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PAT VAN BE

Tang sinh lanh tinh tuyén tién liét (TSLT-TTL) la bénh hay gip
nhit & nam giGi trung nién, anh huong dén chit luong séng cia ngudi
bénh. Tai My TSLT-TTL tac dong dén 70% nam gidi tudi 60 - 69 va
80% nam gidi trén 70 tudi. O Viét Nam, theo Tran Pirc Tho va DS Thi
Khanh Hy, diéu tra 1345 nam gidi trén 45 tudi, ti 1&é mac TSLT-TTL la
61,2% va ting dan theo tudi. TSLT-TTL gay rdi loan tiéu tién, c6 thé gay
bién chimg do 1am tic dudng dan niéu nhu: bi dai cap, viém duong tiét
niéu, soi bang quang, thi thira bang quang, suy than.

Piéu tri TSLT-TTL, phan 16n bénh nhan déu mudn tim nhing
phuong phap diéu tri ndi khoa dé tranh khong phai 1am phau thuat cho
mot bénh lanh tinh & tudi ma sirc khoe giam sit va c6 nhiéu bénh khac
kém theo. Cac thudc khang ol adrenergic, tc ché 5-ARI... dang duoc
ng dung rong rii nhung ciing c6 nhimg tac dung khong mong mudn nhu
choang vang, ha huyét ap tu thé, thay doi nong d6 PSA, sung dau vu,
giam hoat dong tinh duc... Cém “tién liét HC” dugc xdy dung dua trén
ly luan cia YHCT vé nguyén nhdn va bénh sinh TSLT-TTL, c6 thanh
phé”m gém cac vi thude nguén géc thdo moc, cod tac dung bo than, loi
thity, hoat huyét tan két, phu hop dé diéu trj TSLT-TTL. Hién nay chwa
c6 nghién ctru toan di€n, hé théng va khoa hoc dé khéng dinh hi¢u qua
ctia bai thudc nay. Chinh vi viy chung t6i tién hanh nghién ctru v6i mong
mudn ké thira, bao ton va phat trién y dugc hoc cd truyén, tim ra mot
phuong thudc méi c6 ngudn gbe thao duoc cé hiéu qua va an toan dé
diéu tri TSLT-TTL. Luan an dugc tién hanh véi 2 muc tiéu:

1. Nghién civu djc tinh cdp, ban trwong dién, tic dung chong viém va
tac dung giam ting sinh tuyén tién liét ciia com “Tién ligt HC” trén
thwe nghiém.

2. Ddnh gid hidu qud diéu tri va tic dung khong mong muén ciia com
"Tién liét HC" trén bénh nhin TSLT-TTL thé thin khi hu.
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NHUNG PONG GOP MOI CUA LUAN AN

Y nghia khoa hoc

Nghién ctru xuét phat tir mot bai thude cd phuong gia giam dua trén
Iy luan cua YHCT va YHHD vé& bénh sinh cia TSLT-TTL, ung dung
phuong phap bao ché hién dai, théng qua nghién ctru thuc nghiém va 1am
sang mot cach khoa hoc, cung cép cho théy thudc ndi khoa thém mot ché
pham thubc diéu trj TSLT-TTL hiéu qua va an toan.

Y nghia thye tién

TSLT-TTL 1a bénh thudng gip & nam gidi cao tudi. Dé tai di cung
cép nhitng chimg ctr khoa hoc vé doc tinh, tac dung chdng viém, tic dung
tic ché tang sinh TTL trén dong vat thuc nghiém va trén 1am sang, khai thac
von quy trong kho tang thuéc YHCT dé xay dung mot phuong thude dicu
tri ¢6 hiéu qua, an toan thong qua nhitng chiing ctr khoa hoc trén ca thuc
nghiém va lam sang.

Nhirng déng gop méi
= Védjc tinh ciia cém “Tieén ligt HC”

- Cém “Tién liet HC” khdng gay doc tinh cip & lidu 225,02gam duoc
liéu/kg. Chua xéac dinh dugc LDs, trén chudt nhit tring trén duong udng
bang phwong phap Litchfield - Wilcoxon.

- Doc tinh ban truong didn: Cém “Tién ligt HC” khong gay ddc tinh
ban truong dién trén tho o lidu udng 8,4g duogc lidu/kg/ngay va lidu 25,29
duoc lidu/kg/ngay trong 12 tuan lién tuc.
= V¢ tac dung chong viém trén thuc nghiém

“Tién liét HC” c6 tac dung chéng viém cip & chudt cong tring
thong qua lam giam thé tich dich ri viém; lam giam sé lugng bach cau
trong dich ri viém.

Cbm Tién liét HC liéu 28g duoc lidu/kg va 56g duoc lidu/kg co tac
dung chéng viém man trén mo hinh giy u hat thuc nghiém & chuot nhét
trang. Tac dung nay twong duong v6i methylprednisolon liéu 20mg/kg.
= Vé tic dung trc ché TSLT-TTL trén thuc nghigm

- Cém Tién liét HC lidu 19,6g va 39,2g duogc liéw/kg c6 tac dung lam
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giam c6 y nghia thong ké trong lugng tuyén tién liét trén mo hinh gay
TSLT-TTL trén chudt cong tring dyc trudng thanh.
» V¢ hiéu qud diéu tri TSLT-TTL trén 1am sang

- Coém “Tién liet HC” ¢6 tac dung cai thién tét cac triéu chung rdi
loan ti€u tién trén bénh nhan TSLT-TTL thé than khi hu, lam giam
diém PSS, cai thién diém chét luong cudc séng, lam tang luu lugng dong
tiéu, lam giam thé tich nudc tiéu ton du. Com Tién liét HC c6 tac dung
lam giam thé tich TTL tir 39,83 + 8,38cm® xubng con 30,23 + 7,42cm®
sau 2 thang diéu tri, khac biét c6 y nghia thong ké so vé6i trude diéu tri va
so voi nhom BC (p < 0,05).

- Com “Tién liét HC” khong gay tac dung khong mong mudn trén 1am
sang ciing nhu can 1am sang ddi voi bénh nhan TSLT-TTL.

CAU TRUC LUAN AN

Luan an gém 139 trang, trong d6 dit van dé 2 trang; Chuong 1. Tong
quan 39 trang; Chuong 2. Chat liéu, d6i tuong va phuong phap nghién
ctru 19 trang; Chuong 3. Két qua nghién ctru 39 trang; Chuong 4. Ban
luan 37 trang; Két luan 2 trang; bé xuét 1 trang. C6 126 tai liéu tham
khao da duogc st dung, trong do 55 tai li€u tiéng Viét, 32 tai liéu tiéng
Trung va 39 tai lidu tiéng Anh. Luén an duoc trinh bay va minh hoa
thong qua 34 bang, 2 hinh v&, 2 so dd, 12 biéu dd va 14 anh.

Chuong 1
TONG QUAN TAI LIEU

1.1. Téng quan vé TSLT-TTL theo YHHD
1.1.1. Nguyén nhén va co ché bénh sinh

Nguyén nhan va bénh sinh cia TSLT- TTL con nhiéu diéu chua
that sang to. Tuy nhién c6 hai yéu té quan trong d6 1a tudi doi va vai tro
cua noi tiét to nam (testosteron). Testosteron khéng truc tiép gy TSLT-
TTL ma duoc chuyén thanh Dihydrotestosteron (DHT) nhd enzym 5a-
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reductase, DHT kich thich ting sinh t& bao gy TSLT- TTL. Nam gi6i
khi > 45 tudi c6 su thay d6i noi tiét: testosterone giam lam ty 1&
oestrogen tang lén tuong ddi, tac dong gian tiép lam ting tinh nhay cam
cua thu cam DHT gay TSLT- TTL.

1.1.2. Diéu tri TSLT-TTL

Diéu tri noi khoa chi dinh khi chwa c6 bién chung, réi loan tiéu
tién tir trung binh dén nang, khdng co chi dinh bt budc ngoai khoa.

* Cdc thudc chen ol - adrenecgic: 1am gidn co tron cd bang quang
va niéu dao TTL, do vdy giai phong dong nudc tiéu. Cac tic dung khong
mong muén la choang vang, mét moi, ha huyét aptu thé, non, dau du.

* Thuéc ke ché 5a - reductase (5 - ARI): ngan can sy chuyén hoa
testosterone thanh DHT do d6 lam giam thé tich TTL. Céc tic dung
khong mong mudn bao gém giam cam himg tinh duc, bat luc, dau nguc
lan toa, sung dau vi, giam sé lugng tinh tring va lam thay d6i nong do
PSA trong mau.

* Thudc chiét xudt tir thdo dwoc: hién nay dugc dung rong rai
do hiéu qué tot trén bénh nhan TSLT-TTL vi ¢6 tic dung chéng
viém, loi tiéu va hau nhu khong c6 tac dung khong mong mudn.

Diéu tri ngoai khoa chi dinh khi ¢ nhidm tring tiét niéu tai dién; soi
bang quang; bi tiéu cap tai dién; gidn niéu quan do trio nguoc; tai thira
bang quang; suy than nguyén nhéan tir tic nghén do TSLT-TTL. Cac
phuong phap nhu phau thuat mé, phau thuat ndi soi, cic phuong phap
xam l4n t6i thiéu nhu diéu tri bang nhiét vi song, st dung laser trong diéu
trj boc nhan TTL hodc bc hoi TTL, nit déng mach TTL.

1.2. Téng quan vé TSLT-TTL theo YHCT
1.2.1. Nguyén nhéan va bién chirng lugn tri

TSLT-TTL trén 1am sang thuong c6 cac chimg di tiéu kho, tiéu rat,
tiéu dém, tiéu nhiéu lan... twong tmg véi long bé, di niéu ciia YHCT.

Nguyén nhan 1a do cong nang khi hoa cta than khi va bang quang
suy giam. Than hu, khi hoa bang quang kém 1a nguyén nhan hang dau cia
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chimg “long b&”, “di niéu” trong TSLT-TTL, khi diéu tri can phai bd than,
tang cuong khi hoa bang quang. Ngoai ra trong TSLT-TTL con vai tro cua
tro lyc hitu hinh 12 khdi ting sinh ctia TTL chén ép, theo YHCT, diéu
nay c6 lién quan dén dam két, huyét @ tré & ha tiéu lam cho mach lac ¢ ha
tiéu bi chén ép, tic tro, 1am tiéu tién khong thong. Nhu vay, dam két, khi
huyét @ tré ¢ ha tiéu ciing 1a mot nguyén nhan quan trong gay ra TSLT-
TTL. Vi vay phap diéu tri, can phai nhuyén kién, tan két, tiéu trir tich tré.
Bénh lau ngay thiy di tiéu dau budt, tiéu nong (nhiét 1am); tiéu ra
cin soi (thach 1am); tiéu méau (huyét 1am) thi thudc vé cac bién chiing cua
bénh. Giai doan nay tuong ng vai “chimg 1am” cia YHCT, nguyén nhan
la do thip nhiét uat két & ha tiéu, diéu tri can thanh thap nhiét ha tiéu.
1.2.2. Diéu tri ting sinh lanh tinh tuyén tién ligt theo YHCT

Can cr vao ly luan caa YHCT két hop vai ngudn gbc bénh sinh cua
TSLT-TTL theo YHHP dé dua ra nguyén tac diéu tri.

Than hu, huyét & dam két 1a nguyén nhan cin ban cia TSLT-TTL
theo YHCT, chinh vi vay phép diéu tri can bo than, ting cuong khi hoa
bang quang, nhuy2n kién tan két, lam mém va 1am tiéu nho khéi tich tu 1a diéu
tri vao cai gic cua bénh.

