Nghién ctru khoa hoc c6ng nghé

KET QUA I’'NG DUNG CHE PHAM PEPTIT PIEU HOA SINH HOC
HO TROQ PIEU TRl CHO NHI’NG NGU'O'l CO TIEN SU TIEP XUC VOl
CHAT DOC DA CAM/DIOXIN Bl PHi DAI LANH TiNH TUYEN TIEN LIET

HOANG VAN HUAN, PHAM KHAC LINH, NGUYEN NHU NGHIA,
NGUYEN QUOC AN, PHAM XUAN NINH, NGO THANH NAM, PHAM NGOC QUANG

I. PAT VAN PE

Dioxin hién dugc biét dén 1a mot chat doc manh nhat do con nguoi tao ra, c
thé gay ra nhiéu bénh nan y nhu di tit bam sinh va tai bién sinh san, bién d6i vé di
truyén va ung thu, bién ddi vé mau va hé men chuyén ho4, bién d6i vé& hé mién dich
va chi sb thong minh... Mdt hudng nghién ctru dugc Vién Y sinh Nhiét doi thudc
Trung tdm Nhiét d6i Viét - Nga quan tdm va trién khai nghién ctru hd trg diéu tri,
phuc hoi strc khoe cho nan nhin da cam/dioxin bang cic ché pham peptit diéu hoa
sinh hoc (PHSH) do Lién Bang Nga san xuit.

Céc peptit didu hoa sinh hoc thuong 14 chat ¢ hoat tinh sinh hoc ¢6 ciu tric
dudi 10 acid amin, co trong cac té bao cua dong vat va ngudi. Cac ché pham peptit
PHSH dau tién da dugc tach chiét tr cdc mo cua dong vat. Thanh phan hoa hoc cua
cac ché pham peptit PHSH gdm céc acid amin dang dé hap thu, cac loai khoang chét
(magié, sit, photpho, kali, canxi, natri...), cac nguyén t6 vi luong (dong, mangan,
cobal, molipden...) va cac vitamin (B1, B2, A, E...) [8]. Tac dung cua peptit DHSH
déu théng qua hoat dong cua bo gen té bao. Trong té bio cac peptit PHSH két hop
v61 ADN tao thanh cac phuce hop interpolymer c6 kha nang diéu hoa qua trinh biéu
thi gen, hi€u chinh cdc sai sot trong qua trinh tong hop protein cua té bao, nho d6 ma
gitip 6n dinh chirc ning cua cac hé co quan trong co thé [8], [9].

Bai bdo cung cip mot sd ket qua ung dung cac ché pham peptit diéu hoa sinh
hoc do Lién Bang Nga san Xuat trong hd tro diéu tri cho nhung nguoi cod tién sir
tlep xtc voi chat doc da cam/dioxin tai tinh Thai Binh méc bénh phi dai lanh tinh
tuyén tién liét (PDLTTTL).

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

Déi tugng nghién ctru 13 150 cyu chién binh (CCB) ¢6 tién sir tiép xtic voi chét
doc da cam/dioxin dang sinh sbng tai tinh Thai Binh c6 tudi doi tir 55 dén 75 tudi
mac bénh phi dai lanh tinh tuyén tién liét 3 dugc diéu tra dich t& hoc, kham 1am
sang, xét nghiém sang loc theo tiéu chuan chan doan dé tham gia hd tro diéu tri bang
cac ché pham peptit didu hoa sinh hoc.

2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru

Thiét ké nghién clru 1am sang, tién ciru, theo chiéu doc. Panh gid so sanh cac
chi tiéu nghién ctru trudc va sau ho trg diéu tri.
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2.2.2. Phdc do diéu tri

Theo phac dd diéu tri cta Vién Lio ) khqa va Diéu hoa sinh hoc Saint-
Petersburg Lién Bang Nga. St dung 4 loai ché pham peptit DHSH la: Veziliut 0,2g;
Vezugen 0,2g; Kristagen 0,2g va Ventfort 0,2g/ngay, uong trong thoi gian 20 ngay.

2.2.3. Cac chi tiéu nghién ciru

- Banh gid mtc do r6i loan tiéu tién theo thang diém triéu ching tuyén tién liét
quoc te IPSS va diém chat lugng cudc song QoL; luu lugng nudc tiéu; thé tich nude
tiéu ton du; the tich tuyén tieén liét [2], [3], [5], [6], [11].

