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Diéu tri cuong gidp ¢ phu nit ¢6 thai va cho con bi 1a chii dé duoc thao luan trong céc béo
cdo va ca lam sang gan ddy. Muc dich ctia cdc thao luén 1 cung cip cdc kinh nghiém st dung
thuéc KGTTH & phu nit c6 thai. Sau ddy 12 mot sb ndi dung:

1. Nhiing nguy co ciia cwong giap khong diéu tri

Pé tim hiéu nhitng nguy co ciia cudng gidp khong diéu tri, ngudi ta nghién ctru 2 vén
dé: (1) Nguy co va loi ich khi dung thubc KGTTH & phu nit ¢6 thai; (2) Néu khong diéu tri
cudng gidp, me va thai nhi c6 nhitng bién ching gi.

Nim 1989, nguoi ta tién hanh nghién ctru (NC) hdi ctru & 181 phuy nit mang thai ¢6 cudng
gidp, chia lam 3 nhém:

Nhém 1 (n = 34): duy tri binh gidp bang phwong phép dang dugc diéu tri.

Nhém 2 (n = 90): cudng gidp duoc diéu tri trong thoi ky mang thai.

Nhém 3 (n = 57): cudng gidp nhung khong diéu tri trong thdi ky mang thai.

Két qua: Nguy co twong ddi (OR) sinh thap cn (tré sinh ¢6 cin nang < 2500gam) &
nhém 1 khong ting so voi phu nir binh thuong. O nhém 2, nguy co twong ddi sinh con thip
cin 12 2,4 va & nhém 3 12 9,2. Tuong tu, nguy co twong ddi dé non & nhém 2 va 3 lan luot 12
2,8 va 16,5 so voi nhém 1. San giat gip ¢ nhém 3 nhiéu hon ca. Trong NC nay, khong thay
xuét hién ting tan sut tré dé non.

NC cua Mitsuda (1992) thdy ting tan suét tré dé thiéu thang & nhitng phu nit c6 thai bi
nhiém doc gidp > 30 tuan. NC cta David (1989) thiy 50% tré so sinh c6 me bi cudng gidp
khong diéu tri bi chét non, 62% phu nit ¢6 thai cuong gidp khong diéu tri ¢6 biéu hién suy tim
tién trién. Khi phén tich huyét dong hoc cta nhitng phu nit bi cudng gidp ¢6 suy tim, mic di
chirc ning tuyén gidp da tré vé binh gidp nhung chirc ning tim khong tro lai binh thudng
duogc, diéu nay giai thich cho su xuét hién tién san giat & nhitng phu nit bi cuong gidp tham chi
¢6 diéu trj khi mang thai.

Chua c6 bang chimg chic chin me mic Basedow lam ting di tit bam sinh cho con. NC



ciia Mitsuda mé ta di tit bam sinh & 6/ 230 tré so sinh c6 me mic Basedow thy 3 tré bj thong
lién that, 1 tré hé mdi va ham éch, 1 tré di tat nhiéu ngdn, 1 tré c6 dj tt tich co thang bung. Ty
1€ ndy cling tuong tu ¢ cic truong hop di tat cé me binh thuong.

Theo mdt NC tai Nhat Ban, c¢6 sy li€n quan giira di tat bam sinh va chiic nang cua tuyén
gidp & quy mot thai ky, ty 18 tré c6 me bi cuong gidp khong diéu tri bi di tat 12 6% (3 tré khong
6 hau mon, 1 tré thiéu mot phan cua ndo, 1 tré st moi) so v6i 1,7% tré bi di tat c6 me bi
cuong gidp c6 diéu tri va ty 1& nay 1a 0% & nhitng phu nit binh gip.

Theo mot NC tai My ty 1¢ di tat bam sinh 12 3% & nhiing tré c6 me bi cudng gidp trong
thoi ky diu mang thai gdm: 1 tré hep dong mach phdi, 1 tré thong lién that, 1 tré con dng dong
mach, ty 1€ nay 1a 3% & nhiing tré c6 me binh gidp trong d6: 2 tré bi thodt vi ben, 1 tré bi ndo
tng thuy. Nhitng dit liéu nay cho thiy ty 18 di tdt bam sinh ting nhe & nhiing tré c6 me bi
cuong gidp khong duoc diéu tri hodc diéu tri khong day du & quy mot thai ky, nhung dé khiang
dinh, can c6 thém thong tin.

