pham téng hgp: nhém ¢6 nhan steroid giong estrogen tu nhién nh u ethinyl
estradiol, mestranol, quinestrol; nhém khong c¢6 nhan steroid nhu diethylstilbestrol (DES),

manh ngang estradiol nhung t/2 dai), clorotrianisen, methallenestril. Trong mot s cay va

nam, trong mot sd thudc trir sau téng hop (p p'- DDT) ciing ¢6 nhiéu estrogen khong
mang nhan steroid cé hoat tinh gidng estrogen hoac nguoc lai, khang estrogen vi cé chita

vong phenol gidng véi vong A clia estrogen 12 vi tri gan vao receptor clia estrogen.

Cac ché pham tong hop c6 thé dung dudi dang udng, tiém, hip thu qua da, boi tai chd. C6
dang tac dung ngay, c6 dang tac dung kéo dai vai ngay hoac dang giai phong lién tuc.

- Estradiol (Estrace)
Uong: vién nén 0,5- 1- 2 mg
Kem boi am dao: 0,1 mg/ g
- Estradiol valerat
Dung dich ddu 10- 20- 40 mg/ ml dé tiém bap
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- Estradiol qua da (Estraderm)

Cao dan giai phong hoat chat cham thdm qua da véi cac toc do khac nhau 0,05 -
0,075- 0,1 mg/ ngay.

- Ethinyl estradiol (Estinyl)
Uong: vién nén 0,02- 0,05- 0,5 mg
4.2.6. Cdc thuoc khdng estrogen

Cac thudc khang oestrogen la cac thudc cé tic dung doi khang véi tic dung sinh hoc clia
estrogen. C6 2 thuoc dugc dung ¢ 1am sang:

4.2.6.1. Clomifen (Clomid)
Clomifen citrat 1a mot chat khong mang nhan steroid.
Co ché

Clomifen tranh chap véi oestrogen noi sinh tai cac receptor 6 ving dudi doi va tuyén yén,
doi 1ap véi co ché tc ché nguoc chiéu, vi vay lam tang bai ti€t LHRH cua ving dudi doi
va tang bai ti€t FSH, LH cua tuyén yén. két qua la lam tdng gidi phong oestrogen cua
budng tring. Néu diéu tri vao trude giai doan phéng noan, sé gay dugc p héng noan.

Chi dinh

- Diing dé€ chan dodn du trit gonadotrophin cuia tuyén yén
- Dung trong dié€u tri vo sinh do khong phéng noan.
Cich dung

Clomid vién 50 mg. Liéu ddu tién uéng 1 vién/ ngdy, uéng 5 ngay lién ké tir ngay thit 5
ctia chu ky kinh.

Néu khong thanh cong, phai doi 30 ngay, trudc khi bat dau dot diéu tri thit hai bang uong
1 hoac 2 vién/ ngay.

4.2.6.2. Tamoxifen (Nolvadex)
Tamoxifen la dan xuét cla triphenyl ethylen khong mang nhan steroid.
Coché

Ciac thu6c nay ngan can phic hop oestrogen - receptor gan vao vi tri tic dung trén ADN
clia t&€ bao dich. Vi vay, ngan can su phét trién ctia cac khoi u phu thudc vao estrogen.

Chi dinh

Ung thu vi phu thudc vao hormon trén phu nit da man kinh
Céach dung

- Nolvadex, vién nén 10 va 20 mg

- Liéu trung binh tir 20- 40 mg, uéng lam 2 14n.
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4.3. Progestin

Céc progestin bao gébm hormon thién nhién progesteron it duoc dung trong di€u tri,va cac
ché pham téng hop c6 hoat tinh giong progesteron.

Progesteron la progestin quan trong nhit ¢ nguoi. Ngoai tic dung hormon, né con la chat
tién than dé tong hop estrogen, androgen va steroid vo thugng than. Progesteron dugc
tong hop tir cholesterol chul yéu 1a & vat thé vang ctia budng triing, sau d6 1a tinh hoan va
v6 thuong than. Khi c6 thai, rau thai t8ng hop mot s6 lugng 16n. O nira ddu cla chu ky
kinh, méi ngay chi vai mg progesteron dugc bai tiét, sang nira sau cuia chu ky s6 lugng bai
tiét tang tGi 10- 20 mg/ ngdy va vao cudi thdi ky mang thai 13 vai traim mg. O nam 1a
khoang 1- 5 mg/ ngay.