Khi c6 cac bién ching cua bénh nhu nhiém khuan tiét niéu, soi... la thap
nhiét & két ¢ ha tiéu thi phai diéu tri thanh lgi thap nhiét. Trén 1am sang
con tuy theo cac chung trang biéu hién nhu nhiét 1am, thach 1am, huyét Iam,
niéu bi ma co thém cac phap diéu tri phdi hop khac nhau nhu thanh nhiét, bai
thach, luong huyét, chi huyét théng 1am.

1.3. Téng quan vé bai thudc nghién ciru “Tién liét HC”

Thén khi hu, than dwong hu, khi hoa bang quang kém, huyét @, dam
két, khi tré ¢ ha tiéu la nhiing nguyén nhan chinh dan téi TSLT-TTL.
Trén co s& 1y luan nay, bai thuéc “Tién liet HC” gdm 12 vi thube co
truyén, dugc xdy dyng tir bai Té sinh than khi phuwong trong “Té sinh
phuong”-1a bai thudc ¢o tac dung bd than, 6n duong, 1oi thuy. Bai thubc
duogc gia giam dé phu hop véi bénh sinh cia TSLT-TTL theo ca YHCT
va YHHD. Trong bai Hoai son, Son thu c6 tac dung bd than; Tho ty ti
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bd than duong; Qué chi 6n thong loi niéu, ting sirc khi hoa bang quang;
Xa tién, Y di, Trach ta dé loi niéu thong 1am; Pao nhan, Vuong bét luu
hanh, Nguu tat c6 tac dung hoat huyét tan r; L€ chi hach, Tao giac thich
c6 tac dung tan két. Bai thudc co tac dung bd than, khi héa bang quang,
tang suc loi niéu, 1am giam cac tridu chung di tiéu kho, tiéu rat, tiu
nhiéu 1an, tiéu vé dém. Cac vi thudc hoat huyét tan két giup tiéu trir cac
khéi tich tré trong co thé, lam mém va nhé u cuc, giai phong su chen ép
do TSLT-TTL gay nén.

Chuwong 2
CHAT LIEU - POI TUQNG - PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru

Com “Tién liét HC”: dang cdm tan, g6i 20g, do cong ty cd phan
duoc phém Khang Minh san xuét, dat tiéu chuan chat luwong theo TCCS,
c6 thanh phan 1 g6i gdm: Pao nhan (Semen Pruni) 5g; Hoai son (Tuber
Dioscoreae persimilis) 6g; Lé chi hach (Semen Litchi) 6g; Nguu tat
(Radix Achyranthis bidentatae) 6g; Qué chi (Ramunlus Cinnamomi) 3g;
Son thu (Fructus Corni officinalis) 5g; Tao giac thich (Spina
Gleditschae) 6g; Tho ty tir (Semen Cuscutae sinensis) 6g, Trach td
(Rhizoma Alismatis) 5g; Vuong bat luu hanh (Fructus Fici pumilae) 6g;
Xa tién tir (Semen Plantaginis) 6g; Y di (Semen Coicis) 10g.
2.2. Pbi twong nghién ciru
- Trén thwe nghiém: Chudt nhit tring chang Swiss, tho ching
Newzealand White, chudt cong trang ching Wistar khoé manh dat tiéu
chuan nghién ciru do cac trung tdm chin nudi dong vat thi nghiém coé uy
tin cung cap.
- Trén 1am sang: 76 bénh nhan dugc chin doan 1a TSLT-TTL. Theo
YHHD: c6 céc rdi loan tiéu tién (RLTT) diém IPSS > 8; diém chat luong
cudc sébng (CLCS) > 3; tham truc trang TTL to, mém, nhén, ranh gi6i rd,
khong dau; Siéu am thé tich TTL (V1) tang: 25cm® < Vor < 60cm?; thé
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tich nudc tiéu ton du (Vtd) < 100ml; Xét nghiém PSA < 4 ng/ml. Theo
YHCT: bénh nhén thudc thé than khi hu.

2.3. Phwong phap nghién ciu

- Nghién ciru dic tinh cip: theo phuong phap Litchfield - Wilcoxon.

- Nghién citu dic tinh bdn trwong dién: theo huéng dan cua WHO.

- Nghién ciru tac dung chéng viém: Phurong phdp gdy viém cap: Trén
mo hinh gay pha chan chugt cong bang carrageenan va mé hinh gay tran
dich mang bung. Phuong phap gdy viéem mgn: Gay u hat thuc nghiém
theo phuong phap ctia Ducrot, Julou va cong su trén chudt nhét trang.

- Nghién cizu md hinh gay ting sinh lanh tinh tuyén tién ligt: theo md
hinh cuia Jian-Hui Wu va cong su: gdy ting sinh lanh tinh tuyén tién liét
& chudt cong trang duc bang testosteron phdi hop vai bisphenol A.

- Nghién czu trén lam sang: thi nghiém 1am sang mo, so sanh trudc
sau diéu tri va so sanh véi nhém chirng. Bénh nhan nghién ciru duoc chia
thanh 2 nhém dam bao tinh twong dong vé tudi, mic d6 ning cua bénh
theo thang diém IPSS. Nhém ddi chimg (BC): udng Alfuzosin (Xatral)
5mg X 2 vién/ngay x 60 ngay; Nhém nghién ctu (NC): uéng com Tién
ligt HC goi 20g x 2gdi/ngay x 60 ngay. C&c chi tiéu theo doi va danh gia
két qua gdm: mirc d6 RLTT theo diém IPSS; diém CLCS; s lan di tiéu
dém; luu lwong dong tiéu trung binh (LLDT); Vrr; Vid; Panh gia két
qua chung c6 3 muac do: Tot: diém IPSS va CLCS giam > 50%, Vtd
giam > 50%; Khéa: IPSS va CLCS giam > 20% - < 50%, Vtd giam >
20% - < 50%; Kém: diém IPSS va CLCS giam < 20% hoic khong thay
d6i hozdc tang 1én, Vtd giam < 20% hoic khong thay déi hodc ting 1én;
Theo ddi cac triéu chirng khong mong muén: rdi loan tiéu héa, budn nén,
dau dau, hoa mét, chong mat, choang vang, ngat/thiu, mat nga, man
ngtra, may day di ung... Panh gia su thay doi trudc va sau diéu tri cac
thdng s6 huyét hoc (s lugng hong cau, bach cau, tiéu cau, huyét sic ),
cac xét nghiém chuc nang gan (ALT, AST), chirc nang than (ure mau,
creatinin mau, protein niéu, hdng cau niéu, bach cau niéu).



2.4. Pia diém thyc hi¢n dé tai:

- Nghién ctru trén thuc nghi€ém dugc tién hanh tai B6 mdén Duoc ly -
Truong DPai hoc Y Ha Nai.

- Nghién ctru trén 1am sang dugc thuc hién tai Khoa Noi - Bénh vién Y
hoc ¢6 truyén Trung uong.

2.5. Xir 1y s liéu: cac s liéu thu thap duogc xir Iy theo theo thuat toan
thong ké Y sinh hoc, sir dung phan mém SPSS 18.0. Sy khéc biét c6 ¥
nghia thong ké khi p < 0,05,

Chuwong 3
KET QUA NGHIEN CcUU

3.1. Két qua nghién ciru trén thuc nghiém
3.1.1. Péc tinh cdp

Chudt nhat tring da dugc ubng thude thir tir lidu thip nhat dén
liéu cao nhét: 225,02¢g duoc ligu/kg. Sau khi uéng thudc, tat ca cac chudt
van an ubng, bai tiét, hoat dong binh thudng trong sudt 7 ngay theo ddi.
Khoéng c6 chudt nao chét & tit ca cac 16. Chua xéac dinh duoc LDs, cla
cdm “Tién liét HC” theo duong ubng.

3.1.2. Bjc tinh bdn trwong dién:

Trong thoi gian thi nghiém, tho ¢ ca 3 16 hoat dong binh thuong,
nhanh nhen, mit sang, 1ong muot, an udng t6t, phan kho. Sau 6 tuan va
12 tuan dung thudc lién tuc voi lidu 8,4g/kg va 25,29 /kg khong giy doc
tinh trén co quan tao mau va khong lam thay doi chiic ning gan, than tho
trén xét nghiém sinh hoa. Trén md bénh hoc: Pai thé: quan sat thiy
khong co thay ddi bénh 1y nao vé mit dai thé cua cac co quan tim,
phéi, gan, lach, tuy, than va h¢ théng tiéu hoa cua thod. Vi thé:
khéng thay ton thuong va khong co su khac biét vé cdu tric vi thé
gan, than cta tho gitra 16 chimg va 2 16 udng thudc nghién ctru.
3.1.3. Tdc dung chong viém ciia “Tién ligt HC” trén thwe nghi¢m
* Tac dung chéng viém cap:



+ Trén moé hinh gdy phu chan chugt:
Bdng 3.13. T4c dung chéng viém cdp trén md hinh gay phi chan chugt

Sau 2 gio (V)
Lo

Sau 4 gio' (V,)

Sau 6 gio (Vi)

Sau 24 gio (Vy)

Do phu | % giam

Do phu | % giam

Do phu | % gidam

Do phu | % giam

(%) phu | (%) phu (%) | phd (%) phd
Lo1: Chimg | 4200 £ 51,22+ 39,18+ 1210+
(n=10) | 12,19 11,95 7,98 10,37

L62:Aspirin 11,87i 71,74%

16,96 + 66,89%

21151460296

10,15 + 16,12%

(n=10) 3,96 4,27 3,67 3,74
Do <0,001 <0,001 <0,001 >0,05
L6 3: TLHC

196gkg | S039% |27,64%
(n=10) 16,23

45,56 + 11'05%
19,83

13,19

11,00 + 9’09%
7,62

0a1 >0,05 >0,05 >0,05 >0,05
L64:TLHC
392gkg | 5222 % |16,14%[43:67 % | 14 7495 | 3584 % g 5304 | 10.37 %) 14 300
(n=10) 8.43 12,27 6,93 6,42
0a1 >0,05 >0,05 0,05 >0,05

Nhdn xét: “Tién liét HC” & ca 2 lidu c6 xu huéng 1am giam viém nhung
su khac biét khong c6 ¥ nghia théng ké & tat ca cac thoi diém nghién ciu.
+ Trén mo hinh gay viém mang bung chugt

Thé tich (ml)
25 2,23+ 0,44

2,26 = 0,64

1,2+ 0,42

2_
15 1
1+ 0,69 + 0,15
g W
0 :

T

T

-

Lol(chung)  Lo2(Aspirin) La3(TLHC 19,6)Lo4(TLHC 39,2) Lo

Biéu @6 3.1. Anh hwéng ciia “Tién ligt HC” dén thé tich dich ri viém
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Nhgn xét: “Tién ligt HC” liéu 39,29 /kg cd tac dung lam giam thé tich dich
ri viém so véi 16 ching, su khac biét ¢ y nghia thong ké véi p < 0,01.

S6 lwong BC(G/1)

22 120,55+ 7,81

20 1
18 16,30 + 3,45
16
13,54 + 3,68
14 13,18 + 3,68
12 I l
10 ' ' 1 -
Lo1(chung) Lo62(Aspirin) L63(TLHC L64(TLHC Lo
19,6) 39,2)

Biéu do 3.2. Sé lwgng bach cdu trong dich ri viém
Nhdn xét: “Tién ligt HC” lidu 19,6g/kg va 39,2g/kg déu lam giam
s6 lwong bach cau trong dich ri viém so v6i 16 ching (p < 0,05).
* T4c dung chéng viém man:
Bdng 3.14. Tac dung cia “Tién ligt HC” 18n trong lwong u hat

Trong lugng u | % giam

Lo _(mg) $0 Vi o)} P2
(X £SD) chirng
L6 1: Chirng sinh hoc 64,75 + 23,99

L6 2: Methylprednisolon 20mg/kg | 27,56 + 10,79 57,44 1< 0,001

L 3: Tién lidt HC 28g/kg 28,38+8,62 | 56,17 |<0,001|>0,05

Lo 4: Tién lidt HC 56g/kg 31,00+847 | 51,12 |<0,01 [>0,05

P1:p s0 v6i 16 1; py: p so voi 16 2
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Nhdn xér. “Tién liét HC” & ca 2 lidu c6 tac dung lam giam trong luong khoi
u hat 16 rét so voi 16 ching, khac biét c6 y nghia véi (p < 0,01). Tac dung
chdng viém nay twong duong methylprednisolon 20mg/kg (p > 0,05).

