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PAT VAN PE

Ung thu phoi (UTP) la bénh ly 4c tinh thuong gap nhat va la
nguyén nhan gy tir vong hang dau do ung thu trén thé gidi, trong do
chiém 85% la ung thu phoi khdng té bao nho (UTPKTBN). Khoang 80%
bénh nhan UTPKTBN dugc chan doan ¢ giai doan tién xa, khong con
kha nang phﬁu thuat. Lac nay, hoa tri 1a liéu phap diéu tri chinh nhung
hiéu qua khong cao, dé lai nhidu tac dung khong mong mudn (TDKMM)
cho nguoi bénh. Trong nhimg nim gin ddy, liéu phap diéu tri dich da
mang lai hiéu qua khang ung thu cao va it TDKMM. Tuy nhién, véi
nhitng bénh nhan (BN) khong cé chi dinh diéu tri hodc khong c6 du diéu
kién kinh té thi hoa tri 12 phuong phap diéu tri ti uu.

Cao UPI dugc xay dung dya trén co ché bénh sinh cua
UTPKTBN theo y hoc ¢b truyén (YHCT), v6i thanh phin chinh 14 bai
thudc Tién ngur thang ctia Tran Nhué Tham. Bai thudc Tién ngu thang c6
tac dung thanh nhiét giai doc, hoat huyét, trir dam, tan két. Qua nhiéu
cong trinh nghién ctru, thir nghiém tién 1am sang va 1am sang tai Trung
Qudc, bai thudc Tién ngu thang dd ching to hiéu qua rat tét trong diéu
tri bénh UTPKTBN: giam kich thudc khéi u, cai thién chat lugng cude
song, kéo dai thoi gian song thém.

Véi mong mudn tim ra dugc mot phuong thuéc méi c6 ngudn
géc tu nhién, ¢6 hiéu qua, an toan, gia thanh hop 1y, nhém nghién ctru da
gia giam mot s vi thudc cho phii hgp voi bénh nhan UTPKTBN giai
doan mudn va tién hanh thyc hién dé tai v6i hai muc tiéu:

1. Nghién civu djc tinh cap, bin truong dién, tic dung ikc ché khoi
U VA tdng cwong mién dich ciia cao UPI trén thuc nghi¢m.

2. Ddnh gid tic dung hé tro diéu tri ciia cao UPI trén bénh nhin
ung thuw phéi khong té bao nhé giai doan ITIB — 1V .

NHUNG PONG GOP MOI CUA LUAN AN
Y nghia khoa hoc
Nghién ctru xuét phat tir mot bai thudc nghiém phuong gia giam dya
trén ly luan cia YHCT va YHHD vé bénh sinh cuia UTPKTBN, ung
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dung phuong phéap bao ché hién dai, thong qua nghién ctru thuc nghiém
va 1am sang mot cach khoa hoc, cung cap cho thay thudc nodi khoa thém
mot ché pham thude didu tri UTPKTBN hiéu qua va an toan.
Y nghia thye tién
UTPKTBN 1a bénh 1y ac tinh co ty 1¢ tir vong cao, ty 1¢ mic ngiy
cang cao, d6 tudi mic bénh ngdy cang giam. Dé tai da cung cip nhimg
ching cir khoa hoc vé doc tinh, tac dung wc ché khdi u va ting cuong
mién dich trén dong vét thuc nghiém va tac dung hd tro diéu tri trén 1am
sang, khai thac von quy trong kho tang thudc YHCT dé xay dung mot
phuong thude diéu tri ¢6 hiéu qua va an toan.
Nhirng déong gép méi
> Védjc tinh
- Cao UP1 khong gay doc tinh cip & liéu 743,25g/kg. Chua xéac dinh
dugc LDsy trén chudt nhét tring trén dudng udng bing phuong phap
Litchfield - Wilcoxon.
- Cao UP1 khong gy doc tinh ban truong dién trén tho ¢ lidu ubng
3,4mg/kg/ngay va liéu 10,2mg/kg/ngay trong 8 tuan lién tuc.
> Vé tic dung trc ché khéi u va ting cwong mién dich
Cao UP1 c6 tac dung tc ché su phat trién khdi u vai ty s6 tc ché
khéi u 1a 44,8%, dat hiéu luc khang u (+), c6 tac dung ting cuong biét
hoa té bao lympho TCDS8 trong hach bach huyét chudét mang u phoi
khong té bao nho.
> Vé tic dung hé tro diéu tri trén BN UTPKTBN giai dogn 111B-1V
- PBap ung co nang: Giam cac triéu chiing co nang trén bénh nhan
UTPKTBN giai doan IIIB-1V, giam mirc d6 dau theo thang diém VAS,
céi thién tinh trang toan than thong qua mirc ting chi s6 Kanofsky.
- Pap ung thyc thé theo tiéu chuan RECIST: 36,7% dap tmg mot
phin, 40% bénh giit nguyén.
- Giam cdc TDKMM cua hoa tri: budn nédn, ndn, ha bach cAu.
- Kéo dai thoi gian sdng thém toan bo.
- Cai thién bén triéu chimg chinh ctia chimg phé nham thé khi am
ludong hu: mét moéi, miéng kho, doan khi, mach té nhuoc.



3

CAU TRUC LUAN AN

Luén 4n gébm 117 trang, trong d6 dit vin dé 2 trang; Chuong 1. Tong
quan 36 trang; Chuong 2. Ddi tugng va phuong phip nghién ciru 20
trang; Chuong 3. Két qua nghién ctru 26 trang; Chuong 4. Ban luan 30
trang; Két luan 2 trang; Kién nghi 1 trang. C6 145 tai liéu tham khao da
dugc sir dung, trong d6 41 tai lidu tiéng Viét, 33 tai liéu tiéng Trung va
71 tai liéu tiéng Anh. Luan an dugc trinh bay va minh hoa thong qua 24
bang, 13 biéu d, 5 hinh v&, 2 so dd, va 1 anh.

Chuong 1
TONG QUAN TAI LIEU
1.1. Téng quan vé ung thw phoi khong té bao nhé theo YHHD
1.1.1. Nguyén nhan
Ung thu phdi 1 bénh c6 lién quan mat thiét voi cac yéu té moi
truong, trong d6 thude 14 13 nguyén nhan cua 85% truong hop. Ngoai ra
con c6 sy tham gia cua cac yéu td khac nhu tia phong xa, arsenic,
beryllium, hydrocarbones, cac bénh man tinh & phdi (seo cii do lao,
viém phé quan c6 sin di dang biéu bi), yéu té di truyén...
1.1.2. Diéu tri UTPKTBN giai doan IIIB-1V
Phuong phép diéu tri chinh & giai doan HIB-1V 1a hoa tri, voi muc
tiéu giam nhe tridu chimg va cai thién TGST. C6 thé két hop phuong
phép diéu tri dich d& c6 hiéu qua diéu tri t6t hon, giam duoc cac
TDKMM ciia hoa tri doc té bao.
1.2. Tong quan vé ung thw phdi theo YHCT
1.2.1. Nguyén nhan va co' ché bénh sinh
UTP thudc pham vi chimg Phé nham trong YHCT véi cac biéu hién
chu yéu 1a ho, khac dom, dom c6 mau, dau nguc, s6t, khan tiéng, nguoi gﬁy...
Nguyén nhan gay bénh gdm ba nhém chinh la ngoai nhan (phong,
han, thir, thap, to, hoa xam nhap vao phé lam phé khi mat tuyén thong,
kinh lac bé tic, ta doc uan két ma hinh thanh khéi tich), bat noi ngoai
nhan (hat thudc kéo dai, cac chat doc tir méi trudng, an ubng khong hop
vé sinh... 1am hao ton tinh huyét, ty mat kién van sinh ra dam, dam tu &
phé), phéi hop véi cac rdi loan tinh chi (noi nhan) gay suy giam chinh
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khi, réi loan chtrc niang cac tang phu, tac dong Ian nhau va cubi cing
hinh thanh chang phé nham.
1.2.2. Cdc thé lam sang va phwong phdp diéu tri

Bénh sinh cua chimg Phé nham 1 sy phdi hop cua 4 yéu té nhiét
doc, khi tré huyét r, ddm ngung va chinh khi hu, bao gém céc thé bénh
khac nhau ¢ cac giai doan khac nhau.

Giai doan dau chu yéu thuoc thé dam troc ung phé voi phap diéu tri
hoa dam giang troc, thanh phé giai doc; va thé khi tré huyét  voi phap didu
tri hanh khi hoat huyét, héa @ tan két. Giai doan sau chii yéu thudc cac thé
am hu nhiét doc voi phap diéu tri tr 4m thanh nhiét, giai doc téan két; thé
phé ty khi hu véi phap diéu tri ich khi kién ty, 1y khi hoa dam; va thé khi
am ludng hu véi phap diéu tri ich khi dudng am, thanh nhiét giai doc.

1.3. Tong quan vé cao UP1

Theo Tran Nhué Thiam, bénh co cia UTPKTBN do bén yéu té
nhiét doc, khi tré huyét &, ddm ngung va chinh khi hu gdy nén. Tir d6
ong da xay dung bai thudc Tién ngu thang véi tic dung hoa dam tiéu
tich, hoat huyét tan két, gdm 11 vi: Pang sim, Mach mén, Ngu tinh théo,
Tién hac thao, Thd bdi mau, Miéu trao thao, Son tir ¢d, Son hai loa, Thu
cung, Tam that, Cam thao.

UP1 duoc xay dung trén co s¢ bai Tién ngu thang, giam hai vi
thudc Son tir ¢6, Son hai loa tic dung giai doc tiéu thiing, trir dam tan két
manh, thuong chi dinh khi bénh giai doan dau hodc gilra voi ching trang
chu yéu 1a dam 1, doc két. Gia thém ba vi Phyc linh, Chi xac, Ty ba diép.
Phuc linh c6 tac dung kién ty trir thap, phdi hop cing Dang sdm lam ting
tac dung ich khi kién ty, pht hop dé diéu tri bénh nhan UTP giai cudi c¢6
hoéa tri liéu. Chi xac 1y khi hanh tré, giang dam, ti€u thuc. Ty ba diép
thanh phé chi khai, trir dam, giang nghich chi 4u giup cai thién triéu
ching ho, dau nguc, khé thé trén bénh nhan UTP.