4.3.1. Tac dung

- Trén tir cung: progesteron duoc bai tiét nhiéu ¢ nura sau cua chu ky kinh (giai doan
hoang thé) s& 1am cham giai doan ting sinh clia ndi mac tlr cung cuia estrogen & nira du
ctia chu ky va lam phét trién noi mac xuit tiét, tao diéu kién cho tritng 1am t6. Cudi chu
ky kinh, hoang thé dot ngot giam giai phong progesteron 1a yé&u t6 chinh khoi phét kinh
nguyét. Khi c6 thai, progesteron tic ch€ tao vong kinh va tc ch€ co bdp tir cung, cé tic
dung giit thai.

- Trén tuyén vi: ¢ nua sau cua chu ky kinh va nhét 1a khi cé thai, cung véi estrogen,

progesteron 1am tang sinh chim nang tuyén vi dé chuén bi cho viéc tiét sita. Trdi v6i &
tuyén vu, su tang sinh & ndi mac tr cung lai xay ra manh nhat la dudi anh hudng cua

estrogen. Can ghi nhé su khac biét ndy dé sir dung trong diéu tri va nhan dinh vé tic dung

khong mong mudn.

- Trén than nhiét: & giita chu ky kinh, khi phéng noan, than nhiét thudong tiang 0,56 °C va
duy tri cho dén ngay thdy kinh. Co ché€ chinh xdc con chua r3, nhung cé vai tro cia

progesteron va ha khau nao.

- Trén chuyén héa: progesteron kich thich hoat tinh cta lipoproteinlipase va 1am ting
dong m&, lam giam LDH va 1am giam tdc dung c6 loi cua estrogen trén chuyén héa md.

Tuy nhién, tic dung con phu thudc vao ché pham, liéu lugng va dudng dung. Progesteron

ciing c6 thé 1am giam tic dung cla aldosteron trén ong than, 1am giam t4i hap thu natri,
do d6 dé lam tang bai ti€t bu aldosteron.

4.3.2. Chi dinh

Hai chi dinh rat thuong dung la:

- Phéi hop vé6i estrogen hoac dung riéng trong "vién tranh thai" (xem bai "thudc tranh

thai")

- Liéu phép thay thé hormon sau th i k¥ man kinh. Thudng phoi hop véi estrogen dé 1am
giam nguy co gay ung thu vu, t cung.

Ngoai ra, con dung trong mot s6 truong hop sau:
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- Uc ché budng tring trong cdc triéu ching dau kinh, chdy mdu ti cung, ram 16ng, bénh
lac mang trong tir cung: diing li€ u cao theo dudng tiém (thi du medroxyprogesteron acetat
150 mg tiém bap cdch 90 ngay/ 14n)

Tru6c day, con dung chéng doa x4y thai do tac dung tic ché co bop tir cung. Hién khong
dung vi ¢6 nhieu thude gidn tir cung khic t6t hon (thude cudng B, thude e ché téng hop
prostaglandin..) vy prgesteron dO ca nguy c- cho thai ( g0y nam haa vy dP d*ng sinh déc)
4.3.3. Thdn trong va chong chi dinh

- Cé thai

- T"ng lipid m,u. Progestin trong thuec tr_nh thai hokc ding mét mxnh ca th0 gy t"ng
huyOt _p tr®n mét sé bOnh nhen.

4.3.4. Cdc ché phdm
Progesteron thi2n nhi2n {t dng trong ®i0u trb vx b> chuyOn haa nhanh. C_c progestin tang
hTp ®-Tc chia lum 2 nham:

- Nh@m ca 21 carbon ca t,c dong chan lac cao viu phe holt tinh gieng vii hormon néi
sinh. Th-éng ®-Tc ding phéi hTp vii estrogen trong ®iOu trp thay thO hormon & phd n+
sau m-n kinh.
- Nham dEn xuEt td 19- nortestosteron (th0 hO 3), kh«ng ¢ C 19, C20 vy C 21 do c& hot
tinh progestin m*nh nh-ng cB8n c,c t,c dong estrogen, androgen vy chuyOn haa, tuy y0 u
(li*n quan ®0n t_c déng kh«ng mong muen) vy uéng ®-Tc.
21 CH,
20 |
18

