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NONG PO AMH VA MOT SO PAC PIEM CUA BENH NHAN
U NGUYEN BAO NUOI CO BAO TON TU’ CUNG PIEU TRI METHOTREXAT
TAI BENH VIEN PHU SAN HA NOI

D6 Tuin Pat!, Ping Hong Hai', Nguyén Tuin Duong?

TOM TAT

Muc tiéu: Xac dinh nong do AMH va mét s dac
diém clia bénh nhan u nguyén bao nudi c bao ton tir
cung tru‘dc khi dleu tri theo phac d6 Methotrexat tai
Bénh vién Phu san Ha NOi. Phu’dng phap nghlen
clru: Nghlen cliu mo ta tlen clru tren 35 bénh nhan
dudc chan doan u nguyén bao nudi cd bao ton tu’
cung dleu tri don tri lieu Methotrexat tai Bénh vién
Phu san Ha N0| tlr thang 08/2021 dén thang 04/2022
Két qua: Tudi  trung binh clia doi tugng nghlen ctu la
27,1£4,89. Phan Idn dm tugng nghién Cu’u chua du
con (68 6%). T4t ca cac bénh nhan déu c6 diém FIGO
< 4 va dudgc diéu tri bang phac do Methotrexat. Phan
I6n doi tugng nghién clru déu khong thi€u mau hoac
chi thiéu mau nhe (68,6%). Nong do AMH tai thoi
diém chan doan 13 2,87 ng/ml (0,96~ 7,9). Két ludn:
UNBN nguy cg thap chu y&u ndm trong do tudi sinh dé
va c6 diém FIGO < 4. Nong do AMH 1a 2,87ng/ml
trudc khi diéu tri hoa chat.

Tu khoa: u nguyén bao nudi, AMH, Methotrexat.
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UTERINE PRESERVATION AT HANOI
OBSTETRICS AND GYNECOLOGY HOSPITAL

Objectives: Anti-Mullerian hormone (AMH) level
and clinical characteristics of the patients with
gestational trophoblastic neoplasia (GTN) treated with
Methotrexate (MTX) regimen and uterine preservation
at Hanoi Obstetrics and Gynecology Hospital.
Methods: This prospective, descriptive study included
35 patients with GTN from August 2021 to April 2022.
Results: The mean age was 27,1+4,89. Most of the
patients did not have enough children with the rate of
68.6%. All patients had FIGO score < 4 and were
treated with Methotrexate regimen. The majority of
the subjects were either not anemic or only mildly
anemic (68.6%). The mean basal AMH level was 2,87
ng/ml (0,96-7,9). Conclusion: Low-risk GTN patients
were in childbearing age and categorized by FIGO
scores 0-4. The basal AMH level at diagnosis had a
significant correlation with patient age.

Keywords: gestational trophoblastic neoplasia,
AMH (Anti-Mullerian Hormone), MTX (methotrexate).

I. DAT VAN BE

U nguyén bao nu6i (UNBN) la moét tap hop
cac hinh thai bénh ly do tén thuong tan san ac
tinh hodc cé tiém nang ac tinh cla thanh phan
nguyén bao nudi. Day la nhdm bénh hi€m gap,
¢6 nhiéu hinh thai Idam sang, diéu tri phic tap va
c6 nhiéu bién chirng. Cac hinh thai bénh ly nay
déu th{r phdt sau thai nghén, trong dé thudng
gdp nhét la sau thai tréing. UNBN 13 mét chan
doan lam sang dua trén theo doi nong dé hCG
sau mot thai nghén bat ky va loai trir nhiing
nguyén nhan khac lién quan dén tang hCG (thai
binh thudng, sau sdy thai, chlra ngoai tir cung,
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cac khdi u khéng phai mé nguyén bao nudi tang
tiét hCG) [1].

