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Panh gia hiéu qua diéu tri bénh nhan ting san lanh tinh
tuyen tién liét bang ket hop thuoc alpha blocker va e che
S5-alpha reductase so véi don tri li€u bang alpha blocker

The effects of combination therapy with 5-alpha reductase inhibitors
plus alpha blockers on clinical outcomes compared with alpha blockers
alone in symptomatic benign prostatic hyperplasia patients

Nguyén Vin Triéu, Nguyén Pirc Hai, Nguyén Viét Hai, Bénh vién Trung wong Quan doi 108
Nguyén Manh Tuin, Lé Diéu Hong,
Poan Thanh Cong, Nguyén Minh Hong

Tém tat

Muc tiéu: Danh gia hiéu qua cda liéu phap két hop avodart 0,5mg va doxazosin 2mg so véi don tri liéu
bang doxazosin 2mg trong diéu tri cac bénh nhan tang san lanh tinh tuyén tién liét c6 triéu ching IPSS &
muc do trung binh. B4 tuong va phuong phadp: Nghién ciru ngau nhién, nhan ma&, nhém song song. Téng
$6 100 bénh nhan tang san lanh tinh tuyén tién liét c6 diém IPSS 8 - 19, thé tich tuyén tién liét > 30gram, PSA
< 4ng/ml. Cac bénh nhan dugc chia ngau nhién lam 2 nhém, nhém 1 gém 50 bénh nhan dugc diéu tri
avodart 0,5mg két hgp doxazosin 2mg, nhém 2 gém 50 bénh nhan chi dugc diéu tri doxazosin 2mg, theo
déi va danh gia két qua diéu tri sau 6 thang. Tiéu chi danh gia chinh la thay déi diém IPSS & thoi diém 6
thang so vai bat dau diéu tri. Cac tiéu chi danh gia phu bao gébm: Tinh trang tién trién lam sang, chat lugng
cudc s6éng, thé tich tuyén tién liét, nudc tiéu ton du, tinh trang bi dai cdp va chuyén sang phau thuat. Két
qué: Diéu tri két hop hai thubc lam gidm diém IPSS 4,68 diém, trong khi don tri liéu bang doxazosin 2mg chi
giam 0,02 diém IPSS sau 6 thang diéu tri (p<0,05). Sau 6 thang, diéu tri két hgp thudc cling lam gidam 66%
nguy ca tién trién 1am sang, trong khi don tri liéu chi lam gidm 34% (p<0,05). Chat lugng cudc séng dugc cai
thién hon & nhém diéu tri két hogp so v6i nhém don tri liéu, tuong Ung la -1,46 diém so véi 0,14 diém
(p<0,05). Sau 6 thang, thé tich tuyén tién liét gidm 26,3% & nhom diéu tri phéi hgp, trong khi d6 tang 0,5% &
nhém don tri liéu. Thé tich nudc tiéu ton du ciing gidm 40% & nhdm diéu tri phéi hop, nhung lai tang dén
40% & nhom don tri liéu. 12% bénh nhan nhdm don tri liéu 6 bi ti€u sau 6 thang diéu tri, trong khi ty |é nay
& nhom diéu tri phdi hgp chi 2%. Sau 6 thang, 2% s6 bénh nhan & nhém don tri liéu phai chuyén sang phau
thuat. Két luan: Liéu phép diéu tri phoi hgp lam gidm nhanh va bén viing cac triéu chiing & bénh nhan tang
san lanh tinh tuyén tién liét c6 triéu ching & muc do trung binh, cai thién chat luong cudc séng va giam
dang ké nguy co tién trién ctia bénh.

Tir khéa: Avodart, doxazosin, diéu tri két hgp, tang san lanh tinh tuyén tién liét.