Chuong 2
POI TUONG - PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru
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Cao UP1, dang cao long, chai 90ml, san xuét tai khoa Duoc - Bénh
vién Pa khoa YHCT Ha Noi, dat tiéu chuan co s&, thanh phﬁn 1 chai gém:
bang sam (Radix Codonopsis pilosulae) 25g, Phuc linh (Poria) 25g, Ngu
tinh thao (Herba Houttuyniae cordatae) 20g, Ty ba di¢p (Folium
Eriobotryae) 10g, Miéu trao thao (Rannunculus ternatus) 10g, Chi xac
(Fructus Aurantii) 15g, Mach mén (Radix Ophiopogonis japonici) 15g,
Th bdi mau (Bulbus Fritillariae) 15g, Tién hac thao (Herba Agrimoniae)
15g, Thu cung (Hemidactylus frenatus) 05g, Tam that (Radix Panasis
notoginseng) 10g, Cam thao (Radix Glycyrrhizae) 06g.

2.2. Pdi twong nghién ciru

- Trén thwe nghiém: Chudt nhit trang chuang Swiss, tho chung
Newzealand White khoé manh dat tiéu chuin nghién ctru do cac trung
tam chin nudi dong vat thi nghiém co uy tin cung cap.

- Trén l1am sang: 60 BN duoc chian doan UTPKTBN giai doan IIIB-1V.
Theo YHHP: Kanofsky > 70. BN diéu tri 1an dau, khong co chdng chi
dinh diéu tri hoa chat, khong co chi dinh xa tri, diéu tri dich. Theo
YHCT: BN thudc thé khi 4m ludng hu.

2.3. Phwong phap nghién ciru

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

- Nghién civu déc tinh bdn trwong dién: Theo hudng dan caa WHO.

- Nghién ciu tac dung sc ché khéi u va ting cwong mién dich: Theo
phuong phap cua Lapis K. Nghién ctru trén mé hinh UTPKTBN chuét.
Panh gi4 tac dung uc ché khdi u thdng qua thé tich khdi u va hiéu luc
khéng u. Panh gia tac dung ting cudng mién dich théng qua ty 18 té bao
TCD4, TCD8 trong hach bach huyét chuot.

- Nghién ciru trén 1am sang: Nghién ctu can thiép 1am sang ma, so
sanh trudc sau diéu tri va so sanh véi nhém chang. BN nghién ctru dugc
chia thanh 2 nhom dam bao tinh twong dong vé tudi, gidi, giai doan cua
bénh theo YHHD. Nhoém ching: Paxus PM (paclitaxel) 200 - 225mg/m?
da truyén tinh mach ngay 1. Kemocarb (carboplatin) AUC = 6 truyén
tinh mach ngay 1, chu ki 21 ngay x 3 chu ky. Nhdm nghién ctu (NC):
Ho4 chit nhu trén + Cao UP1 90ml, ngay 1 chai, chia 2 lan uéng sau bira
an 30 phut trong 21 ngay/chu ky x 3 chu ky.
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Chi tiéu theo déi va danh gid két qua: 1. Pap Gmg co ning: triéu
ching co ning (ho, khac dom, dom mau, sét, dau nguc, kho tho, mét
moi, an kém); mirc d6 dau VAS; tinh trang toan than theo Kanofsky. 2.
Dap ng thuc thé: kich thudc khdi u phoi nguyén phat, dap tng theo tiéu
chuan RECIST, nong d6 CEA, Cyfra 21-1. 3. TDKMM cua hoa tri trén
Iam sang: budn nén, nén, ia chay, ton thuong trén da, viém niém mac
miéng, di ang, sét; trén can 1am sang: giam bach cau, hemoglobin, tiéu
Cau; ting creatinin, ting AST, ALT, bilirubin. 4. Thoi gian séng thém
toan bo.

2.4. Dia diém thuc hién dé tai

- Nghién ctru doc tinh cép va ban trudong didn: BM Dugc ly - Trudong
Pai hoc Y Ha Noi. Nghién ctru tac dung trc ché khdi u va ting cuong
mién dich: BM Sinh hoc té bao - Khoa Sinh - PH Khoa hoc tu nhién.

- Nghién ctru trén 1am sang: Khoa N¢i I - Bénh vién Ung Budu Ha Noi.
2.5. Xir Iy s6 liu: theo thuat toan théng ké Y sinh hoc, st dung phan
mém SPSS 21.0. Su khac biét c6 ¥ nghia thong ké khi p < 0,05,

Chuwong 3
KET QUA NGHIEN CUU

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

Chu6t nhit tring di duoc udng thudc thir tir lidu thip nhat dén lidu
cao nhat 743,25¢ duogc liéu/kg. Sau khi uéng thudc, tit ca chudt an uéng,
bai tiét, hoat dong binh thudng trong sudt 7 ngay theo ddi. Khong co
chudt nao chét & tat ca céc 16. Chua xac dinh duge LDs clia cao UP1
theo dudng ubng.
3.1.2. Pjc tinh bdn trwong dién

Trong thoi gian thi nghiém, thd ¢ ca 3 16 hoat dong binh thuong,
nhanh nhen, mat sang, 16ng muot, an udng tot, phan kho. Sau 4 tun va 8
tudn dung thude lién tuc voi lidu 3,4mg/kg va 10,2mg/kg khong giy doc
tinh trén co quan tao mau va khong lam thay d6i chirc ning gan, than tho



trén xét nghiém sinh hoa. Trén mé bénh hoc: khong co thay d6i bénh 1y vé
mit dai thé cua cac co quan tim, phéi, gan, lach, tuy, than va hé théng tiéu
hoa tho; khdng thay ton thwong va khong c6 sy khéac biét vé cdu tric vi thé
gan, than cua thd gifra,lf) cpl'mg va 216 udng thu~6c nghién ctru.

3.1.3. Tdac dung vrc ché khoi u va ting cwong mien dich trén thuc nghi¢m

* Két qua tao khdi u thue nghiém: Toan bd chudt nhét tring sau 7 ngay

tiém té bao LLC vao dudi da ving nguc trai déu thiy xuat hién khdi u

phat trién tai dudi da ving nguc trai. Thé tich khdi u ting dan theo thoi

gian gy u. Thé trang chung ciia chudt & cic 16 déu tot, khong co hién

tuong ia chay, 16ng xu, cham chap hay mot s6 biéu hién dic biét nhu run

riy, co git... Hinh anh vi thé khdi u chudt & céc 16 1a u dang khong té

bao nho, cd sy xam nhap lympho bao va tuong bao khac nhau gitra cac 16,

4 L .v
Hinh anh vi thé khoi u
chuot 16 DCUT (HE x 400)
U dang khéng té bao nhé.
Cdu triic u gom cdc té bao
lon, hinh da dién, hat nhdn
70, scfp xé'p thanh dam,
mang, hogi tir u rong

trong d6 mirc d6 xAm nhép nhiéu nhét & 16 chudt udng cao UP1.

: Wakste £
Hinh anh vi thé khéi u
chu¢t 16 6MP (HE x 400)
Pa hinh thdi té bao, nhiéu
nhdn chia, xam nhdp
lympho va twong bao it
1. Té bao u
2. Té bao lympho

Hinh anh vi thé khéi u chuét 16

UP1 (HE x 400)

Té bao u da dang, it ving hogi
ik, mo dém co xam nhdp nhiéu
lympho bao, twong bao
1. Té bao u da hinh thai
2. Té bao lympho

* Tac dung trc ché khoi u
Bing 3.9 Thé tich khéi u trung binh ciia cdc I6 chudt khi két thic thiv nghi¢m

Lo N Thé ticgkhéi u trung binh
X +SD (cm®) P
bCUT (1) 10 1,834 + 0,891 P12< 0,05
UP1 (2) 10 1,011 + 0,453 P13 < 0,05
6MP (3) 10 0,360 + 0,217 p23< 0,05
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Nhén xét: Thé tich khdi u trung binh ¢ 16 UP1 va 6MP déu nh6 hon so véi 16
DCUT, nho nhat ¢ 16 6MP. Sy khac biét co YNTK (p <0,05).
Bdng 3.10. So sdanh hiéu luc khdng u giiia cdc l6 chugt

L6 IR (%) Hiéu lwc khang u
bCUT 0 -
UP1 44.8 +
6MP 80,33 ++

Nhdn xét: Kha nang lam giam kich thudc khdi u ¢ 16 UP1 1a 44,8%, 16
6MP la 80,33%. Theo tiéu chuan H. ltokawa, hiéu luc khang u cia 16
UP1 la (+), 16 6MP la (++).
* Tac dung ting cudng mién dich

Bing 3.11, 3.12. So sinh ti I¢ t¢ bao TCD4, TCD8 giita cdc 16 chuét

Té bao

TCD4 (%) TCD8 (%)
h = TCD4 = TCD

L5 who s n x+sp | POCPY | Sigp | PTCDY
DCSH (1) 5 | 556+7,9 | P2<005 | 245%£83 | p.2>0,05
P13 < 0,05 P1.3 < 0,05
BCUT (2) 5 | 493+6,1 Drs>005 | 26674 0r5< 0,05
UP1 (3) 5 435+8,8 P1a<005 | 275%89 P14 > 0,05
620+7,1 | Pa<005 moea7737 Pea<005
6MP (4) 5 ’ , P34 < 0,05 , ’ P24 > 0,05

Nhdn xét: Ti 1€ TCD4 thap nhat ¢ 16 UPI, cao nhat ¢ 16 6MP. Co su khac biét
gitra 16 6MP vdi cac 16 con lai (p < 0,05), khong ¢ su khac biét gitra 16 UP1 véi
16 BCUT (p > 0,05). Ti 1€ TCDS tai cac 16 chudt mang u déu cao hon so véi 16
DCSH, 16 UP1 ¢6 ti 18 cao nhat, khac biét cd YNTK s0 cac 16 con lai (p < 0,05).
3.2. Két qua nghién ciu trén 1am sang

3.2.1. Dap wrng co ning

* Suw thay doi cdc triéu chiing co ning



Triéu chang co
ning (Dicm) et NhOm chirng
el Nhém NC

7,87+ 4,55

9 -

8 - 7,37 +3,76 6774203

71 75039 — 6,83+3,27

g4 "0

5 .

g 1 4,77 + 3,61

2 1 2,87+270 1,77 £2,57

. ' ' ' Thoi gian

nn N21 na2 NAR
Biéu dé 3.6: Thay doi trigu chieng co néng sau cdc chu ky diéu tri
Nhan xét: Trudc diéu tri, trung binh triéu ching co niang & hai nhém
khéc biét khdng c6 YNTK (p=0,741). Biém trung binh triéu ching co
ning giam khong dang ké & nhom ching, giam rd rét & nhom NC, sy
khac biét so véi trudc diéu tri c6 YNTK véi p=0,001.
* Suw thay doi tinh trang dau