U nguyén bao nudi dap Ung t6t vai hda tri
ngay ca khi @ giai doan di can xa. Hién nay vdi
su tién bd cla cac phuang tién chan doéan va su
phat trién cia hda chat, UNBN dugc phat hién
sém hon, ty 1€ khoi cling |én tdi 98%. Diéu tri
UNBN dua trén bang diém tién lugng theo FIGO
la hudng dan thuc hanh 1dm sang chuén va dugc
chdp nhéan bdi cac hiép héi ung thu trén thé gidi
[2]. Trong d6, nhdm bénh nhan UNBN nguy co
thdp (0-6 diém) dudgc diéu tri theo phdc d6 don
hoa tri liéu va lua chon hang dau la Methotrexat.
Hién tai, phac do Methotrexat 8 ngay co giai doc
vdi acid folic dugc sir dung nhiéu nhat trén thé gidi.

Kha nang sinh san la thién chic clia ngudi
phu nir va la mot trong nhiing yéu t6 quyét dinh
kha nang sinh san la s6 lugng va chat lugng cla
cac nang noan & budng triing — hay con goi la

du trlt bubng tri'ng. Tuy nhién, trong qua trinh
diéu tri hoa tri liéu UNBN, cac loai héa chat co
thé tac ddng 1én budng tring, lam gidam du trir
budng tring [3]. Hormon khang 6ng Muller (Anti
— Mullerian Hormone — AMH) la mdét hormone
dugc san xuat bdi t€ bao hat cia nang noan &
budng triing bat dau tir khi con 1a thai nhi va d3
dugc chiring minh la mét marker giip phan anh
muc d6 du trlr bubng triing clia ngudi phu nit do
khong phu thubc vao chu ky kinh nguyét ciing
nhu khong bi anh hudng bdi cac yéu to khac nhu
FSH. Bong thdi cling gilp du doan kha nang sinh
san cla ngudi phu nit sau diéu tri UNBN [4].

Vi vady, ching t6i lam nghién cGu nay vdi
muc tiéu: "Wong dé AMH va mét sé dic diém cua
bénh nhédn u nguyén bao nudi co bao ton tur
cung diéu tri Methotrexat tai Bénh vién Phu san
Ha NGi”.

Bang 1.1. Bang diém tién luong ung thu’ nguyén bao nuéi theo FIGO va WHO ndm 2006

e Piém
Yéu to nguy co ) 1 2 a
Tudi bénh nhan (nam) <40 >40
Tién can thai Chtra triing | Sy, nao thai | Pé thudng
S0 thang cach lan cé thai trudc <4 4-6 7-12 >12
BhCG trudc didu tri (1IU/L) <103 103- 107 107- 10° >10°
Kich thudc khéi u I6n nhat ké ca tir cung (cm) <3 3-4 >5
Vi tri di cdn Phoi Lach - Than Ruot Gan - Ndo
SO lugng nhan di can 1-4 5-8 >8
Diéu tri hda chat that bai trudc do ban tri liéu |>2 hoa chat

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i tugng nghién clru. Tat cad cac
trudng hop dugc chan doan UNBN c bao ton tir
cung diéu tri don hoa tri liéu Methotrexat tai
Bénh vién Phu san Ha NOi tir thang 08/2021 dén
thang 04/2022.

2.1.1. Tiéu chuén lua chon: Cic trudng
hdp trong dd tudi <35 cb chan doan xac dinh u
nguyén bao nudi nguy cd thap va co chi dinh
diéu tri don hoa tri liéu Methotrexat, khong co
tién sur diéu tri ung thu trudc do, khoéng co tién
sU roi loan noi tiét. y

2.1.2. Tiéu chuén loai tra: cé tién si phau
thuat budng trirng hoac tuyén yén trudc do.

2.2. Phuaong phap nghién ciru

2.2.1. Thiét ké nghién cuu: Nghién clu
mo ta tién clru trén 35 trudng hgp u nguyén bao
nuéi cé bao ton tir cung diéu tri don tri liéu
Methotrexat tai Bénh vién Phu san Ha NO6i dap
{’ng du tiéu chudn lua chon va khdng ndm trong
nhém tiéu chudn loai trlr, dong y tham gia
nghién c(u.

2.2.2. Phuong phdp thu thap théng tin:

T4t ca cac trudng hgp du tiéu chuin nghién ciu
dudc tu van, giai thich vé nghién clru, tu nguyén
tham gia nghién ciu, dugc kham lam sang, ldy
mau xét nghiém AMH tai thdi diém trudc khi diéu
tri. AMH dugc phan tich theo Access 2.

