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PAT VAN PE

U nguyén bao nudi (UNBN) la nhém bénh ly do tan san ac tinh hoac co
tiém nang ac tinh ctia cac nguyén bao nudi. Bénh thuong gap & Chau A, lién
quan dén diéu kién kinh té x& hoi thip va dinh dudng kém. Bénh c6 tién
lwgng tot véi ty 18 diéu tri khoi 1én dén 98% néu dugc phat hién sém, nhung
chi con 87% néu phat hién va diéu tri muon, vi vay can phai chan doan som
dé co phac do diéu tri phd hop dé dat duoc muc tiéu 1a khoi bénh hoan toan
[1].[2].[3].

Tur nhitmg nam 1950, diéu tri UNBN chu yéu dya vao hda chat va ty 1é
thanh cong da ting 1én cing véi nhiing loai hda chat moi. Biéu tri hoa chat co
rat nhiéu vu diém, dic biét 1a vé6i UNBN c6 di can, diéu ma phau thuat khdng
thé giai quyét dugc. Niam 1956, Li diéu tri thanh céng UNBN bang
methotrexat (MTX) dd mé ra mot ky nguyén moi trong diéu tri UNBN noi
riéng va diéu tri hod chat trong ung thu néi chung [4].

Niam 2002, T6 chirc y té thé gigi (WHO) va Hiép hoi San Phy khoa thé
gidi (FIGO) d3 thdng nhat phan loai UNBN thanh hai nhdm UNBN nguy co
thap (NCT) va nguy co cao véi muc dich lya chon phwong phap diéu tri phu
hop, giam khang hoéa tri liéu va han ché tac dung khong mong muén cuia hoa
chat. Véi bénh nhan nguy co thap, chi can diéu tri don hoa trj lidu véi MTX
hoac dactinomycin. Tuy nhién, nhiéu nghién ctu chi ra rang khoang 30%
bénh nhan UNBN NCT sé& khang don hoa tri liéu va can ding da hoa tri liu
[5],[6],[7],[8]. Viéc thay d6i phac dd do khang don hoa tri liéu MTX s& lam
kéo dai qua trinh diéu tri va gay cang thang tdm Iy cho bénh nhan. Khong
nhitng thé, thay d6i phac d con 1am cham lai kha nang c6 thai tré lai ¢ nhiing
bénh nhan c6 nhu cau sinh d¢é, do d6 can c6 nhiing nghién ctru sau hon giup
xac dinh chinh xac va sém hon nhom bénh nhén s€ khang don hoéa tri liéu
MTX.



Tan tao mach 1a sy hinh thanh cac mach mau mai trong qué trinh tao to
chtrc u. Tan tao mach lién quan chat ché véi su phét trién khéi u, 1am tang kha
nang di can va khang hoa chat. Siéu &m Doppler, mot tham do khdng xam l4n
dé danh gia su tudi mau khéi u, c6 kha ning tién lugng khang MTX & bénh
nhan UNBN [9],[10],[11],[12],[13].

Trong 2 nghién cau tir nam 1994 dén 1999 va tir nim 2008 dén 2012,
Agarwal di nhan thdy chi s6 xung dong mach tir cung (P1 DPMTC) ty 18
nghich v&i su tudi mau khéi u trong UNBN va Pl thap 1a biéu hién cua tan tao
mach bat thuong, mot diac diém caa khoi UNBN. Tac gia thay PI DPMTC nho
hon 1 12 mot yéu té tién luong kha nang khang hoéa tri lisu MTX ,va khi két
hop véi bang diém tién luong cua FIGO gilp da cai thién kha nang du doan
khang MTX. Nhiing phat hién nay goi y rang Pl c6 thé 1a mot tham do hitu
ich dé két hop vao cac hé thong thang diém tién lugng gitip xac dinh som
nhitng bénh nhan khang MTX va can phai diéu tri bang phac d6 da hoa tri liéu
EMA-CO [9],[10]. Mot sé nghién ctru khac ciing cho thay PI PMTC la mot
yéu té ¢ kha ning giup tién luong kha nang khang MTX tét hon. Tuy nhién,
UNBN la bénh ly hiém gip ¢ cac nuéc phat trién nhu Tay Au va Bac My, do
d6 viéc thu thap mot ¢ mau dua 1én va thoi gian nghién cau kéo dai 13 tro
ngai Ion dén viéc thu thap dit liéu cho cac nghién ctu tong hop [14],[15],[16].
Hién nay, mot nghién ciru da trung tam 12 TITANIUM dang dugc tién hanh
nham mé ta cac dac diém siéu am (trong d6 c6 cac dic diém siéu &m Doppler
PMTC va chi s6 PI BPMTC) cua 120 bénh nhan UNBN NCT nham muc dich
phat hién sém hon cac bénh nhan khang véi don hoa tri liéu MTX [17],[18].

Bénh vién Phu san Trung wong (BVPSTU), trung tam san phu khoa I6n
nhat ciia ca nudc, hang nim diéu tri hang tram bénh nhan UNBN. Viéc phat
hién sém kha ning khang MTX dé tién luong ding va c6 phac dd diéu tri phu

hop nhat cho bénh nhan UNBN c¢6 y nghia quan trong. Siéu &m Doppler tur



lau da duoc sir dung mot cach hitu ich trong chan doan UNBN, nhung
phuong phap ndy c6 gia tri nhu thé ndo trong tién luong khang MTX va
nhitng yéu t6 lién quan nao cé thé gitp tién lwong khang MTX & bénh nhan
UNBN NCT con chua dugc nghién ctu.

Véi nhitng Iy do trén, t6i thuc hién dé tai “Nghién cieu gia tri Doppler
déng mach ti# cung va mgt sé6 yéu té lien quan #ién lweng khang
Methotrexat ¢ bénh nhan u nguyén bao nudi nguy co thip”, hy vong rang
chi s6 xung cua déng mach tir cung két hop voi cac yéu td lién quan s& gop
phan tién lwong bénh nhan UNBN t6t hon, chon loc sém hon nhitng bénh
nhan can diéu tri da hoa trj liéu va som tra lai sicc khoe va chirc ning sinh san
cho nhitng phu nit con mong con.

Muc tiéu nghién cau:

1. M@ ta Doppler dong mach tir cung va mot sb yéu té lién quan tién luong &
bénh nhan UNBN NCT diéu tri bang don hoa tri liéu Methotrexat.

2. Panh gia hiéu qua Doppler dong mach tir cung két hop véi mot sé yéu td
lién quan dé tién luong khang don hoa tri liéu Methotrexat & bénh nhan
UNBN NCT.



CHUONG 1:

TONG QUAN
1.1. Bénh ly u nguyén bao nubi

1.1.1. Lich sw bénh nguyén bao nuoi

Bénh nguyén bao nudi (BNBN) dugc dé cap dén tir thoi ¢ dai, tuy
nhién sy hiéu biét vé bénh con han ché. Nam 400 trudc Cong nguyén,
Hippocrates 12 ngudi dau tién mo ta thai trimg 13 “phtl né cia tr cung”. Nam
600 sau COng nguyén, Aetius xir Armida mo ta thai trimg 1a ttr cung “lap day
bdi cac td chirc gidng bong nude” [19].

Niam 1700, Smellie 12 nguoi dau tién st dung thuat ngit “hydatid” va
“mole” dé mo ta thai tring, nhung mii dén nim 1827 Velpeau va Boivin 1a
nhimg nguoi dau tién nhan ra ring cac nang nay thuc chat 1a cic gai rau gidn
cing thanh nang. Nam 1889, Sanger 14 ngudi dua ra thuat ngir “ung thu té bao
mang rung tr cung” dé mo ta khéi u ac tinh xuat phat tir mang rung cia bao
thai. Nam 1895, Marchand cho rang nhitng khéi u nay 1a hau qua cta qua
trinh mang thai, say thai hodc thai tring va cho rang d6 1a sy ting sinh cua
hop bao nudi va don bao nudi [20]. Nam 1903, Teacher khing dinh nhiing
nghién ctru ctia Marchand va phi dinh 1y thuyét ctia Sanger vé sy thoai hoa c6
tinh chat ung thu ctia mang rung. Sau d6 Fels, Ernhart, Reossler va Zondek
nhan thay co su tang cao bat thudng ciia hCG trong nude tiéu cua nhitng bénh
nhan thai trimg [21].

Trong 50 nim qua, nghién ctru vé BNBN ghi nhan nhiing dong gop 16n
lao ctia cac nha khoa hoc hién dai. Li va Heztz d3 phat trién hoa tri liéu, bién
mot can bénh co6 tién luong x4u trd thanh mot trong nhitng bénh ung thu lanh
tinh nhat véi kha ning diéu tri khoi gan 100%:; Ross, Lipsett, Delfs, Odell va

Vaitukaitus nghién ciru 4p dung noi tiét va héa tri liéu; Hertig, Sheldon, Gore,



Brewer va Park nghién ctru mé ta bénh 1y hoc trong BNBN. Bagshawe,
Goldstein, Lewis, Brewer, Lurain va cac tac gia khac da c6 nhitng dong gop
chung cho sur tién bo trong chan doan va nhitng nd luc diéu tri bénh 1y nay.

1.1.2. Dich té hoc bénh nguyén bao nuéi

BNBN [a mot nhém bénh twong déi hiém gap, ty 1& khoang 1/1600 thai
nghén. Tan suat BNBN thay d6i phu thudc ving dia Iy va khac nhau gitra cac
nghién ctu, tuy nhién chang toc Chau A mac nhiéu hon cac chung toc khéac
trén thé gidi. O My, ty Ié chi khoang 0,5/1000 thai nghén nhung & Pai Loan
1én dén 8/1000 thai nghén. Ly do tan suat cao & Chau A con chua dugc 1am
sang to hoan toan nhung nhiéu nha khoa hoc thay yéu t6 gen, diéu kién kinh
té x& hoi va moi truong c6 anh huong dén tan suat mac bénh. Tan suat mac
UTNBN ciing khong ddng nhat ¢ Chau A, cao nhat tai Viét Nam
(1,68/100.000) va thap nhat tai Nhat Ban (0,09/100.000) & phu nir tudi sinh
dé. Nghién ctu ¢ Trung Quéc, An Do, Indonesia va Théai Lan cho thay ty I¢
UTNBN tu 63 - 202/100.000 thai nghén trong khi ty 1€ nay tai Nhat Ban,
Singapore va Philippine thap hon, chi khoang 23/100.000 thai nghén [22].

1.1.3. Phan nhom hinh thai u nguyén bao nudi
Nam 2002, FIGO théng nhat UNBN 14 bénh Iy thai san c6 tinh chat ac

tinh gom 4 nhém la thai tring xam lan, ung thu nguyén bao nudi, u nguyén
bao nudi ving rau bam va u nguyén bao nudi dang biéu mo [23].
1.1.3.1. Thai trizng xam ldn

Thai trang xam lan (TTXL) la sy phat trién tiép cac ton thuong cua thai
tring voi ty 18 15% gap ca 6 TTTP va TTBP [24]. Pa s6 cac trudong hop thai
triang s& ty khoi sau khi hut nhung mét sé truong hop ¢6 xu hudng xam lan
vao co tir cung lam thang tir cung. Cac ton thuong ¢ trong TTXL du khéng
dugc xem 13 ton thuong 4c tinh, nhung vi nguy co phé huy cac mach mau gay

chay mau tram trong, nén can diéu tri hoa chat déi véi TTXL [3].



Dic diém cua TTXL [25] la:

+ Qua san manh cta nhiéu nguyén bao nudi &c tinh.

+ Ton tai caa nhiéu nang trang.

+ Xam nhap pha huy khu tri cha yéu ¢ co tir cung.

TTXL khdng thé chan doan duoc tir bénh pham khi nao hat, ma chi
chan doan chinh xac dya trén mau bénh pham tir cung da duoc cit bo [26].
Ngay nay véi nhiing tién bo trong diéu tri hoa chat da han ché chi dinh phau
thuat cat tr cung trong diéu tri, do vay chan doan TTXL cang kho. Trong khi
d6, TTXL néu duoc chan doan sém thi chi can diéu tri hod chat bang don hoa
tri liéu, it khi phai diéu tri bang da hoa trj liéu. Do vdy, dé phét hién va diéu tri
sém TTXL nham tranh cac bién ching & bénh nhan bao ton tir cung thi moi
bénh nhan sau nao thai tring can dugc theo dbi tot.
1.1.3.2. Ung thu nguyén bao nuoi

Ung thu nguyén bao nudi (UTNBN) la khoi u c tinh phat trién tir cac
nguyén bao nudi chua biét hod vai cac dac thu [25]:

+ NBN quéa san manh, xam lan vao co tir cung gay hoai tir, chay mau.

+ Khong thay hinh anh gai rau, khdng c6 phan ing mo dém.

+ Di cin xa dén nhiéu phu tang, va chi di cin theo duong mau.

Bénh lién quan tdi moi hinh thirc ¢6 thai nhu sau thai thuong, say thai,
thai chét luu, chira ngoai tir cung va thai trang. Trong do, thai tring la thai
nghén chi diém dan dén UTNBN thuong gap nhat, chiém khoang 70%. Con
ngudn gbc sau say thai 1a 25%; 2,5% sau thai thudng va 2,5 % sau chira ngoai
tr cung [7],[27]. Lan mang thai cudi cung khéng han 1a 1an mang thai dan dén
phat sinh UNBN, bgi nguyén bao nudi c6 thé ton tai hon 300 ngay trong co
thé. Phan Ién bién chang UNBN xay ra trong vong 6 thang sau nao nhung
cling c6 mot sé trudng hop bénh xay ra sau vai nam, tham chi téi ca chuc

nam.



Nguyén nhan bénh sinh cia UTNBN ciing nhu giéng nhu thai trang
cho dén nay van chua biét rd. Té bao nudi vén co tinh chat nhu mot té bao ac
tinh, d6 1a xAm 14n va pha huy, nhung c6 1& do mdi quan hé me con va co ché
mién dich ty dong nén di 1am han ché tinh chat 4c tinh, hoic dong té bao nudi
4c tinh 1a mot dong riéng khac biét nhu trong ung thu bach cau. Nhiéu nghién
ctru da duoc thyuc hién, nhu cic danh gia vé vai trd cua Oncoprotein rau thai
trong sy ton tai caa TTTP, TTBP va UNBN, ciing nhu nhitng bién d6i vé
DNA cua cac khdi u nguy@n bao nuéi lién quan thai nghén va khéng lién quan
dén thai nghén nhung dén nay van chua tim duoc can nguyén cua bénh [28].
1.1.3.3. U nguyén bao nudi vung rau bam

Nam 1976, Kurman la ngudi dau tién md ta u nguyén bao nudi ving
rau bam (UNBNVRB) & nhdm 12 bénh nhan, dac trung boi phan tng NBN
qua mac ¢ vung rau bam khac véi cac bénh ly UNBN khéac [29],[30]. bac
diém d6 la khéi té bao cd nhiéu hinh dang khac nhau nam & 16p ndi mac hay
16p co tir cung, c6 cac dic thi gidng nhu su Xam nhap cta cc nguyén bao
nudi khéng mang tinh chat u tai vi tri 1am t6 cua rau, do d6 luc dau duoc goi
1a “khébi nguy@n bao nudi gia u tai tir cung”.

UNBNVRB la mét hinh thai hiém gap trong cac dang UNBN, bénh xay
ra sau bat cu tinh trang thai nghén nao, nhung hay gip nhat 1a sau dé. Thoi
gian tiém tang rat thay doi, co thé 1 tuan cho t6i ca chuc nam. Co ché bénh
sinh hién nay van chua duoc biét rd, UNBNVRB c6 ngudn gbc tir té bao
trung gian ngoai 16ng rau, dic trung boi sy chuyén tiép thanh u o vao giai
doan cudi ciing cua su trudng thanh cac NBN.
1.1.3.4. U nguyén bao nudi dang biéu mod

Thuat ngit "u nguyén bao nudi dang biéu md" dugc Mazur va Kurman
dua ra 1an dau vao nam 1994 [31]. Nam 1998, Shih va Kurman moé ta dic

diém mo bénh hoc cia UNBNDBM cua 14 bénh nhén, sau d6 phan loai day la



mét loai u thuc thé riéng biét cia UNBN. Trong UNBNDBM c0 su tang sinh
ac tinh cta té bao nudi trung gian cta 14 thai, dugc cadc nha mod bénh hoc
théng nhat 1a mot nhom khac biét véi UNBNVRB va UTNBN. UNBNDBM
dé bi chan doan nhim véi UTNBN, UNBNVRB va ung thu cd tir cung,
nhung khdi u ndy c6 nhitng dic diém riéng biét vé mit mo bénh hoc va tinh
chat ddc hiéu khi lam hoa mé mién dich [32].
1.1.4. Tiéu chudn chdn dodn va bing diém tién Iwong UNBN

Khai niém vé bang diém tién luong duoc dua ra 1an dau bai Bagshawe
vao nam 1976, trong bang diém nay tac gia dya vao 13 yéu tb co gia tri voi
UNBN, mdi yéu té c6 stc ning anh huong dén tién luong bénh khéac nhau
[33]. Bang diém tién luong nam 1983 cia WHO dugc xay dung dwa trén bang
diém cua Bagshawe nhung lugc bét nhiing yéu to it gia tri anh huong dén
bénh va chia bénh nhan UNBN thanh 3 nhém nguy co thap, nguy co trung
binh va nguy co cao. Bang diém nay duoc str dung trong gan 20 nim, cho dén
khi duoc thay thé boi bang diém tién lwong cta FIGO nam 2002
[34],[35],[36].
1.1.4.1. Tiéu chudn chan dodn UNBN theo FIGO néim 2002

Mot kho khin véi nhitng ngudi diéu tri UNBN 13 dua ra tidu chuan
chan doan UNBN. O My, khi nong ¢4 BhCG binh nguyén 3 tudn 1a c6 chi
dinh diéu tri hoa chat. O mot sé nude khac, ngudi ta chi diéu tri khi phCG
binh nguyén kéo dai it nhat 4 tuan. Sau nhiéu nim nghién ciru va ban thao, Gy
ban nghién ctru ctia FIGO khuyén céo tom lugc lai con 4 tiéu chuan dé chan
doan UNBN la [23],[34],[35],[36],[37]:

1. BhCG binh nguyén kéo dai 3 tudn hodc dai hon khi dinh lugng ¢ 4
thoi diém ngay 1, ngay 7, ngay 14 va ngay 21.

2. BhCG tang 1én trong thoi gian theo doi 2 tuan lién tiép hodc dai hon
khi dinh luong & 3 thoi diém ngay 1, ngay 7 va ngay 14.



3. Chan doan UNBN khi luong BhCG con cao (> 5 1U/l) sau 6 thang
hodac dai hon.

4. Chan doan UNBN khi c6 giai phau bénh 14 ung thu nguyén bao nubi.
1.1.4.2. Phan chia giai doan bénh trén co sé giai phau cia FIGO ndm 2002

Hién nay FIGO phan giai doan bénh trén co so giai phau nhu sau
[34],[35],[36]:

- Giai doan I: Khdi u khu tra tai tir cung.

- Giai doan 1l: Khéi u lan ra ngoai tir cung nhung con giGi han trong co
quan sinh duc nhu am dao, budng trang, day chang rong.

- Giai doan I1l: Khéi u di can dén phoi, c6 hodc khong c6 di cin dén
duong sinh duc.

- Giai doan 1V: Khdi u di cin dén cac vj tri khac.
1.1.4.3. Bdng diém tién lwong ciia FIGO ndm 2002

Bang diém WHO 1983 di duoc dung ¢ nhiéu trung tam diéu tri UNBN
va da chung té c6 twong quan tbt v4i cac yéu td tién luong. Tuy nhién nhitng
yéu t6 nhu nhém mau duoc cho 1 it ¢6 lién quan téi tién luong va da duoc bo
ra khoi bang tién lugng cua FIGO 2002 hién tai. Cling nhu vay, phan tich da
bién cho thay rang di can gan c6 tién luong xau nhu 1 di can ndo va do d6 di
cin gan duoc cho 4 diém thay vi 2 diém tuong ty nhu di cin néo.

Bang diém WHO truyén thong nam 1983 chia bénh nhan UNBN thanh
3 nhom: nguy co thap, trung binh va cao. Bang diém FIGO 2002 hién tai chia
bénh nhan UNBN thanh 2 nhém nguy co thap va nguy co cao véi 7 diém la
ngudng diéu tri can phai diéu tri da hoa chat. Viéc phan chia thanh 2 nhém c6
vé lam giam sé luong bénh nhan xép vao nhom nguy co cao phai diéu tri da
hoa chat tuy nhién khong 1am thay d6i két cuc diéu tri. Tuy nhién céc nha
khoa hoc van chwa thoa man, nhiéu nghién ciu cho thay ty 1¢ khang don hoa
tri liecuMTX 1én dén 30% va mic du phan 16n bénh nhan UNBN NCT s& dugc
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diéu tri khoi bang don hoéa tri liéu, tuy nhién khoang 70% bénh nhan c6 diém
tién luong theo FIGO 2002 bang 5 hoic 6 s& khang véi don hoa tri liéu va can
diéu tri da hoa chat dé khoi bénh [6],[38]. Do d6, du van st dung bang diém
FIGO 2002 nhung cac nha nghién ctru khong ngimg tim thém nhiig yéu té
moéi  gip tién lwong va diéu tri bénh nhan UNBN tt hon
[14],[15],[34],[39],[40].

1.2. Methotrexat va khang Methotrexat trong diéu tri UNBN NCT

1.2.1. Dwgc Iy hoc Methotrexat
1.2.1.1. Duoc Iy va cong thucc hoa hoc cua MTX

Methotrexat 1a thuéc chéng ung thu thudc nhém duoc ly khang
chuyén hoéa, c6 cong thirc hoa hoc la: CyoH,oNgOs. Thudc duge bao ché dudi
dang bot déng kho pha tiém voi thanh phan gom hoat chét 14 methotrexat
50mg cung ta duoc la natri hydroxid 1M.

CH3
NH, Ti ﬁ
CH, — N C —NH—|CH— COOH
N
[
CH,

NH, |
COOH

Hinh 1.1. CAu triic hoa hoc ciia Methotrexat

1.2.1.2. Duoc luc hoc MTX

Methotrexat 14 thuéc khang chuyén hoa cé cau triic twong tu acid
folic. Thudc o tac dung chdéng ung thu (kim té bao), trc ché mién dich. MTX
trc ché canh tranh véi enzym dihydrofolat reductase (DHFR). Ai lyc cia MTX
manh hon 1000 1an so véi DHFR, enzym nay cé tic dung chuyén acid
dihydrofolic thanh acid tetrahydrofolic 1 chat tham gia nhu mét dong yéu t6

cho phan tng chuyén van mot carbon trong sinh tong hop purin va thymidilat
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1a nhimg chat can thiét cho sinh tong hop ADN. Thém vao do, trong té bao
MTX duoc chuyén héa thanh cac polyglutamat co tic dung ¢ ché khong
nhimg DHFR ma con ca nhitng enzym phu thudc folat, gdm thymidilat
synthetase, 5 - amino - imidazol - 4 - carboxamidoribonucleotid (AICAR)
transamylase [41]. Thudc tic ché sinh tong hop va sira chita ADN, su gian phan
cta té bao, & mic do thdp hon nd anh hudéng dén sinh téng hop ARN va
protein. Thudc e ché dic hiéu pha S, c6 hoat tinh véi cac mo ¢6 sy tang sinh
té bao manh, (rc ché su phat trién cta cac khdi u 4c tinh. Nhiing té bao tang
truéng nhay cam hon té bao binh thuong, vi vady MTX c6 thé pha huy té bao
ung thu ma it gy ton hai dén mo lanh.

1.2.1.3. Duoc dong hoc MTX

Hdp thu

Thudc c6 thé duoc hap thu bing nhiéu duong khac nhau nhu udng,
tiém bap, tinh mach hodc dich ndo tiy. Sau khi udng, thudc dugc hap thu
nhanh chong va dat ndng do tdi da trong mot gio. Voi liu thap (0,1 mg/kg),
thudc duoc hip thu hoan toan, nhung véi liéu cao thube duge hap thu it hon.
Sau khi tiém tinh mach hoic tiém bap, thudc dat dén nong do dinh trong huyét
thanh tir 30 phut dén 2 gio [42].

Phadn bo

- Giai doan trong mau: Khi tiém tinh mach, MTX duoc phan phdi rat
nhanh vao céac t6 chirc. Thé tich phan bé tuyét dbi 13 18% va thé tich phan bd
tuong ddi 13 76%.

- Phan phéi vao céc to chie: Trong dich ndo tiy, MTX c6 do hoa tan
lipid han ché nén nong do trong dich ndo tay khong cao va phu thudc tudi
nguoi bénh [43]. Trong tiy xuong, nong dd MTX trong hong cau & tly xuong phan
anh tac dong cua thudc trén té bao tity xuong va cic mo ctia ludi ndi mo [44].

Chuyén héa
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Khi diing véi liéu quy dinh, MTX chuyén hoa khong dang ké. Véi lidu
cao, mot phan thude duoc chuyén hoa va 80% duge tim thay nguyén ven trong
nude tiéu. Sau khi duge hip thu, MTX duoc chuyén hoa ¢ gan va trong té bao.
Ba chit chuyén hoa cia MTX 1a: 4 - amino - 4deoxy - N10 - methyl - pteroic
acid (DAMPA), 7 - hydroxy - methotrexat va methotrexat polyglumat.

Thdi trir thuoc

Thudc chil yéu dugce thai trir qua than. Thoi gian ban huy ciia MTX va

ctia 7 - hydroxy - methotrexat khac nhau. Thai trir phu thudc vao liéu luong va

duong ding thudc. MTX con dugce bai tiét qua mat va dao thai qua phan.

1.2.2. Nghién ciru sir dung MTX diéu tri UNBN

Hoa liéu phap 1a phuong phép diéu tri chinh UNBN véi MTX 1a thude
chu dao, c6 mit trong hau hét cac phac d6 diéu tri.
1.2.2.1. Nghién ciru va iing dung trén thé gici

Li va Hertz 12 nhitng nguoi dau tién dung hoa lidu phap dé diéu tri
UNBN bang MTX. Nam 1953, Li thir nghiém ding MTX dé diéu tri UTNBN
[4]. Tac gia nhan thdy nhimg bénh nhan UNBN di cin phdi ngimg diéu tri
MTX ngay khi khong con déu hiéu ¢ phoi dé tai phat bénh, trai lai, néu diéu tri
dén khi ndng d6 hCG trd vé binh thuong lai khoi bénh hoan toan. Tac gia dua
ra gia thuyét rang khéi u ctia bénh nhan tiét ra hCG, va nong d6 hCG trong
nude tiéu bénh nhan c6 thé dung dé danh gia hiéu qua diéu tri [45]. Cac nghién
ctru sau ndy da khang dinh hCG 1a mot ddu 4n quan trong trong UTNBN.
Trude khi c¢6 nghién ctru ctia Li, 90% bénh nhan UTNBN sé& chét trong vong 1
nam. Ngay nay, v6i hoa tri liéu, UNBN c6 thé diéu tri khoi hoan toan ma
khong can phiu thuat.

Nam 1976, Bagshawe 1a ngudi dau tién dua ra khai niém vé bang
diém tién luong UNBN, phan chia thanh nhom nguy co thép, trung binh va
cao. Bang diém dugc dung dé xac dinh phuong phap diéu tri hoa chéat phu hop
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va tién luong bénh. T4c gia nhan thiy nhitng khéi u ac tinh hon s& dap ung hon
v6i viée két hop hod chit, trong d6 mdi loai tic dung véi co ché khac nhau.
UNBN NCT duoc diéu tri mdi dot 8 ngay vdi phac dd xen k& MTX va FA, lap
lai mi 14 ngay [33]. Nhém nguy co trung binh dugc diéu tri véi phac dd
CHAMOMA con nhém nguy co cao ding phac d6 7 héa chat 1a CHAMOCA.
Sau ndy, nhom nguy co trung binh dugc diéu tri v6i phac dd 2 hodc 3 hoa chét
phdi hop.

Vao nam 2000 - 2002, FIGO va ISSTD thay rang két qua diéu trj cua
nhom nguy co trung binh khong khac biét véi nhém nguy co thap, do d6 hai
nhém nay da duoc sat nhap lai thanh mot nhom “nguy co thip” duogc diéu tri
chi yéu bang don hoa tri liéu MTX hoidc dactinomycin [46],[47],[48],[49].
Nhom nguy co cao lic dau dugce diéu tri bang phac d6 MAC & Bic My va
CHAMOCA & Anh, dén nay hau hét moi noi déu diéu tri dau tién bang phac dd
EMACO.
1.2.2.2. Nghién cvru va ung dung tai Viét Nam

Nam 1973, tong két 10 nam theo ddi va diéu tri bang cac phuong
phap phiu thuit, tia xa, hod chat thidy ¢ Viét Nam, ty 1& khoi cia UNBN 1a
69%. Pinh Van Thing cong bd nghién ciru dau tién vé diéu tri UNBN bang
hoa chat MTX [50]. Tac gia dung MTX véi liéu 0,4 mg/kg trong 5 ngay lién
tuc dé diéu tri nhitng bénh nhan khoéng co6 di cin véi cac chu ki diéu tri cach
nhau 12-14 ngay. Trong nhom 58 bénh nhan dau tién nay chi c6 4 bénh nhan
(7%) khang diéu tri va 93% bénh nhan khoi bénh. Cac tac gia Nguyén Can,
Duong Thi Cuong, Pinh Xuan Ttru, Pinh Thé M¥ nghién cutru lién tuc diéu tri
cho bénh nhan UNBN [51],[52]. Nhitng ndm sau d6, nho cap nhat lién tuc va
ap dung cac phac do hiéu qua, diéu tri cho bénh nhan UNBN d4 c6 nhiéu tién
bo rd rét. Hién nay, BVPSTU mdi nam diéu tr1 khoang 200 bénh nhan UNBN
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(2/3 12 bénh nhan UNBN nguy co thap) véi ty 18 diéu tri khoi 1én dén 98%, ctru
duoc nhiéu bénh nhan c6 tién luong ning va di cin xa [53].

1.2.2.3. Phdc d6 8 ngay MTX xen ké véi FA diéu tri UNBN NCT

Phac d6 8 ngdy MTX két hop v6i FA (phac do Bagshawe) c6 hiéu
qua cao va it tac dung phu nén trd thanh phac d6 dau tay duge st dung rong
rai dé diéu tri UNBN NCT [14],[16],[18],[34],[36],[39],[40].[54],[55]. Phac
d6 dung MTX liéu 1 mg/kg tiém bap ngay 1, 3, 5 va 7. Udng 15mg hodc tiém
bap liéu 0,1 mg/kg FA sau 24h tiém MTX vao ngay 2, 4, 6 va 8. Phac d6 duogc
1ap lai sau mdi 14 ngay. Theo nhiéu nghién ctru, ty 1é thanh cong ctia phac d6 8
ngdy MTX/FA 1a 74 - 90% [55]. Dé thuan tién, nhiéu nudc st dung lidu cb
dinh 50 mg MTX vao ngay 1,3,5,7 xen k& vo1 viéc gidi doc béng FA duong
ubng hodc tiém bap. O BVPSTU,, chung t6i sir dung liéu thuan tién nay bai phu
hop véi kinh té va thé trang phy nir Viét Nam [56],[57],[58],[59].
1.2.2.4. Két qua diéu tri UNBN NCT bang MTX va khdng héa tri liéu

Hertz va Graham 13 nhimg nguoi dau tién dung MTX dé diéu tri
UTNBN. Nam 1961, hai tac gia nay da tong két 43 truong hop UNBN sau thai
trang diéu tri bang MTX don thudn nhén thay ty 18 khoi 1a 25%, d& 1a 75%
[60]. Smith, Hammond va Homesley nghién ctru diéu tri MTX don thuan cho
bénh nhan UNBN, ty 1& khoi 14 72 - 81% con ty 1¢ khang hoa trj liéu MTX 1a 21
- 28% [61],[62]. Tai BVPSTU, Pham Thi Nga (2006), Vii Ba Quyét (2009) va
Phan Chi Thanh (2012) nghién ctru diéu tri UNBN NCT bang MTX don thuan
thay ty 1é khoi 1a 75,5 - 78,6%, khang MTX 1a 21,4 - 24,5% [53],[63]. Mic du
phan 16n bénh nhan UNBN NCT s& dugc diéu trj khoi bang don hoa tri liéu, tuy
nhién khoang 70% bénh nhan c6 diém tién lugng theo FIGO 2002 bang 5 hodc
6 s& khang v&i don hoa tri lidu va can diéu tri da hoa chét dé khoi bénh [6],[38].
1.2.3. Khang héa tri ligu va cdc co ché khdng MTX
1.2.3.1. Khang hoéa tr; liéu
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Khéang hoa tri liéu 1a hién tuong cac té bao ung thu khang lai tac dung
cua hda chat, hau qua 1a khéi u tirng dap tng voi hda chat dot nhién phat trién
trg lai. Khi khang hoa chat xay ra, can thay doi loai hda chat dang dung. Mot
s6 1y do dé giai thich viéc khang hoa chat nhu sau [64]:

- Mot sb té bao khong bi tiéu diét bai hda chat dot bién va tré nén
khang lai hoa chat. Khi dong té bao d6 nhan 1én, ching trd nén khang manh
hon va 1an &t cac té bao nhay cam véi hoa chat.

- Co ché khuéch dai gen. Té bao ung thu c6 thé tao ra hang trim ban
sao ctia mot gen cu thé. Gen nay kich hoat sy san xuat du thura protein lam
cho thudc chéng ung thu khéng c6 hiéu qua.

- Té bao ung thu c6 thé day nhanh thubc ra khoi té bao nho sir dung
mot phan tir goi 1a p - glycoprotein 1am thudc khéng cé tac dung.

- Té bao ung thu c6 thé nging dung nap thudc vi protein van chuyén
thudc qua thanh té bao khong hoat dong.

- C4c té bao ung thu c6 thé hoc cach stra chira sy pha vd DNA gay ra
boi mot s6 thude chéng ung thur.

- Té bao ung thu c¢6 thé hinh thanh va phét trién co ché bat hoat thuéc.

Khi mét bénh ung thu tré nén khang véi mot loai hoac mét dong hoa
chat, bénh s& tang kha ning khang vai cac loai hda chat khac. Do do, dé han
ché khang thudc nguoi ta thuong su dung cac phac do da hoa tri liéu dé diéu
tri bénh nhan ung thu. Pay 1a 1y do phac d6 dau tién dugc chon diéu tri phai 1a
phac d6 tot nhat dé kha nang khang hoa chat & muc nho nhat.
1.2.3.2. Co ché khang MTX

Trong bénh Iy UNBN, khang hoa chat cé thé biéu hién bang BhCG
khong giam hodc tang, co thé kém theo hodc khong co su xuét hién to chire di

can cua nguyén bao nuoi tai am dao, phoi, gan va ndo. Nam co ché da dugc
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cac nha nghién ciru tim ra va mo ta & nhiing té bao sdng sot sau diéu tri MTX
[41].

- Giam ndng do tich lily do lam giam van chuyén thudc

- Giam luu gitr thudc 12 két qua cua giam tong hop polyglutamate

- Tang tong hop DHFR (dihydrofolat reductase)

- Dot bién DHFR gén véi MTX it 4i tinh hon enzym binh thudng

- Tang ndng d6 enzym thuy phan y-glutamyl trong tiéu thé c6 vai trd
thuy phan MTX polyglutamates
1.2.4. M4t sé tiéu chudn ddnh gid két qud diéu tri UNBN
1.2.4.1. Tiéu chuan khoi bénh

Sau khi diéu trj bang héa chat (MTX, EMACO, EMAEP) va c6 thé két
hop voi phau thuat, ngudi bénh dat duge [34],[36],[58],[59]:

- Nong do BhCG < 5 IU/L huyét thanh trong 3 tuan lién tiép.