VAS (Diém) —&—Nhom ching
6 - —-Nhom NC
497 £225 4874227

5 | o 457T£2,14
463 £ 2,37

4 | 4832

; | 3,73 £ 2,28

2 .
1,53 £ 1,59

. . . : . Thoi gian

DO D21 D42 D63 (ngay)

Biéu do 3.11: Thay déi diém VAS trung binh theo théi gian
Nhdn xét: Piém VAS trung binh trude diéu tri & hai nhém khac biét
khong ¢6 YNTK vai p=0,829. Sau diéu tri, diém VAS trung binh giam
dan & nhom NC, sy khéc biét c6 YNTK véi p=0,001; giam nhe & nhom
ching, tuy nhién sy khac biét khéng c6 YNTK véi p=0,106.
* Sy thay déi tinh trang toan than
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Bing 3.16. Thay déi diém KPS theo mirc dp trwdc sau diéu tri

Nhém Nhoém chirng (n) Nhém NC (n)

"\ | Do D2t [Dpaz2] D63 | Do [ D21 [ D42 | D63 (Ch&:g_NC)
Mire do Wl @ | ®| 66 | 6 | Oe

Nhe 15 | 15 | 14 | 12 | 18 | 26 | 28 | 29

Vira 5 | 15 | 16 | 18 | 12 | 4 | 2 | 1 |P¢D=0302
p truéc 0(1-2)=1,000 0(5-6)=0,019 P(2-6)=0,002
sau diéu p(1-3)=0,796 p(5-7)=0,002 p(3'7):0’001
tri 0(1-4)=0,436 n(5-8)=0,001 P(4-8)=0,001

Nhdn xét: Trude diéu tri, tat ca cac BN déu cd chi s6 toan trang nhe va
vira, khong c6 su khéc biét giita hai nhém. O nhém ching, KPS muc do
nhe giam sau 3 chu ky nhung su khac biét khong c6 YNTK. G nhém NC,
muc do KPS ngay mot tét hon, su thay doi c6 YNTK véi p=0,001.

3.2.2. Pdp irng thuee thé
* Sw thay déi kich thwdc khéi u phéi nguyén phdt

Bing 3.17. Thay déi kich thuwéc u nguyén phit sau diéu tri

Nhém | Nhéom chirng (n =30) | Nhém NC (n = 30)
Thoi gian X + SD (mm) X +SD (mm) | P cuime-ne
Truée didu trj (DO) 22,05 + 22,08 24,40 + 20,94 0,674
Sau diéu tri (D63) 21,22+ 17,27 20,33+ 19,73 0,853
Chénh Iéch D0-D63 0,83 +22,91 4,07 £18,61
P po-pes 0,844 0,241

Nhdn xét: Kich thuéc khoi u phoi nguyén phat trude diéu tri khong cé su
khac biét gitta 2 nhom, sau diéu trj giam & ca 2 nhom nhung su khac biét
khong c6 YNTK. Tuy nhién, mitc chénh l1éch trudc sau diéu tri & nhom
NC ¢6 xu hudng cao hon nhém chung.
* Ddp ting thuwe thé theo tiéu chuin RECIST

Bing 3.18. Pdp teng thuc thé theo tiéu chuin RECIST

Nhom |  Nhém chirng Nhém NC
Mirc d9 n % n % P
Dap ing hoan toan (CR) 0 0 0 0
Dap img mot phan (PR) 9 30,0 11 36,7
Bénh giit nguyén (SD) 11 36,7 12 40,0 | 0,679
Bénh tién trién (PD) 10 33,3 7 23,3
Tong 30 100 30 100
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Nhdn xét: Khong co truong hop CR ndo ¢ ca 2 nhom. Ty 18 PR ¢ nhém NC
14 36,7%, nhom ching la 30%. Sy khac biét gitra 2 nhom khdng c6 YNTK.
* Sy thay déi néng dg khang nguyén CEA, Cyfra 21-1

Bdng 3.19. Sw thay déi nong dp CEA sau diéu tri

Nhém | Nhom chieng (n =30) | Nhém NC (n = 30)
Théi gian X + SD (ng/ml) X +SD (ng/ml) | Pehime-Ne
Trudce diéu tri (DO) 60,81 + 185,38 64,35 + 182,83 0,941
Sau chu ky 1 (D21) 40,49 + 88,95 41,70 + 78,81 0,956
Sau chu ky 2 (D42) 30,54 + 47,95 54,43 + 122,34 0,323
Sau chu ky 3 (D63) 24,18 + 31,67 35,36 + 57,83 0,357
Chénh 1éch D0-D63 36,63+ 171,70 28,99 + 145,09
P po-pes 0,252 0,283

Nhdn xét: Nong do CEA trung binh sau diéu tri giam & ca hai nhom, tuy
nhién sy khac biét khong c6 YNTK so vai trude diéu tri va gitra 2 nhom.

Bing 3.20. Sw thay déi néng dp Cyfra 21-1 sau diéu tri

Nhom | Nhom chirng (n =30) | Nhom NC (n = 30)
Thoi gian X + SD (ng/ml) X +SD (ng/mly | Pehime-ne
Truéc didu trj (DO) 6,82+ 501 12,91+ 1879 0,091
Sau chu ky 1 (D21) 5,16 + 3,57 7,86 £8,78 0,124
Sau chu ky 2 (D42) 414+ 2,68 7,64+ 12,07 0,127
Sau chu ky 3 (D63) 3,57+1,86 7,23 +10,32 0,061
Chénh 1éch D0-D63 3,25+4,90 5,69 +£17,45
P po-pe3 0,001 0,085

Nhdn xét: Sau diéu tri, nong do Cyfra 21-1 trung binh giam & ca hai nhom,
tuy nhién & nhom NC su khac biét khéng c6 YNTK so véi trude diéu tri.
3.2.3. Anh hwéng ciia cao UP1 1én cac TDKMM ciia héa tri

*Trén 1am sang
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Bing 3.21. Cic TDKMM ciia héa tri trén lim sang sau diéu tri

Nhom | Nhém chirng Nhém NC
TDKMM N % N % P
D6 0 7 23,3 19 63,3
Bubnnéon | Dol 17 56,7 11 36,7 0,002
D6 2 6 20,0 0 0,0
D5 0 9 30,0 21 70,0
No6n Do 1 16 53,3 9 30,0 | 0,003
D6 2 5 16,7 0 0,0
. D60 27 90,0 29 96,7
fa chi i 0,306
Ay Mhsi 3 10,0 1 3,3
Da P60 30 100 30 100 1,000
iBm nié Do 2 7 1
Viém rw.Lem 00 6 86, 30 00 0,056
mac mi¢ng [ pg | 4 13,3 0 0,0
Di g P60 30 100 30 100 1,000
R D6 0 27 90 30 100
Sot Po 1 3 10 0 0.0 0,119

Nhdn xét: Sau diéu tri, ty 1¢ budn ndn, ndn & nhom chung cao hon nhém
NC, su khac biét gitta 2 nhom c¢6 YNTK; tri€u ching ia chay gap & ca
hai nhdm nhung su khac biét khéng c6 YNTK; triéu chirng viém niém
mac miéng, s6t chi gap & nhom chimg, khong gip & nhém NC; TDKMM
trén da, di ung khong gap ¢ ca hai nhom.

* Trén cdn lam sang
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Bing 3.22. Cic TDKMM trén cin lim sang sau diéu tri

Nhém | Nhém chirng Nhém NC
TDKMM o % o % p
- P60 | 19 | 633 26 86,7
G‘a‘c‘gl‘l””h Pl | 6 20,0 4 13,3 0,039
P62 | 5 16,7 0 0,0
P60 | 17 | 56,7 26 86,7
Gidm bach | pg | 2 6,7 0 0,0 0.047
ca‘;iﬁr‘]‘“g P62 16,7 3 10,0 ’
P63 | 6 | 200 1 3,3
P60 | 24 80 22 73,4
Gidm | Dol | 6 20 4 13,3 0213
hemoglobin 02 0 0,0 3 10,0
Do 30 0 0,0 1 3,3
Giam gy | POO | 30 | 100 29 96,7
1am tieu
cAu Dol | 0 0 0 00 0,500
P62 | 0 0 1 3,3
5 5 1
Ting | POO | 29 | 967 30 00 0,500
bilirubin | pg 1 1 3,3 0 0,0
P60 | 30 | 100 27 90,0
Ting AST | ° 0,119
P61 | O 0 3 10,0
P60 | 25 | 833 27 90,0
3 : ! ! 0,353
Tang ALT | by | 5 16,7 3 10,0 !
Ting | P60 | 30 | 100 30 100 1000

Nhdn xét: Sau diéu tri, ty 1& giam bach cau chiém 36,7% & nhom chiing
va 13,3% & nhém NC, su khac biét gitta 2 nhém c¢6 YNTK (p = 0,039).
Ty 1€ giam Hb, TC, tang bilirubin, AST, ALT déu gdp ¢ ca 2 nhém
nhung su khac biét khong cd YNTK. Ty 1€ ting creatinin khong gip & ca
2 nhém.
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3.2.4. Anh hwéng cia cao UP1 18n thoi gian séng thém

1.0 _*—I_”—

. Phan nhéam
| IMhém NE
] T hhém chiing
0.5 L — Nhém NC-kiem duyét
R - Mhém ching-kigm duyét

0.6

Tyle%

0.4

0.2+

0.0

T T T T T T
.00 5.00 10.00 15.00 20.00 25.00

Thei gian theo déi (thang)

Biéu db 3.13: Théi gian song thém toan bg cziia bgnh nhan hai nhém
Nhdn xét: Tai thoi diém két thic theo ddi, nhom NC c6 7 BN tir vong
(23,3%), BN tir vong sém nht 1a sau 7,1 thang, BN tir vong mugn nhat
la 13,7 thang; nhdm chung ¢6 13 BN tir vong (43,33%), BN tir vong sém

nhét 1a sau 4,1 thang, BN tir vong mugn nhat 13 18,2 thang.
Bing 3.23. Thoi gian song thém trung binh

Nh6m N Thoi gian ﬁ;ng thém frung binh
X % SD (thang)
Nhom chirng 30 11,77 £ 3,95
Nhém NC 30 14,13+ 4,91
p 0,045

Nhdn xét: Tinh dén thoi diém két thuc nghién ctru, TGST trung binh cua

nhom NC cao hon nhém chiing, khac biét c6 YNTK voi p = 0,045.
3.2.5. T4c dung hd tro diéu tri trén cac triéu chieng cia YHCT
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Bing 3.24. Sw thay déi cdc triéu chieng ciia YHCT sau diéu tri

) Nhom chirng Nhom NC
Nhom Truée didu | Sau diéu tri | Trwée dieu | Sau diéu tri p
Tri¢u tri (1) ) tri (3) (4) (Chiing-NC)
chirng n % n % n % n %
1-3)=0,688
26 |86,7| 20 |66,7| 27 | 90,0 | 15 | 50,0 P '
Mét moi p(2-4)=0,190
p(1-2) = 0,067 p(3-4) = 0,001
p(1-3)= 0,448
25 | 833 | 23 | 76,7 | 27 | 90,0 | 14 | 46,7
Miéng kho p(2-4)=0,017
p(1-2) = 0,510 p(3-4) = 0,001
p(1-3)= 0,640
27 | 90,0 | 28 |933| 28 | 933 | 16 | 53,3
Poan khi p(2-4)=0,012
p(1-2) = 0,448 p(3-4) = 0,001
P p(1-3)=1,000
Mach té 30 | 100 | 28 | 93,3 | 30 100 | 20 | 66,7 0(2-4)=0,010
nhwge p(1-2) = 0,150 p(3-4) = 0,001

Nhan xét: Céc triéu chung mét moi, ngu kém, mié€ng khd, doan khi,
mach t& nhugc biéu hién & hau hét cac BN va khong co6 su khac biét giira
hai nhém true diéu tri. Sau 3 chu ky, cac triéu chimg gidm nhe & nhom
chung; gidm ro rét & nhom NC.