2.3. Xt ly va phan tich s6 liéu: Cac s6
liéu thu thap dugc sé dugc nhap va x(r ly bang
phan mém SPSS 20.0.

2.4. Pao dirc nghién ciru: Dé tai dugc
thong qua Hoi dong dao ddc Bv Phu san Ha Noi.

. KET QUA NGHIEN CUU
3.1. Pic di€ém chung ciia bénh nhéan
Bang 3.1. Pac diém cua bénh nhin

Pac diém Nhom n %
, <20 2 5,7
Tubi 20-30 23 65,7
>30 10 28,6
X+ SD 27, X+ SD
Chua con 13 37,2
SO con 1 con 11 31,4
>1 con 11 31,4
Thai nghén chi| Thai trimg 35 100,0
diém Khac 0 0,0
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Thigantem | L& | 7| Jpd
an (thang) >6 0 0,’0
X+ SD 2,9+ 1,26
‘A A <103 9 25,7
Nong do beta | 15379999 | 15 | 42,9
HCG truoc diu| 104 99099 | 11 | 31.4
tri (U/L) >105 0 0,0
X+SD 2792 (157-81354)
0 9 25,7
1 9 25,7
Piém FIGO % Z 12701
4 4 11,3
>4 0 0,0
Bang 3.2. Nong dé Hemoglobin trudc
diéu tri
. So lugng |Ty lé
Hemoglobin (g/I) (n) (%)
Khong thi€éu mau (Hb >120) 20 57,1
Thi€u mau nhe (Hb 110-119) 4 11,5
Thi€u mau vura (Hb 80-109) 11 31,4
Thi€u mau nang (Hb <80) 0 0,0
Téng 35 100

3.2. Nong AMH tai thai diém chan doan
Bang 3.3. Nong dé AMH tai thoi diém

chan doadn
” n Median | Min -
Noéng do AMH (ng/ml)| Max
Tai thdi diém chan doan SO | 2,87 [0,96-7,9
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Biéu db 3.1. Méi tuong quan giita nong dé
AMH va tudi cua bénh nhén

Hé s6 tuang quan r = -0,598; p = 0,0001.
Coé mdi tuong quan nghich chiéu chat ché
gitta nong d AMH va tudi ctia bénh nhan, mdi
tuong quan nay co y nghia thong ké.

IV. BAN LUAN

4.1. Pic diém chung cia bénh nhan.

Nghién clftu clia chung toi ti€n hanh trén 35 bénh
nhan u nguyén bao nudi nguy cc thap co bao ton
tlr cung diéu tri Methotrexat véi do tudi trung
binh 1a 27,1+4,89, trong d6 nhém tudi 20-30 la
nhiéu nhét véi ty 1é 65,7%, nhom tudi >30 ding
th(r 2 v6i ty 1€ 28,6% va nhém tudi <20 chiém ty
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& 5,7%.

Trong diéu tri u nguyén bao nudi, s6 con da
c6 anh hudng rat nhiéu tGi thai do diéu tri. Trén
nhitng trudng hop 16n tudi, du con, da s& déu
quyét dinh cat tir cung két hop diéu tri hod chat
nham giam s6 dgt diéu tri hod chat, giam thdi
gian diéu tri va giam tac dung khong mong
mudbn. Bén canh do, cat tir cung cling lam giam
ty 1€ bién chirng chdy mau do v3 nhan di can tai
tr cung, gidm ty I€ téi phat va tién trién thanh
ung thu nguyén bao nubi. Tuy nhién, & nhiing
trudng hop chua du con, can can nhac lua chon
hudng diéu tri nhdm bao ton chirc ndng sinh san
trong tuong lai cho cac truGng hgp nay doéng
thgi khong lam tinh trang bénh x3u di. Trong
nghién c(fu cla chdng t6i, ty 1€ cac truGng hgp
chua dd con chiém téi 68,6% va s6 trudng hgp
cd 2 con nhung con mong mudn cé con chiém
31,4%. Khong cé trudng hgp nao co trén 2 con.