Summary

Objective: To investigate whether a combination of 0.5mg avodart plus 2mg doxazosin is more
effective than 2mg doxazosin alone in treatment-naive men with moderately symptomatic benign
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prostatic hyperplasia (BPH) at risk of progression. Subject and method: This was a randomized, open-
label, parallel-group study in 100 men with an International Prostate Symptom Score (IPSS) 8 - 19,
prostate volume = 30mL and total serum PSA level of < 4ng/mL. Patients were randomised to 0.5mg
avodart plus 2mg doxazosin (50 patients) or 2mg doxazosin alone (50 patients) and followed for 6
months. The primary endpoint was symptomatic improvement from baseline to 6 months, measured by
the IPSS. Secondary outcomes included BPH clinical progression, impact on quality of life (QolL), change
in prostatic volume, post-void residual volume and/or BPH-related AUR, surgical treatment. Result:
Combination therapy was found to significantly reduce the IPSS at 6 months by 4.68 points compared
with 0.02 points in doxazosin alone therapy (p<0.05). With combination therapy group the risk of BPH
progression was reduced by 66% compared with 34% in the doxazosin alone therapy one (p<0.05).
Improvements in QoL (Question 8 of the IPSS) were significantly greater with combination therapy
group compared with doxazosin alone therapy one, -1.46 diém vs 0.14 diém, respectively (p<0.05).
Prostatic volume at month 6 was reduced by 26.3% with combination therapy but increased 0.5% with
doxazosin alone therapy. Post-void residual volume at 6 months were also reduced by 50% for
combination therapy but increased 40% with doxazosin alone therapy. The occurrence of BPH-related
AUR, was greater in the doxazosin alone therapy group compared with combination therapy one, 12%
vs 2%, respectively. 2% patients of the doxazosin alone therapy group change in surgical treatment.
Conclusion: The combination therapy with avodart plus doxazosin resulted in rapid and sustained
improvements in men with moderate BPH symptoms at risk of progression with significantly greater
symptom and QoL improvements and a significantly reduced risk of BPH progression compared with
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doxazosin alone therapy.

Keywords: Avodart, doxazosin, combination therapy, benign prostatic hyperplasia.

1. Dat van dé

Tang san lanh tinh tuyén tién liét (TSLTTTL) la su
phi dai lanh tinh cla tuyén tién liét, bénh phat sinh
do su tang san té bao thanh phan cau tric cla tién
liét tuyén, gay ra cac triéu chung rdi loan vé tiéu
tién, viéc phat hién va diéu tri sém sé tranh duoc
nhiing bién ching. Ty 1é méac bénh va muc dé tram
trong clia bénh thudng gia tang theo dé tudi [3].

Khong phai tat cd cac bénh nhan bi TSLTTTL
déu phai diéu tri. Nhitng ngudi khéong bi anh
hudng nhiéu bdi cac triéu ching ctia TSLTTTL thi
thudng khéng can diéu tri nhung phai dugc kiém
tra dinh ky dé€ xem tinh trang bénh c6 tré nén xau
di hay khong. Lua chon phuong phép diéu tri nhu
thé nao tuy thudc vao rat nhiéu yéu té, nhung chu
yéu la dua vao muic do réi loan tiéu tién va thé tich
cUa tién liét tuyén [1]. Hién nay, tuy theo giai doan,
muc do va bién ching cta TSLTTTL, c¢6 nhiéu
phuong phép diéu tri ndi khoa, ngoai khoa, y hoc
c6 truyén hodac 1 s8 phuang phap khac nhu: Nong
tuyén tién liét, dat nong niéu dao tuyén tién liét,
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ap dién, nhiét, dung siéu am cudng dod cao dinh vi
pha u, diéu tri can thiép nat mach [1], [2], [4], [5].
Trong diéu tri ndi khoa, cac thuéc dugc st dung
phd bién nhat hién nay la thudc nhém Uc ché
alpha 1. Cac thuéc uc ché alpha 1 khéong lam “tiéu”
kh6i u ma chi lam c6 bang quang va niéu dao mé
rong khi di ti€u, gitp cho tiéu tién dé dang. Cac
thuéc Uc ché 5-alpha reductase da dugc danh gia
khéng nhiing cai thién triéu ching ma con lam
giam kich thudc tuyén tién liét, gép phan lam giam
nguy ca bi ti€u cap va phau thuat [1].

O nudc ngoai, da c mdt s6 nghién ctiu vé phdi
hgp hai nhom Uc ché alpha 1 va thuéc Uc ché 5-
alpha reductase, budc dau da cho mét sé két qua
dang khich 1é [6], [7], [8], [9], [10]. Tuy nhién & Viét
Nam, cac nghién cu vé TSLTTTL con rat it, va van
chua cé nghién cliu nao tuong ty dugc thuc hién.