Chuong 4
BAN LUAN

4.1. V& dpc tinh va tac dung ciia cao UP1 trén thue nghiém
4.1.1. Déc tinh cip va djc tinh bin truong dién

Két qua NC doc tinh cip ciia thudc cho thiy chua xac dinh duoc
LDs ciia cao UP1 theo duong udng trén chudt nhét tring va khong thiy
xuét hién triéu ching bat thuong nao trong 72 gio sau udng thudc lan
dau va trong sudt 7 ngay sau udng thuéc. NC doc tinh ban truong dién
cho thay cao UP1 khong giy anh hudng t6i tinh trang chung va thé trong
ctia tho, khong anh huéng toi cac chi sb huyét hoc, chirc ning gan, than
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tho, khong gay huy hoai t& bao gan, than trén xét nghiém va mé bénh
hoc. Két qua NC ciing phii hop vi cac vi thude trong bai déu c6 ngudn
gdc tu nhién, da st dung tir 1au doi dé 1am thudc udng va khi ding trén
thuc té ciing cho thay khong gy ra nhitng TDKMM trén 1am sang. Két
qua nay di khing dinh thém vé su an toan cua thuéc NC.

4.1.2. Tdc dung trc ché khoi u va ting cwong mién dich trén thuc nghigm

Theo két qua & bang 3.9, thé tich khdi u ting & tat ca cac 16, mirc
d6 ting & 16 UP1 tuy thap hon & 16 DCUT nhung cao hon 16 6MP. Két
qua trén hoan toan giai thich dwgc khi thudc chimg duong trong thuc
nghiém 6MP 1a thudc diéu tri ung thu, c6 tac dung (rc ché qua trinh trao
ddi cac nucleotid, chdng su ting sinh té bao, rc ché su phat trién khdi u.

Két qua mod bénh hoc khéi u & 3 16 chudt cho thay, cac té bao ung
thu ¢ dang biéu mo khong té bao nho, c6 su tap trung cac té bao lympho
va tuong bao ¢ cac 16 chudt ung thu dugc diéu tri, véi mat do cao hon &
16 UP1 so v6i 16 6MP. Mirc @6 tham nhiém manh mé& céc té bao lympho
va tuong bao tai mod ung thu da thé hién dép tmg mién dich cua thude
diéu tri va chirng minh tac dung @rc ché sy phat trién khdi u ctia cao UPI.

Theo cac NC duoc 1y, Pang sim c6 tac dung wrc ché sy phat trién
khéi u, khang dot bién; Phyc linh trc ché va tiéu diét t& bao ung thu;
Miéu trao thao, Tam that, Thi cung e ché té bao ung thu trén dong vat
thue nghiém. Mot sé NC cua cac tac gia Trung Qudc di tim ra cac thanh
phan c6 trong cac vi thudc ctia ché pham UP1 c6 tac dung tic ché té bao
ung thu nhu vitamin F trong Thi cung; polysaccarid trong Tam that;
ternati saponin trong Miéu trao thao; agrimonyl lactone, tannin sterol,
acid organic trong dich chiét Tién hac thao. Tat ca cic NC trén déu gop
phan khing dinh kha ning trc ché khéi u ctia cao UP1.

Téac dung ting cudng mién dich cua cao UP1 dugc danh gia thong
qua ty 1€ té bao TCD4, TCD8 trong hach bach huyét chudt. Két qua NC
cho théy, ti 16 TCD4 thip nhét & 16 UP1, 16 BPCUT thap hon 16 DCSH,
cao nhat & 16 6MP. Ti 1¢ TCDS ting & tat ca cac 16, cao nhat & 16 UP1, ¢6
sur khac biét c0 YNTK giira 16 UP1 véi cac 16 khac (Bang 3.11, 3.12).
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Té bao ung thu 1a mot loai khang nguyén noi sinh, TCD4 dic trach
viéc nhan biét khang nguyén ngoai sinh. Do vay khi chudt duoc gy u s&
khong kich thich hé mién dich cta co thé san sinh TCD4, dong thoi khoi
u ciing lam suy giam chtrc ning mién dich trong co thé chudt mang u,
lam giam ti 1€ TCD4 & 16 DCUT so véi 16 BPCSH. TCD8 dac trach viéc
nhan biét va loai trir cac khang nguyén ndi sinh, trong d6 co té bao ung
thu. Do vdy, tac dung lam ting TCDS8 da thé hién tic dung ting cuong
mién dich ctia cao UPI.

Mot s hoat chit trong Pang sam, Phuyc linh, Tam that, Miéu trao
thao nhu saponin, polysaccharid, flavonoid, mot s6 loai peptid... da duoc
chimg minh c6 tac dung ting cudng mién dich dic biét 1a té bao lympho
T, nang cao kha nang thuc bao cta dai thyc bao trén chudt thuc nghiém.
Agrimonyl lactone, tannin sterol, acid organic c6 trong dich chiét Tién
hac thao ngoai tac dung trc ché té bao ung thu, con 1am ting sd lugng
bach cau, tang kha nang mién dich cta co thé.

4.2. Vé tac dung hd tro diéu tri ciia cao UP1 trén BN UTPKTBN giai
doan IIIB-1V

4.2.1 Vé ddp ieng co ning

4.2.2.1. Triéu chitng co nang

Piém trung binh triéu ching co ning giam dan sau mdi chu ky
diéu tri, muc giam rd rét & nhoém NC, giam khong dang ké & nhom chimg
(Biéu dd 3.6). Céc triéu chiing ho, khac dom, dodm mau, kho tho, s6t, mét
moi, an kém déu co su cdi thién rd & nhém NC so vdi nhdom ching.

Ho va khac dom 1a triéu ching thudng gip va rat quan trong trong
UTP. Thuong do su chén ép cua khdi u, su kich thich cac receptor ndi
phé quan, hodc do tinh trang viém gay ra ho. Khé thé 1a do khéi u gay
tac nghén khi quan, phé quan gdc; do tran dich mang phdi, mét sb truong
hop kho thé do dau. Bai thude NC ¢6 cac vi thude chi khai suyén, tan két
tiéu thiing manh nhu Chi xac, Ty ba diép, Tho bdi miu, Miéu trao thao,
Thu cung giup gidm ho, ti€u dam, giam kich thich, tang cudong luu thong
duong ho hap, cai thién tinh trang kho thé. Nguyén nhan gay dau nguc &
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ca hai nhém chii yéu do sy chén ép cua khdi u, do tran dich mang phoi,
mot s BN dau nguc sau con ho. Sau diéu tri, biéu hién tran dich mang
phdi & BN nhom ching cai thién khong dang ké nén tinh trang dau nguc
giam it. O nhém NC, véi tac dung hd tro cua cao UP1, mirc do tran dich
giam, triéu ching ho gidm da giup cai thién tinh trang dau nguc, kho thd
sau diéu tri. Két qua NC cua chung t6i ciing tuong ty voi Trinh Ngoc
Linh dung bai thudc voi thanh phan chinh 1a Ngu tinh thao, Phuc linh,
sau diéu trj tinh trang ho, kho thd dau nguc giam 60%. Trinh Ngoc Linh
trong mot NC khac sir dung dich chiét Ngu tinh thao tiém khoang mang
phdi ciing cho két qua twong ty. Ngu tinh théo 13 vi thudc thanh nhiét
giai doc manh, NC duogc ly da ching minh c6 tac dung khang khuén,
khang virus, 19i niéu. Nhu vay, viéc dung lidu cao Ngu tinh thdo thanh
nhiét giai doc, loi niéu thong 1am phdi hop Miéu trao thao ting tac dung
thanh nhiét giai doc, Phuc linh lgi thuy tham thip da giup cao UP1 ting
cuong bai tiét dich, giam viém, ha sét.

Céac BN trong NC trudc didu tri déu khong co6 rdi loan thuc thé
trén dudng tiéu hoa, phan 16n do tic dong cua ho, kho thd, dau két hop
v6i cac 16i loan tim 1y sau chan doan ung thu gy ra chan an, mét moi.
Két hop hoa trj doc té bao voi nhiéu TDKMM trén cac hé co quan trong
d6 bién hién rd rét nhét 1a hé tiéu hoa va tiy xuong. Phan 16n BN déu c6
biéu hién budn noén, mot sd non, dau bung, dﬁy chuéng. YHCT cho réng
do ta doc xdm pham 1am rdi loan chirc nidng van hoa cia ty vi gdy nén.
Cao UP1 ngoai Pang sam b trung khi kién ty, Phyc linh loi thiy tham
thip con c6 Chi xac 1y khi giang dam, tiéu thuc, Ty ba diép trir dam,
giang nghich chi 4u tir d6 c6 tac dung giam nodn, giam ddy chudng, kich
thich tiéu hoa, cai thién tinh trang an kém, mét moi.
4.2.2.2. Tinh trang dau theo chi sé VAS