BhCG la mdt chét chi diém cla bénh nguyén
bao nudi, dong vai tro quan trong va hét sirc dac
biét trong chan doan xac dinh bénh, diéu tri va
tién lugng mdc do6 néng nhe dé chon phac do
hod chat thich hdp, theo dbi tién trién va két qua
diéu tri bénh. Nong do BhCG ciing la mot trong
nhitng yéu t& cé gia tri nhat trong bang diém
tién lugng clia FIGO. Trong nghién clu cua
ching t6i, nong d6 BhCG cd gia tri trung vi la
2792 1U/I (157-81354 IU/L), trong dé nhém
BhCG 1000 - 10000 IU/L chiém ty Ié nhidu nhat
(42,9%). )

Khac véi cac ung thu khac, phau thuat va xa
tri la phuang phap diéu tri chinh con hod chat
diéu tri ung thu chi 1a phuong phap bé trg.
Nhung trong UNBN, hoa chat la phudng phap
diéu tri chinh va cd thé chita khéi hoan toan tdi
95% chi vGi hoa chat don thuan ngay ca khi da
c6 di can. T&r do, dat ra hudng bao ton tr cung
dam bao kha nang sinh san trong tuong lai cho
nhirng ngudi phu nir, dac biét la khi chua cé con.
Trong nghién clfu cla chung t6i, nhdm bénh
nhan cd diém tién lugng FIGO khéng déu, trong
d6 cha yéu cb diém tién lugng FIGO la 0-1 Vi
20/35 trudng hdp (51,4%), sau dé la dén nhom
c6 diém tién lugng FIGO 2-3 [an lugt la 20% va
17,1%. Chi c6 4/35 trudng hap (11,3%) cb diém
tién lugng FIGO la 4.

Bang 3.2 thé hién ndng d6 Hemoglobin trudc
diéu tri hoa chat vdi ty Ié thi€u mau la 42,9%,
trong dé thi€u mau muc do trung binh la 31,4%
va thi€u mau mdc d6 nhe la 11,5% va khong co
trudng hgp nao thi€u mau nang. Ching t6i nhan
thdy nhitng bénh nhan thi€u mau cling tucng
dugng vdéi tinh trang rong huyét ctia bénh nhan.
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Co 8 bénh nhan bi rong huyét, ra mau ri ra sau
hit thai triing (22,8%). Trong nghién ctu nay,
thdi gian tiém an dai nhat 1a 5 thang va dudc
theo ddi dinh ky, tai khdm theo hen. Cé thé day
la ly do khong c6 bénh nhan bi thi€u mau nang.

4.2. Nong do AMH. Bang 3.3 cho thay gia
tri trung vi cia ndng dé AMH tai thdi diém chan
doan la 2,87 ng/ml, trong d6 trudng hgp cd
nong do AMH thap nhat la 0,96 ng/ml va cao
nhat la 7,9 ng/ml. Tac gia Xiaoning Bi khi nghién
ctu trén 34 trudng hgp UNBN diéu tri hoa chat
thdy ndng dd AMH tai thdi diém ban dau Ia
3,98+3,20 ng/ml (trung binh 3,27 ng/ml).
Nghién clru cta tac gia Dezellus ciing cho thay
nong dé AMH trudc diéu tri hoa chat la 4,19
+4,84 ng/ml trén 250 bénh nhan ung thu vu
diéu tri hod chat. Tac gia Nguyen Thi Thu Ha khi
nghién ctu ndng dd AMH trudc mé & nhém bénh
nhan lac n6i mac t& cung nhan thady AMH ban
dau la 4,47+2,28 ng/ml (0,24 - 12,14 ng/ml)
[51,[6]1,[7]. Nhu vay c6 thé thdy ndng dd AMH tai
thsi diém ban dau trong nghién clu cia ching
t6i cling tuong tu nghién clu trudc doé cla cac
tac gia trén. Tuy nhién, sai s6 vé nong d6 AMH
trong cac nghién clu c6 thé do: phuong phap
xét nghiém AMH khac nhau, ¢ mau nghién clu
cla chdng téi chua du I8n so vdi cac nghién clu
trudc. MOt van dé nira dat ra la nong do6 AMH
trong nghién clftu cda ching t6i thap han cla tac
gid Nguyen Thi Thu Ha trong khi d6i tugng
nghién clfu cta ching ti clng dia diém nghién
cltu 13 Bénh vién Phu san Ha Noi vé6i do tudi 18-
40 va cung moét phuong phap xét nghiém AMH.
TU van dé nay, chung t6i dat ra gia thuyét liéu
cd phai cac yéu to di truyén va moi trudng lam
nong d6 AMH cla nhém bénh nhan trong nghién
cltu clia ching t6i thap hon so véi tac gia
Nguyén Thi Thu Ha. Thuc t€, mot vai nghién clru
da chi ra mot s6 yéu t6 mdi trudng cé anh
huang truc ti€p dén s6 Iugng cac nang noan cla
bubng triing nhu: hat thudce 13, béo phi, thudc
trdnh thai, gen va cac bién thé clia gen nhung
nhirng tadc dong nay chua thuc su sang té va
mlc dd bang ching chua di manh dé dua ra
mot khuyén cdo chinh xac.