- Bénh nhan duoc danh gia toan dién khi ndng d6 BhCG huyét thanh
vé ngudng binh thuong (< 5 TU/I). Nguoi bénh khi ra vién ¢ chiic ning gan
than binh thudng, cong thirc mau binh thuong, khong c6 dau hiéu suy tiy hodc
giam bach cdu, siéu &m 6 bung binh thuong va khong c¢6 nhan di cin méi. Cac
t6n thuong di can ¢ phdi trén phim XQ nguc, cac nhan tai tr cung thuong bién
mat, mot s6 trudng hop xo hoa va mat di sau vai thang,
1.2.4.2. Tiéu chudn khéang héa tri liéu

Sau mdi chu ki diéu tri bang hoéa tri liu (MTX, EMACO, EMAEP)
ngudi bénh ¢ biéu hién [58],[59],[84]:

- Nong d6 BhCG tang 1én, khong giam hodc giam dudi 10% sau 2
tuan. Xuat hién nhan di cdn mai can phai thay phac do hoa trj liéu.
1.2.4.3. Tiéu chudn chuyén héa chat khi khing don héa tri liéu MTX

Hoa tri liéu can nang bac khi néng do phCG huyét thanh tang lén,

khong giam hodc giam dudi 10% sau hai chu ky lién tiép cta héa tri liéu. Sau
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khi khang vé6i don hoa tri liéu MTX, phac dd diéu tri tiép theo thuong 1a da hoa
tr liéu EMACO. Khi bénh nhan khang véi da héa tri liéu EMACO, phac dd
tiép theo thuong dung 13 EMAEP. Bénh nhén can c6 chitc nang gan than binh
thuong, cong thic mau binh thuong, khong co dau hiéu suy tiy hodc giam
bach cau trude khi diéu tri hoa chat [34],[36],[58],[59].
1.2.5. Cac yéu té lien quan khang MTX & bénh nhan UNBN NCT
1.2.5.1. Tusi bénh nhan va khang hoéa tr; liéu

Theo FIGO, yéu té tudi > 40 rat co y nghia vé tién lugng ctia bénh nhan
UNBN [6]. Tuy nhién, nghién ctru ciia mot sb tac gia nhu Phan Chi Thanh va
Nguyén Quang Bac nhan thay ty 18 khang MTX cua bénh nhan UNBN &
nhém < 40 va > 40 tudi khong khéc biét [53],[65]. Do do, c6 thé thdy tudi
cang cao, dic biét 1a trén 40 tu6i lam gia ting nguy co thai nghén bat thuong,
chara chimg, cling nhu 1am gia ting nguy co bién ching thanh UTNBN. Tuy
nhién méi lién quan gitra tuoi va khang hoa tri licu MTX con chua thong nhat
va can duoc lam ré.
1.2.5.2. Thei gian tiém dn va khang héa tri ligu

Theo Bagshawe, thoi gian tiém an cang dai thi ty Ié séng s6t cang thap,
giam dan, tir 96,9% ¢ nhom tiém an < 4 thang con 48,3% & nhoém tiém an >
12 thang [33]. Theo FIGO, thoi gian thoi gian tiém an bénh cang lau thi nguy
co khang hoa trj liéu cang cao. Nghién ctu cua Lé S§ Phuong thay bénh nhan
UNBN c6 thoi gian tiém an >4 thang ting 6,6 1an nguy co khang MTX s0 V4i
nhém < 4 thang [66].
1.2.5.3. Lién quan giza tién si thai nghén va khang héa tri liéu

UNBN sau dé thuong, nao, say thai 1a mot bién chang nang, ty 18 tir
vong cao, Vi bénh nhan di kham mudn, di cin nhiéu, diéu tri ton kém dai
dang, it hiéu qua. Hammond ciing nhuy WHO déu xép tién sat UNBN sau thai

du thang 1a 1 yéu t6 tién luong xau caa bénh. Mot sé tac gia da khuyén céo
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khong nén diéu tri UNBN sau thai da thang bang MTX don thuan ma nén
khoi phat diéu tri bang da hoa chat [67],[68].
1.2.5.4. Logi thai trizng va khang hoéa tri liéu

Nguy co bién chang thanh UNBN sau TTTP I6n hon nhiéu so véi
TTBP. Phan Chi Thanh thay ty I¢ khang MTX cua bénh nhan UNBN c6
ngudn gdc tur thai trang 1a 26,3%][53]. Céc tac gia nhu Hemida, Gilani va
Growdon nhan thay ty 1é khang MTX & bénh nhan UNBN sau TTTP hay
TTBP khdng c6 su khéc biét [67],[69],[70].
1.2.5.5. Nang hoang tuyén va khang hoa tr; li¢u

Mot s nghién ciru cho rang kich thudc nang hoang tuyén cé lién quan
dén nguy co bién chang u nguyén bao nudi, néu xuat hién nang hoang tuyén
thi ti 18 bién chung UNBN tang 3.5 1an so véi nhom khdng c6 nang. Ton Nix
Tuyét Trinh (2003) nghién ctu lién quan giira nang hoang tuyén vai tién
lugng cua cac bénh nguyén bao nudi nhung khong thay moi lién hé [71].
Nghién cau caa Phan Chi Thanh (2012) nhan thdy 3 nhém khéng cé nang
hoang tuyén, nang 1 bén va nang 2 bén c6 ty & khang hoa tri lieu MTX khdng
khac nhau [53].
1.2.5.6. Thé tich ti cung va va khang hoéa tr; li¢u

Niam 2002, Argawal nghién cttu nhitng yéu té c¢6 y nghia tién luong
khang MTX & bénh nhan UNBN NCT, tac gia thay thé tich ta cung trung
binh c6 su khac biét gitra nhom khang va khong khang MTX (p < 0,05) va
trén hoi quy don bién khi thé tich tir cung cang tang thi ty 1é khang MTX cang
cao [10].
1.2.5.7. Di can va khang héa tri liéu

Trude nam 1950, UNBN di cin c6 tién luong rat xau va ty 1é ta vong
rat cao. Sau do, Hetz da diéu tri thanh cong UNBN c6 di can bang héa chat,
tuy nhién tac gia nhan thay UNBN c6 di can ty 1¢ khang hoa chat rat cao.
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Theo FIGO va WHO thi vi tri, s lwong va kich thuéc nhan di can déu 1a
nhitng yéu tb tién luong bénh quan trong [46],[72],[73].
1.2.5.8. Kich thuéc 16n nhat khai u va va khang hoa tri liéu

Mot yéu td anh huong tién luong diéu tri hoa tri liu MTX la duong
kinh 16n nhét khéi u. Nhiéu tac gia ngoai nudc nhu Lurain va Mousavi khi
nghién ciru vé nhitng yéu t6 tién lwong khang hoa tri liéu MTX & nhiing bénh
nhan UNBN d4 thdy vai trd caa nhan tai tir cung. Lurain (1991) tim hiéu vé
nhitng yéu té tién lugng cua UNBN va thay duong kinh caa khdi u 16n nhat
(bao gom ca u tai tir cung) anh huéng mot cach co ¥ nghia dén co hoi song
ctia bénh nhan UNBN c6 di can. Tac gia thiy ty Ié song sot 1a 92% vai bénh
nhan ¢ khdi u nhé hon 3 cm, khi khéi u tir 3 - 5 cm ty 1& nay 1a 73%, con khi
khdi u 16n hon 5 cm, ty & séng sot chi 1a 52% (p < 0,0001) [74]. Mousavi
nhan thiy nguy co khang ting 1én 7,73 1an & nhiing bénh nhéan c6 duong kinh
nhan tai tir cung > 3 cm so vdi nhom khong nhan [75].
1.2.5.9. Cdt tiz cung va khang hda tri lidu

Ty 1é cat tir cung rat khac nhau tuy thudc vao dic diém 1am sang ciing
nhu kinh nghiém cuaa tung trung tam, dao dong tir 15 -60% [5],[73],[76]. Cac
tac gia déu nhan dinh cat tar cung gidp 1am giam sb dot diéu tri, qua do rat
ngan thoi gian diéu tri. Bén canh d6 cat tor cung cling lam giam ty 18 bién
chung chay mau do v& nhéan di can tai tir cung. Tuy nhién vai tro cua cat ta
cung lam giam ty Ié khang hdéa tri liéu la khong r6 rang. Nghién ctru cua Phan
Chi Thanh (2012) ¢6 118/322 trudng hop cét tir cung (36,6%), nhung tac gia
khong thay méi lién quan giira cat tir cung va khang héa tri lisu MTX [53].
1.2.5.10. Néng dé fhCG trude diéu tri va khang hoa tri liéu

Nong do hCG tang cao thudng di kém vai kich thudc tir cung 16n qué
muc so Véi tudi thai, ching té cac nguyén bao nudi ting sinh manh mg, do d6

néu trugc nao nong do hCG cang cao thi bénh nhan cang co nguy co bién
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chang UTNBN vé sau. Nghién cttu 253 bénh nhan UNBN khong di can diéu
tri bang MTX, Lurain ghi nhan ty 1& thanh céng 1a 89,3% va 10,7% khang
MTX. Téc gia ciling thay rang nguy co khang don hoa trj liéu MTX ting cao &
nhitng bénh nhan c¢6 mic BhCG ban dau 16n hon 50.000 1U/ [74].
1.2.5.11. Piém tién luong FIGO va ty I¢ khang hoa tri liéu

Phac d6 MTX két hop véi acid folic (MTX/FA) 1a mot trong nhiing
phac dd dem lai hiéu qua cao va han ché duoc tac dung phu cua MTX, ép
dung véi UNBN khong di can hogc di cin nhung nguy co thap. Tuy nhién 20
- 30% bénh nhin UNBN khdng véi diéu tri don héa chdt can chuyén sang
phac do da hoa chat. El-Helw so sanh bang diém tién luong nguy co cua
FIGO 2002 va bang tién lugng cia WHO niam 1983 va thay rang s6 luong
bénh nhan duoc xép vao nhom nguy co cao giam di néu sir dung bang tién
luong ctia FIGO 2002 (7,1% so véi 9,3%) [77]. Sita-Lumsden nghién ciru két
qua diéu tri 618 bénh nhan UNBN diéu trj tai bénh vién Charing Cross tir nam
2000 dén 2009. Tac gia thiy ty 1é thanh cong giam dan khi diém tién luong
tang dan, dang luu ¥ 13 ty 1& thanh cong & nhom c6 diém FIGO 5 - 6 chi 1a 31
- 35% [38].
1.2.5.12. Tan sinh mach va khang hoa tr; liéu

Trong nghién cau cong bd nam 2002, Agarwal nhan thay nhan tai tir
cung cling vai tinh trang tang sinh tan mach 1a mot yéu t6 tién luong xau caa
bénh UNBN. T4c gia thay nhitng yéu té nhu thé tich tir cung, ndng d6 phCG
trudc diéu tri, so lwong nhan di can va chi s6 xung ciia dong mach tir cung (PI
PMTC) ¢6 lién quan mat thiét véi tinh trang khang hoa tri liéu. Theo Agarwal
tinh trang tang sinh tdn mach ¢ tir cung 1a mot yéu to tién luong khang don
hoa tri licu MTX, bénh nhan UNBN NCT c¢6 PI DPMTC <1 ¢6 kha nang khang
MTX tang 2,68 nhom c6 PI BPMTC >1 [10].
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1.2.5.13. Gidi phdu bénh 12 UTNBN va khéang hoa tr; liéu

Strohl hdi ctiru 678 hd so (1962 - 2009) dé danh gia anh huong cua giai
phau bénh 1am sang 12 UTNBN va sy di cin lién quan dap tng hoda tri liéu &
UNBN NCT [78]. Mic du khdng c6 sy khac biét vé sng con sau diéu tri
nhung nguy co khang MTX ting & nhém c6 chan doan giai phau bénh la
UTNBN sau thai tring (OR = 2,67, p = 0,007), ndong d6 BhCG trudc diéu tri >
10.000 TU/1 (OR = 2,62, p = 0,002) va diém FIGO cao (FIGO 3 - 4 diém, OR
=2,02, p=0,027; 5 — 6 diém: OR = 5,56, p < 0,001) trén héi quy da bién. Tac
gia két luan giai phau bénh 12 UTNBN sau thai trang két hop véi nong do
BhCG cao va diém FIGO cao lam tang ty ¢ khang don hoa tri lisu MTX &
bénh nhan UNBN NCT.
1.2.5.14. Mé hinh déng hoc quan thé hCG tén duw dy béo khang hoa tri ligu

Nam 2013, You cong bd két qua nghién ciu nham tién doan sém khang
hoa chat ¢ nhitng bénh nhan UNBN NCT bang céach st dung mo hinh dong
hoc quan thé (population kinetic modelling) khi dinh lugng hCG. Téc gia thay
rang khi str dung gia tri hCG “tdn du” sau mdi dot diéu tri MTX caa mdi bénh
nhan, sau 3 chu ki day da MTX/FA, c6 thé phat hién khoang 80% bénh nhan
s& khang MTX [79]. Phuong trinh 12 hCGj(t) =(hCGO;*e "™ + hCGres)) (1 +
el;), trong d6 hCGres (hCG “ton du”) 1a yéu t6 dong.

Thuat toan tuong d6i phic tap nhung két qua lai c6 ¥ nghia ap dung
thuc tién cao nén You da viét mot phan mém truc tuyén dé cac nha 1am sang
c6 thé dé dang tinh toan cac yéu té dong ciia mé hinh ciing nhu hCG ton du tir
két qua hCG cua bénh nhan [79].
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1.3. Siéu &m Doppler ddng mach tir cung chin dosn va tién lwong UNBN

1.3.1. Gidgi phdu dpng mach ti cung

DM budng tring

PM vong cung
DM xuyén tam

PM nén

DM xo0in 4¢

/‘//Niém mac tir cung
| Co tir cung

PM tir cung

Hinh 1.2. So' @6 phan nhanh PMTC trong co tir cung
(ngudn Asmar [80])

DMTC Ia mot nhanh bén cua dong mach chiu trong, chiéu dai trung
binh 13-15 cm va kich thudc c6 thé ting 1én 3 - 4 lan trong khi ¢6 thai. Puong
kinh ctia PMTC khoang 1,5 mm ngoai thoi ki thai nghén va sé tang 1én dan
dan trong luc c6 thai. Ban dau PMTC chay ¢ thanh bén cua chau hong, phia
sau day ching rong, sau d6 chay ngang t6i eo tir cung thi bat chéo phia trudc
ni¢u quan cach eo tir cung khoang 1,5 cm, tor d6 BPMTC quat Ién trén chay
doc thanh bén cua tir cung va cudi cing tat ngang ra ngoai phia dudi ciia voi
tir cung dé tiép ndi véi cac nhanh cua dong mach budng tring.

Nhanh chinh cia méi PMTC di vao tir cung ngay phia trén cb tir cung
va di doc theo thanh bén. Sau d6 dong mach nay phan nhanh thanh cac dong
mach vong cung, dugc dat tén do hinh dang cong chay trong tir cung. Bong

mach vong cung phan tiép thanh nhiéu nhanh nho goi 1a dong mach xuyén
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tm chay vao mot phan 3 ngoai cua co tir cung, dugc dit tén do c6 hudng
chay vudng gdc vao co tir cung. Khi dong mach xuyén tam tiép can 16p trong
ctia co tr cung chdng tré thanh dong mach xoan éc. O phu nir khéng mang
thai, PMTC co tro khang cao [81].

1.3.2. Chi sé6 xung PMTC va tinh tdi ldp trén siéu am Doppler
1.3.2.1. Hinh dang phé Doppler va lia chon chi sé do

Nhiéu chi sé khac nhau dugc st dung dé mé ta hinh dang cua phd
Doppler. Cac ki thuat bao gdm tir cac chi sé don gian cta tim thu dén dong
tam truong dé mo ta nét noi bat ciia phuong phap trich xuat dir liéu nhu phan
tich thanh phén chinh. Céc chi s6 dugc dua ra dé mo ta hinh dang phé mot
cach dinh luong, thuong 13 hudng dan cho mot s6 loai phan loai. Nhin chung,
chi s6 don gian thi thong tin thu dugc ciing s& nghéo nan hon.

Cac chi sb siéu am Doppler thudng dugc sir dung va ¢ san trén hau hét
cac may siéu am la chi sé6 khang (chi s6 Pourcelot, tinh bang S-D/S), chi s6
S/D (chi s Stuart & Drumm) va chi s6 xung (chi sé Gosling, tinh bang S-
D/m). Céc chi s6 nay déu dya trén dang séng dich chuyén cua phd Doppler tdi
da va tinh toan cua ching thuong dugc may tinh ty dong. Tinh toan chi s6
xung thuong 1au hon mot chit so véi chi s RI hodc S/D boi can thoi gian dé
tinh gié tri trung binh cua phd séng. Tuy nhién chi s6 xung lai cho pham vi
gia tri rong hon, nhu trong viéc mo ta hinh dang song khi khong co dong chay
cubi tam truong.

Ngoai cé4c chi s6 nay, dang song cé thé dugc md ta hoac phan loai theo
su hién dién hoac thiéu mot diém dic biét nao do, vi du nhu khong c6 dong
chay cudi tam truong va su hién dién cia mot Notch tién tdm truong. NOi
chung, dang séng c6 chi sé xung thap 1a biéu hién cua suc can & xa thap va

dang s6ng c6 chi s6 xung cao xay ra & cac mach mau c6 tré khang cao mac du
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chit hep mach mau gan do, giam cip mau hoic ndi thong dong tinh mach c6
thé lam thay d6i hinh dang séng cua phd Doppler.
1.3.2.2. Chi s6 xung

S-D
PI=2>">
m

Trong d6 S 1a vén toc dinh tdm thu, D 1a van tdc cudi tdm truong, m 1a
van tdc trung binh. Chi sb nay c6 gia tri danh gia mot xung Doppler trong dé
van toc trung binh dugc may si€u am tinh toan tu dong. Véi nhiing thé hé
mAy siéu am hién nay, gi4 tri cta cac chi s6 Doppler khac s& dugc tinh toan
mot cach tu dong cung v6i chi sé khang (RI1) hay chi s6 S/D. Ba chi sb nay c6
gia tri trong quan thuin cung véi nhau.

Ly do Iwra chon chi sé xung trong nghién ctru ciia chung t6i: thir nhat
béi pham vi gid tri rong hon, giup dé mé ta hinh dang séng ngay ca khi khéng
c6 dong chay cudi tam truong hodc dong chay nguoc chiéu. Thir hai I3 trong
y van hau hét cac tac gia déu lua chon chi sé xung dé nghién ctu nén ching
t6i cling lva chon chi s6 nay dé dé so sanh va binh luan véi cac tac gia khac.
1.3.2.3. Tinh lap lgi va tinh tai ldp cua chi sé xung PMTC

Niam 1989, Long danh gia tinh lap lai (repeatability) cua chi s6 xung
(PI) trén siéu am Doppler BPMTC. Té&c gia xac dinh vi tri PMTC, Iuu lai dang
s6ng cia DPMTC ¢ 26 phu nit tir 19 - 52 tudi va ding phan mém may siéu am
dé tinh PI DPMTC. Sau d6 cho bénh nhan nghi it nhat 5 phat va lap lai quy
trinh trén. Tac gia thay PI DMTC bing 3,25 + 0,83 (1,21 - 5,29); sai sb tiéu
chuan 1a 0,16; hé s6 bién thién 1a 8,8%. Pl khong bi anh huéng bai chu ky
kinh nguyét hay tién sir da sinh con [82].

Mot nghién ctru khac caa Hollis danh gia tinh tai lap (reproducibility)
va tinh I1ap lai caa siéu @m Doppler PMTC trong thai ki. Tac gia danh gia cac
chi s6 siéu am Doppler (PSV, EDV, PI, RI, S/D) BPMTC cua 63 phu nit mang
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thai dugc siéu &m 2 1an boi 2 nguoi khic nhau nhung c6 cung trinh do. T4c
gia thay sy twong dong cao gitta 2 nghién cau vién thé hién boi hé sé tuong
quan cao va do bién thién thap chi la 8,4% [83].

Papageorghiou nghién cuu tinh tai Iap cia Pl BPMTC st dung siéu am
dau do am dao trén 100 phu nit don thai vao thdi diém 23 tuan sau khi do
chiéu dai c6 tir cung bai 2 nguoi khac nhau. Téc gia thay tinh lip lai va tinh
tai 1ap tét cia Pl DPMTC, tuy nhién nén dugc thyuc hién bai nghién ctu vién da
dugc dao tao [84]. Nhu vay sir dung siéu 4m Doppler dé danh gia P PMTC

c6 do tin cay cao do sai s6 thap va tinh tai 1ap tot.

1.3.3. Nghién czru tan tao mach ¢ UNBN

Tan tao mach la su hinh thanh cdc mach mau méi, la mot budc quan
trong trong quéa trinh tao t6 chic khdi u. Tan tao mach c6 mdi twong quan
chat ché dén su phat trién to chuc u, kha niang di can va kha nang khang hoa
chat va 1a yéu té tién luong xau trong nhiéu khéi u dic nhu ung thu v, ung
thu phoi va ung thu budng trang. Xét nghiém mé bénh hoc vé mat do vi mach
(microvessel density) bang nhuom mién dich CD 34 duoc st dung dé danh
gia tang sinh mach & nhitng khéi u nay. Tréi lai, khéng thé st dung phuong
phap danh gia mat do vi mach trong cac trudng hop UNBN bang sinh thiét to
chtc u bai ting sinh mach nhiéu din dén nguy co chay mau cao va nguy hiém
dén tinh mang. Thay vao d6, chan doan UNBN thuong dwa vao dién bién caa

BhCG & bénh nhan sau nao thai tring.
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Hinh 1.3. Nhuom CD31 ¢ tiéu ban UTNBN: (a-c) C4c té bao ung thu xam
lan mach méu va cac té bao ndi mac mach dugc thay thé mot phan bang céc té
bao u, (d) Khong thay té bao ndi mac mach & ving trung tdm khéi UTNBN
(hgudn Shih 1.M [13]).

Tan tao mach 1a mot dic diém biéu hién thuong gap trong cac khéi u
thé dic trong d6 c6 UTNBN, hién twong nay xay ra do hinh thanh cac mach
mau méi dé ngin can sy thiéu oxy va duy tri su tang sinh khong kiém soat
cua cac té bao u. Shih I.M trong mot nghién ctiru nam 2011 vé sw md phéng
tao mach (vasculogenic mimicry) cta cac nguyén bao nudi ¢ cac bénh nhan
UTNBN [13]. Trong nghién ciru ndy, tac gia di tim hiéu hé thong tudi mau
cua 10 bénh nhan UTNBN bing cac dic diém giai phau bénh 1y két hop véi
phuong phap nhuém héa moé mién dich. Phan tich hinh thai cic truong hop
nay, Shih thay ring cac mach méau ¢ ving trung tam cua khéi UTNBN duoc
phu boi 16p té bao nudi ung thu chtr khdng phai boi céc té bao ndi mac mach.

Tuong tu, két qua nhuém khong duong tinh véi CD31 va CD34 cua cac té
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bao ndi mac mach trong khéi u. O viing ngoai vi caa khdi u, cac té bao ung
thu xAm 1an cadc mach mau bat ngudn tir I6p dém tir cung, noi ma céc té bao
nudi thay thé cac té bao ndi mac mach, tao thanh sy ndi théng gitra cac mach
méu phi bai ndi mac mach va mach mau tan tao phu boi cac té bao nuéi. Khi
nhudm Masson’strichrome cho thay sé luong to chuc lién két trong khdi
UTNBN Ia rét it. Trai lai, & 8 truong hop UNBNVRB va 12 truong hop
UNBNDBM, khi nhuém CD31 va CD34 lai duong tinh & cAc mach mau khbi
u. Nghién ctru ndy cung cap bing ching rang UTNBN 1a mot trong s it khoi
u & nguoi c6 kha nang tao mach mau béi cac té bao u dé mang mau dén hd trg
sw phat trién khéi u [13],[30],[85].

1.3.4. Vai trd cia siéu am trong chdn dodn UNBN

Siéu am két hop véi BhCG huyét thanh di tré thanh mot xét nghieém
thuong quy dé khang dinh chan doan UNBN, ngoai ra con cho phép quan séat
su hién dién cua toé chuac xam lan trong co tir cung [86],[87].

Trong thai trang, cadc nguyén bao nudi xam lan vao cac dong mach
trong l6p co nhung ndi bat hon ca 1a qua trinh ting sinh bat thuong cua cac
nguyén bao nudi. Siéu am Doppler cho thay bang ching caa van téc dong
mau cao va tré khang thip do xam lan va ting sinh bat thudng cua nguyén
bao nudi. Nhu vay, du thai trang cd thé chan doan bang siéu 4m thudng quy
két hop véi nong do PhCG ting cao nhung siéu am Doppler s& cung cap hinh
anh dé khing dinh chan doan sém ngay tir khi hinh thanh.

Hinh anh siéu @m UNBN dac trung bai cdc mach mau tan sinh xung
quanh khdi u va cac shunt dong tinh mach. Pac diém thudng gap nhat 1a ving
giam am (h6 huyét) duoc bao quanh boi cac ving am vang khong déu (khdi u
nguyén bao nudi) va nhiéu dau hiéu trong co tir cung (shunts mach méau).
Nhan tai tir cung trong TTXL va UTNBN c¢6 hinh anh cua khéi giam am dang
nang tang sinh mach mau véi tré khang thap. Siéu am Doppler PMTC va cac
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mach méu bén trong khdi u cho thay giam tro khang dong chay va ting van
tdc dinh tdm thu [88]. Céc khéi u nho cé thé khéng phét hién dugc bang siéu
am Doppler. Soi budng tir cung, siéu am bom nudc budng tir cung két hop véi
nong do PhCG huyét thanh ting co thé gilp chan doan u nguyén bao nudi ton
tai du trude do siéu am khong phat hién ra.
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Hinh 1.4. Hinh anh UTNBN trén siéu am Doppler va siéu am 2D
(ngudn Schneider, [89])

Siéu &m 6 bung 1a phuong phap chinh dugc sir dung dé danh gia xam
nhap co tir cung ¢ bénh nhan UNBN chua di can, tuy nhién nhiéu nghién cau
gan day cho thay siéu &m dau do am dao 1a phuong phap danh gia chinh xéac
hon vé& mirc do xam nhdp co tir cung va cd kha nang phat hién nhan tai tu
cung tot hon so véi siéu am duong bung [89],[90]. Siéu am Doppler bd sung
thém thong tin vé luu thong mau tai chd gitp nang cao d6 chinh xac cua siéu
am dau do am dao [91]. Két hop siéu 4m dau do 4m dao va siéu &m Doppler
duogc coi la c6 gid tri chan doan tuong duwong véi chup mach mau tiéu khung
dé danh gia vi tri va mirc do xam lan cua bénh nguyén bao nudi chwa di can.
Siéu am voi uu diém 1a khdng xam lan, khong dau va an toan cé thé thay thé
chup mach, vén 1a thu thuat xam Ian va c6 cac bién chimg nhu chay mau va di

g thudc can quang.
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1.3.5. Siéu dm Doppler PMTC dinh gid diéu tri UNBN
1.3.5.1. Siéu &m Doppler PMTC theo déi diéu tri UNBN

Pinh luong néng d6 BhCG Ia tiéu chuan vang dé theo ddi dap tmg diéu
tri va phéat hién tai phat caa u nguyén bao nubi sau nao thai tring, tuy nhién
danh gia dic diém va dién bién cua cac chi s6 Doppler mach mau trong khdi u
hoac nguén nudi 18 BPMTC cung cip nhitng thdng tin c6 gia tri. Dac trung
trong siéu &m Doppler mach méu & bénh nhan UNBN Ia van téc dong méu
cao va tro khang thap [9],[12],[15],[80],[92].

Quy mot thai ky trong thai nghén binh thuong, siéu am Doppler PMTC
cho thay dang séng co tro khang cao véi van toc dong mau thi tim truong
thap va cd vét khuyét tién tdm truong. Tré khang thap chi xuat hién tai vi tri
bam cua banh rau, co thé lién quan téi qua trinh xam lan mot céach sinh ly cua
cac nguy@n bao nudi vao mach mau. O quy hai cua thai ky, su xdm lan caa
cac nguyén bao nudi dién ra manh mé& hon 1am cac PMTC gidn ng va lam
giam tro khang mach mau. Dén quy ba thai ky, qua trinh xam Ian mach mau
sinh 1y nay cang manh mé& va dan dén xuét hién trén sieu am DPMTC c6 hinh
anh pho Doppler van téc dong méu cao va tro khang thap [93].

Siéu am Doppler ciing cho phép theo ddi dap ung véi diéu tri hda chat
va sy thodi trién cua cua khéi u [94]. Cac thay doi trong dong chay c6 thé di
kém véi sy giam dan nong do BhCG huyét thanh va nhitng bénh nhan co tro
khang thdp nhat d& dan téi khang hoa chit. Bic diém nay phan anh sy pha
hay hé théng mach mau tir cung dan téi cac xoang mach va tiép néi mach
mau. Nhitng bién d6i mach mau lién quan dén khi UNBN c6 thé ton tai mot
thoi gian dai sau khi khéi u bién mat. Vi thé, theo ddi dai han bang siéu am
hoac chup mach méau trong UNBN it dugc quan tam trén lam sang [90].

Trude diéu tri, nhan tai tar cung trong TTXL va UTNBN c6 hinh anh

cua khdi giam am dang nang ting sinh mach mau véi tré khang thap. Khi
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dugc diéu tri héa chit nhan tai tir cung s& thodi trién, cac nguyén bao nudi
giam dan veé s luong va xo hoa, cac mach mau khong con tang sinh cung véi
su giam dan cta nong d6 PhCG. Doi khi to chirc xo hoa con ton tai véi thoi

gian dai mic du ndng do hCG di trd vé binh thuong.

Bang 1.1. Tom tit dic diém siéu am va dau hiéu Doppler cia BNBN
(hgudn Zhou [92])

. Thal
DPic diém TTTP TTBP TTXL UTNBN
thuwong
S6 lwong 106 33 184 32 13
) Banh rau . .
Khoi ting Khoi dac | Khoi dac )
day véi Banh rau
am dang trong co tor | trong co o
Hinh dnh hinh anh va thai
_ nang trong o cung voi tor cung .
siéu am , thoai hoa _ binh
budng tir xoang vl xoang
dang nang thuong
cung . . mach mach
va phan thai
X mach
PANSTIR khong khong co co khong
trong co'TC
RI+SD | 0,55+0,06 | 0,56 +0,04 | 0,28 +0,06 | 0,25+0,05 | 0,66 £ 0,05

Nam 2005, Zhou nghién ciu hoéi ciau 355 bénh nhan BNBN nham
danh gia tinh hitu dung cua siéu &m Doppler trong chan doan va diéu tri bénh
nguyén bao nudi, tac gia thay siéu am phat hién to chic bat thuong trong
budng tir cung & tat ca cac truong hop TTTP. Trong trudng hop TTXL va
UTNBN, siéu am cho thay hinh anh xam lan vao 16p co tir cung biéu hién boi
khdi dang nang co ting sinh mach méu. Phé Doppler PMTC cho thay RI la
0,556 TTTP, 0,56 ¢ TTBP, 0,28 cho TTXL, 0,25 cho UTNBN va 0,66 trong
thai binh thuong. Tac gia dong thoi theo ddi thiy RI thap bat thuong trong
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UNBN ting dan khi diéu tri hoa chat thanh cong. Téc gia két luan siéu am va
phé Doppler hitu ich trong chdn dodn bénh nguyén bao nudi, dé xdc dinh
c6 té chirc xam ldn hay khong, cing nhuw phét hién tai phat cia bénh va
trong theo déi diéu tri hoa chat [92].

1.3.5.2. Siéu @m Doppler BPMTC danh gia va tién lwong UNBN

Nam 1993, Carter dung siéu &m Doppler theo d6i 12 bénh nhén
UNBN dé danh gia dic diém cia PMTC va mach mau trong khéi u va thay Pl
PMTC 16n hon PI ctia mach méu trong khéi u (p < 0,05). PI PMTC tuong
quan mot cach co y nghia véi tudi caa bénh nhan (p = 0,043), kich thudc tir
cung (p = 0,003) va nong do PhCG (p = 0,03). Pl mach mau trong u lién quan
chat ch& véi kich thudce tir cung (p = 0,05) nhung khéng lién quan véi tudi
bénh nhan, hinh dang va hudng cua tir cung, vung giam am dudi niém mac co
hay khong, chiéu day niém mac va su xam nhap co ti cung. Phan tich hoi quy
twong quan tuyén tinh gitra ndéng do BhCG véi PI PMTC va mach mau trong
khoi u, tac gia két luan siéu am dau do ém dao va Doppler mau c6 gia tri dé
danh gia b¢nh nhan UNBN va PI DMTC lién quan chdt ché véi tién lwong
diéu tri va nong d¢ phCG [95].

Maymon thay nhiing bénh nhan sau nao c6 Pl PMTC < 1,5 dé bi
bién ching thanh bénh NBN ton tai [96]. Gungor theo ddi bénh nhan sau
nao thai trang va thay bénh nhan can diéu tri hoa chat cé chi sé Rl thdp
hon so véi nhitng trrong hep thodi trién tw nhién [97].

Nam 1994, Tepper nghién ciru dbi ching gitra nhitng bénh nhan
UNBN truéce diéu tri hda chat va nhitng bénh nhan thai nghén giai doan sém
(5 - 8 tuan tudi thai) va thay RI tai BPMTC thap hon mot cach co ¥ nghia &
nhirng bénh nhan UNBN (0,410 % 0,04 so vai 0,494 = 0,06, p < 0,05). Tepper
cling thdy rang sy dap ung cta bénh nhan UNBN véi hda tri liéu co thé duoc

danh gia mot c&ch tin cay bang su theo ddi su bién d6i cua RI PMTC (chi s6
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nay tuong quan tuyén tinh véi voi viéc giam dan néng d6 phCG). Nhu vay,
két qua nghién ctu cua Tepper 1a rat dang khich 16 va cho thdy Doppler
DPMTC la mét phwong phdp thim do khéng xam lan, hiru ich dé chan dodn
va diéu tri bénh nhan UNBN [98].

Nam 2002, Yalcin nghién ctru danh gia vai tro caa siéu am Doppler
DMTC & 21 bénh nhan UNBN va thay rang c6 méi twong quan chit ché giira
cac chi sé Doppler S/D, RI, PI thu dugc tir 2 PMTC phai va trai cia mdi bénh
nhan, véi hé sé twong quan 1an luot 12 0,92, 0,88 va 0,94 (p < 0,0001). Nghién
ctru ndy cho thay dic diém cia dong méau cia 2 PMTC rat gibng nhau va c6
thé phan anh su bién dong dién ra & nén mach mau tai tr cung ¢ bénh nhan
UNBN. Téc gia ciing nhan thay cac chi s6 ciia Doppler PMTC c6 twong quan
ty 1& nghich nhung yéu véi nong do BhCG dao dong tir -0,31 dén -0,37 (p <
0,05), trai lai cac chi s6 nay lai c6 sy twong quan chit ch& vai gié tri logarit
cuia nong do PhCG vai hé sé twong quan tir -0,58 dén -0,65 (p < 0,01). Nhiing
nghién cau nay chi ra rang sw thay déi ciia mgch méau ti# cung dién ra trong
UNBN phu thugc vao viéc giam tie tir sé lwong nguyén bao nudi, cd thé
danh gia tuong tng bang cac chi s6 Doppler va nong do BhCG [99].

Bang 1.2. Cac chi s6 Doppler PMTC va nong d6 phCG & bénh nhan sau
nao thai trirng khong bién chirng va bénh nhan UNBN (Yalcin, [99])

Bién Thai trieng thodi trién (n = 16) UNBN (n = 5)
Trung vi Bién thién Trung vi Bién thién
S/D 51 1,85 - 20,70 2,27 1,22 - 2,90
RI 0,8 0,46 - 0,86 0,55 0,32-0,70
Pl 1,82 0,60 - 2,50 0,86 0,41-1,50
BhCG 475 18,0 - 6500,0 75000 3000 -125000
log hCG 2,68 1,28 - 3,80 4,82 3,48 - 5,10
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Ciing nhu nhiéu tac gia khac, Yalcin nhan thdy nhitng bénh nhan
UNBN can diéu tri hda chat c6 chi sé Doppler thip hon han so véi nhiing
bénh nhan sau nao thai tring khong bién ching.