Theo biéu d6 3.11, tinh trang dau ciia BN nhém NC cai thién ro rét
sau diéu tri. Triéu chimg dau trén BN UTPKTBN do nhiéu nguyén nhan
gay ra, c6 thé do chén ép ctia khdi u phdi nguyén phat, khdi u di can phoi
d6i bén hodc di can mang phoi gay dau nguc, dau ving vai; di cin xwong
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gdy dau xwong; mot s6 it truong hop di cin phin mém thanh bung gy
dau bung,... mot s6 BN ¢6 thé dau sau diéu tri hoa chét. Vi vay, dé danh
gid mic do dau tong thé ching t6i st dung chi s6 VAS. Theo YHCT,
dau trong ung thu do nhidu nguyén nhan, nhung bénh co déu khong
ngoai “bit thong tic thong”, “bat vinh tic thong” (khong thong giy dau,
khong duoc nudi dudng giy dau). BN UTPKTBN giai doan cudi phdi
hop ca thuc ching va hu ching. Thuc ching 1a do khi tré huyét o, dam
thap; hu chimg do khi hu, 4m hu lam cho cong ning bi that diéu, tang
phu kinh lac mit nudi dudng ma phat sinh dau. Diéu tri chu yéu 1y khi
hoat huyét, hoa dam tan két chi thong phdi hop ich khi dudng am. Cac vi
thudc hoat huyét hoa & ding trong nham chimg véi tac dung chinh 1a
thong kinh chi thdng, c6 thé phdi hop véi cac phuong phéap diéu tri cia
YHHD d¢é ting cudng tac dung trc ché su phat trién cua té bao ung thu,
giam su ting truong khoéi u, giam chén ép, giam dau. NC duoc 1y hién
dai da chimg minh Tam that c6 tac dung khang ung thu, ting cuong
mién dich, cAm méu, hung phdn trung khu than kinh va giam dau; Tha
cung tan két, tiéu thiing, giai doc, dé giam viém, giam dau. Phdi hop voi
Tién hac thao tan 1 ti€u tich, chi théng; Chi xac ly khi, hoéa dam; Miéu
trao thao, Thd bdi mau tiéu trir tich tu, tir d6 ¢6 tac dung giam dau.
4.2.2.3. Triéu chung toan thdn theo Kanofsky

Thang diém Kanofsky (KPS) danh gia toan trang cua BN thong
qua kha ning hoat dong va muc d xuat hién cac triéu chimg bénh. Vi
vay, KPS chinh Ia sy phan anh khai quat mirc d6 ning nhe cia céc tri€u
chung bénh trong d6 dong vai tro chinh 1a triéu chiing co nang nhu dau
nguc, khé thd, sbt, an kém, mét moi. Khi cac triéu ching co ning dugc
cai thién thi tinh trang toan than ciing tot 1én va ngugc lai. Trén nhém
BN diéu tri phdi hop cao UPI, su céi thién triéu ching duoc ghi nhan &
ngay chu ky ddu véi su ting rd rét s6 BN & muc do nhe (18—26 BN)
(Bang 3.16). Cac BN nay déu cam thay d& dau, an udng duoc, tinh thin
lac quan hon, mét sb tinh trang ban dau nhu tran dich mang phdi giam
nén d& kho tho, d& ho. Mot s6 BN du dap ung chi ¢ mirc bénh giir
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nguyén nhung vé co niang BN cam thay d& mét, an udng kha hon.
4.2.3. Vé ddp trng thuc thé
4.2.3.1. Kich thudec khoi u phoi nguyén phat va dap vmg thuc thé theo
tiéu chuan RECIST

Sau 3 chu ky diéu tri, kich thudc khdi u trung binh & nhém NC c¢6
xu huéng giam nhiéu hon so véi nhom chimg (Bang 3.17). Ty 1¢ kiém
soat bénh & nhom NC la 76,7%, nhém chiung 1a 66,7% (Bang 3.18). Su
khac biét giita hai nhém sau diéu tri tuy chua c6 YNTK nhung budc dau
da thé hién tac dung hd trg ctia cao UP1 trong trc ché su phat trién khoi
u. NC cua Nguyén Minh Ha (2014) trén BN UTPKTBN giai doan I1IB-
IV, dung thudc diéu tri dich (Tarceva) ciing chi ghi nhan 1 truong hop
dap mg hoan toan ¢ thang thir 9, ddp tmg mot phan sau 3 thang dat duoc
1a 36,1%. Do d6, ghi nhan duogc 36,7% dép ung mét ph?m & nhom NC so
v6i 30% & nhom ching da cho thay hiéu qua tot ciia viée phdi hop héa
tri voi cao UP1. NC ciia Lé Thu Ha (2009) c6 su trong dong vé ty 1¢ giai
doan IIIB-IV so voi NC cua chung toi, dat ty 1€ dap Gng mot phﬁn la
31,1%, bénh tién trién 1a 26,7%. Cao UP1 dugc xdy dung dua trén co s¢
1y luén ciia YHCT, két hop v6i nhitng NC vé co ché bénh 1y theo YHHD
cung voi cac NC duoc 1y vé tac dung tc ché khdi u cia cac vi thude trén
thuc nghiém. Miéu trdo thao, Chi xac, Thé bdi mau trir dam tan két phéi
hop Tam that hoat huyét hoa @; Thi cung tan két, giai doc da tao nén tac
dung trc ché khéi u ciia bai thude UP1. Nhiéu NC di chtng minh thudc
YHCT e ché sy phat trién khéi u thong qua e ché chu ky phén bao,
giam sy sinh san cua té bao ung thu. Ngoai ra, khi phbi hop véi hoa tri,
thudc YHCT con c6 tac dung ning cao tinh min cam cta hoéa tri, ting
cuong tac dung diét té bao ung thu cua hoa tri.
4.2.3.2. Nong dp CEA, Cyfra 21-1

CEA va Cyfra 21-1 1a hai khang nguyén ung thu chuyén biét cho

UTPKTBN, c6 ¥ nghia danh gia dap tng diéu tri va tién lugng bénh. Tét
ca cac BN trong NC cua chiing t6i déu ¢ giai doan mudn, s6 luong t6n
thuong di can nhiéu. Do do, su on dinh nc“mg d6 CEA va giam néng do
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Cyfra 21-1 sau diéu tri da thé hién duge mot phﬁn tac dung khéng ché su
tién trién khdi u sau didu tri. Tuy nhién, két qua sau diéu tri khong c6 su
khéc biét vé nong do CEA giita nhom ding héa tri don thuan va nhém
phéi hop cao UP1, nén chua ndi lén dugc vai tro cua cao UP1 trong viéc
lam giam néng do CEA (Bang 3.19). Vé su thay d6i nong do Cyfra 21-1,
mdc du khoéng c6 sy khac biét gitta hai nhém sau diéu tri, nhung muc
chénh 1éch trude sau diéu trj & nhém NC cao hon & nhém chung da budc
dau noi 1én vai tro 1am giam ndng d6 Cyfra 21-1 clia cao UP1. Pay ciing 1a
mdt huéng NC sau hon dé khing dinh hon nira tac dung cua bai thude.
4.2.4. Vé cac tac dung khong mong mudn ciia héa tri

4.2.4.1. Trén lam sang

Dbi v6i bénh nhan UTP giai doan tién xa thi diéu tri triéu ching va
nang cao CLCS dong vai tro chinh. Diéu d6 khong chi phu thude vao su
dap tmg diéu tri ma con phu thudc vao cac TDKMM ctia hoa chat. Bbi véi
cac TDKMM trén lam sang, su khac biét gitta nhém chiing va nhém NC
chi thé hién & triéu ching budn nén, ndn, voi ty 18 & nhém NC (36,7%)
thdp hon nhiéu so véi nhom chung (76,7%) (Bang 3.21). Triéu chimng
budn nén va ndén sau hoa tri dugc chia lam 2 loai: Non cip xay ra trong
vong 24 git sau khi bit dau didu tri hoa chat, va thudong duogc cai thién rd
rét béi cac thude chéng noén. Non mudn xut hién cham hon, do hoa chét
lam ton thuong niém mac da day, niém mac duong tiéu hoa; kich thich
niém mac da day ta trang, phdi hop vai cac tac dong ciia hoa chat 1én viing
khoi dong thu thé hoa hoc & ndo gdy phan xa budn nén va nén. BN & ca
hai nhom déu dap tmg t6t véi thude chdng nén trude khi truyén hoa chit
nén hién tuong nén cap hau nhu khong xay ra, tinh trang budn nén, ndn
chu yéu xay ra vai ngay sau truyén hoa chét, thudc nhém nén mudn.

Theo YHCT, do chtrc ning thing giang ctia vi khi r6i loan 1am cho
khi nghich 1én gy ra budn nén, non. Ching Phé nham giai doan cudi
phan 16n 1a “ban hu tiéu thyc”, biéu hién chii yéu 14 khi hu, 4m hu; nhiét
doc va dam &. Phéi hop véi cac tac dung ddc cua hoa tri lam cho co thé
cang hu suy, chirc ning clia cic tang phu déu bi anh huong trong d6 anh
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hudng nhidu nhét 1a chirc ning cua ty, vi von da hu nhugc do qua trinh
bénh 1y kéo dai. Ty hu khong van hoa duoc thity cde, dinh lai sinh dam,
dam o tré gy cam giac ddy chudng, budn non; Vi hu khong giang duoc,
dd an khong thu nap dugc nghich 1én gy budn ndn, ndén. Céac vi thube
Tho bbi mau, Miéu trao thao trong cao UP1 ngoai tac dung trir dam tén
két giup giam budn ndn, non con duge hd tro boi tac dung 1y khi, giang
nghich, chi au cua Ty ba diép, Chi x4c; tac dung kién ty khi, dudng vi
ctia Pang sam, Cam thao. NC vé tac dung dugc 1y cta cac vi thude ciing
cho thay Phuc linh c6 tac dung trc ché gy loét trén mén vi chudt bi ga
r0, lam giam bai tiét dich da day, giam ndn; Chi xac co6 tac dung giam bai
tiét dich da day va giam hoat tinh cta pepsin, giam su hinh thanh vét loét
mén vi trén chudt Wistar.

4.2.4.2. Trén cdn ldm sang

Két qua NC cua chiing t6i cho thiy, chi c6 triéu ching giam bach
ciu c6 su khac biét giita hai nhém sau diéu tri (p<0,05). TDKMM trén
gan (tang AST,ALT, bilirubin) chi gap ¢ d6 1 va khong c6 su khac biét
gitra hai nhém. Khong ¢c6 TDKMM trén than 6 ca hai nhém (Bang 3.22).
Phéi hop paclitaxel - carboplatin da dwoc chimg minh ¢c6 TDKMM trén
hé tao méu it hon so véi cac phac d6 hoa chat khac, ty 1& giam bach cu
gip 42%. Lé Thu Ha voi phic do paclitaxel - carboplatin cho két qua
22% giam BC, trong d6 c6 1 truong hop gidm BC d6 4, 35,5% truong
hop giam Hb, khong c¢6 truong hop nao giam tiéu cau.