- Theo doi cac chi tiéu sinh hoc: Huyét hoc (HC, Hb, bach cﬁu...); sinh hoa
chuc nang gan (AST, ALT, bilirubin toan phan), chirc ndng than (ure, creatinin).

2.3. Xir Iy s6 liéu

X 1y s6 liéu theo phuong phap thong ké y hoc, sir dung phan mém SPSS 9.0
III. KET QUA VA THAO LUAN

3.1. Tac dung hd tro diéu tri PDLTTTL ciia ché pham peptit PHSH

Béang 1. Muc do r6i loan tiéu tién theo thang diém IPSS trude va sau hd tro diéu tri

) . Truéce hd tro diéu tri Sau hé tro diéu tri
Mirc df roi loan tiéu tién (n = 150) (n =150)
theo thang diém IPSS $6 lwong T 16 (%) $6 lwomg TS 16 (%)
Nhe (1- 7 diém) 8 53 36 24,0
Trung binh (8 - 19 diém) 81 54,0 100 66,7
Ning (20 - 35 diém) 61 40,7 14 9,3
Piém IPSS (X + SD) 20,94 + 8,49 8,46 + 2,78
p<0,01

Sau hd trg diéu tri, diém IPSS trung binh ctia cic CCB giam tir 20,94 + 8,49
diém xudng 8,46 £ 2,78 diém, su khac biét co y nghia thong ké véi p < 0,01. Két qua
nay giam 12,48 diém, giam nhiéu hon so v&i két qua nghién ctru ciia tic gia Nguyén
Thi TG Anh & bénh nhan PPLTTTL diéu trj bai “Thdn khi hoan gia giam” giam 9,29
diém [1] va ciia Nguyén Ba Qué sau mot thang diéu trj bang bai thuéc MP05 (Thach
vi, Kim ngan hoa, Bach hoa xa thiét thao, Nguu tat, Vuong bat luu hanh, Tam thét,
Ngai tuong, Ich tri nhan) giam 5,03 diém [7].

Ty 16 CCB c¢6 16i loan tiéu tién muc do ning giam tir 40,7% xudng 9,3%.
Trong khi d6 ty 1€ CCB co6 r6i loan tiéu tién mirc dd nhe va trung binh lai tang tur
5,3% va 54% 1én 24,0% va 66,7%, su khac biét co ¥ nghia théng ké voi p < 0,01
(biéu dd 1).
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Biéu dd 1. Mrc d6 rdi loan tiéu tién theo thang diém IPSS trude va sau hd tro diéu tri

Bang 2. Muc do rbi loan tiéu tién theo diém chat luong cudc séng (Qol)

Mirc d9 réi loan tiéu ti¢n Trudéc ho trg diéu tri Sau hd tro dicu tri
theo diém chit lwong (n =150) (n = 150)
cudc song Solwogng | Ty1é(%) | Sdlwong | Ty1é (%)
Nhe (0 - 2 diém) 10 6,7 71 473
Trung binh (3 - 4 diém) 92 61,3 79 52,7
Ning (5 - 6 diém) 48 32,0 0 0
Diém Q,L ( X + SD) 4,10+ 1,01 2,53 +£0,61
p<0,001

Sau hd trg diéu tri, diém chat lugng cudc séng trung binh cta cac CCB bi
PDLTTTL giam tr 4,10 + 1,01 diém xudng 2,53 + 0,61 diém, sy khac biét co ¥
nghia théng ké véi p < 0,001. Két qua nay tuong duong véi két qua nghién ciu
Nguyén Thi T Anh & bénh nhdn PDLTTTL diéu tri bai “Than khi hoan gia giam”
[1] va nghién ctru ciia Nguyén Ba Qué sau mot thang diéu tri bang bai thuéec MP05
(Thach vi, Kim ngan hoa, Bach hoa xa thiét thdo, Nguu tat, Vuong bat luu hanh,
Tam that, Ngai tuong, {ch tri nhan) [7].

) Ty 18 CCB ¢6 r6i lpan tiéu tién muc do nang theo thaqg diém chﬁt lugng cudc
song giam tur 32,0% xuong 0%. Nguoc lai, ty 1¢ CCB cé’ roi loan tiéu tién muic do
nhe lai tang tir 6,7% 1én 47,3%, su khac biét c6 y nghia thong ké voi p < 0,001.