Vi vay, ching t6i nghién clu dé tai: "Danh gia
hiéu qua diéu tri bénh nhan tang san lanh tinh tuyén
tién liét bang két hgp thudc alpha blocker (doxazosin)
va Uc ché 5-alpha reductase (dutasteride)” véi muc
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tiéu: Panh gid hiéu quad cua phdc dé phdi hop hai
nhom dc ché alpha 1 (doxazosin) va thudc dc ché 5-
alpha reductase (dutasteride) trong diéu tri tang san
lanh tinh tuyén tién liét.

2. D6i tugng va phuong phap

2.1. Béi tugng

Bénh nhan (BN) tang san lanh tinh tuyén tién
liet dén kham va diéu tri tai Bénh vién Trung uong

Quan d6i 108 tu thang 2 nam 2018 dén thang 2 ndm
2019.

2.1.1. Tiéu chudn lua chon

BN nam bi tang san lanh tinh tuyén tién liét c6
tudi > 50.

PSA 0 - 4ng/ml.

IPSS 8 - 19 diém.

Thé tich tuyén > 30ml.

Bénh nhan tinh nguyén tham gia nghién ctu.

2.1.1. Tidu chudn loai trir

Cac bénh nhan bi ung thu tuyén tién liét, viém
tuyén tién liét.

Céac bénh nhan c6 PSA > 4ng/ml.

Cac bénh nhan c6 cac bénh nang kem theo.

Cac bénh nhan da diéu tri cac phuong phap noi,
ngoai khoa trudéc doé.

Bénh nhan ti chéi diéu tri.

Bénh nhan da co6 cac bién ching nang nhu: Tui
thta bang quang, soi bang quang, bi dai, nhiém
khuan dudng tiét niéu, viém bé than-than.

2.2. Phuong phédp

2.2.1. Phuong phap nghién cuu

Thiét ké nghién ciu theo phuong phap tién
cltu, can thiép c6 doi ching, ngau nhién va theo déi
doc theo cac budc theo 2 nhém bénh nhan: Nhém
don tri liéu la nhiing bénh nhan dugc diéu tri don
thuan bang thuéc nhom Uc ché alpha 1 (doxazosin
2mg/ngay) két hgp thay d6i 16i séng, nhém diéu tri
phéi hop thudc 1a nhitng bénh nhan dugc diéu tri
theo liéu phap phéi hop hai nhém wc ché alpha 1
(doxazosin 2mg/ngay) va thuéc Uc ché 5-alpha

reductase (dutasteride 0,5mg/ngay), két hgp thay
déi 16i séng.

2.2.2. C6 mau nghién cuu

C& mau nghién ctu dugc tinh theo cong thic:
POF

2 van——
=35 bénh nhan.

Do c6 mét ty 1é khodng 10 - 20% bénh nhan cé
thé bd d& nghién ctu do cac nguyén nhan khac
nhau hay do sai s6t trong nghién ctu, ching téi tién
hanh chon mét cach ngau nhién téng ca nhém don
tri liéu va nhom diéu tri phoi hop thudc la 100 bénh
nhan nam bi TSLTTTL (m&i nhom 50 bénh nhan).

Phuaong tién, dung cu nghién ctu; Ky thuat s
dung dau do qua tryc trang, tan s6 6 - 16Mhz (may
GE Logiq S8), thuc hién siéu am B-Mode trén cac mat
cat ngang va doc qua tuyén tién liét.

Nni=n,=

2.2.3. Cac budc tién hanh

Budc 1: Lua chon bénh nhan theo dung tiéu
chuan lua chon.

Budc 2: Kham, xac dinh triéu ching lam sang
TSLTTTL.

Budc 3. Siéu am khao sat tuyén tién liét.

May siéu dm: Sir dung dau do qua tryc trang, tan
s6 6 - 16Mhz (may GE Logiq S8), thuc hién siéu 4m B-
Mode trén cac mat cat ngang va doc qua tuyén tién
liét.

Cdch thuc do thé tich tuyén tién liét. Khi ti€n
hanh do dac thé tich tuyén tién liét, ching toi s
dung phuong phép do thé tich hinh elip:

Thé tich tuyén tién liét (ml) = (chiéu cao x chiéu
rong x dudng kinh trudc sau) x m/6. 1ml thé tich
tuyén tuong ducong 1gram.