¥ O
(= ‘ 0=

Progesteron 19 nortestosteron

c=0 OH

Bang 35.2: Mot so6 ché pham thuong diung

Duong | Thoi gian Hoat tinh

dung tac dung | Estrogen | Androgen Chuyén
hoa

Progesteron va dx
- Progesteron tb 1 nguy - - -
-Hydroxyprogesteron

caproat th 8- 14 nguy

I+
I+
1
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- Medroxyprogesteron 4-12tuCn

acetat th 1- 3 nguy - + -
dx 19- Nortestosteron
- Desogestrel ueng 1- 3 nguy - - -
- Norethynadrel ueng 1- 3 nguy + - -
- Lynestrenol uéng 1- 3 nguy + + +
- L- Norgestrel ueng 1- 3 nguy - + +

Ghi chu: th: tiém bdp (-): khong cé hoat tinh
(+): ¢6 hoat tinh (+): hoat tinh yéu

4.4. Thuoc khang progestin

Mifepriston

8-Tc ding ®Cu ti®n & Ph_p vuo n"m 1988

Mifepriston Iy dEn xuft cfia 19- norprogestin, g%n m<nh VHO receptor cfia progesteron.
NOu ca mékt progestin, mifepriston t,c dong nh- meét chtt ®ei kh,ng tranh chip tti
receptor, nOu t,c dong mét mxnh thx mifepriston Ii ca t,c dong nh- progestin, nh-ng yOu
(®ang vEn mét phCn- partial agonist)

Dng vyo giai ®o*n sim ciia thai kd, mifepriston lum bong mung rong do phong taa c,c
receptor progesteron cfia to cung, dEn ®n bong t6i mCm (blastocyst), Ium gifm sfn xUEt
choriogonadotropin (CG). Chinh nh+ng t.c déng npy sl lum hopng th® gifm tilt
progesteron, cung lpm bong th®m mung rong. Progesteron gifm Ium t'ng sfn XuEt
prostaglandin ti t6 cung, gOy co bap to cung vy sty thai.

Mifepriston cTng ®-Tc ding ®0 tr_nh tho thai sau giao hTp do ng"'n cfn trgng lum tz. T.c
ddng c thO cRn h-n cf thuéc phel hTp estrogen proge stin li0u cao.

Ngoyi ra mifepriston cn ®-Tc drng ®0 @Ey thai chlt I-u trong t6 cung, bOnh I*c mung
trong t6 cung. Ung th- vo, u c- tr-n (leiomyomas)

C.c thuéc loti ngy ®- ®-Tc drng td khofng 1998 - 2000 vy cBn cCn theo dai 10m sung.
GOy sty thai trong quy ®&Cu b»ng cho uéng uéng 400- 600 mg/ nguy x 4 ngpy; hokc 800
mg/ ngpy x 2 ngpy. KOt quy tfi 85%. NOu uéng 1 li0u 600 mg mifepriston, sau 48h cho
ueng hokc ®&t ©m ®*o misoprostol (t--ng tu PGE ,), kOt qu{ sty thai ca thO tii 95%.

5. THUOC TRANH THAI

5.1.Co so sinh ly

Trong noa ®Qu chu ki kinh nguy0t, d-Ti t_c déng cfia hormon gifi phang FSH (FSH - RH)
cfia ving d-Ti ®ai, tuyOn y2n b|.1l ti0t FSH lum cho nang trang tr-éng thunh, ti0t foliculin
(oestrogen). Sau @3, ving d-ii @ai tilt hormon gifi phdng LH (LH - RH), lym tuyOn y2n
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byi ti0t LH, ®n ngpy the 14, khi FSH/LH ®t @-Tc td 10 thich hp thx budng treng sI
phang no-n. NOu gkp tinh tring, treng sl tho tinh vy lum tz.

5.2. Cac loai thuoc chinh
5.2.1. Thuéc tranh thai phoi hop

Phéi hTp oestrogen vy progesteron teng hTp. C.c loti thuéc npy ®u ding estrogen Iy
ethinylestradiol. Nh+ng thuéc c& chga 50 ug ethinyl estradiol ®0u ®-Tc géai Iy “chuEn”
(“standard”) @0 phen bilt vi loti “liu thEp” (“minidosage™) chi chga 30 - 40 pg ethinyl
estradiol. Hum 1-Tng vy bfn chkt cfia progesteron phei hTp thx thay @i theo tdng lo%i,
phCn 1in Iy 19 nortestosteron.