3.1.4. Tic dung ciia com “Tién ligt HC” trén mé hinh ting sinh lanh tinh

tuyén tién liét thuc nghigm

Bing 3.17. Trong lwong tuyén tién ligt sau khi sdy kho

Can nang tuyén tién ligt sau khi say khd
Lﬁ n (>(i SDI g) =
. \ A Tong toan
Thuy bung | Thuy trwéc bén tuyén
L6 1: Chang 10
sinh hoc 0,023+0,002 | 0,019+0,002 | 0,042 + 0,004
L6 2: M6 hinh | 10
0,045+0,003 | 0,037 +£0,003 0,082 + 0,006
P21 < 0,001 < 0,001 < 0,001
L6 3: dutasterid | 10
25 Lg/kg 0,033+0,005 | 0,019+0,002 | 0,052+ 0,006
P32 <0,05 < 0,001 <0,05
L6 4: Tien liet | 10
HC 19,6g/kg 0,037 +£0,004 | 0,021+0,004 | 0,058+ 0,007
Pa-2 < 0,05 <0,01 < 0,05
Pa-3 > 0,05 > 0,05 > 0,05
L6 5: Tien liet | 10
HC 39,2g/kg 0,033+0,001 | 0,024 +0,003 | 0,057+ 0,004
Ps.2 < 0,05 < 0,05 < 0,05
Ps-3 > 0,05 > 0,05 > 0,05

Nhén xét: “Tién liet HC” ca 2 liéu déu c6 tac dung lam giam rd rét trong
luong TTL & ca thuy bung, thuy truéc bén va tong trong lwong toan
tuyén, su khac biét so vdi 16 mo hinh ¢6 y nghia théng ké (p < 0,05). Tac
dung tuong duong véi 16 chung duong dung Dutasterid véi p > 0,05.
* Hinh dnh mé bénh hoc tuyén tién ligt ciia chugt nghién civu

Kiém tra hinh thai vi thé tuyén tién liét trén kinh hién vi quang
hoc v6i d phong dai 100 14n cho thiy:
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+ 016 1: L6 chimg sinh hoc: hinh anh TTL chudt binh thuong:

Anh 3.11. Lo 1: Anh vi thé TTL binh thuong (chugt s6 2) (HE x 100)
Hinh anh tuyén tién het chudt 16 chung (tiém dau oliu va ubng nuéce loc) c6
chu triic tuyen va mo k& binh thuon

+ O 16 2: gy mo hinh (tiém testosterol va udng bisphenol A) c6 sy phi
dai ro.

Anh 3.12. Lo 2: Anh vi thé tuyén tten liét phi dgi ré (chugt 56 9) (HE x 100)
Ong tuyén ting san vai cac tai tuyén gidn rong, té bao biéu mo thip det

+ 0 16 3: chimg dwong (gdy md hinh va udng dutasterid): Hinh anh TTL
giam tang sinh nhiéu so vai 16 2:

Anh 3.13. L6 3: Anh vi thé tuyén tién ligt (chugt sé 3) (HE x 100)
Hinh anh tuyén tién liét tdng sinh giam hon so véi chudt 16 2
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+ 016 4 va 5 (giy mo hinh va udng “Tién liét HC”): hinh anh tuyén binh
thuong (Anh 3. 14)

Anh 3.14. Lo 4: Anh vi thé tuyen tten li¢t binh thuong (chugt so 5) (HE x 100)
S6 lwong tuyén binh thudng, long tuyén hau hét khong c6 dich tiét, té bao khong
tang sinh, khong thoai hod, mé dém khong ting sinh, khong xung huyét

3.2. Két qua nghién ciru trén 1am sang
3.2.1. Hi¢u qud diéu tri TSLT-TTL ciia cém “Tién ligt HC”
* Bién doi diém IPSS sau diéu tri

Piém IPSS
25 1
20,50 + 5,81
e=ll= Nhom NC
20 - 20,43 + 4,010
15,17 + 3,928 === Nhom DC
15 1
13,60 + 4,48
101 10,76 + 3,610
5 1 8,63 + 4,350
° ' ' ' . .
Do D30 D60 Thoi diém (ngay)

Biéu do 3.7. Thay doi Piém IPSS trung binh truwdc va sau diéu tri
Nhgn xét: Biém IPSS ca 2 nhém giam dan sau diéu tri. Sau 1 thang diém
IPSS giita 2 nhém khac biét khong co ¥ nghia thong ké (p > 0,05). Tuy
nhién, sau 2 thang diéu tri nhém NC giam diém IPSS nhiéu hon nhém
DC, su khac biét giita 2 nhém luc nay ¢ ¥ nghia thong ké voi p < 0,05.



14
* Bién doi vé diém chdt lwpng cugc séng (CLCS) sau diéu tri
Piém CLCS

4,38 £ 0,83
1 4,30 = 0,65

2,83+ 07913 £ 0,62

220+ 0,71 .
80+ 0,76 ’ ® Nhém NC

2 ® Nhém BC

1

0 ' -
DO D30 D60 Thoi diém

Biéu d6 3.8. Sw thay déi diém CLCS trung binh truwéc va sau diéu tri
Nhdn xét: Sau 1 va 2 thang diéu tri, diém CLCS & ca 2 nhém déu cai
thién so véi trude diéu tri (p<0,01). O D30, diém CLCS giita 2 nhom
khong khac biét (p>0,05), & D60 nhém NC cai thién tot hon (p < 0,05).

* Thay déi vé lwu lwong dong tiéu

LLDT (ml/s)
10 + 8,68 £ 1,90
g 6,61+ 1,61 7,07+ 0,79
4432171 5,94 + 0,70
6 4,13+ 047
al ® Nhom NC
B Nhom BC
2 -
0 ' -
DO D30 D60 Thoi diém

Biéu db 3.9. Luu lwong dong tiéu trung binh trwdc va sau diéu tri

Nhdn xét: LLDT cia 2 nhém déu ting sau diéu tri (p < 0,01) va cua
nhoém NC cao hon nhém BC & ca D30 va D60 déu ( p < 0,05).
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* Bién doi the tich nwdc tiéu ton dw trudc va sau dieu tri

Vtd(ml)
74,17 + 18,23
80 1 69,73 + 18,42
70 +
60 +
50 +
40 +
30 1
20
10
0

® Nhém NC
26,76 + 14,53
22,44+ 14,15 = Nhom BC

8,85+ 6,01 9,21+ 7,51

; e
DO D30 D60 Thoi diém

Biéu d6 3.10. Sw thay doi thé tich nwéc tiéu ton dw trwée va sau diéu tri
Nhdn xét: Sau 1 thang va 2 thang diéu tri, thé tich nudc tiéu ton du trung
binh & tirng nhém giam c6 ¥ nghia thong ké véi p < 0,01 va khong c6 su
khéc biét c6 ¥ nghia thong ké gitra 2 nhém vai p > 0,05.

* Thé tich tuyén tién ligt trudc va sau diéu tri

Thé tich TTL (cm3)

39’83 + R 12

40 38,01 + 7,43 37,30 + 6,81 37,20 = 6,96

35 - 33,36 % 10,04

30,23 + 7,42 ¥ Nhoém NC

30 7 ® Nhom BC

25 ' I
DO D30 D60 Thoi diém

Biéu d6 3.11. Thé tich tuyén tién li¢t trung binh trudc va sau diéu tri
Nhdn xét: Sau diéu tri, thé tich tuyén tién liét cia nhom NC da giam
¢6 ¥ nghia théng ké voi p < 0,01.



16

* Két qua diéu tri cdc triéu chirng theo YHCT
Bing 3.26: Dién bién cdc triéu chirng theo YHCT trude va sau diéu tri

Nhom| Nhom NC (n=36) | Nhém DC (n = 36) D
Do Dso Dg Dgo 2 nhom
Triéu chirn n (%) n (%) n (%) n (%)

3 limiemy | 0(B33%) | 1(2.8%) | 29(80.6%) | 5(139%) | 0,089

Cam giac tiéu 0 o . ]
Khong hét 31(86,1%) | 7(19,4%) | 28(77,8%) | 6(16,7%) | 0,250

Diticu gap | 19(52,8%) | 6(16,7%) | 18(50,0%) | 4(11,1%) | 1,00

Tay chanlanh | 1614 40) | 2(5,60) |12(33.3%) | 9(25,0%) | 0,01

Daulung | 21(58,3%) | 5(13,9%) | 18(50,0%) | 14(38,9%) | 0,01

Ngi kém | 24(66,7,0%) | 5(13,9%) | 25(69,4%) | 14(38,9%) | 0,01

Mi‘}’igjm 26(72,2%) | 9(25,0%) | 24(66,7%) | 20(55,6%) | 0,001

Nhdn xét: Sau diéu tri, tri¢u ching di tiéu dém nhiéu lan & nhém NC chi
con 1 bénh nhan; nhém PC con 5 bénh nhan.
Céc triéu chimg di tiéu gap, cam giac tiéu chua hét déu dugc cai
thién sau diéu tri voi p < 0,01 va twong duong nhau & 2 nhém (p > 0,05).
Céc triéu chimg ctia YHCT nhu dau lung, tay chan lanh, mach trim
nhuoc duge cii thién & nhém NC t6t hon nhom BC (p< 0,05).
* Pdnh gid két qud chung

T§ 18 (%)
90 1
80 1
70
60 -
50 1
40 A
30 1
20 1
10 A
O -

® Nhom NC
Nhom BC

13,8

Tt Kha Kém Két qua diéu tri

Biéu do 3.12. Két qud diéu tri chung
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Nhdn xét: Két qua tét caa nhom NC 1a 83,3% va nhom DC 1a 69,5%; két
qua kém & nhém NC 1a 5,6% va nhom DC 1a 13,8%; két qua diéu tri cua
nhom NC cao hon nhém PC, khac biét co y nghia théng ké véi p < 0,05.
3.2.2. Cac tac dung khéng mong muén cia thuéc
* Trén lam sang

Bang 3.32. Cac TDKMM trén lam sang & bénh nhan nghién ciru

Nhom Nhom NC (n=36) | Nhom DC (n= 36)
TDKMM n Ty 18% n Ty 16%
Man ngura, di ing 0 0 0 0

Chéng mat 0 0 2 55

R6i loan tiéu hoa 0 0 1 2,8
Day bung 1 2,8 0 0
Mat ngui 0 0 0 0

Nhdn xét: Nhdm NC khong c6 bénh nhan nao cé biéu hién man ngua di
rng hay chong mat, réi loan tiéu hod, chi c6 1 bénh nhan ¢ cam giac day
bung sau khi uéng thubc trong 3 ngay dau. Nhém DC ¢6 1 bénh nhan bi
rbi loan tiéu hoa va 2 bénh nhan bi chéng mat.

* Mgt s6 chi sé huyét hoc va sinh hoa truéce va sau diéu tri:

Sau 2 thang diéu tri, ca thuéc NC va ca thudc BC khong lam anh
hudng dén sé lwong hdng ciu, bach cau, tiéu cau va hemoglobin, khong
lam anh hudng dén chirc ning gan, than, sy khac biét v& ham luong Ure,
Creatinin, AST, ALT trudc va sau diéu tri khong co y nghia thdng ké.
Cac thong sb xét nghiém nudc tiéu ciing khong thay ddi vai p > 0,05.