NC thyc nghiém da chimg minh vai tré ting cudong mién dich cua
cao UPI c¢6 su tham gia cua cac yéu t6 nhu polysaccharid, saponin trong
Dang sam, Tam that, Cam thao; liriope muscari baily saponins C trong
Mach mén... Cac thanh phan trén bén canh vai tro kich thich min dich
con ¢o tac dung cai thién chirc ning tao mau cua té bao tiy xuwong, thuc
déy su san sinh ra té bao héng cAu, bach cAu, tac dung rat tot voi nhitng
BN ung thu bi giam bach cau trong sau hoéa tri.

4.2.5. Vé thoi gian song thém toan by
Tai thoi diém két thic nghién ctru, sé BN tir vong & nhém ching 1a
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13, nhém NC 1a 7 (Biéu d6 3.13), TGST toan bo & nhom NC la 14,13 +
4,91 thang, cao hon nhom chung la 11,77 + 3,95 thang (Bang 3.23). Trén
cac md hinh NC vé tac dung hd trg didu tri ung thu cia thude YHCT,
mdt sb vi thude trong cao UP1 da khang dinh duoc tac dung ting cuong
mién dich va kéo dai TGST trén dong vat thuc nghiém. Nghién ctru cia
Vién Trung y Thuong Hai trén 122 bénh nhan UTPKTBN giai doan
mudn, nhom NC ding cac thude tw am, ich khi, 6n dwong két hop thanh
nhiét, hoa dam, nhuyén kién phdi hop hoa tri; nhém chimg ding hoa tri
don thuan trong 6 chu ky. TGST toan bd ctia nhom dung phédi hop thude
YHCT la 15,7 thang, nhém hda tri don thuan 1a 12,1 thang. Két qua nay
cao hon két qua NC ctia chiing t6i. Diéu ndy c6 thé ndi 1én ring, néu thoi
gian dung phéi hop cao UP1 cuia BN trong NC cua chung t6i kéo dai hon
thi co thé s& nang cao hon nita CLCS va kéo dai dugc TGST. NC cua
Nguyén Minh Ha trén BN UTPKTBN giai doan IIIB-IV, chi sé KPS>70,
dung erlotinib (Tarceva) 150mg/ngay, thoi gian diéu tri trung binh 9,8
thang, TGST trung binh 1a 15,5 thang. Két qua NC cua ching t6i x4p xi
so v6i NC nay. Piéu nay noi 1én rang thudc NC ciia chung téi ciing mang
dén mot hudng diéu tri phdi hop méi c6 hiéu qua trén nhitng BN
UTPKTBN khong cé chi dinh dung thude diéu tri dich.
4.2.6. Vé cdc triéu chirng theo YHCT

Chimg phé nham & giai doan cudi, chirc ning cac tang phu bi suy
giam, dic biét 1a phé va ty. BN thudng c6 biéu hién mét moi, tho ngan,
miéng kho, mach té nhugc... 1a nhimg chimg trang chinh cta thé khi 4m
ludng hu. Phdi hop hoa tri liéu gdy doc té bao cang lam hao khi thuong am.
Céc thubc YHCT luc nay dong vai trd rt quan trong gitp ting cuong chirc
ning tang phu, nang cao thé trang, giam nhe cac TDKMM cua hoa tri.

Theo bang 3.24, cic triéu chimg khi 4m hu nhu mét méi, thé ngén,
miéng kho, mach té nhugce gin nhu khong c6 sy thay ddi & nhom ching
sau didu tri. Cac BN trong nhém NC c¢6 sy cai thién rd rét sau diéu tri,
khéac biét hoan toan so v&i nhém chimg. Véi thanh phan cao UP1 c6
Pang sam, Phuc linh ich khi kién ty, cung véi Mach mon dudng am
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nhuan phé giang hoa di thuc day chirc ning van hoa ty vi, khi huyét
duoc ting cudng, nguoi bénh do mét, tinh trang tho ngén giam, tinh
trang toan than tot hon, biéu hién mach té nhugc giam rd rét sau didu tri
6 nhom NC.

KET LUAN
1. Poc tinh va tac dung trén thuc nghiém cia cao UP1

- Cao UP1 khong c6 doc tinh cdp trén chudt nhat trang khi uéng
dén lidu 743,25g dugc lidu/kg, khong xac dinh dugc LDsy ctia cao UP1
trén chudt nhit tring theo duong uéng. Khong gy doc tinh ban trudng
din trén tho khi cho tho udng lidu 3,4mg va 10,2mg/kg/ngay trong 8
tuén lién tuc.

- Cao UP1 c6 tac dung trc ché sy phat trién khdi u véi ty sé we ché
khdi u 44,8%, dat hiéu lyc khang u (+). C6 tac dung ting cuong mién
dich théng qua tic dung 1am ting ty 16 biét hoa té bao lympho TCDS.

2. Tac dung hd trg diéu tri cia cao UP1 trén BN UTPKTBN giai
doan IIIB-1V

- Bap ng chu quan: Giam cac triéu ching ho, khac dom, ho ra
mau, dau nguc, kho tho, an kém, mét moi; giam mirc d§ dau theo thang
diém VAS; cai thién tinh trang toan than thong qua murc ting Kanofsky.

- Pap ung thuc thé: Kich thudce khdi u phdi nguyén phat & nhom
nghién ciru ¢6 xu huéng giam nhidu hon so véi nhém chimg. Pap tmg
thuc thé theo tiéu chuan RECIST ¢ nhém NC cao hon nhém chimg véi
36,7% dap tmg mot phan, 40% bénh giir nguyén. Chua c6 tic dung lam
giam ndng d6 CEA, Cyfra 21-1.

- Giam cac TDKMM cuia hoa tri: Budn non, non, giam bach cAu.

- Kéo dai thoi gian sdng thém toan bo.

- Cai thién 4 tri€u chirng chinh cta thé khi am luong hu: mét moi,
miéng kho, doan khi, mach té nhugc.

KIEN NGHI
- Tiép tuc NC trén s6 lugng BN 16n hon va thoi gian theo ddi kéo
dai hon dé khing dinh hon nira tac dung cta bai thudc.
- Nghién ctru mé rong trén BN UTPKTBN ¢ giai doan sém hon.
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INTRODUCTION

Lung cancer is a malignant disease and is a major cause of cancer
related mortality worldwide, among them 85% is non small cell lung
cancer (NSCLC). Approximately 80% of NSCLC patients were
diagnosed at advanced stages, and no longer underwent an operation. By
that time, chemotherapy should be administrated but left more adverse
events and the radical efficacy was limited. In recent years, targeted
therapy harvesting high anti-tumor efficacy and less unwanted effects.
However, for patients with no indication for treatment or inadequate
economic conditions, chemotherapy is the best treatment.

UP1 extract was produced with the main ingredient was Tran
Nhue Tham' Tien ngu thang remedy, relied on traditionl medicine theory
about the pathogenesis of lung cancer. Tien ngu thang remedy has effect
of clear heat and inflammation, activate blood, remove phlegm, and
break stagnation. Through many preclinical and clinical research at
China, Tien ngu thang remedy had shown the good effective in treat
NSCLC: reduced tumor size, improved quality of life and increased
survival period.

With purpose to find out a new medicinal, which contain natural
ingredients, have good and safe effect reasonable price, we changed
some ingredients to suit NSCLC patients at advanced stages and did this
research with 2 purposes:

1. Study the acute and chronic toxicity; inhibit the growth of
tumor and promote immunity effect of UP1 extract in experimental
model.

2. Assess the treatment support effect of UP1 extract on non
small cell lung cancer patients at 111B-1V stages.

NEW CONTRIBUTIONS OF THE THESIS
Scientific value
The research is based on a experienced traditional remedy with
traditional and modern medicine theory about the physiopathology of



2

NSCLC. We use a morden technology to produce this medicine and it
was undergone sub-clinical and clinical trials. So, clinicians have another
effective and safe medicine for treating NSCLC.

Practical value

NSCLC is malignant disease that has high mortality rate, the
incidence is increasing, the age of disease is decreasing. The thesis
provided scientific evidence about toxicity, the inhibit the growth of
tumor and promote immunity in experimental model, the supportive
effects on clinical.

New contributions
= The toxicity of UP1 extract
- UP1 extract has no toxicity with dosage of 743,25¢g per kg body weight
of house mice. However, LDs, in white house mice by Litchfield -
Wilcoxon method has not been identified.
- Semi-chronic toxicity: UP1 extract has no semi-chronic toxicity in
rabbits with dosage of 3,4mg and 10,2mg per kg body weight per day
after 8 consecutive weeks dringking.
= Inhibit the growth of tumor and promote immunity effect

UP1 extract has inhibit the growth of tumor effect, with inhibition

ratio was 44,8%, antitumor validity (+), affect on lymphocyte TCD8 in
lympho nodes of mice bearing NSCLC.
= In clinic
- Functional response. Reduces functional symptoms, reduces pain
according to VAS scale, improves patients’ performance status
(according to Karnofski scores).
- Objective response according to RECIST criteria: 36,7% partial
response, 40% stable disease.
- Reduces the adverse effects of chemotherapy: Nausea, vomiting,
leukopenia.
- Increases the total survival period.
- Improves 4 main symptoms of the asthenia of Qi - Yin: fatigue, dry
mouth, shortness of breath, feeble pulse.
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THESIS LAYOUT
The thesis consists of 118 pages. Introduction (2 pages); Chapter 1:
Overview (36 pages); Chapter 2: Objects and methods (20 pages);
Chapter 3: Results (26 pages); Chapter 4: Discussion (30 pages);
Conclusion (2 pages); Recommendations (1 page). The thesis consists of
24 tables, 13 charts, 1 picture, 5 drawings, 2 diagrams and 145 references
(Vietnamese: 41, Chinese: 33 and English: 71).
Chapter 1: LITERATURE REVIEW

1.1. Literature review of NSCLC in modern medicine
1.1.1. Etiology

Lung cancer is closely related to environmental factors, in which
cigarettes are the cause of 85% of cases. There is also participation of
other factors such as radiation, arsenic, beryllium, hydrocarbones,
chronic diseases of lung (old scars due to tuberculosis, bronchitis),
genetic factors ...
1.1.2. Treatment of NSCLC at I11B — IV stages

The main method to treat in stage I1IB-1V is chemotherapy, with the
aim of reduce symptoms and improve the survival period. It is possible
to combine targeted therapy to achieve better therapeutic effect, reduce
the adverse effects of chemotherapy.
1.2. Literature review of NSCLC in traditional medicine
1.2.1. Etiology and pathology mechanism

Lung cancer is belongs to the “Phe nham”, with main symptoms are
cough, sputum, bloody sputum, chest pain, fever, hoarseness, skinny ...
The etiology includes 3 groups: exogenous (wind, cold, sunny, damp,
dry, hot, they break into lung, cause abnormal ascending and descending
in the lung, the meridians is blocked, and makes masses); and smoking,
toxicants in the environment, unhealthy eating...), combines with
endogenous (psychologically disorder) causes deficient in Qi, disordes
function of vital organs. They interact with each other and finally makes
the masses.
1.2.2. Clinical types and treatments

Traditional medicine theory of lung cancer is the combination of
four elements: toxic heat, Qi and blood stagnation, phlegm stagnation, Qi
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deficiency. There are different types at different stages. At the early
stage, the main types are the phlegm stagnation type, should be treated
by removing phlegm, clearing heat and inflammation; and the blood and
gi stagnation type, should be treated by regulating blood and resolving
stasis. At the late stage, the main types are asthenia of yin - toxic heat
type, should be treated by cool and enriching yin, clearing heat,
inflammation; The deficiency of both the spleen and lung type, should be
treated by strengthening gi and spleen, regulate gi, remove phlegm; The
asthenia of qi - yin type, should be treated by replenish yin and Qi, clear
heat and toxin.