Ngopi ra cBn phen bilt loti 1 pha (monophasic pills) I loti c& hum 1-Tng hormon kh«ng
®zi trong suet chu ka kinh, loti 2 vy 3 pha (diphasic, triphasic pills) c& hym I-Tng
progesteron t'ng dCn trong khi hum 1-Tng estrogen kh«ng thay ®zi hokc h-i t'ng vjo gi+a
chu ka kinh. Lo%i 2 hokc 3 pha cé tang I-Tng progesteron thEp h-n lo%i 1 pha.

5.2.1.1.Co ché'tic dung

- T,c dong trung --ng: theo ¢~ ch0 @i0u hBa ng-Tc chiOu, estroge n gc chO byi ti0t FSH-
RH vyt LH- RH, tuyOn y2n sI gifim tiOt FSH viu LH, do ®a kh«ng ®t ®-Tc nang ®¢é vy td 10
thYch hTp cho st phéng no-n, ¢, c nang buo kbm ph. t triOn.

- T,c dong ngoi bi#n: lum thay ®zi drch nhpy ciia c t0 cung, tinh tring kha ho't ®eng,
®ang théi lum ni2m mc néi mc té cung kbm ph_t tri0n, treng kh«ng lum te ®-Tc.

+T,c dong cfia estrogen vii nh+ng liOu t& 50 - 100 g cho to ngy thg 5 ciia chu IG kinh
Iu ®f @0 gc chd phang no-n. Trén buéng treng, lum ngdng ph, t tridn nang treng: tran néi
mc t6 cung, lpm qu, sfn ni#m mc cho n®n Iy nguy?n nhén ciia rong kinh: trén to cung,

lum t"ng ti0t ¢, c tuyOn: tr2n Om @20, lym dCy thunh vy tréc vEy. Nh+ng thay ®i npy lpm
d0 nhidm candida Vi trichomonas.

+ T,c dong cfia progesteron: tran buang treng lum n gdng ph, t trion, gifm th0 tich: tran
néi mic to cung, lum teo: t6 cung mOm, c& t& cung Yt byi ti0t, lum dpch ti0t nhCy h-n, tinh
tring kha chuyOn ®éng. GOy méc l«ng, t"ng cén.

Do nh+ng bEt ITi cfia tong hormon, n®n th-éng dTng phei hTp hai thg cTng met I6c, hokc
nei tiOp nhau, cf hai ®u ®-Tc gifm liOu. Su phei hTp ®m bfo cho t6 cung, ©m @10 't thay
®i so vii bxnh th-éng.

Sau ngdng thuéc, chu ki bxnh th-éng tré 1% tii 98% tr-éng hTp.
5.2.1.2. Cac tac dung duoc ly

Trén buong trimg: gc chQ chgc phEn cfia budng treng, nang treng kh«ng ph. t tridn vy khi
ding I6u, budng treng nha d¢n.

Sau khi ngdng thuec, khofing 75% sI 11i phang no-n trong chu ki ®@Cu v 97% trong chu
ka thg 3, khofing 2% VEN gi+ v« kinh sau vi n"m.

Trén tit cung: sau théi gian dui ding thuéc c& th0 ¢ qu, sfin t6 cung vy hxnh thunh polyp.
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C,c thuéc ca chga “19 nor” progestin vy it estrogen sT Ium teo tuyOn nhiOu h-n vy th-éng
Yt chfly m_u.
Trén vii: thuéc chga estrogen th-éng goy kich thich, né vo.

Trén mdu: ®- Xy ra huy0t khéi thc mch. Cath0 lp do t'ng c,c yOu té ®«ng m_u 11, VII,
IX, X v lum gifm antithrombin I11.

NhiOu ng-&i bb thilu acid folic.

Trén chuyén héa lipid: estrogen lum t'ng triglycerid, t'ng cholesterol este hda vy
cholesterol tu do, t"'ng phospholipid, t'ng HDL. CRn LDL I%i th-éng gifm.

Chuyén héa duong: giéng nh- ng-&i mang thai, gifm hEp thu ®-&ng qua tidu haa.
Progesteron lym t"'ng mgc insulin c- sé.

Da: lpm t'ng s¥c té da @«i khi t'ng b- nhén, treng c, (do progestin). Tuy nhi®n, v
androgen cfia buang treng gifm n2n nhiOu ng-éi cd gifm b- nhén, treng c, vy ph,t tri0n
tac.