Béang 3. Luu lugng nudc tiéu ciia CCB trude va sau hd tro diéu tri

Luu lugng Truwée HT diéu tri (n = 150) | Sau HT diéu tri (n = 150)
nuoc ti€u (ml/giay) n % n %
<2 ml/giay 20 13,3 0 0
2 + < 5 ml/gidy 55 36,7 40 26,7
5 +< 10 ml/giay 54 36,0 76 50,7
> 10 ml/gidy 21 14,0 34 22,6

X +SD

49+23

9,1+£25

p < 0,001
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Sau hd trg diéu tri luu lugng nudc tiéu trung binh cua cac CCB méc bénh
PDLTTL tang tur 4,9 £ 2,3 ml/giay 1€n 9,1 £ 2,5 ml/gidy, sy khéac biét c6 y nghia
thong ké voi p < 0,001. Luu lugng nudce tiéu trong nghién ciru ndy ting 4,2 ml/gidy
trong duong véi két qua nghién ciru Nguyén Thi Ta Anh ¢ bénh nhan PPLTTTL
diéu tri bai thudc “Than khi hoan gia giam” ting 4,42 ml/gidy [1] va ting hon so voi
nghién ctru ctia Nguyén Ba Qué sau mot thang diéu tri bang bai thudc MPO5 (Thach
vi, Kim ngén hoa, Bach hoa xa thiét thao, Nguu tat, Vuong bat luu hanh, Tam thét,
Ngai tuong, Ich tri nhan) ting 2,57 ml/gidy [7].

Ty 1¢ CCB ¢6 luu lugng nuée tiéu < 2 ml/gidy va tir 2 d&én < 5 ml/gidy giam tur
13.3% va 36,7% xubng 0% va 26,7%. Trong khi d6 cac CCB c6 luu luong nudc tiéu
tir 5 dén < 10 ml/gidy va > 10ml/gidy lai ting tir 36% va 14% 1én 50,7% va 22,6%,
su khéac biét c6 y nghia thong ké véi p < 0,001 (biéu do 2).
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Biéu d6 2. Luu lugng nudc tiéu ciia CCB trude va sau hd tro diéu tri

Béng 4. Thé tich nudc tiéu ton du trung binh trude va sau hd trg diéu tri

. o Truéce ho trg diéu tri Sau hd tro diéu tri

The t}ch nuoc tiéu (n= 150) (Il = 150)
ton dw (ml) ; A < 1A
So lugng Ty 1€ (%) So lwgng Ty 1€ (%)

0 0 0 18 12,0

< 10ml 9 6,0 22 14,7

10 + 40 ml 48 32,0 99 66,0

> 40ml 93 62,0 11 7,3
X +SD 38,8+ 11,9 16,3 9,4

p < 0,001

Sau hd trg diéu tri thé tich nude tiéu ton du cia cac CCB méc bénh PDLTTL
giam tur 38,8 + 11,9 ml xuong con 16,3 + 9,4 ml, sy khac biét c6 y nghia thong ké
voip <0,001.
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Ty 1¢ CCB ¢6 the tich nudc tiéu ton du > 40 ml giam tir 62,0% xudng 7,3%.
Co 12,0% CCB khong con nude ti€u ton du, su khac biét c6 y nghia thong ké voi
p<0,001 (biéu db 3).
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Biéu d6 3. Thé tich nudc tiéu ton du cia CCB trude va sau hd trg diéu tri
Két qua nay twong ty voi két qua nghién ciru Nguyén Thi TG Anh & bénh nhan
PDLTTTL diéu tri bai thudc “Than khi hoan gia giam” [1] va nghién ctru cua
Nguyén Ba Qué sau mot thang diéu tri bang bai thudc MP05 (Thach vi, Kim ngin
hoa, Bach hoa xa thiét thao, Nguu tat, Vuong bat luu hanh, Tam thét, Ngai tugng,
fch tri nhan) [7].

Bang 5. Phan loai thé tich tuyén tién liét trudc va sau hd tro diéu tri

Thé tich Trude diéu tri (n = 150) Sau diéu trj (n = 150)
tuyén tién liét (cm®) n % n %

> 45 51 34,0 26 17,3

>35+45 69 46,0 58 38,7

>25+35 30 20,0 63 42,0
<25 0 0 3 2,0

X +SD 43,57+ 12,72 37,91 £ 9,79

p<0,01

Sau hd tro diéu tri, thé tich trung binh tuyén tién liét cua cac CCB miéc bénh
PDLTTTL giam tir 43,57 + 12,72 cm’ xubng con 37,91 + 9,79 cm?, véi p < 0,01.
Két qua nay tuong tu voi nghién ctru ctia Nguyén Thi T4an sau ha1 thang diéu trj
bang cém tan Tién liét thanh giai [3] va nghién ctu ciia Nguyén Ba Qué sau mot
thang diéu tri bang bai thudc MP05 (Thach vi, Kim ngin hoa, Bach hoa xa thiét
thdo, Nguu tat, Vuong bAt luu hanh, Tam that, Ngai tugng, fch tri nhan) [7].