El Aal (2003) theo ddi 15 bénh nhan sau nao thai tring bang siéu am
Doppler PMTC, tac gia thay BhCG c6 mbi twong quan chit ché véi cac chi s6
Doppler S/D, PI, Rl (p < 0,01). Hai BPMTC c6 dién bién tuong ddng trudc va
sau nao thai trang. S/D tang tir 2,57 £ 1,13 1én 15,9 £ 2,07 (p < 0,0001), RI
tang tir 0,55 + 0,15 1én 1,0 + 0,26 (p < 0,0001) va PI ting tir 1,02 + 0,47 Ién
6,12 + 2,34 (p < 0,0001) va két luan rang siéu a&m Doppler c6 thé sir dung dé theo

ddi cac bénh nhan sau ngo thai tring v tién luweng tién trién ciia bénh [100].
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Biéu @6 1.1. Dién bién ciia chi s6 xung PMTC phai va trai sau nao (El
Aal,[100])

Kyal (2013) nghién cau PI BMTC ¢ 19 bénh nhdan UNBN NCT
(FIGO < 6) diéu tri bang don hoa tri lisu MTX/FA. Téc gia thay 19 bénh nhan
déu khoi hoan toan va nong do phCG giam twong quan chiat ché véi su ting
dan caa chi sé6 PI PMTC [101].

Neda Salih Amin (2014) nghién ctu méi tuong quan gitra cac chi s6
Doppler cuia DPMTC va BhCG cua 25 bénh nhéan thai trang (24 TTTP va 1
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TTBP) trudc va sau nao vao thoi diém 1, 2, 4 va 6 tuan sau nao. Neda Salih
Amin thay rang chi sé6 Doppler cia 2 DPMTC 1a twong dong véi nhau trong
qua trinh theo ddi. Téc gia thay c6 22 trudng hop PhCG giam lién tuc cho dén
6 tuan sau nao, nhiing trudong hop ndy cé céac chi sb Doppler ting dan cho dén
6 tuan sau nao nhu sau: S/D trudc nao la 2,25 + 0,77 IU/I tang dén 10,12 +
0,79 1U/1 vao tuan thtr 6 sau nao, PI trudc nao 1a 0,96 + 0,26 IU/1 tang dén 4,1
+ 1,08 1U/1 vao tuan tha 6 sau nao, RI truéc nao 1a 0,47 + 0,07 TU/1 tang dén
0,95 + 0,08 1U/I vao tuan thir 6 sau nao. Hai bénh nhan c6 nong d6 BhCG
khong giam va cac chi s6 Doppler ciing khong thay doi, nhitng bénh nhan nay
duoc chan doan bénh nguyén bao nudi ton tai. Mot truong hop BhCG tang cao
vao tuan thir 6, cac chi sé6 Doppler trong truong hop nay giam xubng. Tac gia
két luan c6 sy lién quan c6 y nghia (p < 0,05) giita phCG huyét thanh va céac
chi s6 S/D, RI, PI khi siéu am Doppler cia DPMTC véi hé sb twong quan 1an
luot 1a - 0,778; - 0,581; - 0,483 va siéu am Doppler co thé ding dé tién
Iwong qué trinh dién bién ciia BNBN [102].

Bang 1.3. Chi sé Doppler, ndng dé phCG trwéc va sau nao thai trieng
[102]

) S/D Pl RI phCG
Thoi diem

Trudc nao 241+133 |1,03+0,52 |0,49+0,10 |1743,7+1036

Sau 1 tuan 316 +131 (1,45+0,49 |0,60+0,10 |6753+490,49

Sau 2 tuan 524+208 [2,08+167 |0,70+0,11 |480,9+560,3

Sau 4 tuan 7,43+199 1252+0,70 |0,81+0,09 |416,2+901,9

Sau 6 tuan 9,32+2,40 [3,74+1,41 |0,92+0,13 |367,4+1189,8
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Nhu vay, nhiéu nghién ctiu cho thy siéu 4m Doppler PMTC cung
cap nhitng thdng tin c6 gia tri trong chan doan va theo ddi diéu tri bénh nhan
UNBN.

1.3.6. Siéu am Doppler PMTC tién lwong diéu tri hoa chat

Long (1990) nghién cuiru gia tri cia Doppler PMTC ¢ 38 bénh nhén
UNBN d6i chang véi 26 phu nit khdng mang thai va 23 phu nit mang thai
binh thuong. Téc gia thay ring PI DPMTC & bénh nhan UNBN thap hon phu
nit khdng mang thai (1,37 £ 0,73 so vai 3,25 + 0,83, p < 0,05). Phu nit mang
thai thuong c6 Pl thap hon nhém UNBN (1,00 + 0,32 so véi 1,37 £ 0,73, p <
0,05) nhung nhirng tin hi€u trong co tir cung khong lan toa va khong co
cuong do cao nhu nhém UNBN. Téc gia thdy tuan hoan tir cung ¢ bénh nhan
UNBN ¢ cac dic diém goi ¥ tré khang thap ¢ cac mach mau va cho ring
Doppler PMTC cé thé cé ¥ nghia trong viéc dinh gid ban ddu cac bénh
nhén UNBN trude khi diéu tri héa chat [11].
T
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va bénh nhan UNBN



36

Nhém khdng mang thai (A) c6 Pl= 3,25 £ 0,83, nhdm mang thai thoi Ki sém
(B) c6 PI=1,0 £ 0,32 va nhdm bénh nhan UNBN (C) c6 P1=1,37 £ 0,73 [11].

Nam 1994, Hsieh str dung siéu am Doppler nghién ciu 28 bénh nhan
UNBN va phan chia thanh 3 nhém dya vao kiéu phan bé mach mau: hinh anh
lan toa (7), hinh anh tréng am (16) va hinh anh dac (5). Tac gia thiy rang
nong d6 PhCG ¢ kiéu lan toa (6.608 + 6.320 1U/I) thap hon so véi kiéu hd
huyét (40.462 + 39.735 1U/I; p < 0,04) va kiéu dic (212.114 + 205.126 1U/I;
p< 0,02). Rl PMTC trong kiéu hd huyét (0,51 + 0,13) thap hon so véi kiéu
lan toa (0,66 + 0,10; p < 0,03) va kiéu dic (0,70 + 0,06; p < 0,02). Tuy nhién
PSV cua nhitng bénh nhan UNBN khong khac biét giita cac kiéu phan b
mach mau va cao hon mot cach c6 y nghia so véi nhom chang la 17 bénh
nhan sau nao thai trang khdng bién chang (p < 0,001). Pap tng véi diéu tri
hoa chat ciing khac nhau gitra cdc nhém. Sau 5 chu ky hda tri liéu, 6/7 bénh
nhan kiéu lan toa khoi bénh, 3/15 kiéu hd huyét khoi bénh va 0/5 kiéu dac
khoi bénh. Téc gia két luan rang déc diém hinh thai mach mau cia cac bénh
nhan UNBN khi siéu am Doppler twong quan véi néng d¢ trung binh
BhCG, huyét dong (R, PSV) ciia PMTC, ddp ing véi hoa tri ligu va co thé
Véi chdn dodn gidi phdu bénh ly. Nghién ctu cho thay hinh anh phan bd
mach mau c6 thé co gia tri hon nong d6 PhCG boi goi Y cho biét su ting sinh
phat trién mach mau tai ton thuong [103].

Ciing nim 1994, Hsieh nghién ctru mdi twong quan giita gia tri cua
Doppler BPMTC va hoa tri liéu & 23 bénh nhan UNBN so sanh vai nhém
ching la 55 phu nir khéng mang thai va 15 bénh nhan sau nao thai trang
khong bién chimg. Po PSV va RI trudc mdi dot diéu tri hda chat, tac gia thay
PSV DMTC cua bénh nhan UNBN cao hon nhom khéng mang thai (57,5
20,4 cm/s so vai 28,3 £ 3,41 cm/s, p < 0,0001) va nhém sau nao thai tring
khong bién ching (57,5 + 20,4 cm/s so voi 26,8 = 3,08 cm/s, p < 0,0001).
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Day la minh chitng cho co sé Iy thuyét vé hinh thanh néi théng (shunt)
dong - tinh mach ¢ bénh nhan UNBN. Gia tri trung binh cua Rl tai PMTC
cua nhom UNBN la 0,56 + 0,19 thép hon nhom khdéng mang thai (0,80 +
0,05) va nhom sau nao thai trang (0,75 + 0,06) c6 y nghia thong ké (p <
0,0001). O nhitng bénh nhan phai dung it hon 5 dot hda chat ¢ Rl ¢ PMTC
trude diéu tri 0,71 + 0,09 cao hon c6 y nghia so vé&i nhitng bénh nhan ding
nhiéu hon 5 dot hda chat 0,47 + 0,14 (p < 0,0001). PSV sau 3 dot hoa chat &
nhom dung it hon 5 dot héa chat giam mot cach co ¥ nghia tir 54,2 xuéng
23,6 cm/s; (p < 0,001), trai lai PSV khong thay d6i 60,1 va 60,5 cm/s & nhom
ding nhiéu hon 5 dot héa chat. Tac gia két luan: cdc déic diém huyét déng
ciia PMTC khi ding siéu am Doppler cé thé tién lwong va theo di khd
ndng dap ung vaéi hoa tri ligu ¢ bénh nhan UNBN [104].

Nhitng nghién ctu trén ddy cho thy siéu 4m Doppler PMTC c6 y
nghia khi st dung dé danh gia trude diéu tri, theo ddi trong diéu tri va tién

lwong dap ng vai hoa tri liéu ¢ bénh nhan UNBN.

1.3.7. Siéu @m Doppler DPMTC tién lwong khang hoa tri ligu MTX

Nam 1992, Long thuc hién mot nghién cau khac vé dong hoc cua
PMTC bing siéu am Doppler do chi s6 xung PI DPMTC trén 40 bénh nhan
UNBN truéc khi bat dau diéu tri hda chat va theo dai doc cho dén khi ngiing
diéu tri. Tac gia thay rang nhitng bénh nhan c6 PI < 1,1 ¢6 kha ning khang
hoa chat cao hon mot cach co ¥ nghia so véi nhitng bénh nhan c6 P1 > 1,1 (p
< 0,04). Téc gia ciing nhan thay Pl khong lién quan téi kha nang di can cua
cac nguyén bao nudi va triéu chimg ra mau am dao, hon thé nira, 5/8 bénh
nhan co thé tranh duoc viéc diéu tri chua dang néu sir dung két hop két qua
siéu &m Doppler véi bang diém tién luong dé chon phac d6 héa tri liéu cho
nhitng bénh nhan nay [12]. Téc gia két luan: ddnh gia PI PMTC trwéc khi
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diéu tri hda chdt cho bénh nhin UNBN gitp tién dodn nhiing bénh nhan
sé khang hoa tri liéu.

Agarwal nghién ctu tir nam 1994 dén 1999 va nhan thay PI DPMTC
trong siéu am Doppler 1a mot phuwong phap thim do khong xam 14n dé danh
gia sy tudi mau khéi u trong UNBN. Pl PMTC ty & nghich véi s tiwdi mau
khéi u trong UNBN va PI thap 1a biéu hién cua ting noi théng déng - tinh
mach (shunt), mét biéu hién cua tan tao mach bat thuong, 14 dic diém cua
cac khéi UNBN. Nghién ctu 164 bénh nhan UNBN, Agarwal thay rang PI <
1,0 1a mét yéu té tién lwong déc lap cia khang MTX va khi két hop Vi
Bang diém tién luong cua bénh vién Charing Cross (CXH) da cai thién kha
nang du doan khang MTX. bac biét, nguy co khang MTX & nhitng bénh nhan
nguy co trung binh (CXH = 6 - 8) khi Pl < 1,0 d4 tang lén dén 72,7% so Voi
nguy co co ban 56,3% cua nhdm nay. Nhiing phat hién nay goi y rang PI c6
thé 1a mét tham do hiru ich dé két hop vao cac hé thong thang diém tién
Iwong gitip xac dinh som nhiing bénh nhan khang MTX va can phai diéu tri
bang phac db da hoa trj lisu EMA-CO [10].

Hinh 1.5. Hinh anh phé Doppler cia PMTC & bénh nhan UNBN (ngudn
Agarwal, [10])

a, Bénh nhan c6 Pl bang 0,62 sau d6 khang MTX

b, Bénh nhan c6 PI bang 2,35 khéng khang MTX



39

Agarwal (2012) nghién ctu danh gia v nghia tién lugng cua Pl
DMTC ¢ bénh nhan UNBN NCT nhan thidy Pl BPMTC la mét yéu té du bao
doc 1ap cho khang MTX & nhitng bénh nhan UNBN NCT va c6 thé tich hop
vao hé théng tinh diém nguy co cua FIGO. Trong nghién ciu nay, 239 bénh
nhan c6 du dir liéu PI DPMTC va tinh trang khang MTX. Chi sé PI trung binh
thap hon (tudi mau cao hon) & nhém khang MTX so véi nhém bénh nhan dap
g véi MTX (0,8 va 1,4 véi p < 0,0001). Trong hdi quy da bién, PI PMTC <
1,0 tién dodn khdng MTX, dgc \Gp 6 cd hé thong tinh diém nguy co Charing
Cross va FIGO. Nguy co khang MTX & nhitng bénh nhan véi diém FIGO
bang 6 va PI DMTC < 1,0 1a 100% so véi 20% & nhiing bénh nhan PI DPMTC
> 1 (p <0,0001) [9].

Sita Lumsden nam 2013 nghién cuu gié tri PI PMTC ¢ 73 bénh nhén
UNBN c¢6 diém tién lugng FIGO bing 5 hoic 6 va thiy ¢ nhitng bénh nhan
nay PI thuc su c6 ¥ nghia trong viéc chon phac do diéu tri cho bénh nhan
UNBN. Tac gia thay PI < 1,0 tién lwong khdng MTX déc 1gp Véi bing diém
tién lwong FI1GO, nguy co tuyét doi khang MTX ¢ bénh nhan c6 PI1 < 1,0 1a
67% so Vai 42% & nhém ¢ Pl > 1,0 véi p = 0,036. Té4c gia cling dong thuan
khuyén cao két hop PI PMTC véi diém tién luong FIGO va bénh nhan c6 Pl
< 1,0 can dugc thém mot diém tién luong [105].

Nhiéu tac gia nhu Agarwal, Long, Sita Lumsden cho rang sé rat hitu
ich khi b sung PI PMTC véi hé théng tinh diém nguy co FIGO
[9],[12],[105]. S€ khach quan va co gié tri hon khi Pl DPMTC dugc nghién cuu
da trung tim, néu dugc chiing minh day s& 1a mot phuwong phap tham do hiéu
qua va co gid tri tai cac trung tam diéu tri UNBN. Nghién ciu da trung tim
TITANIUM, thu thap sé liéu caa 10 bénh vién tai Y va Thuy Dién dy kién
tién hanh tir 2019 dén 2023 nham Mo ta cac dic diém siéu am (trong d6 c6

cac dic diém siéu 4m Doppler PMTC va chi sé PI) cua khoang 120 bénh
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nhan UNBN NCT nham muc dich tim ra mé hinh tién luong cé thé phat hién
som hon cac bénh nhan sé khang véi don hoa tri liéu MTX [17],[18].

Nhu vay PI DPMTC la mot yéu t6 ¢ kha niang giup tién lugng khang
don hoéa tri lisu MTX. Tuy nhién, sé lugng nghién ctu ciing nhu s lwong
bénh nhan UNBN dugc nghién ctu vé vai trd caa Doppler PMTC trong tién
luong khang hoa tri lisu MTX con it, diém cit PI PMTC giup du béo khang
MTX khéc nhau gitra cac nghién ctiu (theo Long diém cét la 1,1, con theo
Agarwal va Sita Lumsden diém cit 1a 1,0) va gia tri cua ting yéu té tién
lugng theo FIGO dé tién doan khang hoa tri liéu con chua duoc danh gia day
du [9],[12].[15],[17].[36],[39],[80],[105]. Do vay, can thém nhiéu nghién ctu
nita vé vai tro cia siéu am Doppler PMTC trong tién lugng khang hoa tri liéu.
Viéc két hop PI DPMTC véi hé théng tinh diém cua FIGO c6 thé gilp chon ra

sém hon va chinh xac hon nhitng bénh nhan can diéu trj da hoa tri liéu.

O Viét Nam, cho dén nay chua c6 nghién cttu nao sir dung siéu am
Doppler PMTC dé tién luong kha niang khang MTX ciia bénh nhan UNBN
nguy co thap. Vi vay, ching t6i tién hanh nghién ctu nay nham danh gia hiéu
qua ctia Doppler DPMTC két hop véi mot sé yéu té lién quan dé tién luong
kha ning khang don hoa tri lisu MTX va chon lya phac d6 phi hop dé diéu tri
cho bénh nhan UNBN. Muc dich cuéi cing cia nghién cieu nay nham ting
higu qud diéu tri, giam téng thoi gian diéu tri, giagm tam Iy cang thang,
gigm déc tinh cia hoa chdt va sém trd lai khd néng sinh sdn cho bénh

nhan UNBN con nguyén veong sinh dé.



41

CHUONG 2:

POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Thoi gian va dia diém nghién ctru
Thoi gian thyuc hién: tir thang 01/2015 dén thang 9/2017.
Dia diém nghién ctru: khoa Phy ung thu va khoa Chan doan hinh anh,
bénh vién Phu san Trung uong
2.2. Poi twgng nghién ctru
T4t ca bénh nhan duoc chan doan 14 u nguyén bao nudi nguy co thap
theo phan loai FIGO nam 2002, con tir cung, trudc diéu tri béng don hoa tri
licu MTX.
2.2.1. Tiéu chudn lia chon
Bénh nhan tham gia nghién ctru phéi théa mén cdc diéu kién sau:
- Bénh nhan UNBN c¢6 diém tién luong tir 0 dén 6, dugc xép vao
nhom nguy co thap theo bang diém tién lwong ctia FIGO nam 2002.
- C6 chan doan xac dinh UNBN sau thai tring: tién sir thai tring
(TTBP hoic TTTP) dugc chan doan va diéu tri tai BVPSTU hodc bénh vién
tuyén dudi va thém mot trong cac tiéu chuan sau [1],[58],[59]:
+ Nong do phCG ting > 20% trong 2 tuan lién tiép.
+ Nong do BhCG binh nguyén ( + 10%) ba tudn lién tiép.
+ Nong d6 BhCG con cao sau 6 thang nao thai tramg (> 5 1U/1).
+ Sau nao thai trimg 4 tuan BhCG > 20.000 1U/1.
- Két qua mo bénh hoc nao budng tir cung 13 ung thu nguyén bao nudi.
- U nguy@n bao nudi sau céc thai nghén nhu: say thai, nao thai, sau dé
va sau chira ngoai tir cung.

- Bénh nhéan c6 chiic ndng gan trong gi61 han binh thuong.
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+ Hoat do AST (GOT) < 2 lan gia tri binh thuong (31 1U/l & diéu
kién 37°C).

+ Hoat 6 ALT (GPT) < 2 lan gia tri binh thuong (31 IU/1 & diéu
kién 37°C).

- Bénh nhan c6 chtric nang than trong gidi han binh thuong.

+ Ure < 6,7 mmol/l
+ Creatinin < 98 micromol/I
- Bénh nhén c6 xét nghiém huyét hoc trong gidi han binh thudng.
+ Bach ciu > 3,0 G/I.
+ Bach cau trung tinh > 1,5 G/I.
+ Tiéu cau: Tiéu cau > 100 G/I.

- Bénh nhan ty nguyén tham gia nghién ciru, dong ¥ quay lai kham va
diéu tri theo hen sau khi dd duoc cung cip day du thong tin vé muc tiéu, quy
trinh nghién ctru.

- Bénh nhan dugc diéu trj tai BVPSTU cho dén khi ra vién hodc két
thic diéu tri vi khong con kha niang diéu tri dic hiéu.

- Bénh nhan c6 tién sir diéu tri chira ngoai tir cung bang MTX van
duoc 1ay vao nghién ctru.

- Bénh nhan dong v tranh thai trong thoi gian diéu tri.

2.2.2. Tiéu chudn logi triv

Nhitng bénh nhan c6 bat ky mét trong nhimng van dé sau déu duogc loai
khéi nghién ctru:

- Khong phai UNBN.

- UNBN nhung khéng diéu tri tai vién, bo do diéu tri hodc hoan canh
khong cho phép diéu tri va theo ddi dén hét liéu trinh.

- UNBN can duoc xa tri.
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- C6 tién sr ung thu khac dang diéu tri.

- Di tmg v6i1 MTX.

- Khong tuén thii phac d6 diéu tri.

- Két qua siéu am khong day du hodc bi mat.

2.3. Phuong phap nghién ciru
2.3.1. Thiét ké nghién ciru

Nghién ciru mé ta tién ciru.

Nghién ctru 1am sang s& duoc tién hanh tuan tha hudng dan thyc hanh
1am sang t6t va cac nghién ciru vién duoc dao tao dé trién khai nghién ctru theo
huéng dan.

2.3.2. Comiu

Duya vao du doan ty 1¢ khang don hoa tri licu MTX ctia nghién ctru dé

tinh ¢& mau. Cong thic tinh ¢& mau dé uéc luong mot ty 16 13 [106]:
o Zé-ag;-p-q

Trong do:

n: ¢& mau nghién ctru can co

p: ty 18 bénh nhan u nguyén bao nudi nguy co thap khang don hoa tri
lidu MTX.

q=1-p

d: 12 khoang sai léch cho phép giita ty 1é thu duoc tir mau nghién ctru va
ty 1& ctia quan thé. Chon d = 0,06.

o muc ¥ nghia thong ké

Theo nghién ctru cia Phan Chi Thanh (2012) ty 1¢ khang MTX & bénh
nhan UNBN NCT 14 24,5% [53], 1y p = 0,245.
Ap dung vao céng thirc tinh c& mau:

Chung t61 chon o = 0,05.
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Gia tri Z thu duogc tir bang z img vai gia tri a = 0,05, thi Z = 1,96.
Thay vao cong thuc trén chiing t6i tinh dugc c& mau

1,96 [10,245[10,755 _108
B (0,06)? -

n

Nhu vay s6 ddi tugng nghién ctru it nhat 1a 198. Chlng tdi chon sé ddi
tuong nghién ctru 1a 204 bénh nhan UNBN NCT.

2.3.3. Cdc bién s6 nghién ciru
2.3.3.1. Pdc diém bénh nhéin nghién ciru
- Nghé nghiép, noi 6, thu nhap.
- S6 con song.
- Tién st nao hat, séy thai, thai luu.
2.3.3.2. Két qua diéu tri bénh nhan UNBN NCT
- Két qua véi diéu tri MTX:
+ Péap tmg véi MTX: S6 chu ki, thoi gian diéu tri.
+ Khang hoéa tri liéu MTX: S6 chu ki, thoi gian diéu tri.
- Diéu tri sau khang MTX:
+ Phuong phép diéu tri sau khang: phiu thuat, don hoa trj liéu MTX,
da hoa tri liéu EMACO, EMAEP.
+ S6 chu ki, thoi gian diéu tri.
- Két qua diéu tri cudi cling: khoi, khong khoi.
2.3.3.3. M6 td cdc yéu t6 lién quan tién lwong & bénh nhan UNBN
- Tubi bénh nhén: chia theo cac nhém tudi
+ < 35 tudi
+> 35 tudi
- Thai nghén chi diém: chia theo cac nhom

+ Thai trimg
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+ Sau nao hut thai, sé\y thai, thai luu, CNTC
+ Sau dé
- Loai thai tring trudc do duogc chan doan:
+ Thai trig toan phan (TTTP)
+ Thai trimg ban phan (TTBP)
- Thoi gian tiém an: chia theo nhém
+ < 4 thang
+4-<7théng
+ 7 - <13 thang
+> 13 thang
- Tién st diéu tri hoa chat trudc do: chia theo nhom
+ Khong c6 tién st diéu tri hoa chat
+ C6 tién st diéu tri don hoa tri ligu
+ C0 tién sir diéu tri da hoa tri lidu
- Nang hoang tuyén: 13 nang co ning budng trimg, thuong & 2 bén, chia
dich trong va c¢6 duong kinh > 3 cm. Bénh nhan dugc chia theo nhom
+ Khong c6 nang hoang tuyén
+ C6 nang hoang tuyén
- Phan b vi tri di can: chia theo nhém
+ Khong ¢6 di can
+ D1 can am dao
+ Di can phoi
+ Di can lach, than
+ Di can ruot
+ Di can gan, ndo
- Pic diém nhan di can: thu thap dit liéu vé

+ Vi tri di can: am dao, phoi, lach, than, rudt, gan, nio.
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+ 36 luong nhan di can: theo vi tri.
+ Kich thudc nhan di can tai cac vi tri.
- Nhan tai tir cung: thu thap dir liéu vé
+ 86 lwong nhan tai tir cung
+ Kich thudc nhan tai tr cung
- Kich thudc 16n nhit khdi u: ctia nhan di cian va nhan tai tir cung, chia
theo cac nhom
+khéiu <3 cm
+kh6iu3-<5cm
+khéiu>5cm
- Nong d6 BhCG trudc va trong qua trinh diéu tri: chia theo cac nhém
+<1.000 (1U/N)
+1.000 — < 10.000 (1U/)
+ 10.000 — <100.000 (1U/l)
+>100.000 (1U/)

- Piém tién lugng theo FIGO: chia theo nhdm

+0 diém + 3 diém
+1 diém + 4 diém
+ 2 diém + 5 diém + 6 diém

- Thé tich tir cung: dugc tinh theo cong thic V=D x R x C x 0,523 [107] va
duoc chia theo nhdm
+< 120 (cm®)
+ 120 — 240 (cm®)
+> 240 (cm°)
2.3.3.4. M6 ta déic diém siéu am Doppler PMTC
- Van tdc dinh tdm thu (PSV) trung binh cia PMTC 2 bén (phai va trai),

van toc to1 da, toi1 thiéu.
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- Van toc cudi tdm truong (EDV) trung binh cia PMTC 2 bén (phai va
tréi), van tc tbi da, t6i thiéu.
- Pic diém siéu 4m Doppler PMTC cua bénh nhan UNBN NCT bén Pl
thip va bén PI cao:
+ Van tdc dinh tam thu, cudi tim truong, van tdc toi da, tdi thiéu.
+ Céc chi sd PI, RI, S/D.
+ Panh gia sy khac biét vé dic diém siéu am Doppler giita 2 bén
Ly do lwa chon chi sé6 xung 13 chi s6 nghién ciru chinh béi hai 1y do:
thir nhét 13, chi sé xung co6 pham vi gid tri rong hon, giup dé mé ta hinh dang
s6ng ngay ca khi khong cd dong chay cudi tam truong hoic dong chay nguoc
chiéu. Thir hai 13, trong y van hau hét cac tac gia déu lua chon chi sé xung dé
nghién ciru nén chiing t6i cling lya chon chi s6 nay dé dé so sanh va binh luan
Vi cac tac gia khac.
2.3.3.5. Ddnh gid cdc yéu té lién quan tién heong khing MTX
- Panh gia cac yéu t6 lién quan tién luong di mo ta & trén dé tién luong
khang MTX
- Phan tich gia tri cia Doppler PMTC dé tién luong khang MTX
+ Thay d6i ¢ van tc dinh tAm thu lién quan dén tién luong khang
MTX.
+ Thay d6i ¢ van toc cudi tAm truong lién quan dén tién luong khang
MTX.
+ Phan tich gid tri cua Pl PMTC lién quan tién lugng khang MTX.
+ Hiéu qua su két hop ciia PI PMTC véi diém tién lugng FIGO dé
tién lugng khang MTX.
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Bang 2.1. Bang diém tién lweng ciia FIGO nim 2002, [36],[39],[58],[59]

. biém
Yéu to tién luong
0 1 2 4
Tubi (nam) <40 > 40
B Thai | Saythai | Thaidu
Tién str san khoa _ )
trang Nao thai thang
S6 thang tir 1an c6 thai cudi
. . ) <4 4-<7 7-<13 >13
dén luc diéu tri (thang)
BhCG (IU/1) <10° | 10°-<10* | 10*-<10° | >10°
Kich thugc lén khéiu (cm) | <3 3-<5 >5
Vi tri di cin Phoi | Lach,than | Ruot | Gan, ndo
S6 lwgng nhan di can 1-4 5-8 > 8
) o, Pon hoa | > Hai hoa
biéu tri hoa chat trudc do , ,
chat chat

2.3.4. Cdac phwong tién nghién ciru

2.3.4.1. Thuéc dung trong nghién citu

Thubc dung trong nghién ctru: Methotrexat 50mg/5ml cta hing Ebewe,

thanh phan chinh 14 methotrexate 10mg/ml, dang bao ché 1a dung dich tiém

truyén theo ti€éu chuadn cia nha san xuat vai han st dung 2 nam, dugc cap phep

s6 VN3-63-15 theo quyét dinh s6 413 cta cuc Quan 1y duge nim 2015.

2.3.4.2. May siéu am nghién cuizu

Tt ndm 2015 dén 2017, may siéu 4m Voluson 730 cua hing GE dugc

st dung dé tién hanh thu thap dit liéu nghién ctru va do Doppler PMTC. May

duogc trang bi dau do siéu 4m dudng bung tan s6 3,5 MHz. May c6 hé théng

siéu am Doppler xung, Doppler ma hoa mau va Doppler tang cudong nang

luong. Hé théng phan mém cac chuong trinh tinh toan khi do cac chi s6 dugc
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cai dit trén may siéu &m. May ciing duoc trang bi dau do am dao 8 MHz c6
kha ning siéu am Doppler, tuy nhién tit ca cac bénh nhan nghién ciu cia
chung t6i déu duoc tién hanh siéu 4m qua dudong thanh bung.
2.4. Cac budc thue hién nghién ciru
2.4.1. Quy trinh thu nhan bénh nhdn tham gia nghién ciru
2.4.1.1. Xac dinh bénh nhan UNBN NCT

- Thu thap cac bénh nhan cé chan doan UNBN NCT duoc diéu tri tai
BVPSTU théa man tiéu chuan lya chon.

- Bénh nhan UNBN khi nhap vién duoc tinh diém tién luong theo
FIGO 2002.
2.4.1.2. Kham toan than

Nhiét do, mach, huyét ap, kham tim phéi.
2.4.1.3. Khai théc tién sir: Hoi tién st san phu khoa.

- Tubi

- S6 con sdng, s6 1an dé

- S6 1an nao hit thai va say thai

- Thai nghén chi diém

- Néu thai nghén chi diém 1a thai trang: TTTP hay TTBP.
2.4.1.4. Kham phu khoa

- Quan sat am ho, am dao, ¢o tir cung.

- Pt mo vit: quan sat nhan di can thanh 4m dao, quan sat ¢ tir cung
va danh gid tinh chét ra mau (néu co).

- Kham phu khoa bang hai tay: nhan dinh kich thudc tir cung, khdi bat
thuong tai tr cung, phan phy, ddy chang rong.
2.4.1.5. Thuc hién cdc xét nghiém can lam sang

- Chyp X quang 16ng ngyuc dé phat hién nhan di cin tai phoi.

- Siéu m tong quat 6 bung dé phat hién cac 6 di can tai gan, than.
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- Chup CT hodc MRI s¢ nao dé phat hién nhan di can nao khi cé dau
hiéu lam sang goi y.

- Xét nghiém huyét hoc:

+ Xét nghiém cong thic mau: S6 lwong hong cau, dinh lugng

Hemoglobin.

+86 luong bach cau, bach cau trung tinh.
+ Sinh hdéa mau: danh gid chirc ndng gan va chiic nang than.
2.4.1.6. Thu nhdn va tw van cho bénh nhdn tham gia nghién ciru

- Nhitng bénh nhan théa man cac tiéu chuan cta dé tai, mong mudn va
c6 kha ning tham gia nghién ctru s& ky Phiéu dong y tham gia dé tai nghién
ciru.

- Trudc khi lya chon bénh nhan tham gia vao nghién ctru can tu van vé:

+ Phuong phap diéu tri don hoa trj liéu MTX.
+ L0 trinh diéu tri va theo doi tac dung diéu tri.
+ Cac TDKMM c6 thé gap khi diéu tri bang MTX.
+ Cac dau hiéu nguy hiém can quay trd lai co so v té.
+ Cac lya chon diéu tri khi khang véi MTX.
+ Céch theo ddi, cham soc trong qué trinh diéu trj MTX.
2.4.2. Cic buéc tién hanh nghién ciru
Buéc 1: Siéu am tiéu khung va do Doppler PMTC mét lan cho bénh
nhan trude khi bét dau diéu trj MTX.

- Bénh nhan dugc siéu am khi nhin tiéu cang bang quang dé do thé
tich tir cung, kich thudc nhan tai tir cung (néu co), sau do siéu am Doppler
PMTC hai bén.

- Chi s6 Pl PMTC duwoc giir lai dé phan tich 1a chi sé thap hon
(phan anh su bién dong tdi da so v&i gia tri binh thuong).

- K&t qua siéu am Doppler goc sé dugce gitr lai d€ dua vao nghién cuu.
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- Sau d6 bénh nhan dugc st dung phéc dd MTX/FA xen ké&.
Buérc 2: Thuc hién phac d6 don hoa trj liéu bang MTX

- Bénh nhan UNBN NCT s& duoc sir dung MTX 50mg tiém bap siu
vao ngay 1,3,5,7 xen ké& véi 5mg FA tiém bip vao ngay 2,4,6,8.

- Phéac @6 lap lai theo chu ky 14 ngay.

- Theo di su dap tmg v6i hoéa chét bang dinh lugng ndng d6 PhCG
truéc mdi dot dung hoa chat.

- Trude mdi dot diéu tri bénh nhan dugc danh gia hong cau, bach cau,
tiéu cau, chirc nang gan, than, va cac tac dung khong mong muén.

- Theo ddi dap tng véi don hoéa tri licu MTX khi bénh nhan khéi hoac
khang hoa tri li¢u.

- Bénh nhan khang v6i MTX sé dugc chuyén sang diéu tri bang phac
dd da héa tri litu EMACO, EMAEP.

- Bénh nhén duoc diéu tri cho dén khi BhCG < 5 1U/I.

- Sau d6 duoc theo ddi ngoai trd fhCG am tinh (< 5 1U/1) 3 lan lién
tiép, mdi lan cach nhau 1 tudn, thi s& coi nhu 1a khoi bénh.
2.5. Siéu 4am Doppler PMTC va céc thong s6 nghién ciu
2.5.1. Siéu am tiéu khung va vi tri thwc hién siéu am Doppler PMTC
2.5.1.1. Siéu dm tiéu khung

Bénh nhén nhin tiéu cing bang quang dé do cac kich thudc tir cung
duogc thudn loi, chinh xac. Pay ciing 1a diéu kién thuan loi dé tao cira so gitip
do céc chi s6 Doppler thuan 1oi.

Thuc hién siéu am téng quat b bung, kiém tra gan than va tim khoi bat
thuong trong 6 bung sau do siéu am tiéu khung.