Chuwong 4
BAN LUAN
4.1. V& dpc tinh va tac dung ciia cdm Tién liét HC trén thwe nghiém
4.1.1. Djc tinh cip va djc tinh bin truong dién
Két qua nghién ctru doc tinh cp cua thude cho thdy chwa xac dinh
dugc LDsy cua cdm “Tién liét HC” theo dudong udng trén chudt nhit
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trang va khong thy xuat hién triéu ching bat thuong nao trong 72 gid
sau udng thudc 1an dau va trong subt 7 ngay sau udng thudc.

Nghién ctru doc tinh ban truong dién cho thay cdm “Tién liét HC”
khong gy anh huong toi tinh trang chung va thé trong cta tho, khong
anh hudng t6i cac chi s huyét hoc, chtic nang gan, than tho, khong gay
huy hoai té bao gan, than trén xét nghiém va mé bénh hoc. Két qua
nghién ctru ciing phtl hop vi cac vi thude trong bai déu c6 ngudn gbe tir
thiao moc, di duoc nhan dan ta cling nhu mét sé nudc Pong Nam A su
dung tir 1au doi dé lam thude ubng va khi ding trén thyc té ciing cho thiy
khong giy ra nhiing tic dung khong mong mudn trén 1am sang. Két qua
nghién ciru nay di khang dinh thém vé sy an toan cua thudc nghién ciru.
4.1.2. Tdc dung chong viém trén thuc nghiém

Trén mo hinh gy viém cép phu chan chudt, cém “Tién liét HC”
19,6g va 39,2g dugc liéu/kg c6 xu hudng lam giam phu so vdi chung,
nhung sy khac biét chua co y nghia théng ké (p>0,05) (Bang 3.13). Trén
mo hinh gay viém mang bung, Tién liét HC liéu 19,69 va 39,2g/kg c6 tac
dung 1am giam sb lugng bach cau trong dich ri viém. O liéu 39,2g/kg,
TLHC lam giam thé tich dich ri viém (p< 0,01) nhung liéu 19,6g/kg thi
khong ¢ tac dung nay (p>0,05), (Biéu db 3.1).

Tac dung chéng viém cua cém “Tién liét HC” 1a do mot s6 vi
thudc trong bai thude ¢ tic dung chdng viém da duoc nghién ctu va
chimg minh nhu Nguu tat, Qué chi, Pao nhan. Tuy nhién chung t6i thy
cdm c6 tac dung chong viém yéu. Diéu nay c6 thé 1y giai duoc vi trong
bai thudc nghién ctru ctia ching t6i, khong c6 nhitng vi thude chdng viém
chu dao - cac vi thude thanh nhiét trir thip giai doc, khac véi nghién ciru
ctia Nguyén Thi Tan vé bai thudc Tién liét thanh giai, v6i thanh phan chi
dao 1a thanh nhiét trir thdp giai doc nhu Hoang ba, Thuong truit, Bach
hoa xa nén co tac dung chbng viém cip tot hon. Chinh vi vay, ing dung
diéu tri c6 khac nhau, Tién liét thanh giai c0 tac dung tdt v6i bénh nhan
TSLT-TTL thé th?ip nhiét, con bai thudc cua chung t61 khong lya chon
thé bénh nay. O liéu cao, TLHC thé hién tac dung chdng viém tot hon
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(Bi¢u d 3.1), két qua nay ciing goi y néu trong qua trinh diu tri, bénh
nhan xuat hién nhitng viém nhiém cép tinh ¢ duong tiét niéu thi co thé
xem xét tang liéu thuéc ma khong can déi thude khéc.

Trén md hinh gay viém man tinh cho thdy cém “Tién liét HC” &
ca 2 lidu 28g/kg va 56g/kg/ngay déu co tac dung chéng viém man
thé hién qua tac dung lam giam trong luong khéi u so vai 16 ching
(p < 0,01), twong duong voi methylprednisolon liéu 20mg/ (p > 0,05)
(Bang 3.14). Pay la tac dung dwoc 1y rat co ¥ nghia vi c6 thé ding thudc
trong diéu tri cac bénh ly ma ¢ kém qua trinh viém man tinh.

4.1.3. Vé tic dung ciia cém Tién ligt HC trén mé hinh ting sinh lanh
tinh tuyén tién li¢t trén thwe nghiém

Com Tién liét HC liéu 19,6g/kg va 39,2g/kg/ngay déu lam giam
trong lugng TTL so vdi 16 mo hinh (p < 0,05) (bang 3.17), twong duong
v6i 16 dung Dutasterid (p > 0,05). Trong thanh phan ¢ém “Tién liét HC”
¢ cac vi thube hoat huyét tan két nhu Pao nhan, Vuong bat luu hanh,
Nguu tit, Qué chi. Nghién ciru vé tac dung duoc 1y cho thiy cac vi thube
nay c6 kha ning trc ché sy phat trién cia cac té bao khdi u. Tinh dau qué
chtra cinnamaldehyd c6 tac dung diét khuan. Tinh diu qué va cao qué
con c6 tac dung chdng chung huyét khdi, chdng viém. Cinnamaldehyd
trong tinh dau qué rc ché sy phat trién cta khdi u ¢ chudt nhat tring.
Polysaccarid ctia Vuong bat Iuu hanh c6 tac dung trc ché nhiéu loai té
bao khdi u di dugc cay ghép trén chudt, lam ting cuong phan tmg mién
dich cua chudt da ciy ghép khdi u. Trong YHCT, Pao nhan, Vuong bat
luu hanh, Nguu tat o tac dung hoat huyét hoa r; L€ chi hach, Tao giac
thich tan két, nhuyén kién giup hoat huyét tiéu trir khdi tich tré, lam mém
va nho u cuc, chinh vi vy ma bai thudc d3 co hiéu qua rat o rét trong
viéc rc ché su phat trién cua khdéi TSLT-TTL trén thue nghiém. Két qua
nay rat c6 y nghia, giup cho nghién ctu tiép theo trén 1am sang & bénh
nhan TSLT-TTL. Hon nita, hiéu qua e ché ting sinh TTL & 16 dung liéu
trung binh va 16 dung liéu cao 14 tvong duong nhau (p > 0,05), diéu nay
g6p phan quan trong trong viéc lya chon lidu dung thudc trén 1am sang.
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4.2. V& hi¢u qua diéu tri cia Tién li¢t HC trén bénh nhan TSLT-TTL
4.2.1. Sw thay doi mirc dp réi loan tiéu tign theo thang diém IPSS

Sau 2 thang diéu tri, diém IPSS trung binh cia nhém NC giam con
8,63 * 4,35 diém, nhém PC con 10,76 + 3,61 diém, khac biét co ¥ nghia
v6i p < 0,05. Két qua nghién ctru chimg to cém Tién liét HC va Xatral
déu co tac dung cai thién triéu chimg RLTT va Tién liét HC cai thién tot
hon. Theo bién chiig cia YHCT trong TSLT-TTL, than hu, huyét & dam két
1a nguyén nhan cin ban cia bénh, diéu tri cin bd than, ting khi hoa bang
quang, bén canh d6 phai nhuyén kién tan két, 1am tiéu nho khéi tich tu. Coém
“Tién liét HC” duoc xay dung trén co sé 1y ludn caa YHCT két hop voi
nhing hiéu biét v& nguyén nhan, bénh sinh theo YHHD, thanh phan bai
thube ngoai cac vi b6 than con ¢d cac vi thude hoat huyét hoa 1, nhuyén
kién, 1am mém va thu nho khdi tich tu, chinh vi vy ma hiéu qua cai thién
céc rdi loan tiéu tién duoc tdi da nhat. Két qua cua chung t6i tuong tu két
qua cua Tran Lap Cong dung “Tra tan Thuy Long” diéu tri TSLT-TTL,
diém trung binh IPSS giam tir 20,63 + 5,12 diém xudng con 9,52 + 3,88
diém va nghién ctru ciia Nguyén Thi Tan dung cém Tién liét thanh giai
diéu tri TSLT-TTL, diém IPSS giam tir 24,32 + 523 diém xubng con
8,84 + 3,58 diém. Két qua cua chung toi cao hon ciia Nguyén Thi Tu
Anh dung bai Than khi hoan gia vi thanh nhiét giai doc (Kim ngén hoa)
diéu tri TSLT-TTL, diém IPSS tir 21,0 + 5,97 xudng 11,7 + 4,46 diém.
C6 thé 12 do bai Than khi hoan c6 tac dung 6n bo than duong, thong tién,
gia Kim ngan hoa dé thanh nhiét ma khong tic dung truc tiép vao khoi
TSLT-TTL dé 1am nho khéi, do d6 cac triéu chimg cai thién kém hon.
4.2.2. Sw cdi thi¢n diém chit lwong cudc song sau diéu tri

Biéu d6 3.8 cho thdy diém CLCS trung binh ciia ca hai nhém déu
duogc cai thién sau 1 thang va 2 thang diéu tri (p<0,01). Diém CLCS giita
hai nhom sau diéu tri 1 thang khac biét khong c6 ¥ nghia théng ké (p >
0,05) nhung khi két thuc diéu trj diém CLCS ctiia nhém NC cai thién tdt
hon nhém DC (p<0,05). Két qua nghién ctru ciing phu hop vi bai thude c¢6
tac dung cai thién tét cac triéu chimg vé RLTT cho bénh nhéan do d6 s&
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lam thay d6i diém CLCS boi thang diém CLCS thyc chat biéu hién sirc
chiu dung ctia bénh nhan ddi voi cac RLTT hién tai do TSLT-TTL gay
ra. Két qua nghién ctru cia chung t6i twong ty cia Trin Quang Minh
dung Tadimax diéu trj TSLT-TTL, sau 2 thang diéu tri, ¢iém CLCS trung
binh cai thién tir 3,7 + 0,8 diém xudng con 2,2 + 0,8 diém.
4.2.3. Thay déi vé luu lwong dong tiéu truéc va sau diéu tri

LLDT trung binh cia nhém NC tang tr 4,43 £ 1,21 ml/s 1én
8,68 = 1,90 ml/s; nhém DC tang tur 4,13 + 0,47 ml/s 1én 7,07 + 0,79
ml/s sau 2 thang diéu tri (Biéu do 3.9). Sy cai thién LLDT ciia 2 nhom
déu c6 ¥ nghia véi p < 0,01 va cia nhom NC cao hon nhom chimg & thoi
diém sau 2 thang diéu tri (p < 0,05). Két qua nghién ctru cta ching toi
thap hon nghién ctru cia Nguyén Thi Tan, LLDT cua bénh nhan ting
tir 2,75 + 1,66 ml/gidy 1én 9,25 + 7,46ml/gidy sau 2 thang diéu tri.
Diéu nay co thé 1a do nghién ctru ciia Nguyén Thi Tén tap trung vao
nhirng bénh nhan thudc thé thap nhiét (dang c6 viém cap) nén hiéu
qua cai thién LLDT rd rét hon. Két qua nghién ctru ctia chung toi cao
hon nghién ciru ctia Tran Lap Cong va Nguyén Ba Qué, co thé la do
thanh phan bai thudc ciia cic tac gia trén chi tip trung vao cac vi thudc
hoat huyét hoa @, tap trung 1am nho khéi u ma it dé y dén cac vi bd than
khi hoé bang quang dé 1am tang luu lugng dong tiéu.
4.2.4. Bién doi thé tich nudc tiéu ton dw truée va sau diéu tri