Thé tich tuyén tién liét binh thudng & ngudi
trudng thanh la tu 15 - 25gram.

Nhing bénh nhan c6 thé tich tuyén > 25 gram
dugc xép loai tang san lanh tinh tuyén tién liét.

Budc 4: Tién hanh diéu tri: Bénh nhan duoc
phan chia ngau nhién 2 nhém:

Nhém don tri liéu gém 50 bénh nhan dugc diéu
tri bang thuéc nhém Uic ché alpha 1 két hgp thay déi
16i séng.
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Nhom diéu tri ph6i hop géom 50 bénh nhan
dugc diéu tri theo liéu phap phoi hgp hai nhém c
ché alpha 1 (doxazosin 2mg/ngay) va thuéc Uc ché
5-alpha reductase (dutasteride 0,5mg/ngay) két hgp
thay doi 16i séng.

Budc 5: Danh gia, so sanh két qua diéu tri 2
nhém theo cac thoi diém:

Vao vién.

Ba thang sau diéu tri.

Sau thang sau diéu tri.

Budc 6: Xt ly két qua, bao cao téng két nghién
cuu.

2.2.4. Cac chi tiéu danh gia

- Pdnh gid triéu chung ldm sang qua thang
diém triéu chung TSLTTTL (IPSS) [1], [6]: Bang thang
diém goém 7 cau hoi vai téng s diém la 35 diém.
Mdc dé cha bénh dua vao thang diém nay dugc
phan loai nhu sau:

3. Két qua

R&i loan tiéu tién muc dd nhe (0 - 7 diém).

R&i loan tiéu tién muc dé trung binh (8 - 19 diém).

RGi loan tiéu tién muc dd nang (20 - 35 diém).

Chi s6 chat lugng cudc séng (QoL - Quality of
Life): Theo thang diém QoL [1], [6].

Chi s6 chéat lugng cudc séng c6 téng diém la 6
diém, dugc phan loai nhu sau:

< 2 diém dugc coi la nhe.

3 - 4 diém dugc coi la trung binh.

5 - 6 diém dugc coi la nang.

Panh gia tién trién bénh: Qua danh gia tang/ha
bac diém IPSS (1 bac bang 3 diém IPSS), bi tiéu cap,
phai chuyén sang phau thuat [1], [6].

Do lugng nudc tiéu ton du: Dua vao siéu am.

Do khéi lugng tuyén tién liét: Bang siéu am qua
truc trang.

3.1. Pdc diém 1dm sang, can I&dm sang déi tuong nghién cdu

Bang 1. Phan b bénh nhan theo tudi

Tuéi <65 > 65 Téng
n 44 56 100
Ty 16 % 44 56 100

Nhan xét: Nhém nghién ctru c6 d6 tudi trung binh 13 66,01 + 8,06 tudi, thap nhat la 50 tudi, tubi cao nhat
la 87 tudi. Trong d6, cac ddi tuong la ngudi cao tudi chiém 56%.

Bang 2. Cac tiéu chi chinh clla 2 nhém lic bat dau tham gia nghién ciu

Nhém i
Chung Nhém | (n = 50) Nhém Il (n =50) p

Tiéu chi

Tudi 66,01 + 8,06 6,68 +8,19 66,34 + 7,99 0,685
Thé tich tuyén tién liét (gr) 46,50 £ 10,87 44,52 + 8,46 48,48 £ 12,61 0,069
IPSS 13,18 £4,08 12,62 +£3,78 13,74 £4,33 0,171
QoL 3,23+0,68 3,12+0,75 3,34+0,59 0,106
PSA 2,16 £1,14 2,05+1,16 2,268 + 1,12 0,335
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Nhén xét: Cac tiéu chi chinh cla hai nhém d6i tugng nghién cliu (nhém diéu tri doxazosin don thuan va
nhom diéu tri két hop doxazosin va avodart) bao gom: Tudi, thé tich tuyén tién liét ban dau, diém IPSS ban
dau, QoL ban dau va muic PSA ban dau khong cé su khéc biét cé y nghia théng ké (p>0,05).