Khi siéu am tiéu khung, du tién bénh nhan dugc siéu 4m 2D thoi gian

thuc thuong quy dé do kich thudc cac chiéu cia tir cung véi diéu kién 1a bang
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quang cang. Quét dau do siéu 4m theo chibu trén xubng dudi va tir trai sang
phai dé phat hién c6 nhan tai tir cung hay khong, cac nhan nay thudng cé hinh
anh khéi giam 4m c6 hinh anh tang sinh mach mau & trong 16p co cta tir cung.
Tiép theo, bat ché do phd Doppler mau dé danh gia su ting sinh mach mau so
v6i ving co xung quanh, sau d6 do kich thuéc cac chiéu cta nhén tai tir cung,
dudng kinh 16n nhit cta nhén tai tir cung dugc gitr lai dé lam dir liéu nghién
ctru. Kiém tra phan phu hai bén, khi thdy hinh anh nang hoang tuyén, bénh
nhan dugc do kich thudc nang va gilr lai duong kinh trung binh. Sau khi thuc
hién cac budc trén chung t6i mdi tién hanh siéu Am Doppler PMTC hai bén.
2.5.1.2. Cach xac dinh vi tri thuc hién siéu am Doppler PMTC  [108]

Vi tri tham do 1a quai DPMTC duogc xéc dinh bﬁng cach dat dau do doc
& hai bén hé chau, phia trén cung dui, cat doc, song song véi thanh bén tir cung,
sau d6 nghiéng nhe vé phia thanh bén tir cung.

Str dung siéu am Doppler, nhanh chinh cia PMTC dé dang duoc xac
dinh ¢ khép nbi ¢ - than tir cung nho hinh anh Doppler mau theo thoi gian
thuc. Quai PMTC c6 hinh anh dau hiéu gia bat chéo cia PMTC véi dong
mach chau ngoai.

Hoat hoa va dat khung dinh vi ctia Doppler mau vao vi tri da dinh.
Hoat hoa Doppler xung, cira s6 Doppler dé md khoang 2 mm, duoc dit 1én vi
tri ciia quai PMTC.

Doppler xung dugc thuc hién gan vi tri nay bang dau do qua dudng
bung. Pé dam bao danh gia van toc va dang song dat hiéu qua t6t nhat thi goc
tao boi gitta ngudn phat siéu 4m va mach mau < 30°. C6 thé dua thanh diéu
chinh goc trung véi truc cia dong chay.

Pho Doppler PMTC thudng duoc danh gia ban dinh lugng (do céc chi
s6: RI, PI, S/D), tri s van tdc tuyét dbi it ¥ nghia lam sang.
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Tién hanh quy trinh twong tu dé do céc chi s6 Doppler cia PMTC bén
doi dién.
2.5.2. Quy trinh va hinh anh pho Doppler PMTC
2.5.2.1. Quy trinh siéu &m PMTC qua dwong thanh bung [9],[80],[108],[109]:

- Bénh nhén nhin tiéu hoi cing bang quang trude khi khéo sat.

- Thuc hién 1at cét doc giita tir cung va éng c6 tir cung.

- Pau do dich chuyén sang bén cho dén khi thidy ddm rdi mach mau
canh c0 tir cung.

- Bat Doppler mau, PMTC duoc xac dinh nhd phé mau chuyén huéng
Ién trén, vé phia than tir cung.

- Doppler xung lay tai vi tri ndy, trudc khi PMTC phan nhanh thanh
cac dong mach vong cung.

- Quy trinh twong ty duoc tién hanh ¢ bén con lai.
2.5.2.2. Phé Doppler PMTC

Pho Doppler PMTC c¢6 dang xung, dong dang, khong can xtmg co
vién déu va sang, & trung tim cua phd c6 mau xam. Déc 1én cua thi tim thu
thang dimg, doc xudng it thang dung, cO thé co vét khuyét tién tam truong,
lién tuc voi giai doan dau tAm truong hoi nim ngang tao ra hinh anh gia binh
nguyén va lién tuc v6i thi cudi tAm truong. Phé Doppler PMTC dién hinh thé
hién tro khang cao vai van téc dong mau thi tAm truong thap.
2.5.3. Siéu ém thu thip cdc théng sé nghién ciru va Doppler PMTC
2.5.3.1. Cdc théng so thu thdp trén siéu dm thuwong quy

Do kich thuéc tir cung bang siéu am: Po chiéu dai, chiéu rong va
chiéu cao cua tir cung.

Po kich thudc nhan tai tir cung cia UNBN bang siéu am: Po kich
thudc nhén tai tir cung trén mat cit dung doc va mit cat dimg ngang.

Po kich thudc nang hoang tuyén bang siéu am.
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Do thé tich tir cung theo cong thire [107]:

V=D xR xCx0,523
Trong do:

V: thé tich tir cung (cm®)
D: chiéu dai TC (cm)
R: Chiéu rong t6i da, ngang vi tri day tr cung (cm)
C: chiéu day trudc sau tbi da (cm)
0,523: hang s6 tinh thé tich vét c¢6 hinh elip

2.5.3.2. Siéu am Doppler dong mach tir cung

Hinh 2.1. Do Doppler PMTC qua dwong bung (A: PMTC phai, B: BPMTC
tréi, ngudn Agarwal [10])
Siéu am Doppler PMTC dugc thuc hién nhu quy trinh da mo ta & & muc 2.5.1

- Po van toc dinh tdm thu (PSV): duoc tinh theo cm/s, thuc hién béng
ché d6 do vién tu dong cia may si€u am.

- Po van téc cudi tAim trwong (EDV): duoc tinh theo cmy/s, thuc hién
bang ché do vién ty dong ciia may siéu am.

- Po céc chi sb siéu am Doppler cia DPMTC nhu RI, PI, S/D: dugc

thuc hién bang ché dd vién ty dong cua may si€u am.
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- Chi s6 duoc st dung trong nghién ciru ctia chung toi 1a chi sb xung
(PI) boi tinh pho bién va la chi s6 khong phu thude vao goc tiép nhan gitp han
ché sai s6 khi do.

- Po chi s6 xung (PI) cia PMTC: dugc tinh theo cong thiic

_ PSV-EDV
m

Pl
Trong do:
PSV: van tc dinh tam thu
EDV: vén toc cudi tim truong
m: vén tdc trung binh dong méu
PI dugc tinh dya vao gia tri trung binh cua ti thiéu 3 chu ki tim. PI thé
hién tro khang cia dong mau tir xa dén diém 1ay mau do. Khi ting tré khang s&
dan dén PI ting va nguoc lai. Chung t6i s& do PI ctia ca 2 DPMTC. Chi sé PI
thdp nhat dwoc giit lai dé phan tich do n6 phan anh do 1éch 16n nhat so voi tre
khang binh thuong.

2.5.4. Tinh lap lai va tinh téi ld@p caa PI trén siéu am Doppler

Nhiéu tac gia nhu Long, Hollis va Papageorghiou déu cho rang sir
dung siéu am Doppler dé danh gia PI DPMTC c6 do tin cay cao do sai s thap
va tinh tai lap tét. Céc tac gia thay sai sb gitra nhiéu lan do cua cung mot
ngudi va sai s gitta 2 nguoi do khac nhau 13 thap khi duoc thuc hién boi
nghién ctru vién di dugc dao tao tét. Sai s tiéu chuan cua phép do chi s6
xung 1a 0,16, hé s6 bién thién dao dong tir 8,4% dén 8,8%. PI PMTC khong
bi anh huang bai chu ky kinh nguyét hay tién sir da sinh con [82],[83],[84].
2.6. Theo ddi trong qua trinh diéu tri

- Trong qua trinh diéu tri hoa trj lieu MTX, bénh nhan duoc theo ddi
nhu sau:

+ BhCG huyét thanh dugc xét nghiém trude mdi chu ky hoa tri.
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+ Xét nghi¢ém cong thirc méu, sinh héa mau.
+ XQ phoi chup 1 thang 1 lan.

+ Nudc tiéu 1 thang 1 lan,

+ Siéu am 1 thang 1 lan.

- Bénh nhan di cin phdi: duoc chup XQ phdi danh gia sd luong va
kich thudc nhan di can. Theo ddi dap tmg véi diéu tri hoa chat bang chup phim
XQ phdi dinh ki 1 thang 1 1an trong sudt qué trinh diéu tri. Cac nhan di cin
phoi thuong khong phai can thiép bang phiu thuat, xo hoa va tiéu di sau quéa
trinh dicu tri hoa chat.

- Bénh nhan di can am dao: duoc ph?lu thuét nao, cit bo nhan di cin
trong truong hop vo chdy mau. Nhan di can dm dao thuong ti€u di sau qua
trinh diéu tri hoa chat. Co thé diéu tri bo sung béng tiém MTX canh nhan di
can.

- Phau thudt cat tir cung: dugc thuc hién ¢ nhiing bénh nhan bi v
nhan UNBN gay chdy mau trong hodc ¢ nhitng bénh nhan khang hoa tri li¢u va
khong con nguyén vong c6 con. Trudc khi quyét dinh phiu thuat cit bo tir cung
bénh nhan sé dugc chup CT hodac MRI nao, nguc, bung va si€u am tiéu khung
dé phat hién cac 6 di cin ngoai tir cung ctia UNBN. C6 thé cit bo tir cung hoan
toan hodc chi cit bo nhan tai tir cung dua trén mong mudn duy tri kha ning

sinh san.
2.7. Phwong phap danh gia két qua

2.7.1. Tiéu chudn diéu tri khéi bénh véi MTX don thuin
Sau khi diéu tri bang don hoéa trj liéu MTX, ngudi bénh dat duge [1],[58],[59]:
- Nong do BhCG < 5 TU/L huyét thanh trong 3 tuan lién tiép.
- Bénh nhan duoc danh gia toan dién khi ndong do BhCG huyét thanh
vé ngudng binh thudng (< 5 1U/I)
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+ Chure nang gan than binh thuong

+ Cong thirc mau binh thuong

+ Khong c6 dau hiéu suy tiy hodc giam bach cau

+ Khong xuét hién cac nhan di cin méi

+ Khong con céc ton thuong di cin & phdi trén phim XQ nguc

+ Céc nhan tai tir cung thudng bién mat. Mot s truong hop xo
hoa va mét di sau vai thang.

+ Siéu 4am 6 bung binh thudng

2.7.2. Tiéu chudn khang héa tri ligu

Sau mdi chu ki diéu tri bang hoéa tri liéu (MTX, EMACO, EMAEP)
ngudi bénh ¢ biéu hién [1],[58],[59][84]:

- Nong d6 BhCG tang 1én, khong giam hodc giam dudi 10% sau 2
tuan.

- Xuat hién nhan di cdn m&i can phai thay phac d6 hoa trj liéu.

- Bénh nhan dugc chuyén phac dd do tac dung phu cta hoa chit (viém

loét miéng hoac di tng) khong dugc coi 1a khang hoa tri liéu.

2.7.3. Tiéu chudn tdi phdt

Bénh nhian UNBN c6 nong d6 phCG ting 2 1an lién tiép (ma khéng co
thai) sau khi da dat ngudng 4m tinh trong vong it nhat 4 tuan sau khi diéu tri
[1],[58],[59].

2.7.4. Diéu tri héa chit khi khing don héa tri ligu MTX

Hoa tri liéu can nang bac khi nong d6 BhCG huyét thanh ting lén,
khong giam hodc giam dudi 10% sau hai chu ky lién tiép ciia hoa tri liéu
[1],[58].[59].

Sau khi khang voi don hoa tri liéu MTX, phac db diéu trj tiép theo
thuong 1a da hoa tri licu EMACO.
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Khi bénh nhan khang vé&i da héa trj lieu EMACO, phac d6 tiép theo
thuong dung la EMAEP.

2.7.3. Tiéu chudn khéi bénh
Sau khi diéu tri bang hoa chat (MTX, EMACO, EMAEP) va c6 thé két
hop véi phau thuat, nguoi bénh dat duge [1],[58],[59]:
- Nong d6 PhCG < 5 TU/L huyét thanh trong 3 tuan lién tiép.
- Bénh nhan dugc danh gia toan dién khi nong d6 BhCG huyét thanh
vé ngudng binh thudng (< 5 TU/I)
+ Chuirc nang gan than binh thuong
+ Cong thirc mau binh thuong
+ Khong c6 dau hiéu suy tuy hodc giam bach cau
+ Khong xuat hién cac nhan di cin méi
+ Khong con céac ton thuong di cin & phdi trén phim XQ nguc
+ Céc nhan tai tir cung thuong bién mat. Mot s truong hop xo
hoa va mét di sau vai thang.

+ Siéu 4am 6 bung binh thudng

2.7.5. Theo déi sau diéu tri
Sau khi két thuc diéu tri, nong 46 BhCG huyét thanh duoc theo doi

hang tuan trong 4 tuan dau, sau d6 hai tuan mot 1an cho dén 3 thang, tiép theo
la hang thang trong nam dau tién, sau d6 3 thang mot 1an vao nam thi hai va 6

thang dén 1 nam xét nghiém 1 1an cho dén hét 5 nam [1],[58],[59].

2.8. Thu thip, nhap va xir Iy s6 liéu
- Lam sach s liéu: Céc phiéu phong van duoc kiém tra trude khi nhap
liéu va sau khi nhap liéu, cac phiéu khong 16 rang hay khong phu hop phai

duoc hoan thién lai hoac loai bé.
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- S liéu thu thap duoc s& dugc nhap, ma hda, phan tich va xir Iy trén
may vi tinh bang phuong phap théng ké y hoc theo chwong trinh Stata.
- Test “t” dung kiém dinh su khéc biét gitra 02 tri ) trung binh.
- Trung binh, do 1éch chuén, trung vi va ti 1¢ duoc dung dé mo ta dic
diém ctia bénh nhan tham gia nghién ctru.
- Test Khi binh phuong "y? " ding kiém dinh sy khac biét giita 02 hay
nhiéu i 1¢.
- Pé loai bo cac yéu td nhiu, phuong phap hdi quy da bién dugc st
dung dé tim ra yéu to tién lugng khang MTX c6 gia tri.
- Phan tich don bién PI lién quan dén khang MTX, 1ap duong cong
ROC, tim diém cit c6 y nghia tién luong khang MTX.
- Phan tich da bién PI ciing cac yéu t6 khac nhu diém FIGO, cac yéu to
tién lugng cua FIGO dé tién lugng khang MTX.
- Phén tich méi lién quan gitta khang MTX va cac yéu to tién luong
bang ty suat chénh (OR).
+ OR = 1: khong két hop vé6i yéu té nguy co.
+ OR > 1: bénh tdng & nhdém cé nguy co.
+ OR < 1: bénh giam & nhém c6 nguy co.
- Danh gia gia tri cua Pl PMTC tién lugng khang MTX
+ V& duong cong ROC (Receiver Operating Characteristic) ctia PI
DMTC
+ Tinh dién tich duéi dudng cong (AUC) dé noéi vé do chinh x4c cua
phuong phap chan doan [106],[110] va phan loai theo cac ngudng gia tri sau:
09-1,0 =rattdt
0,8-0,9 =tét
0,7-0,8 =trung binh
0,6-0,7 =thap
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<0,6 = khong c6 gia tri
+ Chon diém cét: theo nguyén tdc dam bao tai diém cét chon co do
nhay va dg dac hiu cao nhét.
- Pbi v6i nhitng bién s c6 phan bd khong chuan st dung kiém dinh
test phi tham s6.
- Su khac biét co ¥ nghia thong ké khi gia tri p < 0,05.

2.9. Phuong phap khong ché sai s6 va cac yéu té nhiéu

- S6 liéu nghién ctru duoc nhap 2 1an dé kiém tra sy trung khop dir
liéu, ddng thoi kiém tra tinh logic.

- Pao tao bac si thuc hién si€u am: Cac bac si thuc hién si€éu am
nghién ctru déu duoc phd bién va nim rd quy trinh thue hién siéu 4m phu khoa
duong bung va siéu am Doppler dong mach tir cung hai bén.

- Nguoi siéu am: dugc thuc hién bdi Nghién clru sinh va 2 bac si chan
doan hinh anh lam vi¢c tai Bénh vién Phu san trung wong. Cac bac si déu co

ching chi si€u am san phu khoa va c6 trinh d6 chuyén mén tuong duong.
2.10. Han ché ciia nghién ciru va cach khic phuc

- Quén thé bénh nhan nghién ctu cua ching toi chi duge ldy tir mot noi
nghién cau duy nhat l1a khoa Phu ung thu, BVPSTU. Nhu vay sé& ¢ kha ning
chon lya bénh nhan mot cach thién vi cho nghién ciu mo.

Cach khac phuc: bénh nhan nghién cau phai théa méan tiéu chuan chon
lya, bénh nhan dugc chan doan bénh va tinh diém tién luong theo tiéu chuan
cua FIGO ciing nhu Hudng dan chan doan va diéu tri u nguy@n bao nudi caa
Bo y té [36],[58],[59]. Bénh nhan khong tuan tha qua trinh diéu tri hodc bo

diéu tri bi loai khoi nghién ciu.
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2.11. Pao dirc nghién ciru

- Chung t61 thyc hién nghién ctu tién ctru theo doi doc, ddi tuong
nghién ctru 13 bénh nhan UNBN NCT dugc diéu tri tai BVPSTU. Trudc khi
tiép nhan vao nghién ctru, bénh nhan duoc tu van cu thé va Ky cam két tu
nguyén tham gia nghién ctru.

- Khi bénh nhan théa man cac tiéu chuén lua chon va c6 diém tién
luong < 6 theo bang diém cua FIGO 2002, ching to6i s& siéu am Doppler
PMTC va do cac chi sé nhu PSV, EDV, PI, RI, S/D. Py la phuong phap tham
do khong xam 14n, khong gay nguy hiém cho bénh nhan, khong anh hudng dén
qua trinh diéu tri hoa chét cho bénh nhén.

- Trong qua trinh nghién ctru khong gy anh huong dén thé chat va
tinh than cua nguoi bénh. Nghién ctru chi nham muc dich khoa hoc phuc vu
thuc tién. Tt ca thong tin c4 nhan ciia bénh nhan déu dugc gilr bi mat. Ngudi
nghién ciru dam bao tinh khach quan, khoa hoc va trung thuc. Bé cuong nghién
ctru duoc théng qua Hoi dong duyét dé cuong truong Pai hoc Y Ha Noi va Hoi

d6ng dao durc trong Nghién ctru y sinh hoc, bénh vién Phy san Trung wong.
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So dd nghién ciru

UNBN nguy co thap
bao ton TC
Doppler PMTC: > | < Céc yéu td tién
RI. Pl lugng
17 piéu tri MTX —l
bap ung MTX Khang MTX

} }

PI PMTC < A va céc yéu to tién lwong khang MTX &
UNBN nguy co thap

l l

Khoi Pa hoa tri liéu
Phau thuat

l

T vong

A

A 13 diém cat cia PI DPMTC c6 ¥ nghia tién luong khang MTX trén duong
cong ROC
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CHUONG 3:
KET QUA NGHIEN CUU
3.1. Pic diém va két qua diéu tri cia bénh nhan UNBN NCT

3.1.1. Noi cu tru

Bang 3.1. Noi cu tru
Noi cu tra n Ty 1€ (%)
Thanh thi 76 37,2
No6ng thén 102 50,0
Mién ni 26 12,8
Tong 204 100,0

Nhan xét:

- M6t nira s6 bénh nhan UNBN NCT séng & nong thon.

3.1.2. Sé con

50
40 -

30 -

Ty 1€ (%)

Chua con 1 con 2con Socon

Biéu d6 3.1. S6 con ciia bénh nhin UNBN NCT

Nhan xét:

- Phan 16n bénh nhan chua c6 du con (chua c6 con hoic méi ¢6 1 con).
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3.1.3. Tién si ngo hat thai

Bang 3.2. Tién sir nao hut thai

Tién sir nao hut, say, thai luu n Ty 18 (%)
0 lan 115 56,4
1 lan 54 26,4
>2 lan 35 17,2
Téng 204 100,0
Nhan xét:

- Hon mét nira s6 bénh nhan chua c6 tién sir nao hat, say thai.

3.1.4. Két qud diéu tri MTX ciia bgnh nhan UNBN NCT

® Pap ung vo1 MTX

® Khang MTX

Biéu d6 3.2. Két qua diéu tri MTX ciia 204 bénh nhan UNBN NCT

Nhan xét:
- Khoang mét phan tu s bénh nhan khang MTX va phai chuyén phac db.
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3.1.5. Sé dot diéu tri MTX ciia nhém khong khang va khang MTX

Bang 3.3. S6 dot diéu tri MTX ciia nhém khong khang va khang MTX

S6 dot diéu tri MTX Khong khang MTX | Khang MTX
(dot) (n =148) (n =56) g
Trung binh + Dé léch chuan 39+17 3,8+20 038
(t3i thiéu - t6i da) (1-10) (1-12) ’
Nhan xét:

- S6 dot diéu tri MTX trung binh caa nhém khdng khang MTX va
khang MTX tuong duong nhau, khéng co su khac biét, p > 0,05.

3.1.6. Cic phwong phdp diéu trj sau khang MTX

Bang 3.4. C4c phuwong phap diéu tri sau khang MTX (n=56)

N ) , Thoi gian diéu tri o
bieéu tri sau khang So dot Ty €
) trung binh (nga
MTX (toi thiéu - toi da) , J 7 ( gay) n (%)
(toi thiéu - toi da)
. 2+0 835+13,4
Phiu MTX ’ ’ 2 | 36
2-2 74 - 93 ’
thugt va 4(0 2)3 15(1 8 7; 7
X + +
hoa chat o R
EMACO (1-9) (66 - 428) 31 | 554
. 29+18 124,2 + 46,8
D(z:lhl;;[)a EMACO (1- 4) (56 - 213) 18 | 28,5
EMACO+ [3,4+23(1-7) 208,0 + 63,9 5 125
EMAEP |36+18(1-6) (128 - 265) ’
Nhan xét:

- Hon mot nira s6 bénh nhan sau khang MTX dugc phau thuat va diéu
tri da hoa tri liu EMACO.
- Bénh nhan c6 thoi gian diéu tri dai nhat 1a 428 ngay.



3.1.7. Két qud diéu tri ciia bénh nhan UNBN NCT

Bang 3.5. Két qua diéu tri ciia bénh nhan UNBN NCT

Két qua diéu tri n Ty 18 (%)
Khong khoi 1 0,5
Khoi 203 99,5
Tong 204 100,0

Nhan xét:

- C6 1 bénh nhan khong diéu tri khoi trong nghién ctu du di duoc cit

tr cung va diéu tri da hoa chat sau khi khang MTX.

3.2. M0 ta cAc yéu t6 lién quan tién lwong & bénh nhan UNBN NCT

3.2.1. Tuéi cia benh nhan UNBN NCT

Bang 3.6. Tuoi ciia bénh nhan UNBN NCT

Tudi (nim) n Ty 18 (%)
<35 192 94,1
>35 12 5,9
Tong 204 100,0
Nhan xét:

- Nhém bénh nhan nho hon 35 tudi chiém phan I6n.




3.2.2. Thai nghén chi diém ciia bénh nhan UNBN NCT
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Bang 3.7. Thai nghén chi diém ciia bénh nhan UNBN NCT

Thai nghén chi diém n Ty 18 (%)
Thai trimng 166 81,4
Say, nao hat, thai luu, CNTC 37 18,1
Sau dé 1 0,5
Téng 204 100,0
Nhan xét:

- Phan 16n bénh nhan c6 thai nghén chi diém Ia thai trang.

3.2.3. Thoi gian tiém @n ciia bénh nhan UNBN NCT

Bang 3.8. Thoi gian tiém 4n ciia bénh nhin UNBN NCT

Thoi gian tiém an (thang) n Ty 18 (%)
<4 177 86,8
4-<7 21 10,3
7-<13 5 2,4
>13 1 0,5
Tong 204 100,0
Nhan xét:

- Phan 16n bénh nhan c6 thoi gian tiém an < 4 thang.
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3.2.4. Tién si diéu tri MTX ciia bénh nhan UNBN NCT

Bang 3.9. Tién sir diéu tri MTX ciia bénh nhan UNBN NCT

Tién sir da diéu tri MTX n Ty 18 (%)

Khéng 201 98,5

Co 3 1,5

Téng 204 100,0
Nhan xét:

- Hau hét bénh nhan khong c6 tién sir diéu tri UNBN bang MTX.

3.2.5. Phan bé vi tri di ciin va giai doan ciia bénh nhan UNBN NCT

Bang 3.10. Phan b vi tri di cin va giai doan ciia bénh nhan UNBN NCT

Vi tri di can va giai doan n Ty I€ (%)
Khong di can (giai doan 1) 195 95,6
Di can am dao (giai doan 2) 2 1,0
Di can phai (giai doan 3) 7 3,4
Di can khac (giai doan 4) 0 0,0

Téng 204 100,0
Nhan xét:

- Hau hét bénh nhan khong c6 di cin va & giai doan 1 theo FIGO.
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3.2.6. Sé lwgng nhan di cin ciia bénh nhan UNBN NCT

Bang 3.11. S6 lwong nhan di cin ciia bénh nhan UNBN NCT

S6 lwong nhan di ciin n Ty 1€ (%)
Khéng cé nhéan 195 95,6
C6 1- 4 nhan 9 4.4
Téng 204 100,0
Nhan xét:

- Chi gan 5% bénh nhan c¢6 nhan di can va véi s6 luong it.
3.2.7. Nong d¢ phCG truéce diéu tri ciia bénh nhan UNBN NCT

Bing 3.12. Nong d9 phCG truéc diéu tri ciia bénh nhan UNBN NCT

Ndng d¢ phCG trude didu tri (1U/]) n %o
<1.000 87 42,7
1.000 - < 10.000 64 31,3
10.000 - < 100.000 49 24,0
>100.000 4 2,0

Tong 204 100,0
Nhan xét:

- Nhom c6 néng d6 BhCG trude diéu tri <1.000 1U/I 14 16n nhat.
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3.2.8. Thé tich ti# cung ciia bénh nhan UNBN NCT

Bang 3.13. Thé tich tir cung ctia bénh nhan UNBN NCT

Thé tich tir cung (cm”) n Ty 18 (%)
<120 120 58,8
120 - 240 70 34,3
> 240 14 6,9
Téng 204 100,0
Nhan xét:

- Hon mét nira s6 bénh nhan ¢4 thé tich tir cung nhé hon 120 cm®.

3.2.9. Nang hoang tuyén ciza bénh nhan UNBN NCT

Bang 3.14. Nang hoang tuyén ciia bénh nhin UNBN NCT

Nang hoang tuyén n Ty 18 (%)
Khdng 166 81,4
Co 38 18,6
Tong 204 100,0

Nhan xét:

- Phan 16n bénh nhan khdng c6 nang hoang tuyén.
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3.2.10. Kich thwéc lon nhdt khéi u ciza bénh nhan UNBN NCT

Bang 3.15. Kich thwéc 16n nhét khdi u ciia bénh nhan UNBN NCT

Kich thuéc 16n nhét khéi u (cm) n Ty le (%)
Khéng c6 khdi u 136 66,7
Khéi u <3 22 10,8
Khoéiu3-<5 35 17,1
Khéiu>5 11 5,4
Tong 204 100,0
Nhan xét:

- Hai phan ba s6 bénh nhan khong c6 khdi u.
- Trong 68 bénh nhan cd khéi u, kich thudc 16n nhat khéi u (gom nhan
tai tir cung, nhan di can phoi va am dao) pho bién 12 3 - <5 cm.

3.2.11. Phan bé diém tién lweng FIGO cia bénh nhan UNBN NCT

20 . 28.9
245
. 20,6
S 2
S 16,2
")
F
10 1 6.4
3.4
0 T T T T T - ]
0 1 2 3 4 55

DPiém FIGO

Biéu dd 3.3. Phan bd diém tién lwong FIGO ciia bénh nhan UNBN NCT
Nhan xét:

- Phan b diém FIGO khéng déu, tap trung & nhém FIGO thap tir O - 3.
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3.3. M0 ta dic diém Doppler PMTC cia bénh nhan UNBN NCT
3.3.1. Pdc diém siéu am Doppler tai PMTC hai bén

Bang 3.16. Pic diém siéu Am Doppler tai PMTC hai bén

Bén PI thap Bén PI cao . )
Gia tri Trung binh | Trung | Trung binh | Trung P P
_ Vi trung | trung
Doppler + Do léch Vi +DPoléch | .
. \ binh Vi
chuan chuan
PSV (cm/s) |64,1+306| 575 |61,9+30,0| 546 | 046 | 0,037
EDV (cm/s) |18,2+223| 9,25 |121+175| 6,1 | 0,002 | <0,001
Pl 2,14+119| 2,02 |282+147| 2,63 | 0,001 | <0,001
RI 0,78+0,18| 0,82 |0,85+0,16 | 0,89 | 0,001 | <0,001
S/ID 542+571| 4,11 |6,83+£7,31| 513 | 0,07 |<0,001

Test kiém dinh gia tri trung binh: t-test
Test kiém dinh gia trj trung vi: Wilcoxon

Nhan xét:

- PSV ctia PMTC bén PI thap 16n hon bén PI cao, su khéc biét trung vi
c6 ¥ nghia théng ké, p < 0,05.

- EDV ctia PMTC bén PI thap I6n hon bén PI cao, su khéac biét cua
trung binh va trung vi c6 y nghia thong ké, p < 0,05.

- Trung vi cua chi s6 PI, Rl va S/D giita 2 bén ¢ y nghia thong ké, p <
0,05.
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3.3.2. Pdc diém siéu am Doppler chung tai PMTC

Bang 3.17. Pic diém siéu Am Doppler chung tai PMTC

Gia tri tai PMTC frung binh,i Trung vi | Téi thiéu | Toi da
Do 1éch chuan
PSV (cm/s) 63,0 + 27,9 55,65 24,3 229,5
EDV (cm/s) 15,1 +£19,1 7,48 00,0 121,5
Pl 25+1,3 2,32 0,54 6,21
RI 0,8+0,2 0,85 0,38 1,00
S/D 51+34 4,27 1,71 26,84
Nhan xét:

- Trung vi van tc dinh tam thu tai PMTC 1a 55,65 cm/s.

- Trung vi van téc cudi tim truong tai PMTC 1a 7,48 cm/s.
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3.4. Panh gia cac yéu td lién quan tién leeng khang MTX

3.4.1. Lién quan gia tri trung binh (trung vi) cac yéu té nghién citu cia
nhém khang va khéng khang MTX

Bang 3.18. Lién quan gia tri trung binh (trung vi) cac yéu t6 nghién ciru

cia nhom khang va khong khang MTX

Yéu tb Khéng Khang
nghién Gia tri khang MTX Chung p
curu MTX
. Trung binh =
Tubi o, . |264+50 |262+54 |263+51 |0,83
B b6 1éch chuan
(ndm) Téi thidu - t5i da | 16 — 38 17 -39 16 — 39
Thovi gian | 19PN E 5034152 |2,30+252 |2,13+1,85 | 0,83
sz D¢ Iéch chuan
tieman ey 2.00 1,00 2,00 0,83
(thang) g thidu - i da | 1 11 1-14 1-14
Nong d§ | Trung binh * 8.690,9 19.532,9 11.667,2 0.03
phCG b Iéch chuan | £18.648,1 | £37.887,9 | +25.773,5 ’
truéc Trung vi 1.278,5 2.811,0 1.622,1 0,02
didutrl | oo ibn - tdida | 48 - 9"
(1U/1) 118.534  |213.180 213.180
9 Tungbinhx 12603+ 130,99+ [12730% |
Thé tich | Po 1éch chuan 63,33 64,13 63,43 ’
tir cung Trung vi 111,55 107,40 110,48 0,67
(cm?) i thidy - t6i da | 3388 ° 52,89 - 33,83 -
363,10 324,22 363,10
Kich Trungbinh = 135,11 |36+11 [34+11 |028
thudc Do 1éch chuan
khoiu | e idu-tdida |13-69 |18-55 |13-6.9
(cm)

Test kié:m dinh gia trj trung binh: t-test
Test kiém dinh gia trj trung vi: Mann-Whitney




75

Nhan xét:

- Tudi trung binh caa nhém khang va khéng khang MTX khéng c6 su
khac biét, p > 0,05.

- Thoi gian tiém an caa nhém khang va khéng khang MTX khéng cé su
khac biét cua ca gia tri trung binh va trung vi, p > 0,05.

- Gi4 tri trung binh, trung vi cia nong d6 PhCG trude diéu tri caa nhom
khang MTX cao hon nhom khong khang, sy Khac biét co y nghia théng ké voi
p <0,05.

- Thé tich tir cung cua nhom khang va khong khang MTX khong co su
khac biét cua ca gia tri trung binh va trung vi, p > 0,05.

- Kich thuéc khéi u trung binh cia nhom khang va khdng khang MTX
khéng co su khac biét, p > 0,05.

3.4.2. Lién quan gi#a tudi cia bénh nhan va khang MTX

Bang 3.19. Lién quan giira tudi ctia bénh nhan va khang MTX

Khang MTX
o OR
Tubi (nim) Khéng Co P
(95% CI)
n % n %
<35(n=192) | 140 | 729 | 52 | 271 1,346 074
>35(n=12) 8 |667| 4 |333| (0.39-466) |

- Md hinh hoi quy logistic: tinh OR va 95%ClI
Nhan xét:
- Nhém > 35 tudi ¢ ty Ié khang MTX cao hon nhém < 35 tudi, tuy

nhién su khac biét véi khong c6 v nghia, p > 0,05.
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3.4.3. Lién quan gida thai nghén chi diém va khang MTX

Bang 3.20. Lién quan giira thai nghén chi diém va khang MTX

Khang MTX
Thai nghén chi ~ . OR
2 Khong Co p
diem (95% CI)
n % n %

Thaitreng (n=166) | 119 | 71,7 | 47 | 28,3 1.095

Khéng phai thai 0,819

0,50-2,39
tring (n = 38) 27 | 711 | 11 | 289 | ( )

- M6 hinh hoi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Ty Ié khang MTX ctia nhdm c6 thai nghén chi diém Ia thai tring va
khong phai thai tring khdng co sy khac biét c6 v nghia théng ké, p > 0,05.
3.4.4. Lién quan gi@a logi thai trizng va khang MTX

Bang 3.21. Lién quan giira loai thai trirng va khang MTX (n = 166)

Khang MTX
OR
Loai thai trirng Khong Co p
(95% CI)
n % n %
TTBP (n=37) 26 | 70,3 | 11 | 29,7 0,915 .
TTTP (n=129) 93 | 721 | 36 | 27,9 (0,41 -2,04) |

- M6 hinh hei quy logistic: tinh OR va 95%Cl

Nhan xét:
- Bénh nhdn UNBN sau TTBP c6 ty I1¢ khang MTX cao hon UNBN sau
TTTP, tuy nhién sy khéac biét khong cd y nghia théng ké, vai p > 0,05.