Hiéu qua giam thé tich nudc tiéu ton du cua nhém NC so véi
nhém DC khac biét khong c6 ¥ nghia thong ké (p > 0,05) (Biéu do 3.10).
Vé co ché tac dong ciia thude, Xatral c6 tac dung cai thiéen RLTT trong
TSLT-TTL do thubc 1am giam co thét co tron c6 bang quang. Con c6m
“Tién ligt HC” c6 tac dung 6n bo than dwong, c6 Qué chi ting cuong khi
hoa bang quang cung voi Trach ta, Xa tién tr, Nguu tit loi niéu thong
1am, lam tiéu tién duoc thong loi nén 1am giam thé tich nudc tiéu ton du.
4.2.5. Bién doi thé tich tuyén tién ligt trwde va sau diéu tri

Sau diéu tri, thé tich TTL ¢ nhom NC giam rd rét so v6i nhom
DC, su khac biét nay co y nghia véi p< 0,05. O nhém dung Xatral, khéng
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c6 su thay d6i vé thé tich TTL trude va sau diéu tri. Diéu nay hoan toan
phil hop véi co ché tic dung ciia Xatral 1a mot thude lam gidn co tron &
cd bang quang theo co ché tc ché thy thé al-adrenergic. Cac khéi u theo
YHCT thuong 1a do dam két huyét . Trong thanh phan cdm “Tién liét
HC” ¢6 bBao nhan, Vuong bat luu hanh, Nguu tat c6 tac dung hoat huyét;
L& chi hach, Tao giac thich c6 tac dung tan Kkét, nhuyén kién - 1a cac vi
thudc hoat huyét tan két manh gitip cho viéc hanh khi hoat huyét tiéu trir
cac khdi tich tré trong co thé, lam mém va nhé u cuc, do d6 co tac dung
lam nho khéi ting sinh ciia TTL. Két qua cua chung ti tuong tw mot sb
nghién ciru khac nhu ctia Nguyén Thi Tan ¢6 thé tich TTL giam tir 43,54 +
18,74g xubng 31,15 £ 16,59cm’ sau 2 thang diéu tri; nghién ctru cua Tran
Quang Minh sau 2 thang diéu tri, thé tich tuyén tién liét giam duoc tir
38,1 + 13,1 cm® xudng con 30,3 + 13,1 cm®.
4.2.6. Két qud diéu tri cdc trigu chitng theo YHCT
Sau diéu tri, cac tridu chimg nhu tiéu khong hét, tiéu gap déu

duoc cai thién tot & ca 2 nhom. Triéu chung tiéu dém nhiéu lan duoc cai
thién tot hon & nhom NC tuy nhién sy khac biét chua co y nghia (p >
0,05). Nhém diéu tri bang cdm “Tién liét HC” di cai thién dang ké mot
s6 triéu chung bénh theo y hoc ¢d truyén nhu dau lung, tay chan lanh,
ngii kém mach trdm nhuoc tot hon nhom dung Xatral. Nhu vy, ngoai tac
dung cai thién triéu ching rdi loan tiéu tién, Tién liét HC con c6 tac dung
nang cao thé trang cho ngudi bénh, 1am bénh nhan khoé 1én, d& dau lung,
ngii ngon hon, gop phan nang cao chat lwong cudc séng cho bénh nhan.
4.2.7. Vé két qud diéu tri chung

Biéu d6 3.12 cho thay sau 2 thang diéu tri nhém NC c6 ty 1& két
qua t6t 1a 83,3%; kha 11,1%; kém 5,6%. O nhom BC, ty ¢ dat két qua
t6t 1a 69,5%, kha 16,7%, 13,8%. Két qua caa nhdm NC tét hon so v6i
nhém DC ( p< 0,05). Két qua nghién cau cua toi twong duong nghién
ctru cia Nguy@n Thi Tan diéu tri bang Tién liét thanh giai, sau 2 thang c6
két qua kha va tot dat 97,26% va nghién ctru cua Tran Lap Cong khi diéu
tri bang tra tan Thuy long c6 két qua khé va tét dat 87,2%. Trong nghién
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ctru ciia ching toi, cém Tién liét HC duoc xay dung trén bai Té sinh than
khi thang, lay bé than ting cuong khi hoa bang quang 1am géc voi cac vi
thudc Tho ty tir, Son thi, Nguu tat, Qué chi, dung véi Hoai son dé bd khi
kién ty gitp cho chirc ning ciia than duoc cing ¢, cing cac vi thudc loi
niéu thong 1am nhu Xa tién tir, Y di dé chira chtng trang dién hinh Ia tiéu
tién khong thdng, gia thém cac vi hoat huyét hoa &, nhuyén kién tan két
nhu Pao nhan, Lé chi hach, Tao giac thich, Vwong bt luu hanh dé lam
nho khéi tich tré. Pay 1a bai thudc cdng b kiém tri theo YHCT, vira c6
tac dung bé than khi ho bang quang, vira loi niéu thong 1am, vira cé tac
dung hoat huyét tan két, nhd' ¢6 ma bai thude da phat huy tac dung tét.
4.3. Vé tac dung khong mong mudn ciia thude

Qua theo ddi cac bénh nhan ding cdm “Tién liét HC”, khong c6
bénh nhan nao c6 biéu hién chong mat, hoa mét, mét moi... S6 do huyét
ap cua céac bénh nhan on dinh. Khoéng c6 bénh nhéan nao c6 biéu hién mén
ngira hay di tmg thudc. Khong c6 bénh nhan nao phai dimg thudc trong
qué trinh diéu trj. Khong thdy anh hudéng dén cac chi s6 vé& huyét hoc,
chtre ning gan than. Didu nay ciing phi hop vi cac vi thude co trong bai
dd duoc nhan dan ta sir dung tir rit lau doi dé lam thudc chira bénh,
chimg minh két qua nghién ciru vé doc tinh cap va ban truong dién trén
thyc nghiém va trén thyc té sir dung thudc YHCT trén 1am sang, bénh
nhan udng thuéc YHCT trong khi diéu tri tai bénh vién thuong khong
gip cac tac dung ngoai y. Diéu nay chimg té thudc va qua trinh bao ché
thudc dam bao an toan.

KET LUAN
1. Poc tinh va tac dung dwec 1y ciia cdm “Tién liét HC”
- Com Tién liet HC khdng c6 biéu hién doc tinh cap & liéu 225,02gam
duoc liéu/kg. Chua xac dinh dwoc LDs, trén chudt nhat tring. Com “Tién
liet HC” khong gay doc tinh ban truong dién trén tho o liéu 8,4g va 25,29
duoc lidu/kg/ngay trong 12 tuan lién tuc.



24

- Coém Tién ligt HC c6 tac dung chdng viém cap théng qua lam giam
thé tich dich ri viém & liéu 39,2g duoc ligu/kg; O lidu 19,69 va 39,29
dugc lidu/kg/ngay lam giam sé lwong bach cau trong dich ri viém; c6
tac dung chdng viém man tinh trén md hinh gy u hat thyc nghiém ¢ liéu
28g va 56g duoc li¢u/kg/ngay, tuong dwong vai methylprednisolon
20mg/kg.

- Com Tién ligt HC lidu 19,6g va 39,2g duoc lieu/kg/ngay lam giam co y
nghia thong ké trong lugng tuyén tién liét trén mo hinh gay TSLT-TTL.
2. Hiéu qua diéu tri va tac dung khong mong mudn cia com “Tién
liét HC” trén bénh nhan TSLT-TTL thé than khi hw

- Cém Tién ligt HC cai thién tét cac triéu chitng RLTT trén bénh nhan
TSLT-TTL thé than khi hu, 1am giam diém IPSS trung binh tir 20,50 *
5,81 con 8,63 + 4,35 diém va cai thién diém CLCS trung binh tir 4,38 + 0,83
diém vé 1,80 £ 0,76 diém, khéc biét c6 ¥ nghia so véi nhom BC (p< 0,05).

- Cém Tién ligt HC lam tang luu lwong dong tiéu tir 4,43 + 1,21 ml/s Ién
8,68 = 1,90 ml/s; 1am giam thé tich nudc tiéu ton du trung binh tir 74,17
+ 18,23ml xudng 8,85 + 6,01ml sau 2 thang diéu tri va tuong duong voi
nhém BC.

- Com Tién liét HC lam giam thé tich TTL tir 39,83 + 8,38cm? xudng con
30,23 + 7,42cm® sau 2 thang diéu tri, su thay d6i co ¥ nghia thong ké so
Véi trude diéu tri va khéc biét so véi nhém BC.

- Hiéu qua diéu tri chung trén bénh nhan TSLT-TTL thé than khi hu 1a
Tét: 83,3%: Kha 11,1%; Kém 5,6%.

- Cém Tién liét HC khong gay tac dung khéng mong mudn trén 1am sang
cling nhu can 14m sang ddi v6i bénh nhan TSLT-TTL.

KIEN NGHI VA BE XUAT
- Tiép tuc nghién ctru bai thudc vé6i sb lugng bénh nhan 16n hon va thoi
gian theo doi dai hon.
- Nghién ctru mé rong trén thé bénh khéc theo y hoc c6 truyén (thé khi
tré huyét «r) clia tang sinh lanh tinh tuyén tién liét.
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INTRODUCTION

Benign prostatic hyperplasia (BPH) is common disease in middle-
aged men, which affected to their life quality. In USA, 70% of men with
ages from 60 to 69 years old and 80% of men with ages over 70 years old
have been got BPH. In Vietnam, the research of Tran Duc Tho and Do Thi
Khanh Hy in 1345 men with ages over 45 years old showed that 61.2% of
them had BPH and this rate will be increased by age. BPH causes urination
disorder and blocking urine track, which causes retension, urine track
infection, concretion in urinary bladder, renal failure.

Almost of BPH patients want to get medical therapy, advoiding
surgery. Anti-ol adrenergic, inhibiting 5-ARI medication were used
broadly, but they also cause some side effects, such as dizziness, low
blood pressure, changing PSA concentration, breast inflammation. “Tien
liet HC” was produced by tradition] medicine theory about the
pathogenesis of BPH. Component of “Tien liet HC” is herbal plants,
which has the effect of tonifying kidney, dominating water metabolism,
regularizing blood and breaking stagnation. So it is good for treating
BPH. Up to now, there has not been any research about this remedy. We
did this research aim to inherit, preserve, and develop traditional
medicine, and finding out new herbal remedies, which have good and
safe effect for treating BPH. The research has 2 purposes:

1. Study the acute and chronic toxicity of “Tien liet HC” remedy;
anti-inflammation and reducing BHP volume effects of this remedy
in experimental animals.

2. Assess therapeutical and side effects of “Tien liet HC” in the
patients with Qi-renal failure.

NEW CONTRIBUTIONS OF THE THESIS
Scientific value
The research is based on a modified ancient traditional remedy with
traditional and modern medicine theory about the physiopathology of
BPH. We use a morden technology to produce this medicine and it was
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undergone sub-clinical and clinical trials. So, clinicians have another
effective and safe medicine for treating BPH.
Practical value
BPH is common disease in old men. The thesis provided scientific
evidence about toxicity, anti-inflammation and inhibiting prostatic
hyperplasia effect of “Tien liet HC” in experimental model and clinic.
New contributions
= The toxicity of “Tien liet HC”
- “Tien liet HC” has no toxicity with dosage of 225.02g per kg body
weight of house mice. However, LDs, in white house mice by Litchfield
- Wilcoxon method has not been identified.
- Semi-chronic toxicity: “Tien liet HC” has no semi-chronic toxicity in
rabbits with dosage of 8.4g and 25.2g per kg body weight per day after
12 consecutive weeks dringking.
= Anti-inflammation effect in experimental model

“Tien liet HC” has anti-inflammation effect in white rats by
reducing amount of inflammation succus and leucocytes.