Theo biéu dd 3.1, ching t6i nhan thdy co
méi tuong quan nghich bién chit ché gilta tudi
va ndng do AMH tai thdi diém chan doan va mdi
tugng quan nay co y nghia théng ké véi p <
0,001 (hé s6 tuong quan r = -0,598). Két qua
nghién clru clda ching téi cling tuong dong vdi
két qua nghién clru cla nhiéu tac gia trong va
ngoai nudc. Tac gia Dezellus khi nghién ctru trén
250 bénh nhan ung thu vi ciing nhan thay cé

mdi tuong quan ngudc chiéu gitta tudi ca bénh
nhan va ndng do AMH trudc khi diéu tri hoa chat
(v8i hé s6 tudng quan r = -0,42 va p < 0,0001).
Tac gia Nguyen Thi Thu Ha cling nhan thdy mai
tudng quan nay gilra néng do AMH tai thdi diém
chan doéan va tudi cia bénh nhan véi r = -0,34
va p < 0,001 [5], [7]. Nhu vdy, cb thé thdy tudi
bénh nhan cang cao, nong d6 AMH ban dau
cang thap. Mdi lién quan nay da dudc nhiéu
nghién cu chi’ng minh va ghi nhan néng do
AMH tuang quan manh véi téc do chiéu mé nang
nodn va giam dan dén ngudng khdng thé phat
hién dugc. P& giai thich cho hién tugng nay, cac
gia thuyét dugc dua ra bao gém: & tudi 25, doan
hé cac nang noan dugc chiéu mé gom nhiéu
nang c6 hdc ma AMH biéu hién manh nhat & cac
nang c6 héc nho; cac nang noan dugc chiéu mo
& thdi diém nay co nhiéu té bao hat hon va chét
lugng nang noan tur tudi day thi dén 25 tudi tot
hon [8].

V. KET LUAN

U nguyén bao nudi la bénh ly ac tinh va chan
doan UNBN chu yéu dua trén lam sang va theo
d6i nong d6 hCG sau thai trirng. VGi su phat
trién cta hod chat, UNBN c6 thé diéu tri khoi 1én
t&i 95% ngay ca G giai doan di can xa. Trong do,
phac d6 Methotrexat 8 ngay dudc dung phé bién
nhat trén thé gidi. AMH da dudc chiing minh la
mot marker gilp phan anh mdc d6 du trir budng
triing. Nong dd AMH tai thdi diém chan doan cd
mdi tuong quan nghich bién chdt ché véi tudi
clGa bénh nhan.
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MOT SO PAC PIEM LAM SANG VA XET NGHIEM MAU NGOAI VI
O’ BENH NHAN XO' TUY NGUYEN PHAT
TAI VIEN HUYET HOC TRUYEN MAU TRUNG UONG