3.2. Bdnh gid hiéu qud cda phdc d6 phéi hop hai nhém dc ché alpha 1 (doxazosin) va thuéc uc
ché 5-alpha reductase (dutasteride) trong diéu trj TSLTTTL

Bién déi diém IPSS trung binh

[y
(=)

[y
&

3,74
% 1258

[y
]

9,06

—+—Nhdm 1

6 —m—Nhém 2

Piém IPSS trung binh
=
o

Thei diém ban dau
(P=0.171)

Sau 3 thang
(P=0.109)

Sau 6 thang
(P=0.001)

Biéu d6 1. Su bién d6i di€ém IPSS clia 2 nhém sau thaoi gian diéu tri

Nhén xét: Biém IPSS clia nhom diéu tri phdi hgp va nhom don tri liéu khéng ¢ su khéac biét ¢ tinh
thong ké & thai diém sau 3 thang diéu tri (p=0,109), nhung c6 su khac biét sau 6 thang diéu tri (p=0,001).

Béng 3. Tién trién bénh qua danh gia ha bac diém IPSS

IPSS Sau 3 thang Sau 6 thang
n Tylé % n Tylé %
R Nhém | 20 40 15 30
Ha 1 bac -
’ ’ Nhém i 25 50 19 38
Nhém | 2 4
Ha 2 bac ?m 3 6
’ ’ Nhém i 6 12 12 24
Nhém | . .
Ha 3 bac (l)m 0 0.0 0 0.0
Nhom Il 1 2 2 4

Nhan xét: Nném diéu tri phéi hgp ha lan lugt 1 bac, 2 bac va 3 bac & thai diém 3 va 6 thang sau diéu tri
tuong ung la (50%, 12%, 2% va 38%, 24%, 4%). Trong khi d6, nhdm don tri liéu chi ha 1 bac, 2 bac va 3 bac lan
lugt tai 3 thang va 6 thang la (40%, 6%, 0% va 30%, 4%, 0%). Su khac biét gitta 2 nhom c6 y nghia théng ké
(p<0,01).
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Su bién déi diém QOL

3,5
34
3 2
= 2.5 =
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E - T 188 =—+—=Nhom 1
~ N
215 ——Nhoém 2
1
0,5

Thoi diém ban ddu  Sau 3 thang (P=0.049) Sau 6 thang (P=0.001)
(P=0.106)

Bi€u d6 2. Su bién dai diém QoL clia 2 nhém sau thai gian diéu tri
Nhén xét: Diém QoL ctia nhom diéu tri phdi hgp tét hon ré rét so véi nhém don tri liéu & ca thoi diém
sau 3 thang va 6 thang diéu tri tuong Ung la 2,30 + 0,65 va 1,88 + 0,75 so vdi 2,66 + 1,10 va 2,98 + 1,20 (p lan
lugt I3 0,049 va 0,001).

Sw bién d6i thé tich TLT

o
48 O49,76
2
S

[=2]
o

[%a)
[=]

= 35,74
< 30 —+—Nhom 1
‘U
KE 2 —m—Nhom 2

10

0
Thei diém ban dau Sau 3 thang Sau 6 thang
(P=0.069) (P=0.001) (P=0.001)

Biéu d6 3. Su bién déi thé tich TLT ca 2 nhém sau thai gian diéu tri.

Nhdan xét: Thé tich tuyén tién liét & nhom diéu tri phéi hop gidm ré rét sau 3 thang va 6 thang diéu tri so
véi bt dau diéu tri (tuong ting 1a 18,6% va 26,3%) (p<0,05). G nhém don tri liéu van tang 1én sau 3 thang va
6 thang diéu tri so vai bat dau diéu tri (tuong ung la 5,2% va 10,5%) (p<0,05). Su khac biét ctia hai nhém cé y
nghia thong ké véi p<0,001.
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Su bién déi lurgng nuwée tiéu ton duw
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Thei diém ban dau Sau 3 thang Sau 6 thang

(P=0.184) (P=0.016) (P=0.001)

—g—Nhém 1
—m@—Nhém 2

Biéu d6 4. Su bién déi lugng nudc tiéu ton du ciia 2 nhém

Nhén xét: Lugng nudc tiéu tén du & nhéom diéu tri phéi hgp gidm ré rét sau 3 thang diéu tri (9,24 +
13,96ml) va sau 6 thang diéu tri (4,68 + 7,36ml) so vdi luc bat dau diéu tri (17,39 + 21,79ml), véi p<0,01. G
nhém don tri liéu lugng nudc ti€u tén du van tang lén sau 3 thang diéu tri (17,29 + 18,59ml) va sau 6 thang
diéu tri (24,42 + 33,89ml) so vai bat dau diéu tri (12,49 + 13,89ml), véi p<0,01.