5.2.1.3.Tdc dung khong mong muon
Loai nhe:

- Buén n«n, ®au vo, kinh nhiOu, phT do estrogen trong thuéc. Thay thuéc ci Vt estrogen
h-n hokc nhiOu progesteron.

- Nhgc ®Cu nhil, tho, ng qua. 8«i khi c& migren. Thay thuéc.

- V« kinh ®«i khi xfy ra, lum nhCm vii ca thai. Thay thuec.

Loai trung binh:

CCn ngbng thuec.

- Kinh nhiOu: thay b»ng lo%i 2- 3 pha, I-Tng hormon it h-n.

- T"ng cOn

- Da sEm mpu: khofng 5% sau mét n"'m v 40% sau 8 n""'m drng thuéc.
- Thi0u vitamin B cung lpm t'ng mpu da. Phdc héi chEm khi ngdng thuéc.
- Trgng c,: vii ch0 phEm chga nhiOu androgen.

- REm l«ng: ch0 phEm ca 19 nortestosteron.

- NhiOm khuEn 6m ®20: th-éng gkp v kha ®ilu trb.

- Ve« kinh: it gfp, 95% phoc héi sau ngdng thuéc.

Loai ndng:

- HuyOt khéi t%c mch, viem t¥c tinh mch: khofng 1/1000
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- Nhé&i m,u c- tim: d0 gkp & ng-&i bbo ca tiOn s6 tion sfn gitt t'ng huy0t ,p, t'ng lipid
m.u, ®,i th,o ®-&éng, hot thuéc. Tai biOn th-éng gifm @®i & nh+ng ng-&i ding thuéc
kh«ng li®n téc.

- BOnh mch n-o: d0 gkp & ng-&i tran 35 tuzi vii td 10 37 ca/ 100.000 ng-&i/ n""'m.
- TrCm cfim, ®Ri hai ph{li ngbng thuec khofng 6%.

- Ung th-: ch-a c& mei li®n quan vii drng thuec.

5.2.1.4. Chong chi dinh

Cao huy0t _p, c.c bC")n“h v0 mich m_u (nh- vidm t%c mch) vi®m gan, ung th- vo- t0 cung,
®.1th, o ®-€éng, bbo bOu, phd n+ tr2n 40 tuzi (vx dO cé tai biOn vO mich ,u).

5.2.1.5. Tuong tdc thuéc
Lam giam tdc dung chong thu thai

- C,c thuéc goy cfm gng enzym chuyOn h&a thuéc & gan, lym t'ng gi_ng hda oestrogen
vl progesteron: Rifampicin, phenytoin, phenobarbital.

- C.c thuéc Ium thay @i vi khuEn ®-&ng ruét, t'ng thfi trd oestrogen -progesteron qua
phn: ampicilin, neomycin, tetracyclin, penicilin, cloramphenicol, nitrofuratoin.

Lam tdng doc tinh doi voi gan cuia thudc chong thu thai

C.c thuec cheng trCm cfm loti 3 viing, IMAO, troleandromycin

5.2.1.6. Ché phdm

Ca rkt nhiOu loi. ThY dé:

- Marvelon 21: vi®n ca Desogestrel 150 mcg + Ethinylestradiol 30 mcg.
MBoi vi ¢6 21 vién thude + 7 vién khong thuéc

- Nordette: moi vién cé Levonorgestrel 150 mcg + Ethinylestradiol 30 mcg.

- Rigevidon 21 + 7 va Rigevidon 21 + 7 “Fe” (sat: Fe fumarat 25 mg): mdi vién c6
Levonnorgestrel 150 mcg + Ethinylestradiol 30 mcg.

- Tri- regol:

Hoat chdt 6 vién vang 5 vién mo chin 10 vién trang
Levonorgestrel 0,05 mg 0,075 mg 0,125 mg
Ethinylestradiol 0,03 mg 0,04 mg 0,03 mg

T0 nguy thg 5 sau kinh, vi®n ving ueng tr-ic, sau ®0n vi2n mpu m- chin réi vi2n tring.
NOu khofng c, ch gi+a hai vi®n tr2n 36 gié thx kh«ng an topn.