TOM TAT

Muc tiéu: Nghién cru mét s& déc diém l1am sang
va xét nghiém mau ngoai vi ¢ bénh nhan xg tuy
nguyén phat tai V|en Huyét hoc Truyen mau Trung
uang. Doi tugng va phuadng phap Nghién cltu mo
ta cat ngang €0 hoi cu‘u trén 43 ngudi bénh dugc chan
doan xg tay nguyen phat tai Khoa Bénh mau tong
hdp, Vién Huyét hoc — Truyen mau Trung uong tor
nam tu‘ thang 1/2017 dén thang 5/2022. Két qua Ty
Ié mac bénh hau hét ngudi bénh déu c6 dd tudi tren
60 chiém 69,4%. Ty 1& nam/nir: 1,1/1. V@ 1dm sang,
hau hét bénh nhan cé hoi chitng u chiém trong do
79,1% lach to; 53,4% gan to; 9,3% hach to. Triéu
ching thiéu mau gdp hau hét ngudi bénh (95,4%),
kém theo rdi loan hinh thai mau ngoai vi (gap 69,8%
h6ng cau hinh giot nudc; tang sinh chu yéu cac giai
doan trung gian bach cau hat chiém 51,2%; blast mau
ngoai vi chiém 18 ,6%). 60,5% ngerl benh c6 dot bién
gen JAK2V617F. Ket Iuan Xo tuy nguyen phat chl
yeu gap & nger| c6 dd tudi tren 60, hay gap hoi cerng
u va thi€u mau trén idm sang, cé nhiéu kiéu rdi loan
hinh thai mau ngoai vi trong dé hong cau hinh giot
nudc chiém 69,8%, 60,5% bénh nhan cé dot bién
JAK2V617F.

Tur khoa: Xd tuy nguyén phat, tuy xudng, lam
sang, xét nghiém
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Objectives: To study some clinical characteristics
and peripheral blood tests in primary myelofibrosis
patients at the National Institute of Hematology and
Blood Transfusion. Subjects and methods: We
conducted a retrospective cross-sectional study on 43
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patients diagnosed with primary myelofibrosis at the
Department of General Blood Diseases, National
Institute of Hematology and Blood Transfusion, from
January 2017 to May 2022. Results: Most patients
age were over 60, accounting for 69.4%. The
male/female ratio was 1.1/1. Clinically, most patients
had tumor syndrome, of which 79.1% had
splenomegaly, 53.4% had hepatomegaly, and 9.3%
had enlarged lymph nodes. Anemia symptoms were
found in most patients (95.4%), accompanied by
peripheral blood morphological disorders (seeing
69.8% of teardrop-shaped red blood cells;
proliferation mainly in the granulocyte-intermediate
stages, accounting for 51.2%; peripheral blood blast
accounted for 18.6%). 60.5% of patients had
mutations in the JAK2V617F gene. Conclusion:
Primary myelofibrosis is mainly seen in people aged
over 60 years, often with tumor syndrome and anemia
in clinical practice, there are many types of peripheral
blood morphological disorders in which teardrop-
shaped red blood cells account for 69, 8%, 60.5% of
patients have JAK2V617F mutation.

Keywords: Primary myelofibrosis, bone marrow,
clinical, laboratory indices.

I. DAT VAN PE

X3 tuy nguyén phat (Primary — Myelofibosis -
PMF) [an dau dudgc mo td nam 1879 bdi Gustva
Heuck!. Dau nam 2005, mot thanh tuu to I6n
cla nganh sinh hoc phan tir dé la khdm pha ra
gen dot bién JAK2V617F dugc tim thay trén 50%
bénh nhan Xo tuy nguyén phat>=s. Ndm 2016, T
chirc y t€ thé gigi (WHO) da hoan thién cac tiéu
chuan chuén doan Xd tuy nguyén phat bao gém
cac tiéu chuén vé& xét nghiém va Iadm sang rat cu
thé®. Hién nay trén thé gidi c6 rat nhiéu nghién
cu xoay quanh bénh Xo tuy nguyén phat.
Nhung thuc té hién nay tai Viét Nam, cac nghién
ctu lién quan dén bénh Xa tuy nguyén phat rat
it, do s6 lugng bénh nhan con khiém ton. Chinh
vi thé, ching t6i ti€n hanh nghién clu dé tai:
"Dgc diém té€ bao mau va tuy xuong & bénh
nhén xo tuy nguyén phat tai Vién Huyét hoc
truyén mau TW giai doan 2017-2022”"