2. Thubc khéang giap trang tong hop

Thudc KGTTH duoc chi dinh cho céc trudng hop cudng gidp trung binh va ning. Mic di
khong c6 ngudng xdc dinh mirc d6 cudng gidp trung binh va ning nhung chi dinh diing thudc
khi FT4 > 2,5ng/dL néu gi6i han trén cta binh thuong 1a 2,0ng/dL. Phu nit c6 thai khong c6
triéu chimg dién hinh, xét nghiém FT4 > 2,5ng/dL c6 thé theo doi 14m sang chit ch& ma chua
phai ding thubc KGTTH. Nhiing truong hop nhe, khi FT3 va FT4 ting nhe, chi can theo doi
vi cuong gidp c6 xu hudng cai thién khi hét giai doan thai ky va suy gidp & tré so sinh thuong
gap O nhirng tré ¢6 me binh gidp hon la cuong gidp nhe.

Mac du propylthiouracil (PTU) va methimazol (MMI) déu duoc st dung dé diéu tri cho phu
nir c6 thai cuong gidp va hiéu qua nhu nhau nhung ¢ My PTU wa dung hon béi vi MMI tang
qua hang rao rau thai va té bao biéu mé tuyén vd, mot 1y do nita c6 théng bdo lién quan MMI
va su ngimg phdt trién 16p mé lién két, mot bat thuong hiém gip. Tuy nhién, MMI va cdc tién
chét cta carbimazol van duogc st dung rong rii dé diéu tri cuong gidp cho phu nit dang trong
thoi ky mang thai.

Lwa chon PTU hay MMI?

* Van chuyén thudc qua rau thai

NC in vivo & ngudi dé dénh gid kha ning van chuyén cia PTU va MMI qua rau thai dugc

tién hanh & 7 phy nit ¢6 tudi thai tir tuan 8 dén 20 cho thiy ty s6 ndng d6 MMI & huyét thanh



bao thai hodc méu cubng rén trén MMI & méu me 1a tir 0,72 dén 1, con caa PTU tir 0,27 dén
0,35. Két qua nay cho biét tbc d6 van chuyén cia MMI qua hang rao rau thai cao hon PTU.
Ciac nha NC ciing thu duoc két qua twong ty khi nghién ctiru & thai chudt. Su khéc biét vé toc
d6 cua thude khi qua rau thai 12 kha ning gén cua thudc véi albumin va mic d6 hoa tan trong
lipid ciing nhu su khéc biét cia mdi loai thude vé mirc d6 hip thu, chuyén hod, bai tiét & co thé
me va thai. Mot NC khac khi tach rau thai ra ngoai thi lai khong théy c6 su khac biét van
chuyén thuéc PTU va MMI, thdm chi PTU gin vdi protein cao va téc d6 qua rau thai cia
thudc phu thudc vao ndng do protein bdo hoa. Mic di chua c6 cic bang chimg day du cho
thdy sy khdc biét cia PTU va MMI qua rau thai nhung quan sit 1am sang cho thiy tic dung
ctia thude 12 nhu nhau va ndng d6 PTU trong mdu cudng ron thai nhi bang hoic cao hon nong
doé PTU trong mau me.

* Kha ning lién quan gifta thudc va di tit bAm sinh

Nam 1972, Milham va Elledge thong bdo 12 truong hop cé di tat aplasia cutis & bao thai 6
thang tudi ctia 2 ba me c6 duing MML Py 1a mét di tat khong phit trién 16p md mach lién két
dan t6i khong c6 da véi kich thude 0,5 — 3cm & ving dau giita viing dinh va xuong cham. Sau
d6, c6 mot sd ca duogc thong bdo c¢6 lién quan tdi viéc sit dung MMI. NC ctua Van Dijke va
Momotani (1984, 1986, 1987, 1997) khong thy c6 lién quan giita di tat aplasia cutis va MMI,
nhiéu tic gia khdc ciing khong thy con bj dj tat aplasia cutis trong sd 243 ba me str dung
MMI. Martine — Frias thong bdo ting gip 3 lan di tat bat thuong & nhiéu ving ciia Ty Ban
Nha str dung bat hgp phap MMI trong thirc dn chin nudi dé ting trong cung cip thém bang
chting c6 lién quan véi MML C6 mét sb bénh phoi thai lién quan téi MMI: aplasia cutis, hep
16 miii sau, giam san ong ndi khi quan, thuc quan, di tat ving mit, tim than vin dong, khong
thdy c6 truong hop aplasia cutis va cic di tat bim sinh khic ¢ nhitng ba me ding PTU, diéu
nay quan trong vi & My PTU duoc ua dung hon cho nhitng phu nir c6 thai. Qua céc thong bdo
va cdc NC, ¢6 18 PTU van 12 Iira chon hang dau dé diéu tri cudng gidp cho phu nit mang thai,
MMI duoc lya chon sau PTU trong cac truong hop ¢6 di rng, khong dung nap hoac dap ting
kém véi PTU.