1.3. Literature review of UP1 extract

Follow Tran Nhue Tham, the pathology mechanisms of NSCLC
are toxic heat, gi and blood stagnation, phlegm stagnation, healthy qi
deficiency. From that, he built up Tien ngu thang remedy, which has
effect of remove phlegm, activate blood and eliminate stagnation. It
composed of 11 ingredients: Radix Codonopsis pilosulae, Radix
Ophiopogonis  japonici, Herba Houttuyniae cordatae, Herba
Agrimoniae, Bulbus Fritillariae, Rannunculus ternatus,
Tinosporacapillpes Gagep, Codonopsis Lanceolata, Hemidactylus
frenatus, Radix Panasis notoginseng, Radix Glycyrrhizae.

Tien ngu thang remedy was based on to make the UP1 remedy,
decreased Tinosporacapillpes Gagep, Codonopsis Lanceolata, have the
high effect of clear heat and toxin, resolve phlegm, eliminate stagnation,
usually used during for early or middle stage, with the main expressions
are phlegm stagnation and toxic heat. Add Poria, Fructus Aurantii,
Folium Eriobotryae. Poria have the effect of strengthening spleen,
remove phlegm, combine to Poria to increase the effect increase Qi,
strengthening spleen, suitable for treating NSCLC patients at advanced
stages which combine to chemotherapy. Fructus Aurantii have the effect
of regulatying Qi, removing phlegm. Folium Eriobotryae have the effect
of clear the lung, remove cough, remove phlegm, remove vomit. These
can improve the symptoms of cough, chest pain, dyspenia on NSCLC.
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Chapter 2: SUBJECTS - METHODOLOGY
2.1. Materials

UP1 extract bottle 90ml, which was made by Pharmaceutical
department of Hanoi Traditional Medicine Hospital with standardized
quality of TCCS. One UP1 extract bottle is composed of Bang sam
(Radix Codonopsis pilosulae) 25g, Phuc linh (Poria) 25g, Ngu tinh thao
(Herba Houttuyniae cordatae) 20g, Ty ba diep (Folium Eriobotryae) 10g,
Mieu trao thao (Rannunculus ternatus) 10g, Chi xac (Fructus Aurantii)
15g, Mach mon (Radix Ophiopogonis japonici) 15g, Tho boi mau (Bulbus
Fritillariae) 15g, Tien hac thao (Herba Agrimoniae) 15g, Thu cung
(Hemidactylus frenatus) 05g, Tam that (Radix Panasis notoginseng) 10g,
Cam thao (Radix Glycyrrhizae) 06g.

2.2. Subjects

- In the experimental study: Swiss white house mice, Newzealand
White rabit are supplied by standardized experimental animal centers.

- In the clinical study: 60 patients, who were diagnosed with NSCLC. In
morden medicine: Kanofsky > 70. Patient who has never been treated for
cancer, there are no contraindications to chemicaltherapy, no indications
for radiation therapy and target therapy. In traditional medicine: The
asthenia of Qi - Yin.

2.3. Methodology

- Acute toxicity research: by Litchfield — Wilcoxon method.

- Semi-chronic toxicity research: by the guidelines of WHO.

- Inhibit the growth of tumor and promote immunity research: by Lapis
K method. Research in the non small cell lung cancer model of mice.
Assess the inhibiting of tumor effect through the tumor's volume and
antitumor validity. Assess the promoting immunity effect through TCD4
rate and TCD8 rate in lymph nodes of mice.

- In clinical research: open, clinical interventional. To compare
between before and after treatment, between treatment group and control
group. Selected patients are divided into 2 groups, according to the
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method of homogenous pairing of age, sex, the degree of disease.
Control group: Paxus PM (paclitaxel) 200 - 225mg per m? skin,
Kemocarb (carboplatin) AUC = 6 on the first day of cycle, 21 days per
one cycle, in 3 cycles. Treatment group: drinking UP1 extract bottle
90ml, 1 bottle per day, 21 days per cycle, in 3 cycles. The criterias of
following and result access: Functional response: 1. The functional
symptoms (Cough, sputum, bloody sputum, fever, chest pain, dyspenia,
fatigue, poor eating), the degree of pain according to VAS, the patients’
performance status according to Kanofsky. 2. Objective response: the
initially lung tumor’s size, the overall response rate according to
RECIST criteria, concentration of CEA, Cyfra 21-1. 3. The adverse
effects of chemotherapy on clinical: Nausea, vomiting, diarrhoea,
dermatomyositis, mucositis, allergy, fever; on pre clinical: Leukopenia,
neutrophilia, anemia, thrombocytopenia, bilirubin increasing, AST
increasing, ALT increasing, creatinin increasing. 4. The total survival
period.
2.4. Research places
- Toxicity research: Pharmacology deparment, Hanoi medical university.
Inhibit the growth of tumor and promote immunity research: Cell
biology department, Biology department, Natural science university,
Hanoi National university.
- Clinical research: The One Internal Department, Hanoi Cancer Hospital.
2.5. Data processing: The collected data is processed in accordance with
biomedical statistical algorithms, using SPSS 21.0 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 UP1 extract with increasing dosage
to 743,259 per kg body weight. After drinking the medication, all mice
had been alive with good health and normal activity for 7 days
following. However, LDsg, of UP1 extract 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 4 weeks and 8 weeks consecutive using the medication with dosage
of 3,4mg and 10,2mg 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. The inhibit the growth of tumor and promote immunity effect on
experiment
* The results of create tumor on experiment: All mice after 7 days

injected LLC cells had appeared tumor which developed under the skin
of the left breast. The size of the tumor increases with the duration of the
tumor. The general condition of the mice was good, with no diarrhea,
furry, slow or some special manifestations such as tremors,
convulsions... Micromorphology of mice’s tumors in three groups were
non small cell cancer, the lymphocytes density was different between
groups, inside UP1 group was the most.
PRI TIP3 N 7

Micromorphology of Micromorphology of 6MP " | Micromorphology of UP1
DBCUT tumor (HE x 400) tumor (HE x 400) tumor (HE x 400)
Non-small cell type. The | Multi-morphology of tumor | Multi-morphology of tumor

tumor structure consists of cells, a little lymphocytes cells, had lymphocytes and

s AH ¥ . %

large cells, polyhedron, and blasts blast concentrated in
clear nucleus, clustered 1. Tumor cells cancer tissue
array, large necrotic tumor 2. Lympho cells 1. Tumor cells

2. Lympho cells
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* Inhibit the growth of tumor effect
Table 3.9. Average tumor volume of mice groups at the end of experiment

Group N Tum_or mean volume o
X +SD (cm®)
DbCUT (1) 10 1,834 £ 0,891 P12< 0,05
UP1 (2) 10 1,011 + 0,453 P13 < 0,05
6MP (3) 10 0,360 + 0,217 P..3< 0,05

Remarks: Average tumor volume at UP1 and 6MP are smaller than DCUT
group, 6MP was smallest. The difference was statistic significant (p <0,05).
Table 3.10. Compare the antitumor validity between groups

Group Inhibition Ratio - IR (%) | Antitumor validity
bCUT 0 -

UP1 44.8 +

6MP 80,33 ++

Remarks: Inhibition ratio in UP1 was 44,8%, 6MP was 80,33%. According

to H. Itokawa scale, antitumor validity of UP1 was (+), 6MP was (++).

* Promote immunity effect
Table 3.11, 3.12. Compare TCD4 rate, TCD8 rate between groups

Lympho TCD4 (% TCDS (%

cell | n Xt éD) p (TCD4) Yt éD) p (TCD8)
Group - —

DCSH(1) | 5 | 556+79 | P2<005 [ 24583 | pi,>0,05
P13 < 0,05 P13 < 0,05
DCUT (2) 5 | 493%61 | p .>005 26674 D,5< 0,05
UP1 (3) 5 | 435+88 | Pe<005 | 275%89 | p14>0,05
620+71 | P24<005 m5e57 737 Psa<005
6MP (4) S P3-2 < 0,05 P24 > 0,05

Remarks: TCDA4 rate of UP1 was lowest, of 6MP was hightest. The difference
between 6MP with other groups was statistic significant (p <0,05); between
UP1 with DCUT was not statistic significant (p >0,05); TCD8 rate of bring
tumor mice groups were higher than DCSH. TCD8 rate of UP1 was hightest,
the difference with other groups was statistic significant (p <0,05).
3.2. Results in clinic

3.2.1 The functional response




* Change of functional symptoms

Functional symptoms

== Contr

9 - 2874455 —— Treatl
+
T 7,37 +3,76
6,77 + 2,93
7 - 6,83 +
7,50 + 3,97

6 i

5 _

47 477 +3,61

3 _

P R 177+

Chart 3.6. Change of functional symptoms at the treatment cycles
Remarks: After treatment, average functional symptoms in both groups were
decreased, in the treatment group was decreased statistic significantly p=0,001.
* Change of pain

VAS —&— Control group
6 - —— Treatment group
4971225 487+227
5 - 4571214 4,63+2,37
4 | 483£2
3 |
) | 2,77£2,
153+1,59

1 ' Time (Date)

DO D21 D42 D63

Chart 3.11. Change of pain according VAS
Remarks: After treatment, average pain in both groups were decreased,
in the treatment group was decreased statistic significantly p=0,001.
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* Change of performance status
Table 3.16. Change of KPS at the treatment cycles