Thoi gian xuét hién bi tiéu

14

—
)

35}
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\

—
(=]

nhén (%)
[#5]

B¢
-~ o

(]

%.2 -2
\v)

Théi diém vao vién Sau 3 thang (P=0.001) Sau 6 thang (P=0.001)

=== Nhom 1
—@—Nhom 2

Bi€u d6 5. Danh gié hiéu qua cla diéu tri phdi hop thudc véi tinh trang bi ti€u

Nhdan xét: Ty & bénh nhan xuat hién bi ti€u 8 nhom don tri liéu kha cao, tuong tng la 10% va 12% & thoi
diém sau 3 thang va 6 thang diéu tri. Trong khi d6, ty 1& nay & nhém phéi hgp diéu tri chi 2% & ca sau 3
thang va 6 thang diéu tri. Su khac biét gilra hai nhém cé tinh thong ké vai p<0,001.

Bang 4. Tién trién ctia bénh dan dén phiu thuat

Thdi gian tién trién Nhém | Nhém i
Sau 3 thang 0 (0%) 0 (0%)
Sau 6 thang 1 (2%) 0 (0%)
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Nhén xét: Sau 6 thang diéu tri, c6 1 bénh nhan
trong nhéom don tri liéu phadi chuyén sang diéu tri
phau thuat.

4. Ban ludn

Trong nghién ctiu clia chung téi, diém IPSS cla
nhém diéu tri phéi hop (diéu tri két hgp doxazosin
va avodart) va nhém don tri liéu (diéu tri doxazosin
don thuan) khéng cé su khac biét 6 tinh thong ké &
thoi diém sau 3 thang diéu tri (p=0,109). Tuy nhién,
sau 6 thang diéu tri, diém IPSS cGa nhém diéu tri
phéi hop gidm ré6 rét so véi nhom don tri liéu
(p=0,001) (Biéu d6 1). K&t qua nay ciing tuong tu
nhu nghién cu CONDUCT, sau 24 thang, trung binh
diém IPSS clia nhom diéu tri phdi hgp gidm 5,4
diém, trong khi nhom don tri liéu chi gidam 3,6 diém
(p<0,001) [9] va nghién cttu combAT, sau 4 nam diéu
tri, diém IPSS & nhém liéu phap phéi hgp 2 thuéc
gidm rdé rét (6,3 diém) trong khi dé diém IPSS &
nhém don tri liéu bang tamsulosin va dutasteride
chi gidm tuang tng la 3,8 va 5,3 diém (p<0,001) [8].

Nghién clru cia ching t6i tuong tu cac két qua
nghién ciiu CONDUCT va combAT ciing cho thay liéu
phap két hop 2 thudc cling lam gidm dang ké nguy co
tién trién 1am sang. Tai ca thoi diém 3 thang va 6
thang nhom diéu tri phdi hgp tién trién tét hon so vai
nhom don tri liéu. Nhém diéu tri phéi hop ha lan luot
1 bac, 2 bac va 3 bac & thai diém 3 va 6 thang sau diéu
tri tuong Ung la (50%, 12%, 2% va 38%, 24%, 4%).
Trong khi &6 nhém don tri liéu chi ha 1 bac, 2 bac va 3
bac lan lugt tai 3 thang va 6 thang la (40%, 6%, 0% va
30%, 4%, 0%) (Bang 3) [8], [9].