77

3.4.5. Lién quan gida thoi gian tiém dn va khang MTX

Bang 3.22. Lién quan giira thoi gian tiém 4n va khang MTX

Khang MTX
Thoi gian tiém an OR
) Khéng Co p
(thang) (95% CI)
n % n %
<7 (n=198) 145 | 73,2 | 53 | 26,8 2,736
0,35
>7(n=0) 3 |500| 3 |500 | (054-1398)

- Md hinh hai quy logistic: tinh OR va 95%ClI
Nhan xét:

- Nhém c6 thoi gian tiém an > 7 thang co ty Ié khang MTX cao hon
nhém con lai, tuy nhién su khéc biét khong c6 ¥ nghia théng ké, p > 0,05.
3.4.6. Lién quan gida tién si diéu tri MTX va khang MTX

Bang 3.23. Lién quan giira tién sir diéu tri MTX va khang MTX

Khang MTX
SA o 2R . OR
Tien st dieu tri Khong Co b
MTX (95% CI)
n % n %

Khong (n=201) | 148 | 736 | 53 | 26,4
0,02

Co (n=3) 0 0,0 3 |100,0

- Test kiem dinh: Khi binh phuong

Nhan xét:

- Bénh nhan UNBN c6 tién sir diéu tri MTX ¢ ty 1é khang MTX cao hon
¢6 ¥ nghia nhom khong c6 tién sir diéu tri MTX, véi p = 0,02.
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3.4.7. Lién quan giira vi tri di can va khang MTX

Bang 3.24. Lién quan giira vi tri di can va khang MTX

Khang MTX
OR
Vi tri di céin Khoéng Co p
(95% ClI)
n % n %
Khong dican (n=195) | 142 | 72,8 | 53 | 27,2 1,34 071
Phoi, am dao (n = 9) 6 66,7 | 3 | 333 | (0,32-5,55) ’

- Md hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Bénh nhan c6 di can phoi hodc am dao co ty & khang MTX cao hon
nhom khong di can, tuy nhién sy khac biét khong co y nghia, vai p > 0,05.
3.4.8. Lién quan gi@a sé nhdn di cin va khding MTX

Bang 3.25. Lién quan giira s6 nhan di cin va khang MTX

Khang MTX
. OR
S0 nhin di can Khong Cé p
(95% CI)
n % n %
Khoéng co (n=195) | 142 | 728 | 53 | 27,2 1,34 071
C61-4nhan(n=9) | 6 | 667 | 3 | 333 | (032-555) |

- M6 hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:
- Bénh nhan co 1- 4 nhan di can c6 ty 1€ khang MTX cao hon nhém

khong ¢6 nhan di can, nhung su khac biét khong c6 y nghia, p > 0,05.
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3.4.9. Lién quan gi@#a nong dé phCG trude diéu tri va khang MTX

Bang 3.26. Lién quan giira nong do phCG truéce diéu tri va khang MTX

N ) Khang MTX
Nong do phCG OR
truéce diéu tri Khoéng Co p
(uny (95% CI)
n % n %
<10.000 (n=151) | 116 | 76,8 | 35 | 232 2,17
0,02
>10.000(n=53) | 32 | 60,4 | 21 | 396 | (L,11-424)

- M6 hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Nhom ¢6 néng do BhCG trude diéu tri > 10.000 TU/ ¢o ty 18 khang
MTX ting 2,17 lan so véi nhom c6 BhCG < 10.000 IU/L, p = 0,02.
3.4.10. Nong dg BhCG trung binh ciia 2 nhom khéng khang va khang MTX

25000

=o—BhCG trung binh nhom khéng khang MTX (1U/l)

o 199 —e—BhCG trung binh nhém khang MTX (1U/1)

15000

=

0000 ggg 9

Nong d6 pHCG (1U/l)

5000

00 00

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Dot dieu tri

Biéu dd 3.4. Dién bién ndng do phCG trung binh ciia 2 nhém khong
khang MTX va nhom khang MTX




Nhan xét:
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- Nong d6 PhCG trung binh giam dan theo ting chu ki diéu tri, tuy

nhién nhém khéng khang MTX giam nhiéu va nhanh hon so véi nhém khang

MTX.

3.4.11. Lién quan giira thé tich t# cung va khang MTX

Bang 3.27. Lién quan giira thé tich tir cung va khang MTX

Khang MTX
Thé tich tir cung OR
3 Khong Co p
(cm) (95% CI)
n % n %
<240 (N=190) | 138 | 72,6 | 52 | 274 1,062
1,00
>240 (n=14) | 10 | 714 | 4 | 286 | (0,32—3,53)

- Md hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Nhom c6 thé tich tir cung > 240 cm® ¢6 ty 1é khang MTX cao hon

nhém con lai, tuy nhién su khéc biét khong c6 y nghia théng ké, p > 0,05.
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3.4.12. Lién quan giia nang hoang tuyén va khang MTX

Bang 3.28. Lién quan giita nang hoang tuyén va khang MTX

Khang MTX
, OR
Nang hoang tuyen Khdng Cé p
(95% ClI)
n % n %
Kh@ﬂg (n = 166) 116 69,9 50 30,1 0,435 007

- M6 hinh héi quy logistic: tinh OR va 95%Cl
Nhan xét:
- Nhém c6 nang hoang tuyén c6 ty Ié khang MTX thap hon nhom con

lai, nhung su khac biét khong c6 ¥ nghia théng ké, p > 0,05.

3.4.13. Lién quan gida kich thwéc 1én nhét khéi u va khang MTX

Bang 3.29. Lién quan giira kich thuéc 16n nhat khoi u va khang MTX (n = 68)

, Khang MTX
Kich thwéc khoi u OR
Khong Co p
(cm) (95% CI)
n % n %
<5 (n=57) 42 | 73,7 15 | 26,3 4,90
0,03
>5 (n=11) 4 36,4 7 63,6 | (1,25-19,14)

- M6 hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Nhom c6 kich thudc u > 5 cm cé ty 1é khang MTX ting 4,9 ldn so Véi
nhém kich thuéc u < 5 cm, sy khac biét c6 ¥ nghia théng ké, p = 0,03.
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3.4.14. Lién quan giia diém F1GO va khang MTX

Bang 3.30. Lién quan giira diém FIGO va khang MTX

Khdng khang

Piém FIGO MTX Khang MTX Chung p
n % n % n %
0 24 | 80 | 6 | 120 | 50 |1000
1 24 | 746 | 15 | 254 | 59 |100,0
2 20 | 691 | 13 | 309 | 42 |1000
3 21 | 636 | 12 | 364 | 33 |[1000] %2
2 6 | 461 | 7 | 539 | 13 |1000
=5 4 | 571 | 3 | 429 | 7 [1000

- Test kiém dinh: Khi binh phirong

Nhan xét:

- Piém FIGO cang tang thi ty 1¢ khang MTX cang ting. Su khac biét

gitra cac nhom c6 ¥ nghia thong ké, véi p = 0,02.
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3.4.15. Phan bé diém FIGO ciia nhdm khang MTX va khéng khang MTX

6 ° —_—————
p=0,01
-
4_
figo
| - E
0_

Khéng khang MTX va khdi (n=148) Khang MTX, chuyén phac dd (n=56)

Biéu dd 3.5. Phan bd trung vi diém FIGO nhom khang va khong khang
MTX
- Test kiém dinh gia tri trung vi: Mann-Whitney
Nhan xét:
- Trung vi diém FIGO cta nhém khong khang MTX bang 1,0 thap hon
nhom khang MTX 14 2,0. Su khac biét nay c6 ¥ nghia théng ké, véi p = 0,01.
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3.5. Panh gia siéu Am Doppler PMTC lién quan tién lwong khang MTX

3.5.1. Pdc diém siéu am Doppler nhom khong khang va khang MTX

Bang 3.31. Pic diém siéu Am Doppler nhém khong khang va khang MTX

Gia tri Gis tri Khéng khang Khang MTX
Doppler - MTX (n=148) | (n =56) P
Trung binh
: + +
Py Do léch chudn 60,7 + 27,1 729+37,0 0,03
(cml/s) Trung vi 55,65 63,10 0,04
Toi thiéu — téi da | 21,4 - 214,0 239-176,0
Trung binh £
A + +
EDV Do léch chudn 15,4 + 19,9 25,6 + 26,4 0,01
(cm/s) Trung vi 8,25 16,20 0,02
Toi thiéu — téi da | 0 - 123,0 0-9372
inh +
Trung binh + 221 +113 193+131 |003
P Do 1éch chuan
Trung vi 2,06 1,60 0,03
Toi thiéu — toi da | 0,54 - 5,98 0,31-6,15
Trung binh £
A + +
Do léch chudn 0,79+ 0,16 0,72 +0,21 0,02
RI Trung vi 0,83 0,76 0,02
Toi thiéu —toida | 0,41 - 1,00 0,25- 1,00
inh +
Trung binh + 6,00 + 6,43 387+250 |0,03
/D Do 1éch chuan
Trung vi 479 2,71 0,001
Toi thiéu —toi da | 1,70 - 59,00 1,34 - 10,93

- Test kiém djnh gia tri trung binh: t-test
- Test kiém dinh gia trj trung vi: Mann-Whitney

Nhan xét:

- PSV cua nhom khang cao hon nhém khong khang MTX va c6 y nghia

théng ké & ca gia tri trung binh va trung vi, vai p < 0,05.
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- EDV cua nhom khang cao hon nhém khéng khang MTX va c6 y
nghia thong ké & ca gia trj trung binh va trung vi, véi p < 0,05.

- Gid tri trung binh, trung vi PI DPMTC cta nhém khang thap hon nhom
khong khang MTX c6 ¥ nghia thong ké , véi p < 0,05.

- Céac chi sé siéu am Doppler khac cua DPMTC (RIL, S/D) ctia nhém
khang MTX déu thip hon nhom khong khang MTX mot cach c6 ¥ nghia

théng ké & ca gia tri trung binh va trung vi, véi p < 0,05.

3.5.2. Trung vi PI DMTC nhom khong khang MTX va khang MTX

[ ]
6 °
p=0,03

[ ]

4
pil
2 —
0_
Khéng khang MTX va khai Khang MTX, chuyén phéac dd

Biéu dd 3.6. Trung vi PI PMTC nhém khéong khang va khang MTX
- Test kiém dinh gi4 tri trung vi: Mann-Whitney
Nhan xét:
- Trung vi PI BPMTC nhém khang MTX 1a 1,60 thap hon nhom khong
khang MTX 14 2,06. Su khac biét nay c6 y nghia thong ké, véi p = 0,03.
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3.5.3. buong cong ROC ciia PI PMTC dw bao khang MTX ¢ bénh nhan
UNBN NCT

1.00
|

0.75
|

Do nhay

0.25

0.00
|

T T T T T
0.00 0.25 0.50 0.75 1.00
1-Dd dac hiéu

Biéu d6 3.7. Puong cong ROC ciia PI PMTC du bao khang MTX ¢ bénh
nhan UNBN NCT

Nhan xét:

- Dién tich dudi duong cong cua chi s6 PI DPMTC 1a 0,60 (95% CI:
0,51 - 0,69, p = 0,035). P BPMTC c6 gia tri du bao khang MTX & bénh nhan
UNBN NCT nhung gia tri & muc thap.

- Piém cat phu hop nhat chon duoc 14 gia tri PI bang 1,2. Tai day, do
nhay bang 79,1% va d¢ dic hiéu 1a 41,1%.
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3.5.4. Lién quan gii#a PI PMTC tgi ngwong 1,2 va khang MTX

Bang 3.32. Lién quan giira nong do phCG truéce diéu tri va khang MTX

Khang MTX
OR
PI PMTC Khong Cé p
(95% CI)
n % n %
> 1,2 (n=148) 115 | 77,7 | 33 | 22,3 2,63
0,004
< 1,2 (n=56) 33 | 589 | 23 | 411 (1,35-5,11)

- M6 hinh héi quy logistic: tinh OR va 95%Cl

Nhan xét:

- Bénh nhan UNBN c6 PI BPMTC < 1,2 ¢6 ty I€¢ khang MTX ting 2,63
lan so véi nhém c¢6 PIBDMTC > 1,2, véi p = 0,004.
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3.5.5. Phan tich héi quy da bién mgt sé yéu té lién quan dén khang MTX

Bang 3.33. Hoi quy da bién mot s6 yéu t6 lién quan dén khang MTX

Yéu to nguy co OR 95% ClI p
PI DPMTC

>1,2 1

<1,2 5,89 1,44 — 24,13 0,014

Noéng do phCG truwéce diéu tri (1U/1)

< 10.000 1
> 10.000 150  045-499 0,507

Kich thuéc I6n nhat khoi u (cm)

<5
>5 4,21 0,88 — 20,04 0,071

- M@ hinh phan tich héi quy da bién Multivariate Logistic Regression: tinh OR va 95%Cl
Nhan xét:
- Qua phan tich hdi quy da bién cho thiy PI BPMTC c6 ¥ nghia trong
tién lugng khang véi diéu tri MTX véi p < 0,05.
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3.6. Phan tich gia tri cia PI PMTC két hop véi diém FIGO dé tién lwong
khang MTX ¢ bénh nhan UNBN NCT

3.6.1. Y nghia ciia diém FI1GO khi két hgp PI PMTC > 1,2

Bang 3.34. Y nghia ciia diém FIGO khi két hop PI PMTC > 1,2

Ty I¢ khang don héa tri ligu MTX
Piém FIGO don thuin FIGO +PI>1.2
FIGO S6 bénh S6 Tylé | SO bénh S6 Ty 1é
nhan khang (%) nhan khang (%)
>0 204 56 27,45 148 33 22,30
> 1 154 50 32,47 99 27 27,27
=2 96 35 36,46 49 14 28,57
>3 53 22 41,51 22 5 22,73
>4 20 10 50,00 8 2 25,00
>5 7 3 42,86 4 0 0,00
Nhan xét:

- Khi str dung diém FIGO don thuan, ty 1& khang MTX c6 xu hudng
tang cung diém FIGO.

- Cung nhoém diém tién lugng FIGO, bénh nhan ¢c6 PI DPMTC > 1,2 ¢6
ty 1¢ khang MTX thap hon nhom chi st dung diém FIGO don thuan.
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3.6.2. Y nghia ciia diém F1GO khi két hgp PI PMTC < 1,2

Bang 3.35. Y nghia ciia diém FIGO khi két hop PI PMTC < 1,2

Ty I€¢ khang don héa tri liéu MTX
piém FIGO don thuan FIGO + PI<1,2
FIGO S6 bénh S6 Tylé | S6bénh | S6 Ty 1é
nhan khang (%) nhan khang (%)
>0 204 56 27,45 56 23 41,07
> 1 154 50 32,47 55 23 41,82
>2 96 35 36,46 46 21 45,65
>3 53 22 41,51 31 17 54,84
>4 20 10 50,00 12 8 66,67
>5 7 3 42,86 3 3 100,00
Nhan xét:

- Ty Ié khang MTX c6 xu huéng ting 1én khi sir dung diém FIGO két

hop voi PI DMTC < 1,2.

- Cung nhém diém tién luong FIGO, bénh nhan c¢6 PI BPMTC < 1,2 ¢6

ty 16 khang MTX cao hon nhém chi st dung diém FIGO don thuan.
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3.6.3. Nhom diém FIGO < 3 két hop ngwong 1,2 ciia PI PMTC (n = 151)

Bang 3.36. Nhom diém FIGO < 3 két hop nguéng 1,2 ciia P PMTC

Khang MTX
PI DPMTC Khong Cé OR (95% CI) p
n % n %
> 1,2 (n=126) 98 | 778 | 28 | 2272 1,105
0,846
<1,2 (n=25) 19 | 76,0 6 24,0 (0,40 — 3,03)

- Md hinh hai quy logistic: tinh OR va 95%ClI

Nhan xét:

- Vé6i diém FIGO < 3, ty 1& khang MTX ctia nhém ¢6 PI PMTC < 1,2
khong cao hon nhom c6 PI DPMTC > 1,2 mot cach c6 ¥ nghia, p > 0,05.
3.6.4. Nhém diém FIGO > 3 két hop ngwong 1,2 ciia Pl PMTC (n = 53)

Bang 3.37. Nhém diém FIGO > 3 két hop ngudong 1,2 ciia P PMTC

Khang MTX
PI PMTC Khong Cé OR (95% CI) p
n % n %
>1,2(n=22) 17 | 77,3 5 22,7 4,129
0,02
<1,2(n=31) 14 | 452 | 17 | 54,8 (1,22 —14,02)

- M6 hinh haéi quy logistic: tinh OR va 95% CI

Nhan xét:

- Vé6i diém FIGO tur 3 - 6, ty 1€ khdng MTX ctia nhom c¢6 PI DPMTC <
1,2 cao hon nhom c¢6 PI DPMTC > 1,2 mét cach ¢ y nghia, véi p = 0,02.
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CHUONG 4:

BAN LUAN
4.1. Ban luan vé déi twong va phwong phap nghién ciru
4.1.1. Péi twong nghién ciru

Dbi twong trong nghién ciu nay 1a 204 bénh nhan dugc chan doan
UNBN NCT duoc diéu tri tai khoa Phu ung thu, bénh vién Phu san Trung
wong trong thoi gian tir thang 01 nam 2015 dén thang 09 nam 2017.

Cac d6i tuong nghién ctu dugc lya chon chat ché theo tiéu chuan chan
doan UNBN cua FIGO nam 2002 gilip 1am giam cac sai s6 ngau nhién trong
chon mau nghién cau. Trong nghién cau nay, dbi tuong nghién ciu duoc
chon 14 nhitng bénh nhan UNBN NCT theo diém tién luong cua FIGO niam
2002 (diém < 6), déu duoc bao ton tir cung, khong cé cac bénh 1y ung thu phu
khoa khéc phéi hop. Viéc chon nhém UNBN NCT, bénh nhan con bao ton tir
cung dé dam bao nhom nghién ciru ddng nhét, gitip déanh gia chinh xac gia tri
cua Doppler PMTC trong tién lugng khang don hoa tri ligu MTX ma khéng
bi cac phwong phap diéu tri khac 1am nhiéu (nhu cat tir cung) va 1am cho két

qua nghién ctru dang tin cay.

4.1.2. C¢ mdu nghién ciu

Véi thiét ké nghién ctu 1a mo ta tién cuu, theo ddi doc suét qué trinh
thuc hién nghién ctu, cong thic tinh ¢ mau cho phép chon sé lwong bénh
nhan UNBN NCT tbi thiéu can c6 nghién ctru ndy 1a 198. Ching t6i chon sb
bénh nhan nghién ctu 1a 204. Bi véi bénh nhan UNBN NCT bao ton t
cung, dy 1a ¢& mau du dai dién cho mot quan thé nghién ctu 1am cho sai s6
trong nghién cau giam di va dam bao két qua nghién ctu chinh xac. Tham
khao V& ty 18 khang don hoéa trj liéu MTX & bénh nhan UNBN NCT & Viét
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Nam va nuéc ngoai cho thay ty 1é khang don hoéa tri liéu MTX thay d6i va

duoc thé hién trong bang sau:

Bang 4.1. Ty 1¢ khang MTX & bénh nhan UNBN NCT

Tac gia Nim Pia diém Giai doan | C& Ty 18
mau | khang (%)

Pham T Nga [63] | 2006 | BVPSTU 2003-2005 | 121 23,2

Phan C Thanh [63] | 2012 | BVPSTU 2010-2011 | 322 24,5

Bagshawe [111] | 1989 | Charing Cross | 1964-1986 | 348 20,3
Hospital (UK)

McNeish [6] 2002 | Charing Cross | 1992-2000 | 485 31,2
Hospital (UK)

Garett [112] 2002 | New England | 1985-2000 | 192 36,1

Trophoblastic
Disease Center (US)

Khan [56] 2003 | Sheffiel ~ Hospital | 1987-2000 | 250 23,6
(UK)

El-Helw [77] 2009 | Sheffiel ~ Hospital | 2000-2006 | 151 384
(UK)

Nguyén Thai | 2019 | BVPSTU 2015-2017 | 204 27,45

Giang

Nhu vay so véi cac nghién ciu khac ¢& mau trong nghién ciu nay la
vira phai. Dé c6 duoc s6 luong bénh nhan nghién ctru nhu vay ching toi da
phai thu thap sé liéu nghién cau trong gan 3 nam tai khoa Phu ung thu va
khoa Chan doan hinh anh, bénh vién Phu san Trung wong, do d6 két qua

nghién ciu la dang tin cay.
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4.2. Ban luan vé mat s6 dic diém dich té€ cia bgnh nhan UNBN NCT

Trong 3 nam nghién cau (2015 - 2017), chdng tdi nhan thay sb lwong
bénh nhan UNBN NCT diéu tri tai BVPSTU c6 xu hudng giam theo thoi
gian. Ciing trong thoi gian nay, s liéu thong ké tai khoa Phu ung thu,
BVPSTU cho thidy nhém bénh nhén nguy co cao thi 6n dinh va ting nhe. C6
I& do tiéu chuan chan doan rd rang, bénh c6 dau an dac hiéu 1a BhCG, cong
tac diéu tri bénh nhan UNBN NCT khdng qua phirc tap va viéc chuyén giao
ki thuat diéu tri thanh céng cho tuyén dudi da gop phan vao viéc thay d6i mo
hinh bénh tat diéu trj tai tuyén trung wong.

Bang 3.1 cho thay phan I6n bénh nhan & néng thén va mién nai
(62,8%). Cé4c bénh nhan nay thuong lam néng nghiép, cong nhan hoic nghé
ty do nhu budn ban nho va thuong cé thu nhap trung binh hoic thap. Két qua
cua ching t6i phi hop véi nhan dinh caa nhiéu nghién ctu khi thay diéu kién
kinh t& x3 hoi thiap lam ting nguy co mac bénh Iy nguyén bao nudi
[113],[114].

BNBN thuong gap hon ¢ Chau A so voi Chau Au va Biac My, c6 thé do
su khac nhau trong ty 18 mac bénh, khéc biét tirng ving va tdy thudc quan thé
hoac khac biét phu thudc trung tam giai phau bénh c6 kha ning chan doén.
Cac nha nghién ctu da tim duoc nhiéu bang chiing vé ché d6 dinh dudng c6
thé thay doi cac dau an gen trén dong vat. Nguoi ta nhan thay nguy co thai
trimg ting 1én khi ché do an thiéu carotene, thiéu m& dong vat va khi tudi me
tang [22]. Ty 16 thai tring giam & Han Qudc tir 4,4/1000 thai nghén vao nim
1960 xudng con 1,6/1000 thai nghén vao nam 1990, nguyén nhan co thé do
diéu kién kinh té xa hoi duoc cai thién va dinh dudng tét hon [113],[114].
UNBN 1a bénh c6 lién quan chat ché voi thai trimg, do d6 khi tan suat thai

tring giam ciing s& lam giam tan suat caa bénh Iy UNBN.
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4.3. Ban luan vé tudi lién quan tién leeng khang MTX

Tudi me duoc khang dinh trong nhiéu nghién ciu 1a mot yéu té nguy
co quan trong. Tinh nguy co cua tudi thé hién theo hinh chix J. Bashawe va
Atieri nhan thay ty 18 thai tring cling nhu 13 UTNBN ting & c4c thai cuc cua
tudi sinh dé [22],[33]. Nhém phu nir nhé hon 20 tudi va dic biét 1a nhém Ién
hon 40 tudi c6 nguy co thai tring va UNBN cao nhat. Mi quan hé nay dugc
nhan thay & hau hét cac nhdém BNBN nhung mdi lién quan véi tudi me o bénh
nhan TTTP cao hon TTBP. Trong mot nghién cuu tai nuéc Anh, Bashawe
thay ty 16 UNBN ¢ phu nit tir 20 - 39 tudi l1a khoang 1/2500 ca d¢, nguy co
UNBN ting nhe ¢ nhitng phu nit < 20 tudi (1/1951), ting nhiéu & nhém > 39
tudi (1/629) [33]. Atieri thay xu hudng theo d6 tudi cu thé ndy anh huong dén
phu nit rat tré hodc rat Ion tudi ddng nhat véi céc gia thuyét vé khiém khuyét
trong chirc nang tao nodn. Thir nhat 13, chirc nang tao nodn ¢ bénh nhan qué
tré hodc qua 16n tudi dé tao ra nodn bat thuong va 1am ting nguy co Xuat hién
bénh nguyén bao nudi. Biém thtr hai 13, & hai thai cuc vé tudi nay dé xay ra
hién tugng thy tinh bat thuong khai phat BNBN. Bac diém vé md hinh tudi
nhit quan ¢ tat ca cac ving dia ly va chung toc cang lam cang cb thém gia
thuyét nay [22].

Tiém ning anh huong cua tudi bd ciing duoc nghién cu nhung chua
thay mdi lién quan va chua hiéu biét duoc hoan toan. Nhing dit liéu vé mdi
lién quan giira tudi bé va BNBN hiém va khong dong nhat. Sasaki (1979)
nghién cau mdi lién quan gitra tudi me va tudi bd dén su xuat hién cac hinh
thai BNBN thay rang tudi bé khdng c6 vai tro quan trong. Trong mot nghién
ctru d6i ching cua La Vecchia trén 132 truong hop BNBN tac gia thay nguy
co thai trimg tang 1én ¢ nhitng phu nit ¢6 chong Ién hon 40 tudi. Khi tudi bd
tir 41 - 45, nguy co tuong d6i (RR) ting 1,6 lan (95% ClI: 0,9 - 6,0), con khi
tudi bd 16n hon 45 thi nguy co nay ting 4,9 lan (95% CI: 2,2 - 11,1). Méi
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tuong quan cua tudi b doc 1ap véi tudi me. Nghién ciu cua La Vecchia ciing
chi ra rang nhitng dng bd 16n hon 45 tudi ting nguy co véi CTTP (RR = 2,9)
nhung khong 1am tang nguy co CTBP. Tuy nhién mot s6 nghién cau doi
chung khéc lai chi ra ring tudi bd khong phai mot yéu té doc 1ap dan dén
BNBN [22].

Dbi twong nghién ciu caa chdng toi 1a nhitng bénh nhan UNBN NCT
bao ton tir cung, tap trung & la tudi sinh dé, vai tudi trung binh 1a 26, bénh
nhan nho nhat 1 16 tudi va 16n nhat 1 39 tudi (bang 3.18). Trong mau nghién
ctru khong bénh nhan nao 16n hon 40 tudi, nhém bénh nhan I6n tudi ( > 35)
chi chiém 5,9 % (bang 3.6). Tudi trung binh caa nhém bénh nhan khang va
khong khang MTX tuong duong nhau (bang 3.18). Kiém dinh ty ¢ khang
MTX ctia nhom duéi 35 tudi va tir 35 tudi tré 1én (ngudng dugc ding trén
1am sang dé xac dinh bénh nhan thai trang 16n tudi) cho thay su khac biét ty
1&6 khang MTX khong c6 ¥ nghia thong ké gitra cac hai nhém (bang 3.19).
Nghién ctru ndy ciing loai bo duoc nhom nhiéu la nhitng bénh nhan thai tring
16n tudi, da con va cd chi dinh cat tir cung du phong, phat hién bénh ly
UNBN. Bénh nhan cat tir cung du phong thuong c6 két qua GPBL sém nén
thoi gian tiém an ngin va duogc diéu tri hda chat ngay.

So véi nhitng nghién ctu trude day trén UNBN NCT diéu tri bang phac
d6 MTX/FA, c6 thé thady nhém bénh nhan caa ching tdi tré hon (100% < 40
tudi) do day 1a nhitng bénh nhan con nguyén vong sinh dé va bao ton tir cung.
Trong khi d6, Nguyén Thdy Nga (1991) va Phan Chi Thanh (2012) thay c6
17,65 - 26,1% bénh nhan > 40 tudi [53],[115].

Bagshawe nghién ctu lién quan gitra tudi me va nguy co khang hoa tri
licu va thay ty I¢ nay ting dan & nhom < 20, 20 - 29, 30 - 39 va > 39 tudi lan
luot 14 14,6; 17,7; 20,0 va 22,2% [33]. Gilani ciing nhan thdy nguy co khang
MTX ting theo tudi me & bénh nhan UNBN NCT, nhdm < 24, 25 - 34 va > 35
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tudi ¢ ty 1é khang héa tri liéu lan luot 12 14,3; 20,0 va 24,1% [67]. Tuy
nhién, & nhitng bénh nhan UNBN NCT, tac gia nhu Gueye, khong thay mdi
lién quan gitra tudi va ty 1é khang MTX [16]. Phan Chi Thanh (2012) khéng
thay su khac biét vé ty 16 khang MTX & nhom bénh nhan dudi 40 tudi va trén
hoac bang 40 tudi [53]. Tac gia nhan thay tudi cang cao, dic biét Ia trén 40
tudi lam gia ting nguy co thai nghén bat thuong nhu thai tring, cling nhu lam
gia ting nguy co bién ching thanh UTNBN, tuy nhién tudi trén 40 khong phai
la yéu t6 lam ting nguy co khang MTX trong diéu tri UTNBN. Két qua cua
chung t6i dong nhat vai két luan cua cac tac gia Gueye, Phan Chi Thanh va
Nguyén Quang Bac khi khong thay ty Ié nguy co khang MTX ting & nhom
bénh nhan Ion tudi [16],[53],[65].
4.4, Ban luan vé sé con, chi dinh cit tir cung va tién heong khang MTX
Trong diéu tri UNBN s6 con séng anh huong rat nhiéu tai thai do diéu
tri. Theo biéu d6 3.1, ty 1& nguoi bénh chua c6 con hoac méi chi ¢6 1 con
chiém tai 84,3%. Vi nhiing bénh nhan con mong con, ching tdi wu tién diéu
tri hda chat. Khi bénh nhan khang hoa tri liéu bac mot voi MTX, viéc quyét
dinh diéu tri tiép theo thuong phu thudc vao sé con da c6. Néu con mong con,
bénh nhan s& dugc bang da hoa tri lieu EMACO. Khi khéng c6 nguyén vong
sinh thém, lya chon cua bénh nhan thuong 14 cat tir cung sau d6 két hop voi
diéu tri hda chat. Céc tac gia déu nhan dinh cit tr cung gidp 1am giam sé dot
diéu tri, qua d6 rat ngan thoi gian diéu tri va giam tac dung phu. Bén canh d6
cit tir cung ciing 1am giam ty 1& bién ching chay mau do v nhan di can tai ta
cung. Tuy nhién vai trd cua cit tir cung c6 gilp lam giam ty 1é khang hoa tri
liécu MTX la chua rd rang. Trong nghién ctu cta Phan Chi Thanh (2012),
nhém bénh nhan cét tir cung c6 26,3% khang MTX, nhém bao ton tir cung c6
23,5% khang MTX va su khéc biét 1a khong co y nghia thong ké [53].
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4.5. Ban luan vé tién sir, thai nghén chi diém va tién lweng khang MTX

Tién str say thai hodc thai Ivu nhiéu lan lién quan dén lam ting c4c san
pham thoai hda cua thai va c6 thé lam ting nguy co UNBN. Nguoi ta thay
nguy co UNBN ting gip 21, 31 va 34 lan twong tng ¢ phu nit c6 1, 2 va >3
lan sdy thai, thai luu so véi nhiing phu nit 1an nao co thai cling dé con séng
[116]. Nao hit thai lam ting nhe nguy co UNBN, duoc khiang dinh trong
nhiéu nghién cau voi nguy co twong dbi ting 1,1 - 3,3 1an. Khong c6 su khac
biét nguy co giita say thai va hat thai. Nghién ciu cua Ha cho thay nguy co
tuong doi 0,3 vai tién str hut thai nhung khong c6 mai lién quan voi say thai
[117]. Trén thuc té, cd thé lan siy thai trudc khong duoc chan doan 1a thai
tring va khong duoc theo ddi day dii va 1am ting nguy co UNBN [22].

Theo Tran Thi Phuong Mai, nguy co 16n nhat cia UNBN 14 tién sir thai
nghén trudce do, ty 16 UNBN sau thai tring cao gap 100 - 2000 lan so voi
nhitng bénh nhan sau dé du thang. Két qua cia chdng toi phli hop véi két qua
trén khi thdy phan 16n bénh nhan cd thai nghén chi diém la thai trang
(81,4%), thap nhat 1a nhém bénh nhan UNBN sau dé thuong (0,5%) theo
bang 3.7. Bang 3.2 cho thdy hon mét nira s6 bénh nhan chua c6 tién sir nao
hit thai, say thai hoac thai luu nhung bi thai tring ngay lan c6 thai dau tién va
gay bién chung ngay thanh UNBN. Khi so sanh vé thai nghén chi diém véi
cac tac gia khac (bang 4.2), ching toi thay két qua twong tu nhu Hemida va
Phan Chi Thanh khi ty 16 UNBN sau nao hat sy thai 1a 18,1 — 20,5%, cao
hon Pinh Vin Thing va Dinh Thé My, c6 thé do lam giai phau bénh 1y day
du hon.

Bang 3.20 cho thay & UNBN c6 thai nghén chi diém Ia thai trang hay
khong phai thai trang (nao hdt say thai, chtra ngoai tir cung va sau dé) co ty 1é
khang MTX khong khac biét, c6 thé bai mau nghién ciu ciia ching t6i chua

da 16n va nhém doi twong khu trd & nhitng bénh nhan UNBN NCT nén chua
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du dai dién, do vay, nghién ctu cua chung toi chua nhan thay ty 1& khang
MTX tang 1én sau nao hut thai, thai Iuu va sau dé.

Lé Sy Phuong, Phan Chi Thanh va Pham Thi Nga nghién ctru nguy co
khang hoa tri liéu MTX cua thai nghén chi diém 14 thai trang hay khong phai
thai tring va nhan thay nguy co khang MTX tang 2,5 - 3,4 lan néu bénh nhan
c6 tién st khong phai thai tring [53],[63],[66].

Bang 4.2. Cac nghién ciru vé thai nghén chi diém trong UNBN

Thai nghén chi diém
Tac gia Nam Nao, hit say | Thai trimg | Sau dé

thai (%0) (%) (%)
Pinh Vin Thang [50] 1973 3,0 91,0 6,0
Dinh Thé My [118] 2007 6,2 91,2 2,6
Phan Chi Thanh [53] 2012 20,5 78,6 0,9
Hemida [70] 2011 19,6 76,5 3,9
Nguyén Thai Giang 2020 18,1 81,4 0,5

Trong nghién ctru cua chang toi co 1 bénh nhan UNBN sau dé nhung
cling thé hién duogc tinh chat 4c tinh caa n6 khi khang ngay véi don hoa tri
lieu MTX. So vdi céc tac gia nudc ngoai, nghién cau cua chang téi cé ty 1€
bénh UNBN sau dé thap hon bai tiéu chuan lya chon caa ching téi l1a bénh
nhan UNBN NCT diéu tri bang MTX con bao tén tir cung. Trén 1am sang,
UNBN sau dé la mot yéu to tién luong ning, ching tdi dya trén tudi va s con
ctia bénh nhan dé dua ra hudng Xt tri phi hop, vu tién diéu tri da hoa trj liéu
c6 thé kém cat tir cung. Lok khi nghién ctru bénh nhan UNBN sau dé thuong
tai Ha Lan d4 khuyén cao UNBN sau d¢ 1a nhom c6 tién lugng t6i c6 chi dinh

diéu tri da hoa tri liéu, ngay ca khi thiéu nhitng yéu té nguy co khac. Trong
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mot nghién ciru nim 2006, Lok cho thay ty 1& khang MTX 1én dén 75% &
nhitng bénh nhan UNBN sau dé va cho rang viéc str dung da hoa tri liéu ngay
tir d4u 12 hop 1y, ngay ca khi diém tién luong goi y 12 nhém UNBN NCT hoic
trung binh [119]. Do vay, can cé nhitng nghién ctru sau hon véi ¢& mau lon
va thoi gian kéo dai dé danh gia anh huong cua loai thai nghén chi diém (nhat
13 nhém cé nguy co 16n nhur UNBN sau d¢) anh huong thé nao dén nguy co

khang hoa tri liéu.

4.6. Loai thai trieng va tién lwgng khang MTX

Trong 166 bénh nhan UNBN NCT sau hit thai triing, c6 77,7% bién
chting sau TTTP va 22,3% sau TTBP (bang 3.21). Nhiéu nghién cau chi ra
rang kha ning phat trién thanh UNBN sau thai trang toan phan nhiéu gap
1000 lan nhom sau thai thuong. Nguy co bién chiing thanh UNBN sau TTTP
(15 - 20%) 16n hon nhiéu so véi TTBP (1 - 4%) [7]. Sau mot lan thai trang,
nguy co thai trang & lan tiép theo 1a khoang 1 - 2 %. Sau 2 lan thai trang,
nguy co thai trang lan 3 1a 15 - 20% va nguy co khong giam ké ca khi thay
d6i ngudi phdi ngau.

Trong nghién ctu cta chang toi, ty 1€ khang MTX cua bénh nhan
UNBN c6 ngudn géc tir thai trang 1a 28,3% (bang 3.20). Nghién ctu cua
Phan Chi Thanh (2012), ty I¢ nay cling twong tu nhu chung t6i 1a 26,3% [53].
Phan tich trén 166 bénh nhan UNBN sau thai trang cho thay ty 1¢ khang MTX
& bénh nhdn UNBN sau TTTP hay TTBP khong c6 su khac biét c6 ¥ nghia
(bang 3.21). Két qua nay phi hop véi nhan xét cua cac tac gia nhu Hemida,
Gilani va Growdon [67],[69],[70].