Thuéc th-éng ®&ng thunh vi 21 vi2n c& holt chEt + 7 vien kh«ng ci hot chEt @) uéng
theo thit tu, mdi ngdy udng 1 vién vao budi chiéu sau bita an. Ngay bét ddu thay kinh, tinh

I ngpy thg nhEt, nOu vRng kinh Iy 28 ngpy.
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NOu h«m tr-ic quan, thx h«m sau uéng b¥. NOu gi_n ®o*n qu, 36 gié, t.c dong kh«ng
®Tm bfo.
5.2.2. Thudc tranh thai cé progesteron don thuan
52.2.1Coché

Do chi c& progesteron, n@n t,c dong chii yOu I & ngoti bi2n: thay ®zi dbch nhpy c& to
cung vi lpm kBm ph_t triOn nim m<c néi mc t6 cung. HiOu quf tr_nh thai kh«ng b»ng
thuéc phéi hTp.
HiOu luc chf c& sau 15 nguy ding thuéc, vu chd @m bfo nlu uéng ®0u, kh«ng qu@n.
Th-éng ®0 dng cho phé n+ c& bOnh gan, t'ng huyOt _p, ®- ¢ vidm t%c mch. ChEm kinh,
bOnh tOm thCn.

5.2.2.2.Tai bién
- Do kh«ng c& oestrogen n2n kh«ng ca tai biOn tim mch

- Rei lo*n kinh ng_uyOt. Th-éng xfy ra trong n"m @Cu, I nguy?n nhén gy ba thuec. DCn
dCn kinh nguyOt sl tré vO bxnh th-éng sau 1 n"'m.

- Nhgc ®Cu, chadng mét, phT, t'ng cOn.
5.2.2.3. Chong chi dinh

Do thuec cé t,c dong lum kh« ni2m mtc drch ©m @0, cho n®n kh«ng ding cho phé n+
d-1i 40 tuzi.

5.2.24. Ché' phdm va cdch ding
TEt ¢f ®0u Iy loti norsteroid
Loai liéu cao:

Ding kh«ng li®n toc, ueng to nguy the 5 ®0n ngpy thg 25 ciia chu ku, ®-Tc ding cho
nh+ng pho6 n+ céa tai biOn mich, hokc pho6 n+ tran 50 tuei, tai b iOn vO mch th-éng cao.

- Kh«ng dng cho ng-&i c& cao huy0t _p, ®.i th_o ®-&ng hokc ca lipid m_u cao.

- C,c ch0 phEm: Lynesterol, Orgametrin vi2n 5 mg, uéng 2 vi@n/ ngy.

Loai liéu thdp

Dng lidn téc hung ngpy, ngay cf khi thEy kinh. Chg ®nh cho nh+ng ng- &i kh«ng ding
®-Tc oestrogen, hokc ca chéng chi ®nh vii thuéc tr_nh thai loti phei hTp.

C.c ch0 phEm

. Norgesstrel (Microval) vi#n 0,03 mg. Ueng 1 vi@n/ nguy

. Lynestrenol (Exluton) vi@n 0,5 mg. Nguy @Cu thEy kinh b¥%t @Cu uéng, uéng li2n toc 28
nguy.

Cdc thuoc khdc
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- C,c polyme teng hTp, ¢, c vi nang silastic cd@ mang thuec cheng tho thai ®-Tc cky, ghbp
vjo ¢- thO, cé thO gifii phdng mét I-Tng thuéc &n @nh vyo m_ u suet trong 6 th, ng.

- Céc loai kem va thudc sti bot c6 tic dung tai cho, ding boi vao cic mang ng'n hokc
b-m vyo ©m ®o tr-ic khi giao hTp ®0 dilt tinh tring.

- Ortho- crem; cé acid ricinoleic, acid boric vy lauryl natri sulfat.

- Nonoxynol- 9: chga nonylphenoxy- polytoxyetanol.

Thudc trdnh thai ding cho nam gidi

Thuéc gc ch0 sn xukt tinh tring: tuy ca nhiOu h-ing nghin cgu, nh-ng cho tii nay ch-a
cd meét thuec npo ca hilu quy vy an topn.

5.2.3. Thuéc trdanh thai sau giao hop. Con goi la vién tranh thai khdn cdp

DTng thuéc phei hTp hofc mét mxnh estrogen trong vRng 72 gié ca hiOu quf tii 99%.

Ethinyl estradiol 2,5 mg x 2 ICn/ nguy x 5 nguy; Diethylstilbestrol 50 mg/ nguy x 5 nguy:
Norgestrel 0,5 mg ethinyl estradiol 0,05 mg 2 vi®n x 2 ICn/ 2 gié.