“Tien liet HC” with dosage of 28g and 56g per kg body weight
have anti-chronical inflammation effect in experimental granular tumour
of white house mice. It is the same with the effect of methylprednisolon
with dosage of 20mg per kg body weight.
= Inhibiting prostactic hyperplasia effect in experimental model

“Tien liet HC” with dosage of 19.6g and 39.2g per kg body weight
reduce the weight of prostage in experimental BPH mice significantly.
= In clinic
- “Tien liet HC” improves the symptom of urinary disorders in BPH
patients with Qi-renal failure. It reduces average IPSS point and
improving average point of life quality. It increases urine flow. “Tien liet
HC” reduces the volume of prostage from 39.83+8.38cm® to 30.23+7.42
cm® after 2 months treatment. The difference is statistic significant
(p<0.05).

- “Tien liet HC” has no side effect for the patients with BPH.
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THESIS LAYOUT
The thesis consists of 139 pages. Introduction (2 pages); Chapter 1:
Overview (39 pages); Chapter 2: Objects and methods (19 pages);
Chapter 3: Results (39 pages); Chapter 4: Discussion (37 pages);
Conclusion (2 pages). The thesis consists of 34 tables, 12 charts, 14
pictures, 2 drawings, 2 diagrams and 126 references (Vietnamese: 55,
Chinese: 32 and English: 39).

Chapter 1
LITERATURE REVIEW

1.1. Literature review of BPH in modern medicine
1.1.1. Etiology and physiopathology

Etiology and physiopathology of BPH are controversial.
However, there are 2 important factors, which are age and testosterone.
Testosterone is not direct cause of BPH, but it is transformed to
dihydrotestosteron (DHT) by 5a-reductase enzym, DHT stimulates the
cell proliferation, which causes BPH. Men with age over 45 years have
endocrine change: the level of testosterone in blood is decreased, it
causes the level of oestrogen increased significantly. Which increase
sensitivity of the receptor to DHT and cause BPH.
1.1.2. Treatment

Medical therapy is indicated in non-compliacation cases, the
urinary disorder is from average to servere.

* al-adrenecgic blocker: to dilate the smooth muscle of urinary
bladder and urinary tract. Which increase urine flow. The side effects:
dizzy, fatigue, dropping blood pressure, vomiting, headache.

* ba-reductase inhibitants (5-ARI): to prevent transforming
testosterone to DHT. It reduces prostatic size. The side effects of this
medication are impotent, pain in the chest, breast inflammation,
decreasing amount of sperms and changing serum PSA level.
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* Herbal extracted medication: herbal extracted medication is used
broadly nowday, because of good effects in patients with BPH and no
side effect.

Surgery is indicated when patients have recurrent urinary tract
infection, acute urine retention, concretion in urinary bladder, dilated
ureter by urine reflow, renal failure. There are some procedures, such as
endoscopic surgery, microwave thermotherapy, laser and vascular
intervention.

1.2. Literature review of BPH in traditional medicine
1.2.1. Etiology and Therapeutic theory

The symptoms of BPH are difficulty in urination, nocturnal
polyuria,...In traditional medicine, it is named as “long be” (urine
retention), “di nieu” (involuntary urination during sleep with dreams)...

The causative factor is insufficiency of the Qi in kidney and
urinary bladder. The Qi-kidney failure and insufficient Qi in uninary
bladder are leading causes of “long be”, “di nieu” in traditional medicine.
The treatment aims to tonify kidney and the Qi of uninary bladder.
Beside, the prostate is enlarged, it presses on ureter. Which are related to
blood and fluid stagnation in low point. The low point is blocked, which
causes urine retention. So, blood and fluid stagnation in the low point are
important reasons to cause BPH. The therapeutic theory is draining blood
and fluid stagnation.

When BPH patients feel painfull and hot in urination, there are
concretions and blood in urine. They are in complicated stage. The
reason is damp and heat stagnation in the low point. The therapeutic
theory is to cool damp - heat in the low point.

1.2.2. Benign prostatic hyperplasia treatment by Traditional medicine

According to the traditional medicine theory of BPH and
physiopathology of BPH by modern medicine, therapy of BPH has been
given.
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Renal failure, blood and fluid stagnation are etiology of BPH by
traditional medicine. So, principle of BPH treatment is tonifying kidney,
increasing bladder pulsate, breaking block, soften masses, destroying
tumors.

The patients have complication, such as urinary infection,
concretions in urinary bladder... The reason is damp and heat stagnation
in the low point. Depending on the symptoms and signs (painfull and hot
in urinating, concretions and blood in urine, urine retention), the added
treatment is applied, such as cooling heat, pushing concreations, stop
bleeding.

1.3. Overview of Remedy “Tien liet HC”

BPH is caused by insufficience of Qi in kidney and urinary
bladder; the retagnation of blood and liquid in the low point. This theory
was based on to make the remedy “Tien liet HC”. This remedy is
composed of 12 herbal plants. It is modified from the remedy “Te sinh
than khi phuong”, which has effect of tonifying and warming kidney;
draining water. The remedy was modified, according to phisopathology
of BPH in traditional and modern medicine. In this remedy, Dioscorea
persimilis Prain et Burk and Cornus Officinalis have the effect of
tonifying kidney; Semen Cuscutae sinensis strengthens Qi-kidney;
Ramulus Cinamoni has the effect of diuretic and warming kidney;
increasing bladder pulsate. Semen Plantaginis and Semen Coisisi,
Rhizoma Alismatis have the effect of diuretic. Semen Pruni and Fructus
Ficipumilae have the effect of draining blood and fluid stagnation. Spina
Gleditschae has the effect of breaking the stagnation. The remedy has the
effect of tonifying kidney, pulsating bladder, diuretic, improving the
symptoms of urine retention, polyuria and nocturnal polyuria. The herbal

plants have the effect of draining blood stagnation and breaking the



6

stagnation, which soften and reduce the size of tumour. It releases the block
caused by BPH.

Chapter 2
MATERIALS - SUBJECTS - METHODOLOGY

2.1. Materials

“Tien liet HC” — granunated medicine, package 20 g, which was
made by Khang Minh joint stock pharmaceutical company with
standardized quality of TCCS. One “Tien liet HC” package is composed
of Dao nhan (Semen Pruni) 5g; Hoai son (Tuber Dioscoreae persimilis)
6g; Le chi hach (Semen Litchi) 6g; Nguu tat (Radix Achyranthis
bidentatae) 6g; Que chi (Ramunlus Cinnamomi) 3g; Son thu (Fructus
Corni officinalis) 5g; Tao giac thich (Spina Gleditschae) 6g; Tho ty tu
(Semen Cuscutae sinensis) 6g; Trach ta (Rhizoma Alismatis) 5g; Vuong
bat luu hanh (Fructus Fici pumilae) 6g; Xa tien tu (Semen Plantaginis)
69; Y di (Semen Coicis) 10g.
2.2. Subjects
- In the experimental study: Swiss white house mice, Newzealand
White rabit, Wistar rats are supplied by standardized experimental
animal centers.
- In the clinical study: 76 patients, who were diagnosed with BPH. In
morden medicine: They had urinary disorders, IPSS point > 8; life
quality point > 3; elarged prostate with characteristics of tender, smooth,
well demarcation and painless. The volume of prostate was detected by
ultrasound: 25cm® < Vprostate < 60cm®; volume < 100ml; PSA < 4 ng/ml.
In traditional medicine: Qi-renal failure.
2.3. Methodology
- Acute toxicity research: by Litchfield — Wilcoxon method.
- Semi-chronic toxicity research: by the guidelines of WHO.
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- Anti-inflammation research: Caused acute inflammation method: Rat
feet were caused edema by carrageenan and hydroperitoneum model.
Caused chronic inflammation method: to cause granulome in white
house mice by method of Ducrot, Julou et al.

- Benign prostatic hyperplasia model research: the model of Jian-Hui
Wu et al: to cause benign prostatic hyperplasia in male white rats by
testosteron combined with bisphenol A.

- In clinical research: open, clinical trial. To compare between before
and after treatment, treatment group and control group. Selected patients
are divided into 2 groups, according to the method of homogenous
pairing of age and the degree of disease by IPSS. Control group:
drinking Alfuzosin (Xatral) 5mg, 2 tablets per day for 60 days; Treatment
group: drinking “Tien liet HC” package 20g, 2 packages per day for 60
days. The criterias of following and result access were the degree of
urinary disorder by IPSS; CLCS index, number of nocturnal urination,
medium urinary flow (LLDT), volume of prostate, volume of remain
unine. Three drgees of result assess: good: IPSS point and CLCS
decreased > 50%, volume of remain urine decreased > 50%; Average:
IPSS and CLCS decreased > 20% to < 50%, volume of remain urine
decreased; bad: IPSS point and CLCS decreased < 20% or no change or
increased; Following the side effects: digestive disorder, nausea,
headache, dizzy, shock, insomnia, allergy,..To access the change of
blood indexes (Erythocytes, leucocytes, plelets,...), liver function assay
(ALT, AST), renal function assay (uremia, cretinemia, proteinemia,
erythrocytes and leucocytes in urine).

2.4. Research places

- Experiment research: Pharmacology deparment, Hanoi medical
university.

- Clinical research: The Internal department, National Institute of
Traditional Medicine.
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2.5. Data processing: The collected data is processed in accordance with
biomedical statistical algorithms, using SPSS 18.0 software. The
difference is statistic significant at p < 0.05.

Chapter 3
RESULTS

3.1. The results in experiment
3.1.1. Acute toxicity

White house mice were drunk “Tien liet HC” with increasing
dosage to 225.02 g per kg body weight. After drinking the medication, all
mice had been alive with good health and normal activity for 7 days
following. However, LDs, of “Tien liet HC” had not been identified.
3.1.2. Semi-chronic toxicity

Rabits in 3 experimental groups had normal activity, bright eyes,
smooth fur, dry feces. There were not toxicity in blood, liver and kidney
after 6 weeks and 12 weeks consecutive using the medication with
dosage of 8.4g and 25.2g per kg body weight. Hystopathology: Macro-
morphology: No abnormal structure of heart, lung, liver, spleen, kidney,
pancreas and digestive system of rabbits were found. There were not
different micro-structure of liver and kidney between control and
treatment group of rabbits.
3.1.3. Anti-inflammation effect of “Tien liet HC” in experiment
* Anti-accute inflammation effect:
+ In caused model of rat feet edema:



Table 3.13. Anti-acute inflammation effect of “Tien liet HC” in caused
model of rat feet edema

After 2 hours After 4 hours After 6 hours After 24 hours
Edema | Decreased | Edema | Decreased | Edema | Decreased | Edema | Decreased
(%) (%) (%) (%) (%) (%) (%) (%)
Cgr:tlml 42.00 + 51.22 + 39.18 + 12410
(n=10) 12.19 11.95 7.98 10‘37
Gr2:
Aspirin | 11.87% | 71 7405 |16.96 | 668905 |21.15%| 46.029 | 10.15 | 16.12%
(nh=10) 3.96 4.27 3.67 +3.74
P21 <0.001 <0.001 <0.001 >0.05
Gr3: TLHC
19.6g/kg [30-39%| 27,649 [4556%| 11059 [33.80%| 13739 |11.00 | 9.09%
(n=10) 16.23 19.83 13.19 +7.62
P31 >0.05 >0.5 >0.05 >0.05
Gr4: TLHC
39.2g/kg |35:22%| 16.14% |43.67 | 14749 |3584%| 8539 |10.37 | 1430%
(n=10) 8.43 12.27 6.93 +6.42
P41 >0.05 >0.05 >0.05 >0.05

Remarks: The

Volume (ml)
25 223+0,44

Grl(control)

anti-inflammation effect was gained in both “Tien liet
HC” dosages. But the difference is not statistic significant.
+ In caused peritonitis rat model

2,26 + 0,640

0,69 + 0,15

1,2+ 0,420

Group

T

Gr2(Aspirin) Gr3(TLHC 19,6)Gr4(TLHC 39,2)

T

Chart 3.1. The effect of “Tien liet HC” on Volume of inflammation

SUcCcus
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Remarks: Tien liet HC with dosage of 39.2g per kg body weight has effect
of reducing the volume of inflammation succus, with statistic significant
difference (p< 0.01).