* Thuc hanh 1dm sang

Bénh nhin cuong gidp tir trung binh dén ning can duogc diéu tri, PTU ding véi lidu 100mg
mdi 8 gid, liéu thap hon dugc dp dung trong truong hop nhe boi vi chiic ning tuyén gidp 1a

yéu t6 chinh lién quan t6i tbc d6 dap tng cta thudc. Néu bénh nhan dang udng MMI trude khi



¢6 thai nén chuyén sang udng PTU khi mudn c6 thai hodc thoi ky diu mang thai khi dang hinh
thanh cdc co quan, t6 chirc. Bénh nhan duogc theo ddi chtc ning tuyén gidp dé duy tri FT4 ¢
murc gii han trén cua binh thudng hodc ting nhe hon binh thuong, lidu thuéc KGTTH nén
giam khi TSH tr& vé binh thuong. Néu cudng gidp ning, khong nén ludng Iy ma ting liéu dé
kiém soét cudng gidgp véi muc dich an toan cho me, lidu c6 thé toi 600 — 800mg/ngay. Khi
chtic nang tuyén gidp duoc cai thién, giam liéu PTU va cét thudc khi TSH trd vé binh thuong.
Mot NC héi ctru thong bdo ¢6 30 phu nit ¢6 thai cudong gidp didu trj bing PTU sau khi sinh
khong phai tiép tuc ding thudc.

* C4c gia thuyét duoc xem xét

Diéu tri tich cuc cudng gidp & me c6 thé giy suy gidp va budu gidp thai nhi. Hau hét céc
truong hop 1a suy gidp can lam sang, suy gidp nhe va FT3, FT4 binh thuong. NC cua
Momotani cho thdy c6 su lién quan giira chirc ning tuyén gidp ctia me va tuyén gidp cia thai
nhi. Trong mét bdo cdo, khong cé truong hop suy gidp thai nhi hodc tang TSH cta con &
nhirng ba me cuong gidp dang diéu tri gitt FT4 ¢ muc ting nhe. Mbi lién quan chit ché chirc
ning tuyén gidp ctia me va thai nhi duoc chimg minh khi quan st & 10 trong s6 36 thai nhi
thdy 100% céc truong hop suy gidp thai nhi ¢6 me cudng gidp dang diéu tri ¢6 FT4 duy tri &
muc trén 1/3 va dudi 2/3 gia tri binh thuong, quan trong hon la khong c6 sy khac bi¢t gitra
FT4 va TSH ¢ mdu cubng rén & thai nhi dung PTU va MMI, khong c6 lién quan gitta liéu
KGTTH va chirc ning tuyén gidp thai nhi. Diéu nay dwoc giai thich 1 kha ning tuyén gidp cia
thai nhi chiu anh huéng ciia cic immunoglobulin kich thich tuyén gidp ctia me, thong tin nay
cung cap chimg ctr ¢ thé str dung thudc KGTTH liéu cao dé kiém sodt chirc ning tuyén gidp
ctia me hon 1a dé bénh tram trong.

NC ciia Haddow d& cép t6i suy gidp nhe & me c6 anh hudng t6i tri tué cia thai, biéu hién
nay c6 thé khic phuc bang diing liéu phap thyroxin.

Mot cau hoi duoc dit ra 1a vai trd cia két hop gitra lidu phdp thyroxin va thuéc KGTTH c6
thé ngin ngira suy gidp & me va céc bién chimg cta con hay khong? Phan tich cia Ramsay cho
thiy ty 18 budu gidp & tré so sinh thip hon khi me duoc diéu tri két hop giita thubc KGTTH va
thyroxin so v6i chi duing KGTTH don thuan. Trong mot NC khac, khong ¢6 su khac biét T3,
T4, TSH & médu cubng ron tré so sinh ¢6 me diéu tri phdi hop PTU va thyroxin va tré so sinh

¢6 me diéu tri PTU don thuan. NC nho nay cho thiy khong can thiét phai phéi hop thube dé



ngtra suy gidp ¢ tré em va PTU khong can thiét phai ting liéu cao hon khi ma liéu thubc sir
dung phu thudc hormon tuyén gidp.