Ty 18 CCB c6 thé tich tuyén tién liét > 45 cm’ giam tir 34,0% xudng 17,3%. Ty
16 CCB ¢ thé tich tuyén tién liét tir > 25+35 cm’ lai tang tir 20,0% 1én 42,0%, v6i
p<0,01 (biéu dd 4).
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Biéu d6 4. Thé tich tuyén tién liét cia CCB trudc va sau hd tro diéu tri

Bang 6. Két qué chung ho trg diéu tri phi dai lanh tinh myén tién liét

Két qua diéu tri S6 CCB (n = 150) Ty 18 (%)
Tét 120 80,0
Kha 30 20,0
Kém 0 0

Sau hd tro diéu tri c6 80,0% sé CCB dat két qua t6t, 20,0% dat két qua kha va
khong co truong hop nao dat két qua kém. Két qua diéu tri tot va kha trong nghién
ctru nay 1a 100%, tuong tu két qua nghién ctru ctia Lé Anh Thu sau mot thang diéu
tri bang vién nang trinh nir hoang cung 1a 98,26% [4], cao hon nghién ciru cta
Nguyén B4 Qué sau mot thang diéu tri bang bai thubc MP05 (Thach vi, Kim ngén
hoa, Bach hoa xa thiét thao, Nguu tat, Vuong bat luu hanh, Tam thét, Ngai tugng,
fch tri nhan) 14 91,4% [7] (biéu do 5).
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Biéu d6 5. Két qua hé tro diéu trj phi dai lanh tinh tuyén tién liét
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3.2. Tinh an toan ciia ché phim peptit PHSH thong qua mdt sé chi tiéu
sinh hgoc ¢ CCB

3.2.1. Bién doi cdc chi sé huyét hoc

Bang 7. Cac chi sd huyét hoc trude va sau hd tro diéu tri

Chi s Truée HT diéu tri (n=150) | Sau HT diéu tri (n = 150)
he X +SD X +SD
S6 lugng hong cau 4,70 + 0,56 4,73 £0,53
(T/) p> 0,05
Hemoglobin 13,80 = 1,65 \ 1330+ 1,14
(g/dl) p>0,05
Hematocrit 42,2 +4,26 \ 40,29 + 3,29
(%) p> 0,05
S luong bach cu 6,30+ 1,72 \ 6,54 +3,12
(G p> 0,05

Sau hd trg. diéu tri s6 lugng hong cau, nong d6 hemoglobin, ty 1¢ hematocrit va
s6 lugng bach cau thay doi khong dang ké va van nam trong gi6i han sinh 1y.

3.2.2. Bién doi cdc chi so sinh héa chivc ning thin

Bang 8. Chirc ning than trude va sau hd tro diéu tri

Chi s Truwée HT diéu tri (n =150) | Sau HT diéu tri (n = 150)
150 - —
X £SD X £SD
6,68 + 1,7 5,88 + 1,40
Ure (mmol/I) > 005
+ +
Creatinin (pmol/l) 222 120 p> 0,05 47155

Sau hd trg diéu tri cac chi s6 danh gia chirc nang than déu c6 xu huéng giam,
su khac biét khong c6 y nghia thong ké vaoip > 0,05.

3.2.3. Bién doi cdac chi so sinh hoa chirc nang gan

Béng 9. Chirc nang gan trudc va sau hd tro diéu tri

o Truwée HT diéu tri (n=150) | Sau HT diéu tri (n = 150)
Chi so — —
X +SD X +SD
2,78 £ 11 44+ 12
AST (UIL) 32,78 £ 11,03 30, ,59
p> 0,05
26,85+ 10,33 25,10+ 9,30
ALT (U/L : : : .
(UL) p> 0,05
13,44 + 5,31 12,26 + 8,68
Bilirubin TP 1 : : : :
ilirubin TP (pmol/l) =005
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Sau hd trg diéu tri, chi sb chtc ning gan déu co xu huong giam (kha nang khur
ddc) cua gan tang 1én, sy khac biét khong c6 y nghia thong ké vaoi p > 0,05.