4.7. Thai gian tiém an va tién lweng khang MTX

Thoi gian tiém an dugc tinh tir khi cham dut thai nghén lan cudi cho téi

khi diéu tri hoa chat. Trong nghién ctu cua ching t6i, hau hét bénh nhan co6
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thoi gian tiém an dudi 7 thang, chi ¢6 1 bénh nhan c6 thoi gian tiém an trén
12 thang (bang 3.8). Thoi gian tiém an trung binh cho dén khi xac lap chan
dodn 14 2,1 théng (bing 3.18).

Bénh nhan UNBN sau thai nghén khéng phai thai trang (dé thuong,
nao, siy thai luu) thuong hay cha quan, khi c¢6 dau hiéu ra mau hay tinh trang
nghén kéo dai mai dén cac co so y té kham, nhung d& bi nham 1an véi sét rau,
do vay rat nhiéu bénh nhan da nao 3 - 4 1an tai cac co s& khong cd xét nghiém
hCG, khdng lam giai phiu bénh. Theo Hai Dung (1988), thoi gian tiém an
dudi 4 thang 1a 70,7%, thoi gian tiém an trén 4 thang chiém 20,3%. Theo
Phan Chi Thanh (2012), thoi gian tiém an duéi 4 thang 1a 78% va chi c6 2%
bénh nhan c6 thoi gian tiém an trén 12 thang. Ty 1¢é bénh nhan co thoi gian
tiém an dudi 4 thang cua ching ti cao hon tac gia Hai Dung va Phan Chi
Thanh vi d6i twgng nghién ciu cua ching toi 1A UNBN NCT bao tan tir cung,
nhitng bénh nhan nay sau nao thai tring da duoc huéng dan vé quy trinh theo
d6i sau nao va tuan thu diéu tri.

Nhitng bénh nhan xuét hién bién chitng muon, thuong diéu tri kho
khan, s6 dot diéu tri kéo dai, thoi gian nam vién lau, tbn kém hay bi khang
hoa chat. Céc tac gia nhu Lurain, Bagshawe thay rang khi thoi gian tiém an
cang dai thi ty 1é song sot cang thap [33],[74]. Theo Lurain, khi thoi gian tiém
an > 4 thang thi ty ¢ song sot sau diéu tri chi 1a 64%, trong khi c6 thoi gian
tiém an < 4 thang c6 ty 186 séng sot 1a 90%. Theo Bagshawe, ty 1& song s6t
giam dan, tir 96,9% & nhom tiém an < 4 thang con 48,3% & nhém tiém an >
12 thang.

Bang 3.22 cho thay, bénh nhan c6 thoi gian tiém an > 7 thang co ty I¢
khang MTX cao hon nhom c6 thoi gian tiém an < 7 thang, tuy nhién kiém
dinh sy khéc biét vé ty 1& khang MTX giita 2 nhém cho két qua khdng cé y
nghia théng ké. Két qua cua ching t6i khac véi céc tac gia Phan Chi Thanh,
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Lé Sy Phuong va Mousavi nhan thiy thoi gian tiém 4n > 4 thang lam ting
nguy co khang don hoéa tri lisu MTX 2,2 - 6,6 lan nhom < 4 thang
[53],[66],[75]. Ly do cua su khac biét két qua nay co thé do mau nghién cau
ctia chiing t6i chwa that 16n, bénh nhan UNBN nguy co thap c6 thoi gian tiém

an ngan.

4.8. Tién sir diéu tri MTX va tién lwgng khang MTX

Trude khi diéu tri cho bénh nhan cac bénh nhan UNBN NCT, ching toi
tinh diém tién luong FIGO. Khi diém FIGO < 6 bénh nhan dugc diéu tri don
hoa tri li¢u. Trong nghién cuu ctaa ching toi, chi c6 3 truong hop UNBN tai
phat (bang 3.9). Ca 3 trudng hop nay trude day déu cd tién sir diéu tri UNBN
bang don hoa tri lieu MTX. Vi tién sit ndy bénh nhan dugc cong 1 diém
trong tién luong cua FIGO. Khi nghién cau méi lién quan giita tién st diéu tri
hoa chat va tién luong khang MTX lan nay ching toi thiy bénh nhan UNBN
tai phét co tién st diéu tri MTX déu khang voi don héa tri lieu MTX lan nay
(bang 3.23) va khéac biét c¢é y nghia so véi nhdm khdng co tién sir diéu tri
MTX. Két qua caa ching ti phi hop véi bang diém tién luong cua FIGO khi
thay rang da ting diéu tri hoa chat 1a mot yéu td nguy co khang hoa tri lidu
lan sau.

Feng va nhiéu tac gia khac thay rang ty Ié tai phat 1a 2 - 3% ¢ nhiing
bénh nhan UNBN khong di can, 4 - 5% & nhitng bénh nhan di can nhung co6
yéu t6 tién luong tot va 13 - 20% & nhitng bénh nhan di cin va cé tién lugng
xau [120]. Couder nghién ciru tir nam 1999 dén 2014, theo théng ké qudc gia
Phap c6 465 bénh nhan UNBN NCT da dugc diéu tri khoi bang MTX don
thuan. Téc gia thiy nguy co tai phat ciia bénh nhan UNBN NCT sau 5 nam 1a
5,7%. Sir dung hoi quy don bién va da bién tac gia thay tién st thai nghén Ia
sau dé thuong, sd dot diéu tri MTX I6n hon 5 14 nhitng yéu t6 tién luong doc
lap caa tai phat UNBN. UNBN NCT khdi phat sau dé thuong co nguy co tai
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phat cao gap 8,66 1an nhém khoi phat sau. Nhom diéu tri 5 - 8 dot va trén 8
dot MTX c6 nguy co tai phat cao gap 6,7 1an va 8,1 1an nhém chi diéu tri 1 - 4
dot. Tac gia luu ¥ trong viéc diéu tri cang ¢b cho bénh nhan UNBN s& ¢6 anh
huong dén ty 16 tai phat bénh [73].

Khi nghién cau vé sb dot diéu tri cung ¢ cho bénh nhan UNBN nguy
c6 thap sau khi hCG da vé &m tinh tai Ha Lan va Anh, Lybol thay ty I¢ téi
phat 1a 4,0% & bénh nhan dugc diéu tri cung c¢6 3 dot MTX, trong khi ty 1é
nay 1 8,3% & bénh nhan chi diéu tri cung ¢é 2 dot (p = 0,006). Mic du bénh
nhan ¢ Ha Lan ¢ néng ¢ hCG cao hon va di can nhiéu hon trudc diéu tri
nhung s6 chu ki diéu tri can thiét dé dua hCG vé am tinh la khdng c6 su khac
biét tac gia da két luan nén diéu tri cang ¢ 3 dot MTX dé lam giam ty 18 téi
phat cua bénh nhdn UNBN NCT [121].

Feng nghién ctu 38 bénh nhan khang hda tri liéu d6i ching véi 43
bénh nhan tai phat va thay bénh nhan khang hoa tri liéu c6 tién luong t6i hon
so vai bénh nhan tai phat boi ty 1€ khoi bénh hoan toan (hCG am tinh) cua
bénh nhan tai phat 1a 76,7% cao hon bénh nhan khang héa tri liéu (52,6%).
UNBN dic biét nhay cam véi hda chat nhung can duoc diéu tri bai ngudi co
kinh nghiém mai dat duoc ty 1€ khoi khoang 98% & trung tdm chuyén khoa.
Téc gia két luan nguyén nhan chinh cua that bai diéu tri 1a phac d¢6 khong phu
hop, hoa chat khong dung thoi diém va liéu ding, xét nghiém hCG khéng san
c6 va 1am khong da, cudi cung la thiéu kinh nghiém xir tri bénh UNBN ¢ mot
s6 bénh vién [120].

4.9. Vi tri, s6 lweng nhan di cin va tién lwong khang MTX

Vi tri, sb luong va kich thudc nhan di cin déu 1a nhiing yéu té tién
lugng bénh quan trong trong bang diém tién luong cua FIGO. Bang 3.11 cho
thy cha yéu bénh nhan & giai doan | theo FIGO (chiém 95,6%). Vi tri di can

& am dao va phoi thuong it anh huong dén két qua diéu tri, trir khi két hop véi
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tién sir khdng phai thai tring, thoi gian tiém an lau hoic kich thudéc qua 16n.
Do vay sau nhiéu nghién cau tong hop, bang diém tién luong caa FIGO nim
2002 khong c6 diém nguy co cho vi tri nhan di cin tai 4&m dao va phoi. Trong
nghién cuu nay, bénh nhan UNBN NCT khoéng c6 hoac it di can, co quan lién
quan néu co 1a phoi hoic am dao. Nghién ctu cua ching tdi thay mdi lién
quan giita khong di cin hodc c6 di can phdi, am dao véi khang héa tri liéu
(bang 3.24). Tuy nhién nhiéu tac gia khac tim thay mdi lién quan giira nguy
co khang MTX va di can. Mousavi, Lé Sy Phuong va Phan Chi Thanh nhan
thay nhom c6 di can ¢6 nguy co khang MTX ting 2,4 - 8,4 lan nhdm khéng
c6 di can [53],[66],[75].

Chiing t6i chua gip bénh nhan nao c6 nhiéu hon mot nhan di cin 4m
dao. S6 luong nhan di can phoi trung binh 1a 1,42 nhan (1- 3 nhan). S6 bénh
nhan di cin cta ching toi it do d6i twong nghién cau 1a bénh nhan UNBN
nguy co thap. Két qua cua ching t6i twong duwong véi nghién ctu cia Phan
Chi Thanh tién hanh nam 2012 khi thay 3,2% di can phoi va 2,9% di can 4m
dao trén nhitng bénh nhan UNBN NCT. Khi phan tich 92 truong hop UNBN
NCT diéu tri bang MTX, Roberts nhan thay sé lwong nhan di cin nhiéu hay it
& phoi khong lién quan khang hoa tri lieu MTX [122]. Nghién ciru cua ching
t6i do s6 luong nhan di cin it va c¢6 di can ¢ nhitng co quan it ¥ nghia tién
luong (phoi hodc 4m dao) nén ciing gidng nhu tac gia Roberts khdng thay moi

lien quan giira s6 luong nhan di can va ty 1é khang MTX (bang 3.25).

4.10. Nong dd phCG trude dieu tri va tién lwong khang MTX

BhCG la chét chi diém chinh cia BNBN, dong vai trd quan trong trong
chan doan xac dinh bénh, tién luong mic dd nang nhe dé chon phac dd hoa
chat thich hop ciing nhu theo ddi su tién trién va két qua diéu tri bénh. Tu

2015 dén nay, viéc xét nghiém BhCG bang phuong phap mién dich thuc hién
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trén may Cobas 8800 da dem lai két qua chinh xac hon cac phan ¢ng sinh vat,
gitp phat hién som bién chimg UNBN, theo di va danh gia két qua diéu tri.
Nong do phCG la mét trong nhitng yéu tb co gia tri nhat trong bang diém tién
luong cua FIGO. Nong do PhCG cang cao nguy co that bai véi diéu tri cang
16n. Nhiéu tac gia nhu Vi Ba Quyét (1999), Nguyén Quang Bic (2004) va
Phan Chi Thanh (2012) nhan thay nong d6 BhCG cang cao sb dot diéu tri
cang tang, thoi gian diéu tri cang kéo dai va lam ting nguy co khang hoéa tri
liéu [53],[65].

Trong nghién ctu nay, nong d6 PhCG trung binh 1a 11.667,2 1U/I con
trung vi 1a 1.622 1U/l (bang 3.18). C6 sy bién thién 16n gitta trung binh va
trung vi, nhém 16n nhat 1a nhém c6 néng d6 BhCG < 1.000 1U/I chiém 42,6%
(bang 3.15). Ty Ié bénh nhan c6 nong do PhCG lén hon 10.000 I1U/I trong
nghién ctu ndy thap hon két qua cua Phan Chi Thanh la 37,5% bai cung la
nhém UNBN NCT nhung bénh nhan bao ton tir cung caa chiing t6i thudng tré
va bénh nhe hon. Biéu d6 3.4 cho thiy, nong d6 BhCG trung binh giam dan
theo timg dot diéu tri & ca nhdm khang va khéng khang MTX, tuy nhién qua
ting dot, nhdm khéng khang MTX giam nhiéu va nhanh hon so vdi nhom
khang MTX.

Chdng t6i thay bénh nhan c6 nong d6 PhCG trudce diéu tri cang cao thi
ty 1é khang véi don hoa tri lisgu MTX cang cao. Nong do phCG trung binh va
trung vi trude diéu tri gitta 2 nhom khang va khéng khang MTX c6 su khéc
biét c6 ¥ nghia thong ké (bang 3.18). Phan tich hoi quy don bién cho thay,
bénh nhan UNBN c6 ndéng d6 PhCG trudce diéu tri > 10.000 1U/1 ¢6 nguy co
khang MTX tiang 2,17 lan bénh nhan c6 nong d6 PhCG trude diéu tri <
10.000 IU/1 va c6 ¥ nghia thong ké (bang 3.26).

Taylor thiy nhitng bénh nhan ¢ ndng 6 phCG > 100.000 1U/l ¢6 ty 18
khang hoa tri liéu MTX cao hon so véi nhitng bénh nhan ¢6 BhCG < 100.000
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[U/1 (84% so vé&i 34%, p < 0,0001) [123]. Mousavi thay khi nong d6 BhCG
>100.000 1U/I ty 1& khang hoa tri liéu MTX ting 1én 5,86 1an so véi nhiing
bénh nhan c6 PhCG <100.000 1U/I [75]. Hemida thay néng d6 PhCG trudc
diéu tri twong quan chit ché vai viéc khang vai diéu tri MTX don thuan [70].
Lurain nghién ctu 253 bénh nhan UNBN khong di cin, diéu tri bang MTX
nhan thay ti 1¢ thanh céng 89,3% va khang MTX 1a 10,7%. T4c gia ciing thdy
nguy co khang hoa tri liéu tang cao & nhitng bénh nhan c6 mic BhCG ban dau
> 50.000 IU/I.

Phan Chi Thanh thay khi phCG > 40.000 U/l ty & khang MTX ting
gap 2,4 lan (OR = 2,42, Cl 95%: 1,36 - 4,27) nhoém c6 BhCG < 40.000 U/l
[53]. Ciing tai diém cat nay Kiéu Thanh Van thay ty ké khang MTX ting gap
3,75 lan. Lé Sy Phuong thay nong do PhCG trude diéu tri co lién quan dén
khang MTX, tai diém cat 17.609 IU/I, nguy co khang MTX ting 10 lan, du
bao vai do nhay 57,1% va do dic hiéu 90% [66].

Nhu vay, nghién ciu cua ching t6i cling trong déng nhu cac tic gia
trong va ngoai nudc, déu cho thdy BhCG truwde diéu tri co gia tri dé tién

lwong nguy co khdang hoa tri liéu MTX.

4.11. Thé tich tir cung va tién hrong khang MTX

Ta cung binh thuong & ngudi phu nit chwa dé ¢ chiéu dai khoang 6,4
+ 0,4 cm, chiéu rong khoang 5,1 + 0,2 cm, chiéu cao khoang 3,3 + 0,3 cm.
Theo nhiéu nghién ctu thé tich tir cung trung binh & ngudi phu nir khong
mang thai khoang 57 cm® (38 - 122 cm?®). Nguoi phu nir mang thai 6 tuan c6
thé tich tir cung 100 cm?®, 8 tuan 1a khoang 140 cm® va 10 tuan 1a khoang 250
cm® [124]. Trong nghién ciru cta ching t6i, thé tich tir cung trung binh 1a 127

cm® (bang 3.18), rat it bénh nhan cé thé tich tir cung to trén 240 cm® (bang
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3.13). Nhdm c6 nhan tai tr cung nam cha yéu ¢ nhdm c6 thé tich tir cung >
120 cm®.

Khi nghién ctu vé ty Ié khang MTX theo thé tich tir cung, ching toi
thiy nhom thé tich tr cung dudi 240 cm?® va tir 240 cm® tréd 18n c6 ty 1é khang
hoa tri ligu MTX khong khac biét (bang 3.27). Nam 2002, Argawal nghién
cttu nhiing yéu té co ¥ nghia tién lwong khang MTX & bénh nhan UNBN
NCT, tac gia thdy thé tich tir cung trung binh cd su khéc biét gitta nhém
khang va khdng khang MTX (p < 0,05) va trén hoéi quy don bién khi thé tich
tr cung cang ting thi ty 1& khang MTX cang cao. Tuy nhién, trén hoi quy da
bién thi thé tich tr cung lai khdng phai 1a mot yéu t6 tién luong doc lap véi
khang MTX [10]. Ching t6i cho rang mdi hinh thai UNBN do tan san loai
nguyén bao nudi khac nhau va s& dan dén phat trién thé tich cua tir cung khac
nhau. Trong nghién ctu caa ching t6i, bénh nhan duoc bao ton tar cung nén
khéng xac dinh duoc vé hinh thai md bénh hoc. Khac vai nghién ctu cua
Argawal, nghién cru cua ching tdi khdng thady méi lién quan gita thé tich tur
cung va khang hoa tri liéu. Lién quan giita thé tich tir cung véi khang hoa tri

lidu 12 yéu t6 can duoc nghién ciu thém, nhat 1a méi lién hé véi mé bénh hoc.

4.12. Nang hoang tuyén va tién lrgng khang MTX

Nang hoang tuyén thuong xuat hién & BNBN khi nong d6 BhCG ting
cao. Trong nghién cau ndy ching toi thay chi c6 18,6% bénh nhan UNBN ¢4
nang hoang tuyén (bang 3.10), véi duong kinh trung binh 1a 48,34 mm (26 -
74 mm). Nhu vay, nang hoang tuyén khéng phai Ia triéu ching thuong gap
cua UNBN. Trong nghién ctru nay, trung vi hCG chi 1a 1.622 1U/I, thé nén s6
bénh nhan c6 nang hoang tuyén khong nhiéu, chi mot lugng nho bénh nhan cé

ndng d6 PhCG cao thi thdy nang hoang tuyén xuat hién nhiéu hon.
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Toén Nir Tuyét Trinh (2003) nghién cau lién quan giita nang hoang
tuyén véi tién luong cta cac bénh nguyén bao nudi nhung khéng thiy moi
lien hé [71]. Montez thay c6 75% trudng hop c6 bién ching UNBN & nhitng
bénh nhan c6 nang hoang tuyén 2 bén. Nguyén Quédc Tuan thiy ty 18 bién
chitng UNBN ctia bénh nhan thai tring khi c6 nang hoang tuyén (40,9%) cao
hon khi khdng ¢ nang hoang tuyén (13,9%) [26]. Berkowitz theo ddi 858
bénh nhan thai tring va thidy nguy co UNBN ting cao ¢ nhom cé nong do
BhCG >100.000 1U/1, tir cung 16n hon so véi tudi thai dy kién va duong kinh
nang hoang tuyén >6 cm [125]. Nhiéu tac gia thay su xuat hién cia nang
hoang tuyén lién quan dén ting nguy co bi UNBN sau thai tring, tuy nhién,
khong thay mdi lién quan ctiia nang hoang tuyén véi khang hoa tri lisu MTX.

Két qua ¢ bang 3.28 cho thay nhoém khdng c6 nang hoang tuyén va
nhém c6 nang hoang tuyén c6 ty 1é khang MTX khéng khac biét va khdng
phai 12 yéu t6 c6 y nghia tién luong khang MTX. Két qua nay cua ching toi
phU hop vai nhan xét caa cac tac gia Lé Sy Phuong, Kiéu Thanh Van va Phan
Chi Thanh [53],[66].

4.13. Kich thwéc I6n nhat khoi u, nhan tai tir cung va tién lwong khang
MTX

Mot yéu té anh huong tién lugng diéu tri hoa tri lieu MTX la duong
kinh 16n nhat khéi u. Kich thudc nhan di cin 4am dao trong nghién ctu nay 1a
tir 1-2 cm. Kich thuéc trung binh caa nhan di cin phéi 12 0,9 cm (0,3-2 cm).
Nghién cau cua ching t6i cho thay 33,3% bénh nhan UNBN NCT c6 khdi u.
Nhan tai tr cung thuong 1a khéi u 16n nhat va 5,4% bénh nhan c6 kich thudc
khdi u > 5 cm (bang 3.14). Bang 3.29 cho thay, khi duong kinh 16n nhat khéi
u > 5cm thi ty 1é khang MTX tang 1én rd rét 12 63,6%. Khi phan tich hoi quy
don bién, chiing tdi thy kich thudc khdi u > 5 cm thi nguy co khang MTX

ting 4,9 1an (p = 0,03) so vé4i nhiing bénh nhan c6 khéi u < 5 cm.
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Theo tong két 30 nam tai bénh vién Charing Cross va Weston Park thi
nhan tai tir cung 1a ton thuong thuong gap nhat & bénh nhan UNBN (56%),
tiép sau d6 1a nhan di cin tai phoi (40%), am dao (11%), gan (7%), 6 bung
(5%), ndo (5%). Két qua nay phu hop véi nghién ciu ciia Phan Chi Thanh va
ching t6i [53].

Nhan tai tor cung thudng cé kich thudc ton thuong 16n nhét trong
UNBN va la mét yéu té quan trong trong tinh diém tién luong cua FIGO. Tur
nam 1976, kich thudc 16n nhét cua khéi u da duoc dua vao bang diém tién
luong cua Bagshawe va 1a mot trong nhitng yéu té cha dao cua cac bang diém
tién luong sau nay nhu cua WHO nam 1983 va cua FIGO nam 2002
[2],[33],[46]. Trong nhimng truong hop UNBN nguy co thap, thuong khdng co
di can & cac co quan khac nhu duong tiéu hoa, than, gan , ndo nén nhan tai tu
cung thuong 1a khéi u c6 duong kinh 16n nhat. Do vay vai tro tién luong caa
nhan tai tir cung, thuong 1a khéi u c6 duong kinh 16n nhat, lai cang noi bat.
Nhiéu tac gia ngoai nudc nhu Lurain va Mousavi khi nghién ctu vé nhiing
yéu t6 tién lugng khang héda tri liéu MTX & nhitng bénh nhan UNBN d3 thay
vai trd cua nhan tai tir cung. Lurain (1991) tim hiéu vé nhiing yéu to tién
lwong cua UNBN va thay duong kinh cua khéi u 16n nhat (bao gdom ca u tai ta
cung) anh huéng mot cach co ¥ nghia dén co hoi séng cua bénh nhan UNBN
c6 di can. Tac gia thay ty & song s6t 1a 92% véi bénh nhan cé khbi u nho hon
3 cm, khi khéi u tir 3 - 5 cm ty I& nay 1a 73%, con khi khéi u 16n hon 5 cm, ty
16 song sot chi 1a 52% (p < 0,0001) [74]. Mousavi nhan thay nguy co khang
tang 1én 7,73 1an & nhitng bénh nhan c6 duong kinh nhan tai tir cung > 3 cm
so v&i nhdm khong nhan [75].

O trong nudc, cac tac gia Nguyén Thanh Tuan, Phan Chi Thanh va Lé
Sy Phuong ciing nhan thdy y nghia tién lugng ciia duong kinh nhan tai tir

cung véi khang hoa tri lisu MTX. Nguyén Thanh Tuan (2012) nghién cuau
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nhitng bénh nhan UNBN diéu tri hda chat va thdy c6 méi lién quan giira kich
thudc cua nhan di cin & tir cung véi kha nang diéu tri khoi bénh. Tac gia thay
nhan tai tir cung cang to thi ty 18 diéu tri khoi bang don hoa trj liéu MTX cang
thap, nhém c6 nhan nhé hon 3cm c6 ty 16 khoi 12 81,1%, nhdm c6 nhan 16n
hon 3 cm thi ty 1€ khoi chi 1a 60,9%. Lé Sy Phuong nghién ciu 92 bénh nhan
UNBN NCT diéu tri bang don hoéa tri liéu MTX va nhan thay khi kich thuéc
nhan tai tir cung tang 1én thi ty 1€ khang MTX tang 1én. Nhom khong c6 nhan
tal tr cung, nhan < 3 cm, nhan 3 - <5 cm va nhén > 5cm ¢o ty I¢ khang MTX
lan luot 1a 11,1%, 17,4%, 42,9% va 50%, tuy nhién su khac biét khong co y
nghia théng k& do mau nghién ctu con nho. Phan Chi Thanh nhan thiy nhan
tai tir cung lam ting nguy co khang MTX ting 1,9 lan (OR =1,9; Cl 95%: 1,1
- 3,2) nhung khong thay sy khac biét vé ty Ié khang hoa tri liéu khi kich thudc
nhan tang [53]. Nhu vy, nghién citu cita chiing téi dong nhdt véi nghién
ciru cria nhiéu tac gia khac khi thdy dwong kinh khéi u lén nhdt 1a mét yéu

té co lien quan vdi tién lweng khang MTX ¢ bénh nhan UNBN NCT.
4.14. Mai lién quan giira diém FIGO va tién lweng khang MTX

Bang diém tién luong ctia FIGO ké tir khi ra doi nam 2002 cho dén nay
d3 duoc 18 nim. Bang diém tién luong ndy gdm 8 yéu té tong hop bao gom
tudi bénh nhan, thoi gian tiém an, loai thai nghén chi diém, vi tri di can, sd
lugng nhan di can, duong kinh I6n nhat caa khéi u, nong 46 BhCG va tién su
diéu tri hoa tri liéu. V&i mdi yéu té cho diém tir 0 dén 4. Diéu tri bénh nhan
UNBN dya trén bang diém FIGO 1a huéng dan thuc hanh 1am sang chuan cua
cac trung tam diéu tri ung thu. Bang diém duoc st dung ngay cang rong réi va
chap nhan boi céc hiép hoi ung thu trén thé gidi. Tinh hiéu qua cua bang diém
cling da dwoc chiing minh boi viéc diéu tri ngay cang thanh céng cac bénh

nhan UNBN. Vi diém tién luong < 6, khuyén cao diéu tri bang don hoéa tri
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liéu, thuong 1a MTX. Véi diém tién luong > 6, khuyén cao khoi phat diéu tri
bang da hoa tri liéu, thuong 1a phac 46 EMACO.

Biéu d6 3.3 cho thdy nhom bénh nhan nghién ctu caa ching toi co
phan phéi diém tién lwong FIGO khéng déu, tap trung chi yéu & nhom diém
tién lugng < 4. Nhém bénh nhan c6 diém > 4 chi chiém 9,8% bénh nhan.
Nhitng bénh nhan c6 diém tién luong FIGO bing 5 hoic 6 (nhém nguy co
trung binh theo phan nhém cii cia WHO nam 1983) khong nhiéu, chi c¢6 7
bénh nhan. Bang 3.30 cho thay khi diém tién lugng tang thi ty 1& khang MTX
cling ting va sw Khac biét nay cé y nghia thong ké (p < 0,05). Biéu d6 3.5
cho thidy nhdm khang MTX c6 trung vi diém tién luong theo FIGO cao hon
nhoém khéng khang mot cach c6 v nghia (p < 0,05). Biéu nay cho thay gia tri
va y nghia ctia mdi diém tién luong theo FIGO anh huong dén két qua diéu tri
cling nhu ty 18 khang hoa tri liéu. Trong thoi gian tién hanh nghién cau ching
t6i thay nhiéu bénh nhan khong dugc tinh diém tién luong mot cach hé théng
hodc duogc diéu tri duwa trén yéu té kinh nghiém ngay bang da hoa tri liéu khi
thiy diém tién luong FIGO 16n hon hodc bang 5. Ty Ié that bai 1én dén trén
50% khi diéu tri don hoa tri liéu MTX cho nhitng bénh nhan cé diém FIGO 5
hoac 6 1am cac bac sy lo lang nén thuong diéu tri theo kinh nghiém va khuyén
céo cii cia WHO cho cac bénh nhan nay bang da hoa tri liéu. Khdng chi c6
chling t6i nang bac diéu tri cho bénh nhan c6 diém FIGO 5 hoic 6 do ty 18
khang cao, Chapman-Davis thdy c6 d¢én mot nira s6 bénh nhan c6 diém FIGO
5 hoic 6 dugc diéu tri bang da hoa tri liéu [123],[126]. Do d6, tim thém
nhitng yéu tb tién luong va nhiing bang chang dé chon loc tét hon nhiing
bénh nhan UNBN NCT nhung can diéu tri bang da hoa tri liéu 1a diéu ching

t6i ludn tim hiéu va dong thoi 13 muc dich ctia nghién ciu nay.
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Bang 4.3. Cac nghién ciru vé khang MTX theo diém FIGO ¢ UNBN NCT

Tac gia N [FIGO| Khéi (%) Khang (%) p
Osborne, 2011 107 | 0-1 70,4 29,6 <0,05
[127] 2-4 40,0 60,0

5-6 12,5 87,5
Gueye, 2016 [16] | 88 | <4 90 10 0,03

>4 71,4 28,6
Chapman-Davis, | 358 | 0-2 87 13 <0,0001
2012 [126] 3.4 68 32

5-6 52 48
Mousavi, 2015 168 <4 89 11 <0,000
[75] >4 37 63
Sita-Lumsden, 554 | 0-1 75 25 <0,000
2012 [38] 2.4 50 50

5-6 33 67
Agarwal, 2002 164 | 0-2 81,2 18,8 0,03
[10] 3-4 60,7 39,3

5-6 43,7 56,3
Taylor, 2013 289 | 0-5 66 34 <0,0001
[123] 6 19 81
Nguyén Thai 204 | 0-1 80,8 19,2 0,01
Giang, 2020 2-3 66,7 33,3

4-6 50,0 50,0

O UNBN NCT, céc tac gia déu thdy mdi twong quan gitta ty 18 diéu tri

thanh cong véi diém tién luong theo FIGO (bang 4.3). Piém FIGO cang ting

thi kha ning diéu tri thanh cong bang don hoa tri lieu MTX cang giam
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[16],[38],[40],[70],[75],[126],[128]. Tuy nhién, ké tir khi hop nhat nhém nguy
co trung binh va nhém nguy co thap thanh nhém nguy co thap theo FIGO
2002 d3 lam nhiéu nha khoa hoc lo lang. Ngay cang cé nhiéu bang ching cho
thay bénh nhan UNBN NCT c6 diém tién luong theo FIGO bing 5 hoic 6 dap
g kém véi don hoa trj liéu va thuong can diéu tri da hoa tri liéu. Theo Sita-
Lumsden, ty I¢ thanh cdng cta don hoa tri liéu MTX la 75% & nhom 0 - 1
diém, 50% & nhom 2 - 4 diém va & nhom 5 - 6 diém thi ty Ié thanh cong chi 1a
33%. Osborne thiy chi 12,5% bénh nhan c6 diém FIGO 5 - 6 ¢ thé duoc
diéu tri khoi bang don hoa tri lisu MTX. Taylor thay ty 1& diéu tri thanh cong
bang MTX ¢ nhitng bénh nhan c6 diém FIGO bang 6 chi 1a 19% [123],[127].
Mic di nhiing bénh nhan khang véi MTX nhung khi diéu tri bang héa tri liéu
bac 2 déu khoi nhung nhiéu chuyén gia bat dau cam thay héi tiéc vé viéc sat
nhap nhém nguy co trung binh vao nhém nguy co thap. Ba van dé dugc dit ra
va nhiéu nghién ctru duoc tién hanh dé c6 cau tra 1oi thoa dang. Tha nhat 1a
Véi ty 16 khang trén 50% cta nhém FIGO 5 - 6 diém, liéu ching ta c6 nén tiép
tuc diéu tri bac mot bang don hoa tri liéu. Th hai 13 khi khang don hoéa tri
lisu MTX rdi méi diéu tri da hoa tri lisu EMACO liéu c6 1am giam hiéu qua
diéu tri, tang ty 1& khang, ting ty 1¢ tai phat. Tht ba 1a nhém FIGO 5 - 6 diém
c6 thuc su 1a nhom nguy co cao khong khi c6 dén 75% bénh nhan khang
MTX duogc diéu tri khoi bang phac dd don hoa tri liéu khac 1a dactinomycin
va c6 thé tranh duoc diéu tri bang da hoa tri lisu EMACO (nguy co tac dung
phu nhiéu hon va nguy co gay ung thu thir phét) [6]. Miac du tat ca bénh nhan
cudi cung déu duoc diéu tri khoi bang hoa chat bac hai hoic phau thuat nhung
viéc xem xét lai hé thong diém tién luong cia FIGO la can thiét dé co thé
chon Iwa hda tri bac mot hiéu qua hon [123]. Song song véi d6 can xac dinh
dugc cac yéu to tién luong lién quan gidp cai thién két qua diéu tri va lam

giam lo lang cho bénh nhén va gia dinh [129].
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4.15. Pic diém siéu am Doppler PMTC ciia bénh nhan UNBN NCT

UNBN c6 khoi ngudn tir tir cung, 1a khdi u dién hinh c6 sy tan san va
tang sinh mach méu [11]. Trong nghién ctru ndy, tit ca bénh nhan duoc siéu
am Doppler tiéu khung dé danh gia thé tich tir cung va van toc dong mau qua
PMTC va tir d6 tinh ra cac chi s nhu PI, RI, S/D. Thé tich tir cung twong &ng
véi s6 luong nguyén bao nudi trong bénh 1y UNBN va timg duoc Bags
hawe sir dung cing véi mot so bién sé khac dé xac dinh nguy co UNBN
khang don hoa tri ligu MTX [33]. Trai lai, vai tro ciza PI DPMTC nhw la mét
yéu té tién Iwong khang hoa chdt ¢ bénh nhan UNBN con chua dugc
nghién cau nhiéu. PI PMTC phan &nh trg khang ciia dong mau trong co tir
cung va khéi u. PI PMTC thdp chi ra rang co s tan tao mach két hep véi
Noi thong dpng tinh mach trong UNBN va dwoc xem |12 yéu té tién lwong
Xdu [11]. Do dé, trong nghién ciru ndy ching téi danh gid ligu PI PMTC,
mét phwong phdp gidn tiép do lwong sw tan tao mach & co thé séng, c6 phdi
la mgt yéu té duw bdo nguy co khdng héa chit é bénh nhan UNBN khéng.

Chi s6 xung duoc nhiéu tac gia lua chon dé danh gia tré khang sau
dong ctia mach méu bai cdng thic tinh khdng phu thudc vao gdc chiéu va goc
nay kho danh gia dugc mét cach tin cady ¢ BPMTC bai kich thudc nho (2 - 3
mm) va huéng chay xoin [130]. PI phan anh tr& khang sau dong chay tai
diém do. Khi tré khang ting s& dan dén ting PI va nguoc lai. St dung
Doppler nang lugng hodc Doppler mau sé xac dinh duoc vi tri cia PMTC sau
d6 phan tich pho, tham do 1an luot 2 DPMTC. PI thap nhét cua 2 PMTC dugc
giir lai dé phan tich bai chi sé nay phan anh mac bién thién téi da so véi tro
khang binh thuong.

Khi c6 thai, su thay doi sinh Iy cta cac dong mach xoan ¢ xuat hién s&
cho phép ting van téc dong mau & PMTC va can thiét dé dap ung nhu cau

phét trién cua thai va banh rau. Qua trinh nay duoc goi 1 “thay d6i sinh 1y”
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trai qua 2 giai doan. O giai doan tht nhat, cac nguyén bao nudi xam nhap va
chuyén d6i dong mach xoan d¢ doan mang rung & quy 1. Giai doan 2, chuyén
d6i dong mach doan co tir cung (hoan thanh vao tuan 26). Két qua cua qué
trinh thay d6i sinh Iy dan dén duong kinh déng mach xoan 6c cua tir cung
tang 1én vi vay 1am giam tro khang dong chay va tdi uu hoa trao d6i tuan hoan
me - thai & khoang gian gai rau. Do d6, tang van téc thi tAm truong trong thai
ki ddn dén két qua 1a chi sé RI, Pl va S/D giam. Ciing nhu vay, vét khuyét
tién tdm truong thuong thiy trudc 26 tuan cling bién mat & cac thai nghén
binh thuong. Cac nha khoa hoc ciing da chi ra rang ¢ nguoi, ca hai PMTC
cling véi cac nhanh cua né cap mau cho mdi bén twong Gng cua tir cung.
Kofinas va Gupta thdy & PMTC phai va trai c6 pho Doppler van téc dong
chay khac nhau khi banh rau nam Iéch méot bén va khi biét vi tri banh rau bam
c6 thé doan dugc dang dong chay caa PMTC trén siéu 4m Doppler [131], bgi
vay, khi tim hiéu vé PI PMTC nhu mét yéu té tién luong viéc khang hoa tri
lisu MTX & bénh nhan UNBN ching tdi nhan thay & bénh nhan UNBN tro
khang cua 2 DPMTC khong nhu nhau va viéc 1ay Pl bén c6 tré khang thap dé
tim hiéu vé y nghia du doan khang don héa tri liéu MTX 14 ¢6 co so va phu
hop vai nhan dinh caa Kofinas va Gupta.