Number of leucocytes (G/1)
22 120,55+ 7,81

20
18 16,30 + 3,45
16
13,54 + 3,680
14 13,18 + 3,68
. A A
10 ol
Grl(control) Gr2(Aspirin) Gr3(TLHC Gr4(TLHC Group
19,6) 39,2)

Chart 3.2. Number of leucocytes in inflammation succus.
Remarks: “Tien liet HC” with dosages of 19.6g and 39.29g per kg
body weight reduce leucocytes in inflammation succus, compared with
control group. The difference was statistic significant (p < 0.05).
* The effect of anti-chronic inflammation:
Table 3.14. The effect of Tien liet HC on granulome weight

Granulome |Reduced

Group Weight(mg) | weight p1 P2
(x +SD) (%)
Group 1: Control 64.75 = 23.99
Group = 2: Methylprednisolon| »; 56, 10,79 | 57.44 |<0.001
20mg/kg
Group 3: Tien liet HC 28g/kg 28.38+8.62 | 56.17 |<0.001 [>0.05
Group 4: Tien liet HC 56g/kg 31.00+8,47 | 51.12 |<0.01 |>0.05

p1: p compared with group 1; p,. p compared with group 2
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Remarks: “Tien liet HC” with both dosages reduced granulome
weight, compared with control group. The difference was statistic
significance (p < 0.01). The anti-inflammation effetc of Tien liet HC was the
same with methylprednisolon 20 mg per kg body weight (p > 0.05).

3.1.4. The effect of Tien liet HC on experimental BPH model
Table 3.17. The weight of dried prostate

Weight of Dried Prostate

X+ SD, g)
Grou n - ( =
P Abbdominal Anterior- Total
lobe lateral lobe
1: 11
Group 1: Control | 10 1 ) 073+ 0,002 | 0.010+0.002 | 0.042 +0.004
Group 2: Model | 14 | 0045+ 0.003 | 0.037+0.003 | 0.082 +0.006
P21 <0.001 <0.001 <0.001
Group 3:
Dutasterid 10 | 0.033+0.005 | 0.019 +0.002 | 0.052 + 0.006
25ug/kg
Pa-2 <0.05 <0.001 <0.05
Group 4: Tien
et HC 10,6g/kg | 10 | 0-037+0.004 | 0.021+0.004 | 0.058 +0.007
Paz <0.05 <001 <0.05
Das >0.05 >0.05 >0.05
Group 5: Tien
liot HC 30.2/kg | 10| 0.033£0.001 | 0.024+0.003 | 0.057 +0.004
P52 <0.05 <0.05 <0.05
P53 >0.05 >0.05 >0.05

Remarks : Tien liet HC with the both dosages reduced prostate
volume in the abbdominal lobes, anterior-lateral lobes and total prostate

volume,

compared with the experimental model. The difference is

statistic significant (p < 0.05). This effect was the same with the effect of
using Dutasterid in control group (p > 0.05).
* Histopathological images of prostate in experimental rats

By 100 times magnified microscope:
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+ In group 1: Control group : histological images of prostate in
normal rat:

Figure 3.11. Group 1: Micromorphology of normal prostate (rat no.2)
(HE x 100)

+ In group 2: BPH model testosterol injection and drinking bisphenol A)

Figure 3.12. Group 2: Micromorphology of prostatic hyperplasia (rat no. 9)
(HE x 100)

+ In group 3: Positive control group (caused model and drinking
dutasterid): high prostatic hyperplasia (compared with group 2):

Figure 3.13. group 3: Micromorphology of prostate (rat no.3) (HE x 100)
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+ In group 4 and 5 (caused model and drinking “Tien liet HC”): normal

micromorphology of prostate (figure 3.14):

, 4 b
& £ ;f'{ ?

Figure 3.14. group 4: Normal morphology of prostate (rat no. 5) (HE x 100)

3.2. Results in Clinic
3.2.1. Treatment effect of Tien liet HC on BPH
* Change of IPSS after treatment

Average IPSS
25 -
20,50 +5,81 == Treatment Group
20 A 20,43 £ 4,018
e=fy=Control Group
15,17 + 3,920
15 -
13,60 + 4,48

10 1 10,76 + 3,61@

5 - 8,63 + 4,35/

0 . . ; .

DO D30 D60 Times

Chart 3.7. Change average IPSS after treatment

Remarks: IPSS in the both groups decreased after treatment. The
difference of IPSS in 2 groups was not statistic significant after one
month treatment (p > 0.05). However, the difference became statistic
significant after two months, with p < 0.05.
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* Change of life quality index after treatment

Average of QoL index

4,38 +0,83
57 4,30 + 0,650

2
283+ o7ope = 062

220+ 0,71 [
1,80 + 0,76(2 ® Treatment Group

= Control Group

' ' ' v
DO D30 D60 Time (Date)

Chart 3.8. Change of average life quality index after treatment.
Remarks: The life quality index in both groups were improved one and 2
months postotherapeutically (p<0.01). The difference of life quality
index between 2 groups was not statistic significant in D30 (p>0.05). In
D60, the life quality index of treatment group was better than one in
control group (p < 0.05).

* Change in urine flow

Urine flow (ml/s) 8.68 = 1.90
10 > ’

443£101 O61+161594:070 707+ 0.79

¥ Treatment Group
® Control Group

4,13+ 0,47

o

DO D30 D60 Time (Date)

Chart 3.9. Average urine flow before and after treatment

Remarks: Urine flow in both groups was increased
postotherapeutically (p < 0.01). Urine flow in treatment group was higher
than one in control group in D30 and D60 (p < 0.05).
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* Change of remain urine volume after treatment

Remain urine volume (ml)

74,17 + 18,23
80 1 69,73 + 18,42
® Treatment Group
601 = Control Group
40 26,76 = 14,53
’ 22,44 + 14,15

20 + 8,85+ 6,01 921+ 7,51
0 o

DO D30 D60 Time (Date)

Chart 3.10. Change remain urine volume after treatment
Remarks: After one and two months treatment, average remain urine in
each group was decreased statistic significantly (p<0.01). However, the
difference between two groups was not statistic significant (p>0.05).

* The volume of prostate before and after treatment
Volume of prostate (cm?3)

39,83 + 8,38
O —

3801743 3731 681 37,20+ 6,96

35 - 33,36 + 10,04

30,23 + 7,42

¥ Treatment Group
30 -

= Control Group

1 "-
DO D30 D60 Time (Date)

25

Chart 3.11. The average volume of prostate before and after treatment
Remarks: The volume of prostate in treatment group was decreased
statistic significantly (< 0.01).

* The results in traditional medicine
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Table 3.26: The symptoms of BPH by traditional medicine before and

after treatment
Group | Treatment Group Control group
(n = 36) (n=36) p

SymptomS Do n (%) Dgo N (%) Do n (%) Dgy N (%)
23;:;"&5 PeT 130(83.3%)| 1(2.8%) |29(80.6%)| 5(13.9%) | 0.089
Re’}‘ea;ﬂn“;”e 31(86.1%) | 7(19.4%) |28(77.8%)| 6(16.7%) | 0.250
Uncontrollable [19(52.8%)| 6(16.7%) |18(50.0%)| 4(11.1%) | 1.00

urination

Cold limbs 1644 406)| 2(5.6%) |12(33.3%)| 9(25.0%) | 0.01

Backache  |21(58.3%)| 5(13.9%) | 18(50.0%)| 14(38.9%) | 0.01

Bad sleep | 24(66.7%) | 5(13.9%) | 25(69.4%) | 14(38.9%) | 0.01
Wea‘;ﬁ:‘s‘is'ow 26(72.2%) | 9(25.0%) | 24(66.7%) | 20(55.6%) | 0.001

Remarks: There was one patient in treatment group and 5 patients in
control group, who still had noctual polyuria. The symptoms of remain
urine feeling and uncontrollable urination were the same in the both
groups (p>0.05). The symptoms by traditional medicine, such as
backache, cold limbs feeling... were improved in treatment group and
better than in control group (p< 0.05).
* Assessment the general resuls

Percentage(%)

Good
Chart 3.12. General results

83,3

Average

E Treatment Group

Control Group

Bad

General results
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Remarks: Good result: in treatment group: 83.3% and control
group: 69.5%; Bad result: in treatment group: 5.6% and control group:
13.8%. The result in treatment group is better than control group. The
difference was statistic significant (p<0.05).

3.2.2. The side effects of the remedy

* In clinic
Table 3.32. The side effects of the remedy in treatment group
Group Treatment group Control group
(n=36) (n=36)
Side effects n % n %
Allergy 0 0 0 0
Dizzy 0 0 2 5.5
Digestive disorder 0 0 1 2.8
Dyspepsia 1 2.8 0 0
Insomnia 0 0 0 0

Remarks: There was only one patient, who had dyspepsia after 3 days
treatment in treatment group. There were one patient, who had digestive
disorder and 2 patients were dizzy in control group.

* Some biochemical and hematological indexes:

There were no change of erythrocytes, leucocytes, platelets and
hemoglobin in treatment and control groups. The remedy did not affect to
hepatic and renal function. The change of uremia, creatinine, AST, ALT
was not statistic significant postotherapeutically. There was no change in
urinary indexes (p>0.05).

Chapter 4
COMMENTS
4.1. The effects and toxicity of “Tien liet HC” on experimental model
4.1.1. Acute and semi-chronic toxicity
LDsp of “Tien liet HC” was not identified in white house mice. There
were not any abnormal symptoms in mice after 72 hours and 7 days
drinking “Tien liet HC”.
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Semi-chronic toxicity study showed that “Tien liet HC” did not affect
to rabbit weight, hematological indexes, hepatic and renal function of
rabbit. It did not destroy hepatic and renal cells of rabbit in
histopathology, because the component of remedy is originated from
herbal plants. They have been used to treat the diseases of Viethamese
and South East Asian patients for a long time, and they have not caused
any side effects in clinic.

4.1.2. Anti-inflammation effect in experimental model

“Tien liet HC” with dosages of 19.6g and 39.2g per kg body
weight reduced edema in the caused model of rats, compared with
control group. However, the difference was not statistic significant
(p<0.05) (Table 3.13). In caused peritonitis rat, “Tien liet HC” with
dosages of 19.6g and 39.2g per kg body weight reduced leucocytes in
inflammation succus. And it reduced the volume of inflammation succus
with dosage of 39.2g per kg body weight, but not with dosage of 19.6g
(p>0.05) (Figure 3.1).

The anti-inflammation effect of “Tien liet HC” was due to herbal
plants in its component: Radix Achyranthis Bidentatae, Ramunlus
Cinamoni, Semen Pruni. However, the anti-inflammation effect of the
remedy was weak. Because, there were not main anti-inflammation
herbal plants in this remedy, which have effect of cooling the heat,
eliminating the dampness and anti-toxicity. It is different from “Tien liet
thanh giai” remedy was studied by Nguyen Thi Tan, which is composed
of cooling heat, drying damp and anti-toxicity herbal plants (Cortex
Phellodendri amurensis, Atrarctylodis Lanceae Rhizoma, Bach Hoa Xa).
So, it has better anti-acute inflammation than “Tien liet HC” remedy.
“Tien liet thanh giai” was good for patients with damp-heat type of BPH,
who was not included in our patients. “Tien liet HC” has better anti-
inflammation effect with high dosage (Figure 3.1). This data suggested
that if patients get acute inflammation in urinary tract, the higher dosage
should be used. Using other medication is not necessary.