Két qua nghién ctru ¢ bang 7, 8 va 9 cho thay sau liéu trinh hd trg didu tri béng
cac ché pham peptit PHSH cac chi s6 sinh hoc trong mau cua cac CCB bién d6i
khong c6 ¥ nghia thong ké véi p > 0,05, cac chi s6 ndy van nam trong gi6i han sinh 1y.

Theo ddi trong qua trinh hd trg diéu trj cho thiy cac ché pham peptid PHSH
khong gay budn nén va non, khong giy dau bung va rdi loan tiéu hoa; khong thay
cac ddu hiéu chong mit, nhirc dau, mét ngi. Do vay cac ché pham peptit diéu hoa
sinh hoc khong giy tac dung phu khi hd trg diéu tri, Két qua nay cung phu hop voi
cac nghién ctru ctia Vién Han 1am Khoa hoc Lién bang Nga vé doc tinh cta cac ché
pham peptit DHSH [8], [9], [10].

IV. KET LUAN

- Céc ché pham peptit diéu hoa sinh hoc do Lién bang Nga ding trong hd tro
diéu tri phi dai lanh tinh tuyén tién liét cho nhing cuu chién binh bi phoi nhiém chét
doc da cam/dioxin dat két qua tbt chiém 80%, két qua kha chiém 20%, khong c6 két

qua kem: Mire d6 1di loan tiéu tién theo thang diém IPSS giam tir 20,94 + 8,49 diém
Xuong 8,46 £ 2,78 diém; téng diém chét lugng cudce song giam tur 4,10 + 1,01 diém
xudng 2,53 + 0,61 diém. Han ché dang ke nhimg rdi loan tiéu tién gy kho chiu cho
nguoi bénh nhu: Pau tic bang quang, tleu dém nhiéu 1an, bi tiéu, tia tiéu nho, tiéu
khong hét. Ty 1€ CCB co thé tich tuyén tién liét giam sau hd tro diéu tri chiém 80%,
luong nudc tiéu ton du giam > 50% hodc hét chiém ty 1é trén 82,66%.

- Céc ché pham peptit diéu hoa sinh hoc ding trong hd trg diéu tri khong gay
tac dung phu trong qua trinh ho trg diéu tri, c6 theé ung dung ho trg dieu tri cho CCB
phoi nhiém chat doc da cam/dioxin va cac doi tugng khac.
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SUMMARY

THE APPLICATION’'S RESULT OF PEPTIDES BIOREGULATORS
SUPPORTINGTHE TREATMENT FOR THE PERSON WHO GET BENIGN
PROSTATIC HYPERPLASIA DUE TO EXPOSING TO AGENT ORANG

Because of highly exposure to Agent Orange, veterans highly suffer from
benign prostatic hyperplasia (BPH). The article is researched aiming to indicate
some of the findings relating to the treating and rehabilitating methods for veterans
by the peptide bioregulators (PB), which are produced by Russian Federation. The
research shows that the good result of PB application occupies 80%, the goodish one
account for 20% and there is complete no negative result. Besides, depending on
IPSS scale the level of urinary disorders decreases from 20.94 + 8.49 to 8.46 + 2.78
points; the total quality of life score decrease from 4.10 + 1.01 to 2.53 + 0.61 points.
Remarkably, the method limits significantly agents causing urinary disorders which
challenged veterans a lots such as: Bladder pain, night several times to urinate, urine
retention, decreased size of the urinary stream, nocturia due to incomplete emptying.
After receiving treatment, the veterans rate reducing the prostate volume up to about
80%, residual urine volume decreased by > 50% or all achieve for 82.66%. Actually,
the Peptide Bioregulators assists veterans rehabilitate and improve their health
without any side effect.

Tir khéa: Chat doc da cam/dioxin, hé tro diéu tri, peptit diéu hoa sinh hoc, phi
dai lanh tinh tuyén tién li¢t

Nhdn bai ngay 12 thang 10 nam 2012
Hoan thién ngay 14 thang 11 nam 2012
Vién Y sinh nhiét doi, Trung tam Nhiét doi Viét - Nga

Tap chi Khoa hoc va Céng nghé nhiét ddi, S6 01, 12 - 2012 93