Thuéc cathOt,c dong theo nhiOu ¢c- ch0: gc ch() hokc Ium chEm phang no-n; Iym néi mc

t0 cung kh«ng tiOp nhEn ®-Tc treng; sfn xutt dich nhCy cz t6 cung, Ium gifm st x6m

nhkp cfia tinh tring; cfn tré su di chuyOn cfia tinh tring, treng trong vRi td cung.

Tac dung phu 40% buén non va non (ding kém thude chong non) nhic dau, chéngmat,

c'ng vo, ®au bong, chuét rét. Vx phfi ding liOu cao n®n ca nhiOu t, ¢ dong phd, tr_nh s6
dung rong rai (FDA cua My khong cho dung).

. Postinor (thuéc ®-Tc drng & Vi0t nam). Mbi vién chia Levononorgestrel (progesteron)
0,75 mg. DTng cho pho n+ giao h1p kh«ng ca kO ho'ch. NOu cé giao hT p th-éng xuy@n,
n2n drng loti thuec phéi hTp.

Liéu ding: uéng 1 vi@n trong vng 1 gié sau giao hTp. NOu ca giao hp I, uéng thdm 1

vi2n sau vien ®Cu 8 gié. Nai chung, hung th_ng uéng kh«ng qu, 4 vién.

Chong chi dinh: ®ang cé thai hokc nghi ngé ca thai, chfy m u 6m ®*0 ch-a ra nguy®n
nhen, bOnh gan- thEn, ca ti0n sé carxinom vé, budng trang hokc t6 cung.

Loi ich khéng lién quan dén tdc dung trdnh thai

Sau hung chdc n"m ding thuec tr, nh thai phei hp, ngoyi hiOu quf tr_nh thai cao (tfi 98 -
99%), ng-€i ta cAn nhkn thEy 1 sé ITi Ych sau ciia thuéc:

- Lum gifm nguy ¢~ u nang buang treng, ung th- buang trgng v néi mic td cung sau 6

th,ng drng thuec. Sau 2 n""'m d¥ng thuéc td 10 mii m¥c gifm tii 50%.

- Lum gifm u lpnh tinh tuyOn vo.

- Lum gifm ¢, ¢ bOnh vigm nhidm ving hé chEu.

- §i0u hBa @-Tc kinh nguy0t, lym gifm mEt m,u khi thEy kinh, do ®& gifm @-Tc td 10

thiOu m_ u thiOu s¥t.
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- Gifm ®-Tc t0 10 lobt tidu haa, vidgm khip ding thEp, cfi thiln ®-Tc treng c,, rEm l«ng.

CAU HOI TU LUONG GIA

1. Trinh bay tdc dung sinh ly cuaT;- T, va dp dung diéu tri.

. Trinh bay co ché tac dung va dp dung diéu tri ciia thuéc khdng gidp trang tong

hop.

3. Trinh bay tdc dung va co ché'tdc dung cua insulin

4. Phdn tich cdc tdc dung sinh ly, tai bién, cdch theo déi va dé phong tai bién cua

0° NS

glucocorticoid.

Phdn tich va so sdnh tdc dung chong viém cua steroid (glucocorticoid) va thuéc
chong viém khong phdi steroid.

Trinh bay co ché’tdac dung chong di ving va iic ché mién dich cua glucocorticoid.
Gidi thich vé cdc chi dinh va chéng chi dinh cua glucocortico id.
Trinh bay vé nhiing diém cdn chit y khi dung glucocorticoid.

Trinh bay chi dinh va chéng chi dinh cua testosteron.

10.Dua vao tdac dung sinh 1y ciia estrogen, phdn tich chi dinh va chong chi dinh cua

estrogen.

11.Phdn tich co ché tic dung va dp dung lam sang cuia thudc khdng estrogen clomifen

va tamoxifen.

12.Dua vao tdc dung sinh ly, phdn tich chi dinh va chong chi dinh ciia progesteron.

13.Trinh bay co ché tdc dung va dp dung ldm sang ciia thudc khdng progesteron:

mifepriston.

14.Trinh bay co ché'tdc dung cuia thudc trdnh t hai phdi hop. Cdc loai thudc phoihop?

15.Phan tich co ché'tac dung, uu nhuoc diém ciia thuoc tranh thai cé progesteron don

thudn.