Két qua nghién cliu nay tuong tu nhu Nghién
cltu ctia Monda JM va Oesterling JE (1993) cho thay
khi phéi hop 2 thuéc tc ché alpha 1 va 5-alpha
reductase, lam gidm kich thudc clia tuyén tién liét.
Trong nghién cdu Monda JM va Oesterling JE kich
thudc cla tuyén tién liét giam khoang 25%. Con
trong nghién ctru nay thé tich tuyén tién liét & nhém
diéu tri phdi hgp gidm rd rét tai ca thoi diém sau 3
thang diéu tri va sau 6 thang diéu tri so véi luc bat
dau diéu tri (tuong Ung la 18,6% va 26,3%). Trong
khi d6 thé tich tuyén tién liét 8 nhom don tri liéu van
tang lén & ca hai thoi diém sau 3 thang diéu tri va
sau 6 thang diéu tri so vai luc bat dau diéu tri (tuong
Ung la 5,2% va 10,5%) (Bi€u dé 3). Theo McConnell
va cdng su (2003), sau 6 - 12 thang diéu tri bang 5a-
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RI thé tich tuyén tién liét gidam 18 - 28% va néng do
PSA gidam 50%. Cho dén nay, thuéc duy nhat lam
gidm thé tich tuyén tién liét 1a 5a-Rls. Dutasteride
(avodart) lam gidm 95% noéng d6 DHT huyét thanh,
dan dén lam giam 94 - 97% n6ng d6 DHT tai tinh
hoan. Diéu d6 dan téi lam tang qua trinh chét theo
chuong trinh cla cac té€ bao biéu mo tuyén tién liét,
lam gidm kich thudc tuyén [5].

Két qua nghién clu clia ching téi, cling cho
thay liéu phap phéi hop 2 thudc tc ché alpha 1 va 5-
alpha reductase, lam gidm r rét lugng nudc ti€u tén
du. Luong nudc tiéu tén du & nhom diéu tri phéi
hop gidm rd rét tai ca thoi diém sau 3 thang diéu tri
va sau 6 thang diéu tri so vai lic bat dau diéu tri tu
muc 17,39 + 21,79ml & thai diém ban dau xuéng
con tuong Ung 9,24 + 13,96ml va 4,68 + 7,36ml &
thai diém sau 3 thang diéu tri va sau 6 thang diéu tri
(p<0,01). Trong khi d6, lugng nudc ti€u tén du &
nhém don tri liéu van tang Ién & ca hai thai diém sau
3 thang diéu tri va sau 6 thang diéu tri so véi lic bat
dau diéu tri, tr muic 12,49 + 13,89ml & thai diém ban
dau tang lén & muc tuong Ung 17,29 + 18,59ml va
24,42 + 33,89ml & thoi diém sau 3 thang diéu tri va
sau 6 thang diéu tri (p<0,01) (Bi€u d6 4). Nghién ctru
combAT clng cho thady liéu phap phéi hop hai
thuéc lam gidm luong nudc tiéu ton du. Nhom
thu6c alpha blocker, cé tac dung lam gian cg tron
tuyén tién liét va c6 bang quang gitp lam gidm bat
tinh trang tdc nghén niéu dao do TSLTTTL. Céc
thudc alpha blocker khong lam “tiéu” khéi u ma chi
lam c6 bang quang va niéu dao ma& rong khi di tiéu,
giup cho tiéu tién dé dang. Cac thudc tc ché 5-alpha
reductase (5-ARls) da dugc danh gia lam giam kich
thudc tuyén tién liét. Do vay, két hop 2 nhém nay
g6p phan lam gidm nuéc tiéu ton du.

Két qua nghién ctiu clia chidng t6i, cing véi cac
nghién ctu MTOP, combAT va CONDUCT khang
dinh liéu phap két hgp 2 thuéc lam gidm nguy co
dan dén bi tiéu cdp va phau thuat. Trong nghién ctiu
nay, ty 1& bénh nhan xuat hién bi tiéu & nhém don tri
liéu kha cao, tuang ung la 10% va 12% & thoi diém
sau 3 thang diéu tri va sau 6 thang diéu tri. Trong khi
doé ty l1é nay 6 nhom bénh nhan can thiép kha thap
chi 2% & ca sau 3 thang va 6 thang diéu tri (Biéu dé
5). Sau sdu thang diéu tri, ¢4 1 bénh nhan trong
nhém don tri liéu phai chuyén sang diéu tri phau
thuat. Trong khi d6 khéng c6 bénh nhan nao trong
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nhém diéu tri phdi hgp phai chuyén sang phau
thuat (Bang 4). Két qua nghién ciu combAT cho
thay liéu phap phéi hop 2 thudc cling dan dén giam
68% nguy co bi tiéu, 71% nguy cc dan dén phau
thuat so vai don tri liéu. Phoi hop 2 thudc cling lam
gidm 66% nguy ca bi tiéu hay phai phau thuat so vai
nhéom don tri liéu trong nghién ciu MTOP [5]. S6
bénh nhan nhom don tri liéu phai chuyén sang diéu
tri phau thuat trong nghién ctu ctia ching to6i thap
hon nhiéu so véi nghién ctiu combAT va CONDUCT
c6 thé do thai gian tién hanh nghién ctu cla ching
téi ngan (chi 6 thang), trong khi cac nghién cliu
combAT va CONDUCT dai hon rat nhiéu (tuong Ung
la 4 ndm va 2 nam). Thai gian clia cac nghién cdu
nay la ngédn, chua da thai gian dé thuéc 5a-Rl phat
huy tac dung téi uu clia né. Do vay, can phai thiét ké
cac nghién cuu tiép theo c6 thai gian dai hon niia dé
c6 thé danh gia hiéu qua tac dung ca phdi hop 2
thudc tot hon.