Sy hinh thanh cac mach mau maéi (tn tao mach) l1a mot dac diém chung
& cac khéi u 4c tinh. Nhiéu nghién ctu dua trén co sé héa mé mién dich da
chi ra rang tan tao mach 1a mot yéu t6 tién luong doc 1ap & nhiéu khéi u thé
dac [132],[133],[134]. Nhitng nghién ctru nay dwa trén cac manh mo sinh thiét
lay tir t6 chtc khdi u va ¢ ngoai co thé sdng va co thé khong dai dién cho toan
bo khoi u va khong cho phép dénh gia chire niang cua sy hinh thanh cac mach
mau méi. Do d6, cac nha nghién ciru phat trién ngay cang nhiéu phuong phap
tham do chirc nang méi trén co thé sdng dé danh gia tudi mau khdi u. Siéu am

Doppler duogc sir dung rong réi, chi phi hop ly dé danh gia su thay doi trén cac
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mach mau 16n hon cdp méu khéi u. Mot sé phuong phéap dit tién hon c6 thé
ding dé danh gia tudi mau khoi u trén co thé séng 1a MRI va PET, thuong

duoc dung ¢ cac trung tdm nghién cuu 16n.
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Biéu dd 4.1. Van téc dinh tdm thu tai PMTC & bénh nhan UNBN va
nhém chang (PSV, cm/s)

(A) phu nir khéng mang thai truéc phong noén; (B) phu nir khdng mang thai
pha hoang thé; (C) bénh nhan thai trang khong bién chung; (D) bénh nhan
UNBN diéu tri < 5 dot MTX; (E) bénh nhan UNBN diéu tri > 5 dot MTX
[104]

Bang 3.15 cho thay trung vi van téc dinh tdm thu (PSV) la 55,65
cm/s, con trung vi van téc cudi tim trwong trung binh (EDV) tai DPMTC 1a
7,48 cm/s. Gia tri van toc tuyét dbi trong siéu 4m Doppler PMTC thuong it ¢6
¥ nghia 1am sang boi su bién thién 16n va phu thudc goc chiéu cua tia siéu am
v6i hudng di caa mach mau. Trong nghién ciu caa ching t6i, dé han ché sai
s6 trong siéu am Doppler, ngudi thuc hién siéu am déu duoc tap huan va tuan
thu quy trinh ki thuat thuc hién si€u am Doppler PMTC nhu da dugc mo ta

trong muc 2.5.1, phan Bdi tugng va phuong phap nghién ciu,
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PSV trung binh cia PMTC ¢ bénh nhan UNBN tang cao trong
nghién cuu nay, phu hgp voi nhan xét cua Hsieh. Nam 1994, Hsieh nghién
ctru luu lugng tuan hoan & PMTC & 23 bénh nhan UNBN véi nhém ching 13
55 phu nit khdng mang thai va 15 bénh nhan sau nao thai trang khong bién
chung. Tac gia thay luu lwong tuan hoan tai PMTC cua cac bénh nhan UNBN
la 57,5 + 20,4 cm/s ting 1én va cao hon han nhdm khéng mang thai (28,3 +
3,41 cm/s) va nhdm sau nao thai tring khdng bién chiing (26,8 + 3,08 cmy/s,
p< 0,0001) [104]. Nhu vay c0 su thay doi dic diém huyét dong, cu thé 1a ting
PSV & nhitng bénh nhan UNBN.

Khi thyuc hién nghién ctru, ching t6i luu gitr két qua phd Doppler caa
PMTC 2 bén cua bénh nhan UNBN NCT. Dya vao chi sé PI, phan thanh 2
nhom 1a bén PI thap va bén Pl cao. Bang 3.16 cho thay, trung vi PSV cua
PMTC 2 bén khac biét c6 y nghia (57,5 cm/s va 54,6 cm/s, p = 0,037). So
sanh trung vi EDV cia DPMTC 2 bén thi sy khac biét ciling c6 y nghia (9,25
cm/s va 6,1 cm/s, p < 0,001). EDV cao hon ¢ bén c6 PI thap thé hién trg
khang thap hon c6 1& 1a két qua ciia xam 1an nguy@n bao nudi léch bén, trong
UNBN. Nhw vdy, ¢ bénh nhan UNBN tr¢ khang ciia 2 PMTC khong nhw
nhau va viéc ldy Pl bén c6 tré khang thdp dé tim hiéu vé y nghia dw dodn
khdng don héa tri ligu MTX la cé co sé. Do d6 ching toi giit lai cac chi sd
bén c6 chi s6 xung cia PMTC thap hon lam dai dién boi s& tuong Gng voi su
bién thién téi da cta tuan hoan tr cung so véi binh thuong. Nghién ctu cua
chung t6i ciing nhan thdy dic diém nhu Hsieh di nhan xét d6 1a ting PSV &
bénh nhan UNBN (bang 3.17). Bénh nhan UNBN cua chung t6i déu thé hién
tang PSV caa DPMTC vao lic chan doan (trung vi PSV 14 55,65 cm/s), c6 thé
do su gia ting lwong Mau vao tuan hoan tir cung dé nudi dudng cac nguyén

bao nudi tan san [104].
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4.16. Pic diém siéu Am Doppler UNBN NCT khang va khong khang MTX

4.16.1. Péc diém PSV cia UNBN khang va khong khang MTX

Cac nha nghién ctu tir 1au nay da rat luu y vé sy hinh thanh cac mach
mau mai trong qué trinh phat trién caa khéi u va sy di can [134]. Muc d6 tudi
méu c6 thé dy doan nguy co di can va ty 1é séng con & bénh nhan ung thu va
va u hic tb da [135]. Mat do tudi mau ¢ ung thu cb tir cung da thé hién gia tri
tién doan dap wng voi Xa tri. Tuy nhién ¢ nhitng nghién ctu nay su tudi mau
khoi u duoc danh gia trén tiéu ban giai phau bénh cia manh bénh pham. Vi
su phat trién caa siéu &m Doppler hién tai, su tudi mau khéi u cé thé danh gia
duoc trén co thé séng (in vivo). Hon nita, mach mau chinh nuéi dudng co
quan c6 khdi u ciing c6 thé quan sat duoc. Macchiarini di tung goi ¥ rang
mach mau nudi dudng co quan bi ung thu c6 thé anh huong kha ning di can
cua té bao ung thu [136]. Kha ning danh gia tuéi mau khdi u va mach mau
nudi dudng co quan c6 khdi u trén co thé séng da cho thay siéu am Doppler la
mot cong cu hitu hiéu dé nghién ciu khdi u va dap tng trén 1am sang. UNBN
la loai khoi u dac biét phu hop bai siéu &m Doppler cho phép danh gia dac
diém tuéi mau noi tai khéi u (do cac nguyén bao nudi pha huy cac mach méu
tir cung va tao thanh cac ho huyét) va mach mau nudi dudng la PMTC.
Chuing t6i str dung siéu am dudng bung danh gia cac diac diém huyét dong cua
PMTC va theo doi dap ung 1am sang vaéi don hoa tri liéu MTX.

Chung t6i thdy trung vi PSV ¢ nhom khang véi don hoa tri liéu MTX
(63,1 cm/s) cao hon nhdom khéng khang MTX (55,65 cm/s, p = 0,04) mot
cach c6 y nghia théng ké nhu & bang 3.31. Hsieh thay nhitng bénh nhan
UNBN, PSV sau 3 dot héa chat & nhdm diing it hon 5 dot hda chat giam mot
cach ¢ y nghia tir 54,2 xudng 23,6 cm/s; (p < 0,001), tréi lai PSV khong thay
d6i 60,1 va 60,5 cm/s & nhdm dung nhiéu hon 5 dot hoa chat [104]. Biéu nay
c6 nghia 1a su gia tang tudn hoan DPMTC & nhitng bénh nhan UNBN s& bi suy
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giam dang ké néu hoa chat cd hiéu qua va nguoc lai. Nhan xét nay cua Hsieh
cho thay kha ning tién luong va du bao dap ung véi diéu tri hda chat caa PSV
ciia PMTC. Nghién ctru ctia chiing t6i ¢ két qua PSV ciia nhém khang MTX
cao hon nhom khéng khang MTX va phu hop véi nhan xét cua Hsieh.,
Jauniaux thay PSV cua DPMTC bat dau tang tir tuan thir 5-8 cua thai
ky binh thudng, ting van téc dong mau dé dap tng nhu cau phat trién cua tui
thai. Giam tré khang cua dong PMTC trong thai ky dién ra sau do, tu lic 9 -
12 tuan thai, giam tro khang boi cac nguyén bao nudi xam Ian va 1am bién doi
dong mach doan chay trong co tur cung (thay I6p néi mac mach, lam gién no,
tang duong kinh va thao xoan) [137]. Nhiéu tac gia d¢ong thuan va cho rang
huyét dong cia PMTC thay d6i trong UNBN vé mat nao dé giéng véi tuan
hoan tir cung rau trong thoi Ky hinh thanh phoi thai [13],[85]. Bénh nhan
UNBN cua chung t6i déu thé hién ting PSV cia PMTC vao luc chan doan, ¢6
thé do su gia tang lugng mau vao tuan hoan tir cung dé nudi dudng cac
nguyén bao nudi tan san. Piéu quan treng ching tdi nhan thdy la cac bénh
nhéan khang véi héa tri ligu MTX cé mac dp gia tang PSV cao hon nhitng
bénh nhan khéng khang héa tri ligu MTX. PSV cao hon ¢ nhom bénh
nhan khang hoéa tri ligu thé hién nhu cdu cdp mau cho cac nguyén bao

nudi tan sdan cao hon va manh mé hon 6 nhém nay.

4.16.2. Péc diém EDV ciia nhom khang va khong khang MTX

Theo nghién cuau cua Hsieh, EDV tai DPMTC cta nhdm bénh nhén
UNBN cao hon nhém khéng mang thai va nhém thai trang khong bién ching.
EDV cao hon thé hién tré khang thap hon la két qua cta su ting ndi théng
dong tinh mach két hop véi su tan tao mach. Do d6 chi sé tré khang (RI) caa
bénh nhan UNBN thap hon so v&i nhém con lai nhu thé hién trén biéu do 4.2
(0,56 + 0,19 so v¢i 0,8 + 0,05 va 0,75 = 0,06, p < 0,0001) [104].
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Biéu d6 4.2. Chi s6 khang tai PMTC & bénh nhan UNBN va nhém chiing
(A) phu nit khéng mang thai truéc phong noén; (B) phu nir khdng mang thai
pha hoang thé; (C) bénh nhan thai trang khong bién chung; (D) bénh nhan
UNBN diéu tri < 5 dot MTX; (E) bénh nhan UNBN diéu tri > 5 dot MTX
[104]

O bénh nhan UNBN, siéu am Doppler cho thay co sy gia ting EDV
(thé hién tro khang thap hon) 1a két qua cua hién tweng ting néi théng dong
tinh mach, tan tao mach va cdu tric magch mau thay dai do tinh chdt cia
nguyén bao nudi (thay I6p ndi mac mach, lam gian no, tang duong kinh va
thao xoan) [104],[137]. Két qua 1a & bénh nhan UNBN, huyét dong PMTC
thé hién van tc cao va trg khang thap boi giam sic can sau dong. Pay c6 thé
la chi dau hinh thai quan trong vé su hoat dong cua cac nguyén bao nudi ton
tai sau bién ching thai nghén [82].

Ngoai tro khang thap cia PMTC, Long con thay khac véi thai nghén
binh thuong, bénh nhdn UNBN c6 tin hiéu mach mau trong co tir cung lan toa
va van toc cao. Diéu ndy goi y nguyén bao nudi trong TTXL va UTNBN c6
kha nang tao thanh cac mach méu tan tao vai tra khang thap trong co tir cung
[11]. M6t sé nghién ciru trude day st dung chup mach mau tiéu khung & bénh
nhan UNBN d4 mo ta su xuat hién cac mach mau tan tao duoc lap day nhanh

trong co tir cung [138]. Long sir dung siéu am Doppler dé nghién ciu PMTC
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va co tir cung ¢ nhitng bénh nhan UNBN diéu tri hoa chat va thay tré khang
thap thé hién sy pha hay nghiém trong cau tric mach mau tir cung, dan dén c
thé nhin thay hinh anh hd huyét va ndi thong dong tinh mach. Téc gia dua ra 2
gia thuyét dé giai thich mdi lién quan giira tro khang thap cuia DPMTC trudc
diéu tri va tinh trang khang héa tri liéu khi diéu tri. Mgt 13, troé khang thap tai
DMTC 1a hé qua cua ndi thong dong tinh mach trong tir cung. Néi théng dong
tinh mach s& 1am giam sy tudi méau khéi u [139]. Su twéi mau khdi u giam
dan dén ndng d6 hoa chat tai to chic u giam va hiéu qua caa hoa chat giam
(do di tat tir dong mach qua tinh mach ma khong phan phdi vao t6 chic khoi
u) va hau qua 1a khang véi héa tri liéu. Thee hai 13, khang hoa chét c6 thé xuat
hién boi tinh chat cua loai té bao gay khdi u. Nhiing loai UNBN khac nhau c6
kha ning gay bién d6i mach mau tir cung mot cach khac nhau, nhiéu tac gia
cho rang chinh kha ning nay lién quan dén co so sinh hoa caa khang hoéa tri
licu. UTNBN c6 nguon gbc tir cac don bao nudi cua gai rau rat nhay cam véi
hoa chat nhung khdi u xuit phat tir don bao nudi khoang ké& (interstitial
cytotrophoblasts) lai kém nhay cam véi hoa chat [140],[141]. Pon bao nudi
khoang k& c6 vai tro 1am gidn no dong mach xoan va lam giam tro khang cua
PMTC [142]. Do @6, trod khang thap tai DPMTC cua nhitng bénh nhan UNBN
khang hoa tri liu co thé 1a két qua caa UNBN c6 mot phan xuat phét tir don
bao nudi khoang ké [12],[143]. Nghién ciu caa Hsieh va Long cho thay dic
diém huyét dong cia DPMTC lién quan chit ché dén dap wng 1am sang va cho
thay tinh hitu dung cta siéu &m Doppler trong danh gia tién luong va lap ké
hoach diéu tri cho bénh nhan UNBN [12],[104].

Trung vi EDV bén PI thap tai PMTC cta bénh nhan UNBN trong
nghién ctu caa chiang téi 1a 9,25 cm/s (bang 3.16). Khi so sanh trung vi EDV
cuia nhém khang MTX va nhoém khong khang MTX ching t6i nhan thay c6 su
khac biét c6 y nghia. Trung vi EDV cta nhém khang MTX (16,2 cm/s) cao
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hon EDV cua nhém khéng khang MTX (8,25 cm/s, p = 0,02) theo bang 3.31.
Nghién ctu cua ching tdi nhan thdy nhém bénh nhan khang voi hoa tri liéu
MTX thi su gia ting EDV cang thé hién manh mé& hon. Nhan xét nay cua
ching toi phu hop vai nghién ciu cua cac tdc gia nhu Long, Argawal va
Sita-Lumsden [9],[10],[12],[105].

4.16.3. Péc diém chi sé xung ciia nhom khang va khéng khang MTX

Pic diém vé mat huyét dong caa DPMTC chung cua bénh nhan
UNBN la van toc cao va tra khang thap (PSV cao, EDV cao). O nhdm khang
va khdng khang MTX su khéc biét cang thé hién ré. PSV caa nhdm khang
MTX cao hon nhom khong khang MTX. EDV cua nhom khang MTX ciling
tang cao hon nhém khéng khang MTX. Ly do cta nhiing su thay d6i nay da
duoc binh luan ¢ phan 4.16.1 va 4.16.2.

Bang 3.31 cho thiy su khac biét c6 y nghia théng ké cua trung vi 3
chi s6 (PI, RI va S/D) giita nhém khang va khdng khang MTX. Sy khéc biét
nay la hé qua cta viéc thay do6i dac diém huyét dong cia PMTC nhu da phan
tich & muc 4.16.1 va 4.16.2. Theo bang 3.31, chi s6 Pl PMTC trung binh cua
bénh nhan khang MTX thap hon c¢6 ¥ nghia théng ké so véi nhém khong
khang MTX (p = 0,03). Gia tri trung vi cua PI BPMTC nhom khang MTX
cling thip hon nhom khong khang nhoém khdng khang mot cach co ¥ nghia
théng ké (p = 0,03) nhu thé hién ¢ biéu d6 3.6.

Chung t6i lap duong cong ROC cua chi s6 PI DPMTC dé du béo nguy
co khang hoa tri lieu MTX cua bénh nhan UNBN va tim duoc diém cat phu
hop nhat 1a ¢ gia tri PI PMTC biang 1,20. Tai diém cat nay dién tich duéi
duong cong (AUC) la 0,60, do @6 P1 BMTC c6 gia tri du bdo khang hoda tri
licu MTX nhung gia tri & mac thap [110], tai diém cit nay do nhay bang
79,1% va do dac hiéu 12 41,1% (biéu d6 3.7).
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Chung t6i cho rang UNBN la mot bénh Iy chiu anh huéng tac dong cua
nhiéu yéu td, nhirng yéu tb c6 gié tri nhat da dugc luu lai trong bang diém tién
luong cua FIGO (8 yéu td). Chi s6 xung cia DPMTC (néu co ¥ nghia) ciing chi
1a mot yéu té bd sung thém bang diém tién lwong FIGO hién thoi. Do d6 Pl
PMTC c6 gia tri du bao khang MTX di chi & muc thap 1a chdp nhan duoc.
Chung t6i cling da thir 1ap duong cong ROC du bao khang MTX ctia BhCG va
cua tong diém FIGO, két qua cho thay gia tri dy bao khang MTX cua 2 yéu t6
nay 1a thap (phu luc 2 va 3). Do d6, tim thém duoc nhitng yéu té co gia tri
nhu PI BPMTC, gitp tién luong khang don hoa tri liéu s& giup diéu tri bénh
nhéan UNBN NCT hiéu qua hon.

Phan bd bénh nhan cuia chdng toi 1a phan bd khdng chuan, tap trung
nhiéu bénh nhan ¢ nhém c6 diém FIGO thap nhu trong biéu d6 3.3. Véi su
phan bb bénh nhan theo diém tién luong FIGO & céc nghién cau 14 khac nhau
nén chang t6i tim thay gia trj trung vi PI cua toan bd bénh nhan UNBN NCT,
cua nhém khéng khang MTX va caa nhém khang MTX c6 thé khac véi cac
tac gia khac la hop ly.

Long (1992) nghién cau 40 bénh nhan UNBN duoc diéu tri MTX va
thay PI DPMTC trung binh cua nhém khéng khang (32 bénh nhan) la 1,56 +
0,83 con cta nhdm khang MTX (8 bénh nhan) 1a 0,99 + 0,62. Sy khac biét Pl
PMTC giita 2 nhém co6 ¥ nghia théng ké (p < 0,03). Tac gia s dung phan
tich tuan ty va tim ra diém cat caa Pl DPMTC bang 1,1 ¢6 ¥ nghia tién luong
khang MTX [12].

Nam 2002, Argawal ciing da 1ap duong cong ROC va thay tai diém cat
PI DMTC bang 1,0 ¢6 y nghia dé tién luong khang hoa tri lieu MTX, tai day
d6 nhay 1a 68% va do dic hiéu 1a 62%. Tai diém cat nay tac gia thay ty Ié
khang tang 2,32 (95% ClI: 1,1 - 4,7) & bénh nhan UNBN c6 PI < 1,0 S0 V4i
bénh nhan cd Pl > 1,0 trén phan tich don bién [10].
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Duya vao duong cong ROC cua PI BPMTC va phan tich hdi quy logistic
ching tdi thay tai diém cit Pl bang 1,2 xuat hién c6 y nghia théng ké tién
lwong khang hoa tri lisgu MTX & ca mé hinh hoi quy don bién va da bién.

Két qua & bang 3.32 cho thay, trén toan b bénh nhan (diém FIGO tir 0
dén 6), nhom c6 PI DPMTC < 1,2 ¢6 ty 1é khang MTX cao hon nhém cé PI
PMTC > 1,2 (41,1% so v6i 23,3%) mot cach co ¥ nghia. Két qua nay cua
ching t6i twong tu nhu phat hién caa Agarwal khi thidy PI DPMTC tai diém cat
1,0 cling c6 ¥ nghia tién luong khang MTX [9],[10]. Phan b bénh nhan cua
ching tdi 1a phan bé khdng chuan, tap trung nhiéu bénh nhan ¢ nhém c6 diém
FIGO thap nén diém cit PI PMTC c6 ¥ nghia ctia ching toi ¢ thé khac Véi

cac tac gia khac la hop ly.

4.17. Phan tich hoi quy PI PMTC va cac yéu to lién quan tién lwong
kKhang don héa tri ligu MTX & bénh nhan UNBN NCT

Mic du ¢ nhiéu yéu té c6 ¥ nghia tién lugng trong bang diém cua
FIGO nhung d6i véi UNBN NCT thi dudng nhu c6 mot s6 yéu t6 co ¥ nghia
noi troi hon so véi nhitng yéu té con lai. Trén phan tich héi quy don bién
ching toi thay cd ba yéu t6 lién quan c6 ¥ nghia toi tién luong khang don hoa
tri lieu MTX 1a nong do PhCG trude diéu tri, kich thudc 16n nhat khdi u va Pl
DMTC. Pang luu v, dic diém huyét déng ciia PMTC la mét yéu té méi gop
phan vao tién lwong khang don hoa tri lisgu MTX. Khi P PMTC < 1,2 s& lam
tang nguy co khang MTX Ién 2,63 Idn so véi nhom c6 Pl > 1,2.

Trén phan tich héi quy da bién, dé tranh cac yéu té nhiéu khi phan tich
ching t6i chi dua 3 yéu t6 c6 y nghia lién luong & hdi quy don bién vao phan
tich da bién 1a ndng d6 PhCG trude diéu tri, kich thude 16n nhat khéi u va Pl
PMTC. Sau phan tich hdi quy da bién ching tdi thay PI PMTC vén la yéu té
tién lwong khang MTX c6 ¥ nghia thong ké (p < 0,05) voi ting khang voi
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don hoa tri lisu MTX. Bénh nhan UNBN c6 PI DPMTC < 1,2 ¢6 thé ting kha
nang khang MTX gap 5,89 lan (95% CI: 1,44 — 24,13) so véi nhitng bénh
nhan UNBN c6 PI BPMTC > 1,2. Tréi lai, hai yéu té 1a ndng d6 phCG trudc
diéu tri va kich thudc 16n nhat khdi u déu khong c6 ¥ nghia thong ké trén hoi
quy da bién (bang 3.33).

Nhu vay, PI DPMTC thu dugc qua siéu am Doppler phan anh sy thay
d6i huyét dong tai PMTC 1a mot yéu té tién lugng doc lap kha ning khang
hoa tri liéu trén bénh nhan UNBN NCT. Nhiéu nha khoa hoc nhan dinh siéu
am Doppler la tién bo quan trong nhat trong san phu khoa hién dai [10],[80].
Tinh don gian va nhe nhang cua qua trinh siéu &m hd tro hiéu qua thuc hanh
phu khoa. Siéu am Doppler 1a mot phuong tién hitu ich danh gia churc nang
trén co thé song vé su tudi mau khdi u nho danh gia thay d6i huyét dong &
cac vi mach mau nhu mot su phan anh gian tiép cua cac vi mach (duong kinh
< 15 micromet) trong tan tao mach. Nghién ctu ndy cung cap bang chang Pl
PMTC c6 thé 1a mot phuong phép tham do khong xam 1an trén co thé séng dé
danh gia gian tiép chirc nang tudi mau khéi u va c6 kha ning dyu b4o kha niang
dap tng vai hoa tri ligu. PI BMTC phan anh tré khang tir dong mau chinh
cung cap cho tir cung va khéi UNBN. Do néi thong dong tinh mach hoic to
chirc u ¢6 cac don bao nudi khoang ké nén bénh nhan UNBN co tro khang
tuan hoan thap tai PMTC. Siéu &m Doppler cho phép tinh toan PI BPMTC va
gian tiép danh gia mac d6 ndi thdng dong tinh mach. Ngoai viéc sir dung dé
chan doan UNBN, két qua nghién ciu nay con cho thay siéu am Doppler c6

vai trd trong tién lugng két qua diéu tri bénh nhan UNBN NCT.



126

Bang 4.4. So sanh nhirng nghién ciru sir dung siéu Doppler dé tién lwong
khang MTX ¢ bénh nhan UNBN NCT

Nghién | Khang | Khong Két luan
ciru MTX | khéang

Park 5 11 Chi s6 S/D caa DPMTC trude diéu tri khong khéc

1994[144] nhau gitra nhom khang MTX va nhom khoéng

(n = 16) khang. ’
Sau héa tri liéu, chi s6 S/D cia PMTC tang ¢
nhém khong khang (2,72 = 1,31 so vai 6,23 +
2,38), trai lai nhom UNBN khang hoa tri liéu co
chi s6 S/D khong thay ddi (2,69 + 1,8 so véi 3,08
+1,54).

Hsieh 13 10 Nhom diéu tri < 5 dot co RI trung binh (0,71 +

1994 (UNBN | (UNBN 0,09) cao hon nhom diéu tri dai hon (0,47 *

[104] A A 0,14). . .

(n=23) |C4n =5 |CaN <5 Nhém can diu trj < 5 dot c6 PSV sau 3 chu ky

dot hoa | dot hoa | 9iam r0 rét (54,2 - 23,6 cm/s), trai lai khong
, , giam & nhom diéu tri > 5 dot (60,1 = 60 cm/s).
chat) chat)

Oguz 7 30 Xam lan co tir cung > 4 cm va RI caa PMTC <

2004[145] 0,28 duoc thiy la yéu té tién luong khang don

(n=237) hoa tri ligu MTX.

Long 8 32 Nghién ctu tién cau thay tai diém cit PI < 1,1

1992[146] cua PMTC lam tang kha nang khang hoa tri liéu

(n = 40) MTX cua bénh nhan UNBN.

Agarwal |47 117 Nghién ctu hoi ctu thay tai diém cat PI < 1,0

2002 [10] cia DPMTC kha nang khang hoa tri liéu MTX (46

(n = 164) nhay 68%, d6 dac hiéu’ 62%) tang 2,27 & bénh
nhan UNBN nguy co thap.

Agarwal |113 126 Chi s6 PI thap hon & nhitng bénh nhan khang

2012 [9] MTX so véi khong khang.

(n = 239) PI < 1,0 1a mot yéu t6 nguy co doc lap voi diém

FIGO dé tién luong khang MTX.
Bénh nhan c6 diém FIGO = 6 va PI < 1,0 ¢6
nguy co khang MTX 1a 100%.




127

Lumsden |43 30 Bénh nhan UNBN c¢6 diém FIGO 5 - 6, nguy co

2013 khang hoa tri liéu la 67% vdéi PI < 1,0 so vai

[105] 42% khi P1 > 1,0.

(n=73)

Nguyén |56 148 Chi s6 PI thap hon & nhitng bénh nhan khang

Théi MTX so véi khong khang.

Giang PI < 12 la mot yéu té tién lugng doc lap voi

2020 diém FIGO vé nguy co khang MTX.

(n = 204) Bénh nhan UNBN c6 PI < 1,2 c6 kha nang
khang MTX tang 2,63 lan so véi bénh nhan co
Pl >1,2.

4.18. Ban luan vé y nghia ciia chi s6 xung PMTC két hop diém FIGO dé
tién lwgng khang MTX

Nhu di ban luan trong phan trén vé y nghia tién lugng cua PI PMTC
duoc kiém dinh trén hdi quy don bién va da bién, ching toi thay tai diém cét
PI < 1,2 c6 y nghia tién luwgng khang hoéa tri liéu MTX trén nhiing bénh nhan
UNBN NCT c6 bao ton tir cung. Hon thé nira, ching tdi con thay dic diém
huyét dong ctia PMTC thé hién qua gia tri PI con 1a mot yéu tb tién lugng doc
lap véi bang diém FIGO vé nguy co khang hoa tri lisgu MTX. Ching tdi kiém
dinh gia tri tién luong khang don hoéa tri liéu MTX véi cac ngudng diém
FIGO két hop véi diém cit 1,2 cua Pl BPMTC. Két qua cho thay két hop diém
FIGO va Pl BMTC < 1,2 cho phép phat hién tét hon nguy co khang hoa tri
lisu MTX cua bénh nhan UNBN NCT (bang 3.35). Khi chi sir dung diém tién
lugng FIGO, két qua cho thay ty 1& khang MTX & ¢6 xu hudng ting dan Ién
theo cac ngudng diém FIGO, tir 27,45% khang MTX & nhdm bénh nhan co
diém FIGO > 0 dén 42,86% khang MTX & nhém bénh nhan c6 diém FIGO >
5. Khi sir dung diém tién luong FIGO két hop voi gia tri Pl PMTC < 1,2, két
qua cho thay ty 18 khang MTX tang hon so véi khi chi sir dung diém FIGO
don thuan. Ty 18 khang MTX 12 41,07% & nhém bénh nhén c6 diém FIGO >0
dén 100% khang MTX & nhom bénh nhan ¢6 diém FIGO > 5. Khi st dung
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diém tién luong FIGO két hop véi gia tri Pl BPMTC > 1,2 cho thiy nguy co
khang hoa tri liéu thip hon so voi chi st dung diém FIGO don thuan (bang
3.34). Nhu vay, cing mot nhom diém tién lugng theo FIGO, bénh nhan
UNBN NCT s& c6 nguy co khang MTX cao hon néu PI PMTC < 1,2 va nguy
co khang MTX thap hon néu PI PMTC > 1,2. Chlng tdi thay tiéu chuan PI
PMTC < 1,2 twong dwong véi 1 - 2 diém FIGO khi danh gia ty 1& khang
hoa tri lisu MTX ¢ bang 3.35. Pé tuong minh hon, ching t6i 1ap biéu do thé
hién ty 186 khang MTX ¢ cac mirc diém FIGO khac nhau khi st dung don
thuan, khi két hop véi PI < 1,2 va khi két hop P1 > 1,2 nhu trong biéu d6 4.3.

100%
80%

60%

o
40% — -

20% ! °.
0% .
FIGO>0 FIGO>1 FIGO>2 FIGO>3 FIGO>4 FIGO>5
e GO don thuane ® ¢ FIGO + Pl >1,2 FIGO +PI<1,2

Biéu dd 4.3. Ty 1¢ khang MTX khi dung diém FIGO don thuan va khi két
hop voi nguwong 1,2 cua PI DMTC

Chung t6i dic biét luu ¥ vé ¥ nghia caa PI DPMTC < 1,2 & nhitng nhom
diém tién luong cao. Khi FIGO > 4 néu két hop véi PI DPMTC < 1,2 s& ¢6
66,67% bénh nhan khang MTX (bang 3.35). S& rat khé khin cho thay thudc
chi dinh diéu tri cho bénh nhan khi biét trudc 12 2/3 s bénh nhan nay sé

khang don hoa tri lisu MTX. Mot cau hoi duge dat ra 1a néu xac suat that bai
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cao hon xac suat diéu tri thanh cong, lidu ching ta con nén tiép tuc diéu tri
bang don hoa tri lisu MTX hay nén bat ¢au ngay bang da héa trj liéu. Mac du
s6 lieu khodng that I6n, nhung ¥ nghia ciia ngudng PI < 1,2 ciing thé hién rd
hon khi két hop nhom FIGO > 5 diém cho thiy 100% bénh nhan khang MTX.
Piém dang luu ¥ tiép theo 13 cung diém FIGO nhung néu PI PMTC > 1,2 s&
c6 ty 16 khang MTX thap hon nhém chi dung diém FIGO hoic nhém ding
diém FIGO va PI < 1,2 (bang 3.34 va 3.35). Nhw vdy, diém cit PI PMTC
bing 1,2 c6 ¥ nghia tién lwong cd trén va dwdi nguéng.

Bang diém tién luong FIGO gilp phan bac diéu tri khai dau bang don
hoa tri liéu hay da hoa tri liéu cho bénh nhdn UNBN. Tuy nhién, khi sir dung
bang diém nay nguoi ta van thay c6 dén mot phan ba so bénh nhan UNBN
NCT van chua dugc chon lua dung phac d6 va xuat hién tinh trang khang don
hoa trj lieu MTX. Do d6, viéc cai thién bang diém tién lwong, chon loc tot
hon nhitng bénh nhan can diéu tri bang da hoa tri liéu van lubn can thiét
[5],[6]. Nhiéu bang chang cho thay ty 1é khang don hoéa trj liéu rat cao &
nhom diém FIGO bang 5 hodc 6 nhu thé hién ¢ bang 4.3. Osborne (2011)
thay ty 1¢ khang MTX & nhom FIGO 5 hodc 6 1én dén 81% [127]. Ciing ¢
nhoém nay Agarwal (2002), Sita-Lumsden (2012) thdy ty 1¢ khang 1a 56,3%
va 67% [10],[38]. Taylor (2013) thay ty 1é khang & nhom FIGO 6 diém 1a
81% [123]. Kohorn va mét s6 nha khoa hoc nhan thay viéc loai bo nhém nguy
co trung binh 1a mot sai 1am. Nhiéu nghién cau chi ra ring véi nhom diém
FIGO 5 hoic 6 thudong khong dap ung véi don hoa tri lieu [123],[126] va
dudng nhu dap ung tét hon khi diéu tri bang hai hoa chat ngay tir dau chu
khong nén doi khi khang véi don hoa tri lieu MTX rdi méi st dung [37].

Két qua cua ching t6i phi hop véi nhan xét cua céc tac gia trén khi
thay 50 % bénh nhan UNBN NCT c6 diém FIGO > 4 khang véi don hoa tri

licu (bang 3.34). Nhiéu nam qua, tai Khoa phu ung thu - Bénh vién Phy san
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trung wong, bénh nhan cé diém FIGO 5 - 6 phan 16n dugc diéu tri theo kinh
nghiém (két hop cac yéu t 1am sang, can 1am sang va tién st) bang phac d6
da hoa tri lisu EMACO dé tang kha nang diéu tri khoi bénh, tranh khang don
hoa tri liéu MTX va rat ngan thoi gian diéu tri. Nghién ctu cua ching toi c6
thé gilp viéc chon lya chinh xac hon nhém bénh nhan can nang bac diéu tri
dé it bi anh huong bai yéu t kinh nghiém. Ching t6i thiy c6 3 diém ma chi
s6 xung cua PMTC c6 thé giup tién lwong khang MTX tt hon & nhém bénh
nhan nay:

- Nghién cau nay cho thay PI PMTC < 1,2 1a mot yéu t6 tién luong doc
Iap tinh trang khang hoa tri liéu MTX.

- Khi PI DMTC < 1,2 ¢6 thé twong duong véi 1 - 2 diém FIGO nhu da
ban luan & muc 4.18.

- Nghién ctu cho thdy 3/3 bénh nhan c6 diém FIGO 5 - 6 va P1 < 1,2
déu khang véi don hoa tri liéu va 4/4 bénh nhan c6 diém FIGO 5 - 6 va PI >
1,2 déu dap tng véi don hoa tri liu MTX.