Liéu phap phdi hop KGTTH véi thyroxin cho phu nit ¢6 thai hién nay khong duoc sir dung
vi c6 thé gy qud liéu thudc KGTTH. Tuy nhién, liéu phdp nay dugc ding khi c6 biéu hién suy
gidp & me tranh nguy co suy gidp & con. Pé minh ching cho diéu nay c¢6 2 NC: Mot NC ¢6
32% phu nir mang thai ding KGTTH don thuan bi suy gidp ¢ cing mot thoi diém trong khi
mang thai v mot NC khdc cho biét ty 1é suy gidp 1a 25%. O phu nit con cuong gidp nhe nén
ngimg thuéc KGTTH va khong can thiét phai thém thyroxin. O nhiing nguoi ding PTU > 150
— 200mg/ngay va MMI > 10 — 15mg/ngay c6 thé thém thyroxin khi can thiét dé tranh suy gidp
dic biét trong quy mot thai ky. Tuy nhién, can c¢6 nhitng NC tién ctru trong thoi gian dai dé
cung cap thém thong tin.

3. Thudc KGTTH diéu tri cwong giap ¢ phu nir cho con bi

Bénh Basedow c6 thé thay doi thit thudng trong khi mang thai, bénh thudng duoc cai thién
& quy ba thai ky, giam dan hodc c6 thé khong can phai dung KGTTH, van dé can quan tim 1
su tich iy thubc KGTTH giai doan cho con bu vi mét ) bénh nhan Basedow can tiép tuc diéu
tri, mot s bénh nhin Basedow khong phai dung thudc trong quy ba thai ky nhung sau dé cho
con bu xuat hién cuong gidp phai dung thubc KGTTH ma van mong mubn cho con bi.

Trudc ddy, bénh nhan bi Basedow dung thuéc KGTTH duoc khuyén ngimg cho con b vi
ndng do thubc qua sita ¢6 anh hudng téi tuyén gidp cia tré, khuyén cdo nay bat ngudn tir cdc
NC vé thioracil mét trong nhiing hop chét dau tién sir dung dé diéu tri cuong gidp. Nam 1944,
Willliams thong bdo ndng do thiouracil trong sita ting gap 3 1an so v6i huyét hanh sau 2 gio
ubng 1gam thiouracil, sau d6 thudc ngimg str dung vi nhiéu 1y do va khéng c6 thém NC nao 20
nam tiép theo.

Duwoc dpng hoc ciia thuéc KGTTH thoi ky cho con bii

Nim 1980, Kampmann va cong su bdo cdo propythiouracil trong sira ngudi da 14y lai duwoc
niém tin, tai liéu nay di cung cip thong tin PTU khong tap trung trong sita me. NC tién hanh ¢
9 phu nit (7 ngudi khéng mic bénh 1y tuyén gidp, 2 ngudi méic Basedow) udng PTU 200mg va
dugc do PTU trong sita sau 4 gid. Tong lwong PTU tiét qua sita 12 0,025% (mirc do cho phép
0,007 — 0,077%), ndng d6 thudc trong sita chi bang 10%. Sir dung céc dit liéu trén, céc tic gia

gia dinh ring me mic Basedow cho con bi uéng 200mg PTU chia 3 lan trong ngay s& vin



chuyén sang co thé con 149ug PTU vdi tré nang 4kg tuong duong lidu hang ngay 3mg cho
70kg thé trong.

Cic NC tiép theo cho thdy MMI hoic carbimazole qua sira vdi ty 18 cao hon c6 nghia Ia ty
1¢ ndng 46 MMI cua sita trén nong d6 MMI trong huyét thanh 1a 1,0, thudc bai tiét qua sita
trong hon 8 gio tir 0,1 — 0,17%. Nhu vdy, MMI bai tiét qua sita nhiéu gip 4 — 7 lan so PTU.
Me udng 40mg MMI chuyén sang co thé con 1a 70ug véi tré 4kg twong duong 1,2 mg cho 70
kg thé trong. Nhin chung nhiéu NC ¢ nhitng phu nit binh thudng con b uéng MMI & cic giai
doan khéng 6n dinh, c6 mot NC gin ddy do MMI huyét thanh & nhitng tré bd me mic
Basedow dang udng MMI 20 — 30mg/ngay, sau 2 gio udng thudc, ndng d6 MMI < 0,03 pg/mL
thdp hon rat nhiéu so gia thuyét.