Dé tai nay lan dau tién dugc thuc hién tai Viét
Nam. Hién tai chua c6 dé tai nao tuong tu dugc thuc
hién & nudc ta. Tuy nhién, nghién ctu nay clng c6
mot vai diém han ché nhu ¢6 mau nho, thai gian
nghién ctu ngan (6 thang). Do vay, can cé cac
nghién clu véi ¢c& mau 1én hon, thoi gian nghién
clu dai hon dé danh gia cac thuéc nhém 5a-RI
chinh xac han nira. Tuy nhién, nghién cdru CONDUCT
cliing da chi ra, sau diéu tri 1 thang da thay ro tac
dung cua liéu phéap két hgp hai thuéc lam giam cac
triéu ching dudng tiéu dudi va tac dung nay duy tri
dén 24 thang [9].

Clng nhu nghién ctiu CONDUCT, nghién ctu nay
c6 mdt han ché nira la thiét ké khong c6 nhom chiing
(placebo). Tuy nhién, cac hudng dan ctia Héi Niéu hoc
Hoa Ky va Quéc té déu khuyén cao diéu tri cho céac
bénh nhan co triéu chimg dudng tiéu dudi viia dén
nang. Vi thé néu chon nhém placebo la khong thuc té
trén 1am sang, va lam mat co hoi can dugc diéu tri
sdm phong tranh nguy ca bi ti€u cap, phau thuat cta
ngudi bénh. Ching ta khéng thé khéng diéu tri cho
nhiing bénh nhan can phai dugc chi dinh diéu tri.
Nghién ctiu gan day clia Salvatore D'Agate va cong su
(2019) ciing cho thay, két hgp sém hai thuéc cho
bénh nhan TSLTTTL c6 diém IPSS vira d@én nang mang
lai két qua sém va bén viing [10].

5. Két luan

Qua nghién ctu 100 bénh nhan TSLTTTL c6
triéu ching réi loan dudng tiéu dudi mic do trung
binh va danh gia hiéu qua cta phac d6 phoi hop hai
nhom Uc ché alpha 1 (doxazosin) va thuéc Uc ché 5-
alpha reductase (avodart) trong diéu tri tang san
lanh tinh tuyén tién liét, chang t6i c6 mot sé két
luan sau:

Triéu chung réi loan dudng ti€éu dudi (danh gia
qua thang diém IPSS) ctia nhém phéi hop 2 thudc va
nhom don tri liéu khdng cé su khac biét cé y nghia
théng ké & thai diém sau 3 thang diéu tri (p=0,109).
Tuy nhién, sau 6 thang diéu tri, diém IPSS clla nhém
phoi hgp 2 thudc gidm ré rét so vsi nhom don tri
liéu (p=0,001).

Liéu phap két hgp 2 thuéc cling lam gidm déang
ké nguy co tién trién 1am sang, nang cao chat luong
cudc séng clia ngudi bénh. Tai ca thai diém 3 thang
va 6 thang nhom diéu tri két hop thudc tién trién tot
hon va chat lugng cudc séng t6t hon so véi nhém
don tri liéu, (p<0,01).

Phoi hop 2 thudc tc ché alpha 1 va 5-alpha
reductase, lam giam kich thuéc cda tuyén tién liét va
nudc tiéu ton du (p<0,01).

Liéu phap két hgp 2 thuéc gép phan lam gidm
nguy cd dan dén bi tiéu cap va phau thuat (p<0,01).
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