Sita-Lumsden (2013) nghién ctu 73 bénh nhan UNBN NCT c¢6 diém
FIGO 5 - 6, tAc gia sir dung ngudng PI PMTC 1a 1,0 va thay nguy co khang
hoa tri liéu 1a 67% khi P PMTC < 1,0 so véi 42% khi Pl > 1,0 (p = 0,036)
[105]. Agarwal (2012) nghién ctu 239 bénh nhan UNBN NCT va thay nhiing
bénh nhan c6 diém FIGO = 6 va PI < 1 ¢ nguy co khang MTX 1a 100%, tréi
lai cling FIGO = 6 va PI1 > 1 thi nguy co khang chi l1a 20% [9].

Hién thai, khi viéc phan bac diéu tri van dua vao bang diém tién luong
FIGO 2002 thi PI DMTC 1a mot yéu té c6 gia tri, gitp tién luong nguy co
khang don hoa tri liéu MTX va gitp chon loc bénh nhan can diéu tri da héa tri
liu ngay tir dau. Két hop nghién ctu cua Agarwal, Sita-Lumsden va két qua
nghién ctu cua chdng tdi goi y nén nang bac diéu tri voi da hoa tri liéu
EMACO cho nhitng bénh nhan c¢6 diém FIGO 5 - 6 va PI PMTC < 1,2. biéu
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nay c6 thé duoc thyuc hién khi 16ng ghép tiéu chuan chi sb xung cia PMTC
vao bang diém tién luong FIGO hién thoi bang cach cong 1 - 2 diém cho
nhitng bénh nhan c6 PI DPMTC < 1,2. Bé ¢6 két luan rd rang hon can nhiing
nghién ciu 16n hon va sdu hon vé nhdom UNBN NCT nhung lai ¢6 diém tién

luong FIGO cao.

4.19. Ban luan vé thoi diém sir dung chi sé xung ciia PMTC

Ty 1& khang don hoéa tri liéu & bénh nhan UNBN NCT theo nhiéu
nghién ctu 1a 20 - 30%, nghién ctu caa ching tdi cho thay ty 18 khang don
hoa tri licu MTX 1a 27,45%. Dac biét cao & nhém c6 diém FIGO 5 - 6, theo
mét s6 nghién ctu ty 18 khang co thé 1én dén 81%, nghién ctiu caa ching toi
cho thdy ty 1& khang don hoa tri liéu & nhom FIGO > 4 1a 50% (bang 3.34).
Chung t6i cho rang nhan dién duoc nhém bénh nhan c6 kha niang khang don
hoa tri lisu MTX > 50% dé theo ddi chat ché, tu van nguy co va phat hién
som tinh trang khang hoda trj liéu 1a can thiét. Bang 3.37 cho thay ngudng Pl
PMTC bang 1,2 c6 gia tri phan biét vé ty 18 khang MTX ¢ nhom diém FIGO
tir 3 dén 6 (ty 16 khang MTX & nhém c6 PI PMTC < 1,2 cao hon nhom ¢6 PI
PMTC > 1,2, 54,8% so véi 22,7%). Bang 3.36 cho thay, tai ngudng nay gia
tri phan biét vé ty 1 khang MTX & nhom diém FIGO tir 0 dén 2 lai khdng c6
¥ nghia. Chung toi cho rang UNBN la mét bénh chiu anh hudng cta nhiéu
yéu t6 va PI DPMTC 1a mot yéu té méi gop phan vao viéce tién luong bénh, yéu
t6 nay cang thé hién gia tri khi diém FIGO cang ting. Chlng tdi dé nghi nén
siéu am Doppler PMTC dé dinh gid chi s6 xung cho nhitng bénh nhan
UNBN NCT ¢6 diém FIGO > 3 truwéc khi diéu tri, do bénh nhan nhom nay
khi c6 PI PMTC < 1,2 thi khd néing khang hoa tri liéu lén dén 54,8% (bang
3.37).
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4.20. Két qua diéu trj cia bénh nhan
4.20.1. Ty 1é khang MTX ciia déi twong nghién cizu

Uu diém cuaa nghién ctu ching toi 1a nhém bénh nhan UNBN NCT
thuan nhat c6 diém FIGO tir 0 dén 6, tat ca bénh nhan bao ton tir cung, khong
bi anh huong boi phuong phap diéu tri bo sung nao khac nhu phiu thuat cat
tr cung hay xa tri. Trong sé 204 bénh nhan du tiéu chuan lya chon vao nghién
ctu, ching tdi thdy c6 148 bénh nhan khoi ngay véi phac dd don hda tri liu
MTX chiém 72,55%. Tuy nhién, c6 56 bénh nhan (27,45%) khang hoa tri liéu
MTX phai chuyén phac 46 EMACO (biéu db 3.2). Nhom dap tng MTX diéu
tri MTX trung binh 3,9 dot, con nhém khang MTX diéu tri trung binh 3,8 dot
(bang 3.3). Ty 18 khang MTX cua chung t6i twong duong két qua cua tac gia
khac trén thé gisi va trong nudc (bang 4.1). Khang hoa tri liéu dan dén kéo
dai thoi gian diéu tri, ting nguy co khang da hoa tri lidu va lam gia tang ty I¢
bénh nhan bo diéu tri. Nghién ctu nay cho thdy co dén 27,45% bénh nhan
UNBN NCT khang véi don hoa tri licu MTX. Do d6, chon dung ding déi
tugng can diéu tri da hoa chat gilp giam thoi gian diéu trj va giam ty 1é khang

hoa tri li¢u c6 ¥ nghia quan trong.

4.20.2. Piéu trj sau khang MTX

Theo ddi diéu tri caa 56 bénh nhan khang don hoéa trj liéu ching toi
thay 23/56 bénh nhan tiép tuc diéu tri véi da hoa tri lieu (EMACO/EMAEP).
33/56 bénh nhan dugc phau thuat cit tir cung va diéu tri hoa tri lidu (bang
3.4). Bénh nhan chua c6 con hoic mgi chi c6 mot con thudng kién tri diéu tri
hoa chat tiép, chap nhan céc tac dung khong mong muén trong qua trinh da
hoa tri liéu. Bénh nhan cat tir cung thuong c6 tir mot con tré 1én, tinh trang
bénh tién luong khdng tot, mét moi véi qua trinh diéu tri, mudn l1am gia tang

kha nang diéu tri khoi va mong thoi gian diéu tri ngan hon.
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Mic du phan 16n bénh nhan dugc diéu tri khoi bang héa tri liéu nhung
nhitng van dé do bénh khang héa trj liéu va doc tinh caa hoéa chat 1am cho
nhiéu tac gia van phai can nhic cat tr cung trong timg truong hop cu thé. Cat
tr cung thar phat hoic cét khéi di can c6 vai trd quan trong trong viée diéu tri
nhiing bénh nhan UNBN khéng hoa tri liéu. Ty 1€ khang hoa tri liu la khoang
25% & bénh nhdn UNBN NCT va 20% & bénh nhan UNBN nguy co cao.
Thém vao d6 phau thuat ciing s& rat can thiét trong nhimg truong hop chay
mau nguy hiém tinh mang do v& nhan tai tir cung [147]. Ty Ié cat tir cung rat
khac nhau tly thudc vao dic diém 1am sang ciing nhu kinh nghiém cua ting
trung tam. Mot s6 trung tam diéu tri cong bd vé ty 18 cit tir cung hd tro trong
diéu tri UNBN la tir 17% dén 32%. Ty 18 nay c6 thé cao hon & mot sé nude
dang phat trién, noi c6 nguon luc trong viéc theo doi va diéu tri con kho khan.
Ty I cat tr cung trong diéu tri bénh UNBN tai Philippine 12 60%, tai Balan 1a
29%, tai bénh vién Ain Shams (Anh) la 35%, con tai Hungarie la 14,5%
[147]. Trong nghién ciru cta Phan Chi Thanh c6 118/322 truong hop c6 cét tir
cung chiém ty 18 36,6% [53].

Thoi gian diéu tri khoi bénh trung binh 1a 88 ngay (17 - 428 ngay).
Bénh nhan c6 thoi gian diéu tri ngan nhat 1a chi sau 1 dot MTX. Bénh nhan
thoi gian diéu tri dai nhat 1a hon 1 nim sau nhiéu dot diéu tri da hoa trj liéu va
cat tir cung (bang 3.4).

C6 mét bénh nhén diéu tri khéng két qua du da phdi hop nhiéu phuong
phap, khdng con kha niang diéu tri dac hiéu va xin vé du khai dau 1a UNBN
nguy co thap. Nhu vay ty 1& diéu tri thanh cong caa cac bénh nhan UNBN
NCT 1én dén 99,5%, tuong dwong véi sb liéu bao cao cua cac tac gia trén thé
gidi (bang 3.6). Véi viéc ap dung cac phac do diéu trj tién tién va cap nhat,
bénh UNBN tir mot bénh c6 tién luong xau tré thanh mot trong nhitng bénh

ung thur ¢6 tién lwong tét nhat va ngudi bénh cé thé khoi hoan toan.
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KET LUAN
Nghién ctru 204 bénh nhan UNBN NCT diéu tri tai BVPSTU' tir thang

01 nam 2015 dén thang 09 nam 2017, rdt ra nhiing két luan sau:
1. Mt sé yéu té lién quan tién lwong va Doppler dong mach tir cung &
bénh nhan UNBN NCT.
- M6 td mgt sé yéu té lién quan tién lweng ¢ bénh nhan UNBN NCT

+ Tubi trung binh 1a 26,3 + 5,1 tudi, thai nghén chi diém chu yéu 1a thai
tring va thoi gian tiém an trung binh 1a 2,1 thang. Bénh nhan c6 tién sir diéu
tri MTX chi chiém 1,5%.

+ Hau hét bénh nhan khong c6 di can va & giai doan 1 theo FIGO. Vi tri
di can thuong ¢ phoi va am dao voi s6 lugng nhan di can it (1-3 nhan) chiém
ty & 4,4%. Kich thudc Ion nhat khdi u trung binh (tar cung, phéi, am dao) la
3,4+1,1cm.

+ Nong do BhCG trude didu tri trung binh 13 11.667,2 + 25.773,5 1U/I,
trung vi 1a 1.622,1 1U/1, phé bién 1a nhém < 1.000 1U/1.

+ Phan b6 diém tién luong FIGO khong déu, tap trung & nhom co diém
FIGO thap tir 0 dén 3 diém, chiém 90,2%.
- M0 td@ Doppler dpng mach tir cung ¢ bénh nhan UNBN NCT

+ PSV trung binh tai BPMTC la 63,0 27,9 cm/s, trung vi la 55,65 cm/s.

+ EDV trung binh tai BPMTC 1a 15,1 = 19,1 cm/s, trung vi la 7,48 cm/s.

+ So sanh bén PI thap va bén PI cao nhan thiy trung vi PSV, EDV, PI,
RI, S/D 2 bén c6 sy khéc biét c6 ¥ nghia thong ké, p < 0,05.
2. Hiéu qua Doppler déng mach tir cung két hep véi mét so yéu to lién
quan dé tién lwong khang don héa tri liéu Methotrexat & bénh nhan
UNBN NCT.
- Hai yéu t6 tién lwong theo FIGO 2002 lién quan tién lwong khang MTX:



135

+ Nong d6 PhCG trude diéu tri > 10.000 1U/I 1am nguy co khang MTX
tang 2,17 lan bénh nhan c6 nong do PhCG trude diéu tri < 10.000 1U/I.

+ Kich thudc 1on nhat khdi u > 5 cm 1am nguy co khang MTX ting 4,9
1An bénh nhan c6 nhan < 5 cm.

- Gid tri ciia Doppler PMTC dé tién lwong khang MTX

+ Pic diém huyét dong caa PMTC 1a mot yéu té mai gop phan vao tién
luong khang don hoa tri lieu MTX. Diém cat phd hop nhéat cua Pl DMTC du
bao nguy co khang MTX ¢ gia tri Pl bang 1,2.

+ Trén hoi quy don bién, khi PI PMTC < 1,2 1am nguy co khang MTX
tang 2,63 1an so véi nhdm cé Pl > 1,2. Trén héi quy da bién cho thay Pl
PMTC la yéu té tién luong véi khang MTX.

- Y nghia két hop PI PMTC véi diém FIGO dé tién Iwong khang MTX

+ Két hop diém tién luong FIGO va diém cat Pl BPMTC bang 1,2 cho
phép phét hién tot hon nguy co khang héa tri lieu MTX (ca trén va dudi
nguong) ¢ bénh nhan UNBN NCT.

+ Pl BPMTC < 1,2 tuong duong véi 1-2 diém FIGO.
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KIEN NGHI

Tur két qua nghién cau cua luan an nay, t6i xin dua ra mot sé kién nghi

nhu sau:

- Nén siéu &m Doppler PMTC dé danh gia chi s6 xung cho bénh nhan
UNBN NCT c¢6 diém FIGO > 3 béi nhitng bénh nhan nay khi c6 PI PMTC <
1,2 thi kha nang khang hoéa tri liéu 1én dén 54,84%.

- Can ¢6 nghién ciu sau hon vé kha nang khang don hoa tri lieu MTX
ctia nhdm bénh nhéan c6 diém FIGO 5 - 6 diém va can nhac diéu tri, boi trong
nghién cau cua ching t6i, khi két hop véi PI DPMTC < 1,2 kha ning khang
don hoa tri liéu MTX cta nhdm nay la 100%.



NHUNG PONG GOP CUA NGHIEN CUU

1. Pay 1a nghién ctu lan dau tién tai Viét Nam vé vai tro cua siéu am
Doppler chirc ning dé tién luong khang héa tri liéu MTX & bénh nhan UNBN
NCT.

2. Nghién ctiru mé ta dic diém huyét dong & bénh nhan UNBN NCT.
Nghién ctru ciing mé ta dic diém, su khac biét huyét dong PMTC giita nhom
khang va nhém khong khang MTX ¢ bénh nhan UNBN NCT bao ton tir cung.

3. Nghién ctu tim thay Pl DMTC la mét yéu t6 tién luong nguy co
khang hoa tri liéu MTX ¢ bénh nhan UNBN NCT.

4. Bang diém tién luong FIGO 2002 két hop PI BPMTC < 1,2 gilip phat
hién t6t hon nguy co khang hoa tri liégu MTX & bénh nhan UNBN NCT.

5. Nghién ctu caa ching t6i ¢ thé gidp viéc chon lra chinh xac hon
nhom bénh nhan UNBN NCT can nang bac diéu tri, dé it bi anh hudéng boi

yéu té kinh nghiém.
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PHU LUC

Phu luc 1: Mgt so6 hinh anh siéu am Doppler trong nghién ciu (ngudn

Nguyén Thai Giang)

Hinh 1: Hinh anh siéu am Doppler PMTC: & khép néi ¢6-than, nhd hinh anh
Doppler mau

BV PHU SAN TRUNG UONG FR45Hz 7.0cm MI0.93 03-07-2017
2nd Trimester V4 Gen. Tis0.2 10:03:32

BV PHU SAN TRUNG UONG FR 34Hz 100em  MI1d 03-07-2017
2nd Trimester V43 Ge Tis02 10:02:35

B

Hinh 2: Po cac kich thudc caa tir cung (A: Po chiéu rong cua tir cung, B:
chiéu dai va chiéu day tir cung)



BV PHU SAN TRUNG UONG FR34Hz  100em  Mi14 0307-2017 e BY PHU SAN TRUNG UONG FR45Hz 7.0cm  MI093 03072017
2nd Trimester V43 Gen, Tis0.2 10:03:0% 2nd Trimester V43 Gen. Tis0.2 100347

A

Hinh 3: Do kich thudc nhan tai tr cung trén mit cat ding doc va mat cat
dang ngang (A: mat cat ding doc, B: mat cat dang ngang)

BV PHU SAN TRUNG UONG FR 14Hz 10.0cm MI0.90 03-07-2017 e BV PHU SAN TRUNG UONG FR13Hz 7.0em MI0.87 03-07-2017
2nd Trims V43 /48 Gen. Tis 05

Gen. Tis0.6 100020 2nd Trimester 100435

A B

Hinh 4: Do kich thudc nhan tai tr cung véi Siéu &m Doppler trén mat cit
dung doc va mat cat ding ngang (A: mat cat dang doc, B: mat cét ding
ngang)



Phu luc 2: Pwong cong ROC cia diém FIGO tién luwgng khang MTX
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Area under ROC curve = 0.6530

Biéu d6: Pwong cong ROC ciia diém FIGO tién lwong khang MTX
(n=204)

Véi diém sb FIGO, dién tich dudi dudng cong 14 0,65 (95% Cl: 0,57 —
0,73). Gia tri nay cua thang diém FIGO > 0,5 va < 0,7 nén gia tri du béo
khang MTX & muc thap.



Phu luc 3: Pwong cong ROC cua phCG tién lwong khang MTX
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Biéu dd: Puong cong ROC ciia phCG tién lwong khang MTX (n=204)

Vi ndng d BhCG, dién tich dudi duong cong 1a 0,6 (95% Cl: 0,51 —
0,69). Gia tri du bao khang MTX trén dit liéu & muc thap.



Phu luc 4: Vi tri va vai tro ciaa cac nguy@n bao nudi (nguén le-Ming Shih)

Syncytiotrophoblast &

Villous

cytotrophoblast Cytotrophoblast

cell column

Endovascular Interstitial
extravillous extravillous
cytotrophoblast cytotrophoblast

Decidual cell

artery

Pon bao nudi tao thanh 2 dong té bao

- Dong hop nhat (fusion lineage): tao thanh hop bao nudi (Syncytio-
trophoblast), c6 vai tro quan trong trong trao doi chat giita me - thai.

- Dong xam lan (invasive lineage): tao ra cac don bao nudi can thiét cho
qua trinh 1am t6 va tao thanh rau thai day du chtic ning. Mot don bao nudi gbc
chua biét hoa (cytotrophaoblastic stem cell) s€ biét hoa thanh don bao nu6i trung
gian ngoai gai rau (extravillous cytotrophoblast intermediate) rdi tr¢ thanh don
bao nudi khoang k& (interstitial cytotrophoblast). Pon bao nudi khoang k& sau
ndy c6 thé biét héa thanh don bao nudi ndéi mach (endovascular

cytotrophoblast) hoac hgp bao (syncytium).



Phu luc 5: Ban cam két tw nguyén tham gia nghién ciu

PHIEU TINH NGUYEN THAM GIA NGHIEN CUU

Ho va tén dbi 11000 0. PR
TUOL oot e e ee et ee e ee s ee e s st en s s en st eeen e enen s eennes
DI1A CI e

Sau khi dugc bac sy thong bao vé muc dich, quyén lgi, nghia vy, nhitng
nguy co tiém tang va loi ich cua ddi twong tham gia vao nghién ciru: "*Nghién
civu gid tri Doppler dpng mach tir cung va mot so6 yéu to lién quan dé tién
lwong khing Methotrexate ¢ bénh nhin u nguyén bao nuéi nguy co thip”.
To6i (hodc ngudi dai dién trong gia dinh) dong v tuy nguyén tham gia vao
nghién ctru nay, dong ¥ siéu am Doppler dong mach tir cung dé thu thap sb
liéu trong qua trinh nghién ctru.

T61 xin tudn tha cac quy dinh cia nghién ctu.

Ha Néi, ngay ......... thang ....... nam........

Ho tén ciia ddi twong hodic ngwoi lam ching

(Ky va ghi ro ho tén)



Phu luc 6: Mau phiéu thu thap sé liéu

HANH CHINH

S6 dién thoai

1. Ho tén BN: Ngay vao vién:
bia chi: Ngay ra vién:
THONG TIN NGHIEN CUU 12.Loai thai tring
2. Tubi: ..... tudi 1/CTTP  2/CTBP  3/Khéng rd
3. Nghé nghiép: 13.Thoi gian tiém an: ...... thang
1/Cén bd 2/Nong nghiép 14.Yéu t6 chan doan UNBN
3/Cong nhan 4/Tu do 1/ bHcg 2/ di can 3/ GPBL
4. Qué quan: 15. Rong huyét
1/HaNoi  2/Tinh khac 1/ Khdong 2/ Co
5. Noi cu trlt 16.Nhan di cin AD
1/Thanh thi 2/Nong  thon 1/Khéng 2/ Co
3/Mién nui 17. Di can phoi
6. Thu nhép 1/Khong 2/Co
1/Dudn 2/Puan  3/thiéu dn 18.Kich thuéc nhan 16n nhét Di
7. S6 con sdng:......con can phoi trén X quang: ...... mm
8. Sélandé :.......con 19.86 lwong phéi trén  XQ:
9. S6 lan thai trimg:.....1an | ... nhan
10.S6 lan nao huat, sdy, thai| 20.Dican lach, than
Iru:......Jan 1/Khéng  2/C6

11. Thai nghén chi diém
1/Say, nao hut thai, thai luu, CNTC
2/Sau dé
3/Thai triig

21.Di can tiéu hoa
1/Khdng  2/Cé
22.Di can gan, ndo

1/Khdng  2/Cé




SIEU AM DOPPLER TRUOC PT
MTX

26.Nang hoang tuyén:
1/Khéng 2/Co
27.KT max nang hoang tuyén:

28.nhan tai to cung
1/Khdng  2/C6
29.Kich
cung:...... :
Doppler PMTC bén thap (theo PI)
30.PSV 1. ....... cm/s

31.EDV 1: ....... cm/s

thuéc max nhan tor

mm

Doppler PMTC bén cao (theo PI)
35.PSV 2: ....... cm/s
36. EDV 2: ........ cm/s
37.P12: ........
38.RI 2: ........
39.5/D 2. ........

40.Giai doan theo giai phau FIGO
1/Giai doan 1 (Tt cung)
2/Giai doan 2 (ngoai TC: DCR, AD,
phéan phy)
3/Giai doan 3 (Phoi)
4/Giai doan 4 (vi tri khac)

41.Hong cau trudec didu tri:

43. Ure than trude diéu tric .........

mmol/I

44 .Creatinin truoc DT:
......... micro mol/Il

45.GOT gan trudc diéu tri: .......
U/l

46.GPT gan trude diéu trj : .......
U/l

Dién bién phCG

47.BHcg dot 0, trudc diéu tri:......
U/l

48. BHcg sau MTX dot 1: ...
U/l

49.fHcg sau MTX dot 2: ...
U/l

50.pHcg sau MTX dot 3: ...
U/l




51.BHcg sau MTX dot 4: ...
U/
52. BHcg sau MTX dot 5: ...
U/
53.fHcg sau MTX dot 6: ...
U/
54.BHcg sau MTX dot 7: ...
U/
55.8Hcg sau MTX dot 8: ...
U/
56. BHcg sau MTX dot 9: ...
U/
57. BHcg sau MTX dot 10: .......
U/
58.BHcg sau MTX dot 11: .......
U/
59.BHcg sau MTX dot 12: .......
U/
60.pHcg sau MTX dot 13: .......
U/
61.Diem FIGO: ..... diém
62.Dap ung voi diéu tri MTX
1/ Khong khang va khai
2/ C6 khang va phai doi phac do6
63.86 dot MTX dén luc khang:
dot

......

64.Diéu trj tiép sau khang MTX
1/ Phau thuat va diéu tri MTX
2/ Phau thuét va diéu tri EMACO
3/ Pa hoa chit (EMACO, EMAEP)
65.S6 dot hoa chat EMACO:...

67.Két qua diéu tri
1/ Khoi bénh 2/ Khong khéi (bénh
vién khong diéu tri tiép hodc chuyén
tia xa)

68.Thoi gian diéu tri: ... thang
IV. Tac dung khéng mong mudn
khi diéu tri MTX

69.Viém loét miéng

1/Khéng  2/Cé
70. Giam Bach cau

1/Khéng  2/Co
71. Giam Hong cau

1/Khéng 2/Co
72.Giam Tiéu cau

1/Khéng 2/Co
73. Suy gan

1/Khdng  2/Cé
74. Suy than

1/Khéng  2/Cé

Ghi chu:




DANH SACH BENH NHAN

STT | Mabénhéan | Nam Ho tén bénh nhan Tinh
UNBN ~

1 50 2015 Nguyen Thi O Ha Noi

2 52 2015 Tran ThiHa T Quang Ninh

3 53 2015 TaThiQ Nam Dinh

4 o4 2015 ChuThiH Hung Yén

5 56 2015 Phan Thi B Ha Tinh

6 57 2015 Pham Thi Lai Chau

7 61 2015 Nguyén Thi L Lang Son

8 64 2015 | Nguyén ThiV Bic Giang

9 65 2015 Lé Thi Hong L Vinh Phiic

10 68 2015 Nguyén Thi T Bac Giang

11 73 2015 Pham Thi H Thai Binh

12 |79 2015 Nguyén Thi T Ha Noi

13 82 2015 Vii Thi Thu H Ha Noi

14 |83 2015 | TranThilL Thanh Héa

15 84 2015 Lé Thi Lan P Ha Nam

16 85 2015 Tran Thi M Nghé An

17 |86 2015 Bui Thi Hang N Hoa Binh

18 87 2015 Nguyén Thi N Hung Yén

19 91 2015 Phan Thi b Nam Dinh

20 92 2015 Tran Thi T Nam Dinh

21 98 2015 Bui Thi T Pha Tho

22 99 2015 Lo ThiC Son La

23 102 2015 Nguyén Thi T Hoa Binh

24 106 2015 Nguyén Thi Thanh H Thai Binh

25 108 2015 Pham Thi Thanh H Ha Noi

26 |110 2015 | Nguyén Thi P Ha Noi

27 111 2015 ChuThi T Hung Yén

28 |112 2015 | Nguyén Thi H Ha Noi

29 |113 2015 | Nguyén Thi H Ha Noi




30 114 2015 Nguyén Lan A Ha Noi

31 118 2015 Nguyén Thi H Ha Nam

32 122 2015 Nguyén Thiy D Ha Noi

33 123 2015 Bui Thi T Nghé An

34 124 2015 Pao Thi H Lang Son
35 125 2015 Tran Bich H Ha Noi

36 129 2015 Nguyén Kiéu O Yén Bai

37 130 2015 Pao Thi N Tuyén Quang
38 132 2015 | HaHong N Ha Nam

39 133 2015 VaThi T Nam Dinh
40 138 2015 Nguyén Thi Y Ha Noi

41 141 2015 Luong Thi Ut Q Ha Noi

42 146 2015 Mai Thi H Quang Ninh
43 147 2015 (PO ThiThuT Quang Ninh
44 148 2015 TuThiY Ha Noi

45 155 2015 Bui Thi D Hung Yén
46 | 157 2015 | Duong Thi H Théi Nguyén
47 |158 2015 | BUi ThiP Nam Dinh
48 162 2015 Nguyén Thi Thanh T Phi Tho

49 169 2015 Nguyén Cam V Ha Noi

50 171 2015 Nguyén Thi H Hung Yén
51 |173 2015 |Dd6ThiT Bic Giang
52 177 2015 Mui Thi X Son La

53 179 2015 Pham Thi P Nam Dinh
54 183 2015 Hoang Thi A Ha Giang
55 184 2015 Phan Thi Y Ha Tinh

56 186 2015 LE ThiH Thanh Hoéa
S57 188 2015 Cao Thi Bich N Phu Tho

58 | 190 2015 |[Duong Thi T Cao Bang
59 192 2015 Nguyén Thi G Thai Nguyén
60 194 2015 Nguyén Thi Y Nam Dinh
61 201 2015 Lé ThiLan P Thanh Hoa




62 203 2015 LEThiN Thanh Hoéa
63 206 2015 bang Thi Y Ha Nam
64 | 209 2015 | Than ThiH Bac Giang
65 |214 2015 Nguyén Thi Q Ha Noi

66 215 2015 Nguyén Thi Nhu Q Ha Noi

67 216 2015 Tran Thi M Hai Duong
68 217 2015 LE Thi P Nam Dinh
69 | 220 2015 Nguyén Thi Lan A Ha Noi

70 224 2015 bao Thi Y Théi Binh
71 228 2015 Luu Thi Thuy T Hung Yén
72 230 2015 Vi Ngoc A Hai Duong
73 236 2015 Nguyén Thi T Bac Ninh
74 237 2015 Trinh Thi Lan A Thanh Hoa
75 | 242 2015 Nguyén Thi Thiy D Ha Noi

76 243 2015 Tran Nhat L Quang Ninh
77 244 2015 Nguyén Thi b Ha Noi

78 | 246 2015 [ TranThi T Ha Noi

79 248 2015 Lam Thi X Vinh Phuc
80 250 2015 Dinh Thi X Hung Yén
81 251 2015 Bui Thi N Hoa Binh
82 252 2015 Nguyén Thi D Hai Phong
83 | 256 2015 Nguyén Thi Van A Nghé An
84 | 259 2015 Nguyén Thi H Ha Noi

85 1 2016 Nguyén Bich H Ha Noi

86 4 2016 Nguyén Thi Q Ha Noi

87 7 2016 Bui Thi Nhu Q Ha Tinh
88 16 2016 Phung Thi M Yén Bai
89 22 2016 L& Thi N Hung Yén
90 23 2016 Luong Thi H Yén Bai
91 |24 2016 | Nguyén Thi Hong H Ha Noi

92 25 2016 Nguyén Thi N Hung Yén
93 |36 2016 |BauThiT Tuyén Quang




94 |38 2016 | Trieu ThiL Tuyén Quang
95 |41 2016 Nguyén Thi H Ha Noi

96 |45 2016 | Tran Khanh T Tuyén Quang
97 |59 2016 | Luong Thi D Nghé An

98 |64 2016 | Duong Thi Tuyét N Ha Noi

99 |65 2016 Nguyén Thi H Ha Tinh

100 |68 2016 | TaThi Thanh T Ha Noi

101 |70 2016 Nguyén Thi P Thanh Hoa
102 |71 2016 | P56 ThiH Ha Noi

103 |72 2016 LG Thi K bién Bién
104 |75 2016 | ViiThiH Ninh Binh
105 |76 2016 Nguyén Thi M Ha Tinh

106 |78 2016 Lé ThiH Nghé An
107 |83 2016 | Phuong Thi H Bac Giang
108 |84 2016 Bui Thi D Nghé An
109 |85 2016 | ThéuThiT Tuyén Quang
110 |93 2016 Nguyén T Phuong N Ha Noi

111 |97 2016 | Pham ThiP Ha Noi

112 |98 2016 | Truong Thi H Thanh Hoa
113 | 100 2016 | Trinh Phuong T Hai Phong
114 | 102 2016 |DPinhThiT Ha Nam

115 | 107 2016 Nguyén Thi Thu H Bic Giang
116 | 112 2016 Bau Thi C Ha Giang
117 |113 2016 | Vi Tuyét T Ha Noi

118 | 114 2016 Bui Thi H Thanh Hoa
119 | 116 2016 | QuangThiT Hoa Binh
120 | 117 2016 Nguyén Thi T Hung Yén
121 | 123 2016 Nguyén Thi H Thai Nguyén
122 | 125 2016 Nguyén Thu H Pha Tho

123 | 133 2016 | Pham ThiY Hung Yén
124 | 134 2016 Lé ThiL Tthanh Hoa
125 | 137 2016 Nguyén Thi T Nghé An




126 | 142 2016 | Dao Thi N Ha Noi
127 | 143 2016 | Nguyén Thi N Nghé An
128 | 150 2016 | Hoang Thi Q Hung Yén
129 | 152 2016 |PhamThi T Bac Giang
130 | 156 2016 |[MaiThiT Ninh Binh
131 | 160 2016 | Nguyén Thi G Quang Binh
132 | 164 2016 | Nguyén Thi Thay L Hai Phong
133 | 166 2016 | Pham ThiD Thai Binh
134 | 167 2016 | TranThilL Hung Yén
135 | 169 2016 | Ninh ThiD Ha Nam
136 | 173 2016 | DPoan Thi H Ha Noi
137 | 175 2016 | Lwong ThilL Hoa Binh
138 | 176 2016 |BuUiThiS Ha Nam
139 | 177 2016 | Pham Ngoc P Ha Noi
140 | 179 2016 | Pham Thi U Thanh Hoéa
141 | 180 2016 | Nguyen ThiT Ninh Binh
142 | 186 2016 | Tran Thi Hong G Bic Giang
143 |191 2016 HOThiHAT Ha Tinh
144 | 192 2016 |HaThiP Pha Tho
145 |[193 2016 | Lwong Thi H Son La
146 | 194 2016 |LyThiT Mai Chau
147 199 2016 Nguyén Thi N Nam Dinh
148 | 201 2016 Ho6 Thi H Thanh Hoa
149 | 202 2016 | Tran Thi Phuong H Ha Noi
150 | 207 2016 | Dao Thil Thai Nguyén
151 |15 2017 | Pham Thi Hong N Ha Noi
152 |20 2017 |Pham My T Nam Dbinh
153 |21 2017 | NguyénThi T Vinh Phiic
154 |31 2017 | VaThilL Ha Noi
155 |36 2017 Hoang Thi H Ha Giang
156 |37 2017 No6ng Thi H Lang Son
157 |42 2017 | Nguyén Thi Hai A Ha Noi




158 |43 2017 | Tran Thi Thu Th Ha Noi
159 |47 2017 | Lo ThiH Thanh Hoa
160 |48 2017 | Nguyén Thi Huong B | Hai Duong
161 |50 2017 | Nguyén Hong N Ha Noi
162 |53 2017 |DPinhThiT Thanh Hoa
163 |54 2017 |TranThiCuB Quang Binh
164 |56 2017 | Luwong ThuL Hoa Binh
165 |58 2017 |[L&ThiHuyénT Vinh Phiic
166 |61 2017 Nguyén Thi H Ha Noi
167 |66 2017 | ViiThiT Nam Dinh
168 |67 2017 | Pao ThiLan N Hai Duong
169 |68 2017 Nguyén Thi N Bac Giang
170 |69 2017 | TranThi T Nghé An
171 |70 2017 |PaoThiN Hung Yén
172 |72 2017 | Nguyén Thi T Thanh Hoéa
173 |73 2017 | Nguyén Thi T Phu Tho
174 |77 2017 | Pinh Thi S Hoa Binh
175 |78 2017 Nguyén Thi N Ha Noi
176 |82 2017 | Nguyén Thi Kim T Vinh Phuc
177 |90 2017 | Ngo ThiN Quang Ninh
178 |92 2017 | Nguyén Thi T Hai Duong
179 |94 2017 | Nguyén Thi Thu T Bic Ninh
180 |95 2017 Sang Thi S Son La
181 |101 2017 Lanh Thi H Lang Son
182 | 105 2017 | Pao VanK Phu Tho
183 | 106 2017 |HaThiN Thanh Hoa
184 |110 2017 Nguyén Thi H Quang Ninh
185 | 128 2017 |LéThiH Thanh Hoa
186 | 133 2017 Nguyén Thi Thanh H Ha Giang
187 | 135 2017 | Vuong Thi T Ha Giang
188 | 137 2017 Hoang Thai H Ha Tinh
189 | 138 2017 Nguyén Thi Ngoc T Hung Yén




190 | 148 2017 | Tran Thi Bich T Nam Dinh
191 | 149 2017 | Truwong Thi M Thai Nguyén
192 [152 2017 | Nguydn ThiT Ha Noi
193 | 160 2017 Nguyén Thi L Hoa Binh
194 | 161 2017 | Hoang Kiéu A Cao Bing
195 |163 2017 | Nguyén Thi P Phi Tho
196 | 167 2017 | Tran Thi Ngoc T Hung Yén
197 | 186 2017 | L& Thi Thay L Bac Ninh
198 | 187 2017 | Tran Thi N Ha Tinh
199 [191 2017 | NguydnThi T Nghé An
200 | 197 2017 |MaThi Thu N Phi Tho
201 | 201 2017 | DPd Hong A Ha Noi
202 | 206 2017 | P56 ThiH Hung Yén
203 | 218 2017 Pham Minh T Hai Duong
204 | 219 2017 | Nguyén Thi H Ha Noi

Ha Néi, ngay ..... thang 07 ndm 2019

Hudng dan khoa hoc

GS.TS. Vuong Tién Hoa

Bénh vién Phu san Trung uong
Truong phong NCKH & PTCN

TS. b Quan Ha