Tu cidc NC dugc dong hoc cia thubc, MMI va carbimazole qua sfta cao hon PTU, MMI
dang gén véi protein it hon PTU. MMI khong bi ion ho4, trong khi d6 PTU 1a mét axit yéu, &
dang ion hod nhiéu hon & trong huyét thanh so véi sira me do d6 tinh chat nay @c ché van
chuyén cta thudc tir huyét thanh vao lipid rt gidu trong sira me.

Duya trén két qua cdc NC dau nim 1980, nhiéu tic gia khuyén cdo phu nit cho con bd nén
chon PTU hon MMI va carbimazole, tuy nhién nhimg NC nay don gian khéng khang dinh
chic chin sir dung thuéc KGTTH an toan trong sudt thoi gian cho con bid. Mot tic gia da dua
ra luu y: Sita me rat quan trong cho su phdt trién thé chat va tinh than cua tré, viéc theo doi
chtc ning tuyén gidp cua tré c¢6 me dang ding thuéc KGTTH diéu tri cudng gidp ciing rat
quan trong.

Cdc nghién ciru lam sang trén 200 tré em c6 me bi cudng gidp diéu tri bang PTU, MMI,
carbimazole bang nhiéu phuong phap khéc nhau, mot s6 yéu té nhu: lidu thude ctia me ¢6 anh
huéng téi chic ning tuyén gidp cua tré. Piéu quan trong nhét trong cdc NC nay 1a céc
immunoglobulin ciia me van chuyén qua rau thai c6 thé kich thich tuyén gidp thai nhi trong
nhing tuan dau.

Mot NC thoéng bdo me sir dung MMI liéu 20mg/ngay hodc PTU 600 — 750mg/ngay trong
thoi gian cho con bd khong anh hudng tdi chirc ning tuyén gidp cua tré. 3 NC cho két qua: tré
¢6 ndng d6 TSH trong huyét thanh cao, FT4 thip & tudn dau sau dé va c6 me udng PTU trong
khi mang thai va tiép tuc udng thudc khi cho con bi. Thuc té, c6 2 tré c6 chiic ning tuyén gidp
bi e ché ¢ thoi diém sinh (TSH ting va FT4 thip ¢ méu cudng ron) nhung chiic ning tuyén

gidp tr& vé binh thudng ¢ ngay trong thing dau mic dit me van tiép tuc ding thuéc KGTTH



trong thoi gian cho con bi. Piéu nay cho thay, trc ché tuyén gidp & tré so sinh dudng nhu do
PTU qua rau thai hon la do qua sita me.

NC ciia Azizi (2000) & tré bi me ma me bi suy gidgp do dung thuéc KGTTH qu4 liéu thi
chtrc ning tuyén gidp cua tré van duy tri binh thuong.

NC ciia mot sd tac gia khic ¢ 6 ba me udbng MMI (1 ngudi ubng 10mg/ngay; 5 ngudi ubng
20mg/ngay), ca 6 ngudi c6 biéu hién ting TSH va giam FT4 sau 01 thang diéu tri nhung TSH
va FT4 ¢ con déu binh thudng.

NC vé sy phét trién tri tué va thé chit caa 14 tré ¢ bd me dang ding MMI so véi 17 tré &
nhém chimg (tudi cia tré tir 48 — 74 thang) khong thiy c6 su khic biét & ca 2 nhém, NC cia
Azizi & nhém c6 34 tré ¢6 me duing MMI ciing khong thay c6 su khéc biét so v6i nhém ching.

Cubi cung la céc biéu hién nhu: ban do, gidam bach clu hat, roi loan churc nang gan hodc céic
bénh ty mién khic khong phét hién thiy & tré bi me c6 ding thuéc KGTTH.

Tém lai, thubc KGTTH c6 thé diing an toan trong thoi ky cho con bd, véi MMI liéu ding ¢6
thé > 20mg/ngay khong anh hudng toi chic ning tuyén gidp cua tré, voi PTU, chitc ning
tuyén gidp méi chi quan sat duoc & 3 tré (trong d6 1 tré ¢6 me udng PTU 750mg/ngay, 2 tré c6
me udng PTU 600mg/ngay), do vdy, can than, nén ding PTU trong thdi gian cho con bi véi
lidu < 450mg/ngay, me nén udng thudc 3 — 4 gio trude khi cho con bd trd lai. Mic di chire
nang tuyén gidp cua me phai duoc theo di thuong xuyén khi dung thuéc KGTTH nhung chirc
nang tuyén gidp cia con khong can thiét phai theo doi dinh ky néu sy phat trién vé tinh than va
thé chat cta con tién trién binh thudng.

(Theo The Journal of Clinical Endocrinology & Metabolism, Vol. 86, No. 6)