19

“Tien liet HC” with dosage of 28g and 56 g per kg body weight
had the effect of anti-chronic inflammation in caused chronic
inflammation model. It reduced the volume of prostate, compared with
control group (p<0.01). This result was the same with using
methylprednisolon with dosage of 20 mg per kg body weight (p<0.05)
(Table 3.14). This pharmaceutical effect of the remedy is very important,
because it can be applied to treat the diseases with chronic inflammation.
4.1.3. The effect of ”Tien liet HC” on experimental BPH model

“Tien liet HC” with dosage of 19.6g per kg body weight and
39.2g per kg body weight reduced the volume of prostate, compared with
the control group. (p<0.05) (table 3.17), and the same with group used
Dutasterid (p>0.05). The component of ”Tien liet HC” have herbal plants
of regularizing blood and eleminating stagnation: Semen Pruni, Fructus
Ficipumilae, Radix Achyranthis Bidentatae, Ramunlus Ciamoni.
Pharmaceutical research showed that these herbal plants have ability of
inhibiting tumour. Ramunlus Ciamoni oil has antibiotic effect. Il also has
effect of anti-inflammation and anti-clotting blood. Cinnamadehyd in
Ramunlus Ciamoni oil can inhibit tumour in white house mice.
Polysaccarid in Fructus Ficipunilae has ability of inhibiting many types
of tumour cells, which were transplanted in rats. By traditional medicine,
Semen Pruni, Fructus Ficipumilae and Radix Achyranthis Bidentatae
have effect of regularizing blood and elimilating stagnation; Semen lichi,
Spina gleditschae soften and reduce tumour volume. So, the remedy have
clear effect of inhibiting BPH in experimental model. This result was
very significant for continuing research on patients with BPH. Morever,
the inhibited tumour effect of average and high dosages were the same
(p>0.05). It contributed to chosing treatment dosage in clinic.

4.2. The effect of ”Tien liet HC” in patients with BPH
4.2.1. The change of urinary disorder by IPSS

The average IPSS of treatment group and control group were 8.63 +
4.35 points and 10.76 + 3.61 points, respectively. The difference was
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statistic significant (p<0.05). The results showed that “Tien liet HC” and
Xatral improve the symptoms of urinary disorder, and “Tien liet HC” has
better effect than Xatral. By the theory of traditional medicine, BPH is
caused by renal failure, blood and fluid stagnation. It is treated by
strengthen Kkidney, increasing urinary bladder pulsate, eliminating
stagnation and reducing the volume of tumour. The remedy “Tien liet
HC” was based on traditional medicine theory, combined with modern
medicine knowledge of BPH. The component of remedy were herbal
plants of strengthen kidney, regularizing blood, eliminating stagnation,
softing and reducing the volume of tumour. So, it could improve urinary
disorders. The result of Tran Cong Lap research, which treated BPH by
“Tra tan Thuy Long” and ours were the same. The average IPSS was
reduced from 20.63 * 5.12 points to 9.52 + 3.88 points. In research of
Nguyen Thi Tan, she treated BPH by “Tien liet thanh giai”, the average
IPSS was reduced from 24.32 + 5.23 points to 8.84 + 3.58 points. The
result of our research was better than one of Nguyen Thi Tu Anh. She
treated BPH by remedy “Than khi hoan” combined with Lonicera
japonica Thunb (herbal plants of cooling heat and anti-toxicity). IPSS
was reduced from 21.0 + 5.97 points to 11.7 + 4.46 points, because the
remedy “Than khi hoan” combined with Lonicera japonica Thunb has
effect of strengthen Qui-kidney, facilating urine and cooling heat. But, it
did not reduce the volume of prostate. So, it did not improve the
symtoms of urinary disorders.
4.2.2. The improvement of life quality after treatment

Chart 3.8 showed that the average life quality index in both groups
were improved after one month and 2 months treatment (p<0.01). The
difference of life quality indexes between two groups was not statistic
significant after one month treatment (p>0.05). However, it was better in
treatment group than in control group at the end of research (p<0.05).
The urinary disorders were improved. It made life quality index became
better, because the life quality index reveals the symtoms of BPH, which
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the patients suffered from. The result of our research was the same with
result of treating BPH by Tadimax in the research of Tran Quang Minh.
The average life quality index reduced from 3.7 + 0.8 points to 2.2 = 0.8
points after 2 months treatment.
4.2.3. The change of urine flow after treatment

The urine flow in treatment and control groups increased from
4.43 +1.21 ml/s to 8.68 + 1.90 ml/s and from 4.13 £ 0.47 ml/s to 7.07
+ 0.79 ml/s, respectively after 2 months (Chart 3.9). The improvement
of urine flow in both groups was statistic significant (p<0.01) and
better in treatment group than in control group after 2 months
treatment (<0.05). This improvement was not as good as the research
of Nguyen Thi Tan, in which the urine flow increased from 2.75 *
1.66 ml/s to 9.25 + 7.46ml/s after 2 months treatment. The patients in
research of Nguyen Thi Tan were damp-heat type (acute
inflammation). So, the improvement of urine flow was better. The
result of our research was better than one in the research of Tran Lap
Cong and Nguyen Ba Que. Because the herbal plants of their remedy was
regularizing blood and eliminating stagnation, but it was not strengthen
Qi-kidney and pulsating urinary bladder. So, it did not improve urine
flow.
4.2.4. Change the volume of remain urine after treatment

The volume of remain urine in both groups were decreased. But,
the defference between 2 groups was not statistic significant (p>0.05)
(Chart 3.10). Xatral releases smooth muscle of bladder neck. So, it
improves urinary disorder in the patients with BPH. “Tien liet HC” has
effect of strengthen Qi-kidney. Ramunlus Cinamoni in the remedy
increases pulsating bladder. Rhizoma Alismatis, Semen Plantaginis,
Radix Achyrantis Bidentatae increase urine flow and reduce remain
urine.
4.2.5. Change the volume of prostate after treatment.

The volume of prostate was more reduced in the treatment group
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than in control group postotherapeutically. The difference was statistic
significant (p<0.05). There was no change of prostate volume in Xatral
treatment group, because Xatral makes dilating smooth muscle of bladder
by inhibiting al-adrenergic recepter. Tumours are caused by blood and
liquid stagnation by traditional medicine. The component of “Tien liet
HC” has Semen Pruni, Fructus Ficipumilae and Radix Achyranthis
Bidentatae, which have effect of regularizing blood and elimilating
stagnation; Semen lichi, Spina gleditschae have effect of softening and
elimilating stagnation. So, it reduces the volume of BPH. The result of
our research was the same with some other researchs. The prostate
volume was reduced from 43.54 + 18.74 cm® to 31.15 + 16.59cm” and from
38.1 + 13.1 cm® to 30.3 + 13.1 cm® after 2 months treatment in the
researchs of Nguyen Thi Tan and Tran Quang Minh, respectively.
4.2.6. Symptoms of BPH by traditional medicine
The symptoms of remain urine in bladder, uncontrollable

urination were improved in both groups postotherapeutically. Noctual
polyuria was improved in control group. However, the change was not
statistic significant (p>0.05). The symtoms of backache, cold limbs, bad
sleep, weak and slow pulse were improved in “Tien liet HC” treatment
group. “Tien liet HC” not only has effect of inproving miction disorders,
but also improves physical strength of patients and their life quality.
4.2.7. General results

Chart 3.12 showed the good, average and bad results in treatment
group were 83.3%; 11.1%; 5.6%, respectively after 2 months treatment.
In control group, the good, average and bad results were 69.5%, 16.7%
and 13.8%, respectively. The result of treatment group was better than
one of control group (p<0.05). The result of my research was the same
with result of Nguyen Thi Tan research and Tran Lap Cong. Tan treated
BPH by remedy “Tien liet thanh giai” in 2 months, the good and average
results were 97.26%. Cong treated BPH by “Thuy Long instant tea” for 2
months, the good and average result was 87.2%. Our remedy “Tien liet
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HC” was based on remedy “Te sinh than khi thang”. It strengthens
kidney and increases pulsating urinary bladder with Semen Cuscutae
Sinensis, Fructus Corni Officinatis, Radis Achyranthis Bidentatae,
Ramulus Cinamoni and strengthens spleen with Tuber Discoreae
Persimilis. 1t was combined with diuretic herbal plants: Semen
Plantaginis, Semen Coicis, the herbal plants of regularizing blood and
eliminating stagnation: Semen Pruni, Semen Lichi, Spina Gleditschae,
Fructus Ficipumiae, which reduce tumour. Our remedy is combined
therapy (treatment and tonic) by traditional medicine. It has effect of
strengthening Kkidney, increasing bladder pulsate, diuretic and
regularizing blood. So it has good effect on BPH.
4.3. The side effects of “Tien liet HC” remedy

There were no BPH patients in our study, who got side effects
(dizzy, tired,..) of “Tien liet HC”. Their blood pressure was normal. No
patients had allergic reaction. There was not change in hematologic
indexes, renal and hepatic function, because the component of remedy
originated from herbal plants, which have been used to treat the diseases
of Vietnamese and South East Asian patients for a long time, and they
have not caused any side effects in clinic. The study of acute and semi-
chronic toxicity on the experimental models and treating BPH patients
showed that “Tien liet HC” was safe and effective.

CONCLUSION

1. Toxicity and pharmacological effects of “Tien liet HC”

- “Tien liet HC” has not acute toxicity with dosages of 225.02 g per kg
body weight. LDs, has not been identified on white house mice. “Tien
liet HC” did not cause semi-chronic toxicity with dosages of 8.4 g and
25.2 g per kg body weight on rabbits during 12 consecutive weeks
drinking.

- “Tien liet HC” has effect of anti acute inflammation with dosage of
39.2 g per kg body weight. It reduces leucocytes in inflammation
succus with dosages of 19.6g and 39.2g per kg body weight. It has
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effect of anti chronic inflammation on caused ganulome in house mice
with dosages of 28g and 56g per kg body weight per day, which is the
same with methylprednisolon 20mg per kg body weight.

- “Tien liet HC” with dosages of 19.6g and 39.2g per kg body weight
reduces the volume of prostate in experimental BPH model of rats
significantly.

2. The effects and side effects of “Tien liet HC” in patients with BPH-
Qi-kidney failure type

- “Tien liet HC” improved the urinary disorders of patients with BPH
Qui-kidney failure type. It reduced average IPSS 20.50 + 5.81 points to
8.63 £ 4.35 points and improved average life quality index from 4.38 + 0.83
points to 1.80 + 0.76 points. The difference was statistic significant,
compared with control group (p< 0.05).

- “Tien liet HC” increased urine flow from 4.43 + 1.21 ml/s to 8.68 +
1.90 ml/s; reduced average volume of remain urine from 74.17 £ 18.23ml
to 8.85 = 6.01ml after 2 months treatment. It was the same with one in
control group.

- “Tien liet HC” reduced prostatic volume from 39.83 + 8.38cm’ to 30.23
+ 7,42cm® after 2 months treatment. The difference was statistic
significant, compared with one before treatment and in control group.

- General result of treatment the patients with BPH Qui-kidney failure by
“Tien liet HC”: good: 83.3%; average: 11.1% and bad: 5.6%.

- “Tien liet HC” did not cause side effects to the patients with BPH in
clinic and sub-clinic.

RECOMMENDATIONS

- This remedy should be studied more, with larger amount of patients
and longer following time.

- The effect of “Tien liet HC” on other types of BPH (blood
retagnation,...) should be studied in the future.