Group Control group (n) Treatment group (n)
DO | D21 | D42 | D63 | DO | D21 | D42 | D63 P
Level W1 16 @ | 6 |6 | O 6
Light level | 15 15 14 12 18 26 28 29
Moderate p(1-5)=0,302
level 15 15 16 18 12 4 2 1 0(2-6)=0,002
D before- p(1-2)=1 p(5-6)=0,019 p(3-7)=0,001
after p(1-3)=0,796 p(5-7)=0,002 p(4-8)=0,001
treatment p(1-4)=0,436 p(5-8)=0,001

Remarks: After treatment, light level KPS in the control group was
decreased, not statistic significant. In treatment group, light level KPS
was increased, statistic significant (p=0,001).
3.2.2. The objective response

* Change of initially lung tumor’s size
Table 3.17. Change of initially lung tumor’s size

Control group

Treatment group

_ Group (n = 30) (n = 30) D Control -
Time X £SD (mm) X +SD (mm) Treatment
Before treatment (D0) 22,05 + 22,08 24,40 + 20,94 0,674
After treatment (D63) 21,22 £ 17,27 20,33+ 19,73 0,853
Difference D0-D63 0,83+22,91 4,07 + 18,61

0,844 0,241

P po-pes3

Remarks: Initially lung tumor’s size in the two groups decreased after
treatment, was not statistic significant in both. However, the difference
between before and after treatment of the treatment group was better
than one in the control group.
* The overall response rate according to RECIST criteria
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Table 3.18. The overall response rate according to RECIST criteria

after treatment

Group | Control group Treatment group
Level n % n % P
Complete response (CR) 0 0 0 0
Partial response (PR) 9 30,0 11 36,7
Stable disease (SD) 11 36,7 12 40,0 0,679
Progressive disease (PD) 10 33,3 7 23,3
Tong 30 100 30 100

Remarks: After treatment, there were no CR in both groups. PR in the
treatment group was 36,7%, in the control group was 30%. The
difference between two groups was not statistic significant (p=0,679).

* Change of CEA, Cyfra 21-1concentration
Table 3.19. Change of CEA concentration after treatment

Control group

Treatment group

_ Group (n = 30) (n = 30) D control-

Time — — Treatment
X £ SD (ng/ml) X £ SD (ng/ml)
Before treatment (DO) 60,81 + 185,38 64,35 + 182,83 0,941
After the first cycle (D21) 40,49 + 88,95 41,70+ 78,81 0,956
After the second cycle (D42) 30,54 + 47,95 54,43+ 122,34 0,323
After the third cycle (D63) 24,18 + 31,67 35,36 + 57,83 0,357
Difference D0-D63 36,63+ 171,70 28,99 + 145,09
P po-pe3 0,252 0,283

Remarks: After treatment, average CEA concentration in both groups
were decreased. The difference between before - after treatment and
between two groups was not statistic significant (p>0,05).
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Table 3.20. Change of Cyfra 21-1 concentration after treatment

_ Group CO”(‘:C;' g(l)’;)up Treat(r:e:néog)roup P control -
Time X + SD (ng/ml) X +SD (ng/ml) | reament
Before treatment (DO) 6,82 + 5,01 12,91+ 18,79 0,091
After the first cycle (D21) 5,16 + 3,57 7,86+ 8,78 0,124
After the second cycle (D42) 4,14 + 2,68 7,64 +12,07 0,127
After the third cycle (D63) 3,67+1,86 7,23+10,32 0,061
Difference D0-D63 3,25+4,90 5,69+ 17,45
D 0o 068 0,001 0,085

Remarks: After treatment, average Cyfra 21-1 concentration in both
groups were decreased. However, the difference between before - after
treatment in the treatment group was not statistic significant (p=0,085).
3.2.3. The adverse effects of chemotherapy
*On clinical

Table 3.21. The adverse effects of chemotherapy on clinical after treatment

Control group | Treatment group
Group p
Unwanted effect n % n %
Level 0 7 23,3 19 63,3
Nausea Level 1 17 56,7 11 36,7 0,002
Level 2 6 20,0 0 0,0
Level 0 9 30,0 21 70,0
Vomiting Level 1 16 53,3 9 30,0 0,003
Level 2 5 16,7 0 0,0
Level 0 27 90,0 29 96,7
Diarrh ’ ’
larrhoea Level1| 3 | 100 | 1 33 | 0308
Dermatomyositis Level O 30 100 30 100 1,000
Level 2 7 1
Mucositis evel 0 6 86, 30 00 0,056
Level 1 4 13,3 0 0,0
Allergy Level 0 30 100 30 100 1,000
Level 0 27 90 30 100
F 0,119
ever Level1| 3 10 0 00 |
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Remarks: After treatment, nausea and vomiting in control group was
higher than treatment group. Diarrhoea was the same in the both groups
(p=0,306). Mucositis, fever only appeared in the control group.
Dermatomyositis, mucositis were not appear in both groups.

* On preclinical

Table 3.21. The adverse effects of chemotherapy on preclinical after treatment

Group | Control group | Treatment group
Adverse effects n % n % i
Level 0 19 63,3 26 86,7
Leukopenia Level 1 6 20,0 4 13,3 {0,039
Level 2 5 16,7 0 0,0
Level 0 17 56,7 26 86,7
N Level 1 2 6,7 0 0,0
Neutrophilia | o0 5 5 | 167 3 100 |04
Level 3 6 20,0 1 3,3
Level 0 24 80 22 73,4
Level 1 6 20 4 13,3
Anemia Level 2 0 0,0 3 10,0 0.213
Level 3 0 0,0 1 3,3
Level 0 30 100 29 96,7
Throoprsr?;cyt- Level 1 0 0 0 0,0 | 0500
Level 2 0 0 1 3,3
_Bilirupin Level 0 29 96,7 30 100 0.500
Increasing Level 1 1 3,3 0 0,0 ’
AST Level 0 30 100 27 90,0 0.119
increasing Level 1 0 0 3 10,0 ’
- ALT_ Level 0 25 83,3 27 90,0 0353
increasing Level 1 5 16,7 3 10,0 ’
Creatinin Level 0 30 100 30 100 1.000
Increasing Level 1 0 0,0 0 0,0 ’
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Remarks: After treatment, leukopenia was 36,7% in the control group,
13,3% in the treatment group, the difference between two groups was
statistic significant (p = 0,039). Anemia, thrombocytopenia; bilirubin,
AST, ALT increasing were the same in the both groups. The creatinin
increasing was not appear in both groups.

3.2.4. The total survival period

1.0 ﬁ

Percent Survival

0.0

T T T T T
0o 5.00 10.00 15.00 20.00 25.00

Time (months)

Chart 3.13: The total survival period of the both groups
Remarks: After treatment, in the treatment group, 7 (23,3%) patients had
died, the first patient died after 7,1 months, and the last case after 13,7
months. In the control group, 13 (43,33%) patients died, the first patient
died after 4,1 months, and the last case after 18,2 months.

Table 3.23. The average survival period

The average survival
Group n —
X £ SD (month)
Control group 30 11,77 £ 3,95
Treatment group 30 14,13+ 491
p 0,045

Remarks: At the end of the study, the average survival of the treatment
group was higher than control group. The difference between two groups
was statistic significant (p=0,045).
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3.2.5. The treatment effect on the symptoms of traditional medicine
Table 3.24: Change of the traditional symptoms before and after

treatment
Control group Treatment group
Group Before After Before After
treatment treatment treatment treatment P
SYmptd @) (2) 3) (4)
ymp n % n % n % n %
1-3)=0,688
26 |86,7| 20 |66,7 | 27 | 90,0 | 15 | 50,0 P ’
Fatigue p(2-4)=0,190
p(1-2) = 0,067 p(3-4) = 0,001
Dry 25 |833| 23 | 767 | 27 | 900 | 14 | 467 %((12'_32;8'3;13
mouth p(1-2) = 0,510 p(3-4) = 0,001
Shortness | 27 |900| 28 | 933 | 28 | 933 | 16 | 53,3 %((12'_32;8'8113
of breath p(1-2) = 0,448 p(3-4) = 0,001
p(1-3)=1,000
Fee|b|e 30 | 100 | 28 |93,3| 30 | 100 | 20 | 66,7 0(2-4)=0.010
pulse p(1-2) = 0,150 p(3-4) = 0,001

Remarks: Before treatment, almost all the patients in both groups had
symptoms of fatigue, dry mouth, shortness of breath, feeble pulse, there
is no difference between the two groups. After treatment, the patients
from the control group improved a little bit, in other side, the symptoms
has been improved a lot in the treatment group.

Chapter 4: COMMENTS
4.1. The effects and toxicity of UP1 extract on experimental model
4.1.1. Acute and semi-chronic toxicity

LDs, of UP1 extract was not identified in white house mice. There
were not any abnormal symptoms in mice after 72 hours and 7 days
drinking UP1 extract.
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Semi-chronic toxicity study showed that UP1 extract 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 Vietnamese
and South East Asian patients for a long time, and they have not caused
any side effects in clinic.

4.1.2. Inhibit the growth of tumor and promote immunity effect in
experimental model.

The result in table 3.9, tumors volume increased in all groups,
degree of increasing in UP1 was less than DCUT, but higher than 6MP.
6MP inhibits the exchange of nucleotides, anti-proliferative of cells, so
inhibit the development of tumor.

The histopathology result of tumor's 3 mouse groups showed that,
cancer cells were non small carcinoma cells. The microscopic tumor
images in UP1 and 6MP groups had lymphocytes and blast concentrated
at cancer tissue, lymphocytes and blasts of UP1 group were most. The
strong infiltration of lymphocytes and blasts in the cancer tissues
demonstrated the inhibit the growth of tumor effect of UP1 extract.

According pharmacological studies, Radix Codonopsis pilosulae,
Poria have the effect of inhibits and destroys cancer cells; Rannunculus
ternatus, Radix Panasis notoginseng, Hemidactylus frenatus have the
effect of inhibits the growth of cancer cells on experiment animal. Some
studies by Chinese authors have found out the components of the drug in
UP1 extract have the effect of inhibit the growth of cancer cells: vitamin
F in Hemidactylus frenatus, polysaccarid in Radix Panasis notoginseng;
ternati saponin in Rannunculus ternatus, agrimonyl lactone, tannin
sterol, acid organic in Herba Agrimoniae extract.

The promoting immunity effect of UP1 extract was evaluated
through TCD4, TCD8 rate in lympho nodes of mice. The results showed
that, TCD4 rate of UP1 was lowest, of DCUT less than DCSH, of 6MP
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was hightest. TCD8 rate increased in all groups. The difference between
UP1 with the others was statistic significant (p < 0,05) (Table 3.11, 3.12).

Cancer cells were the endogenous antigen, TCD4 recognizes
exogenous antigens. So when mice have brought cancer, they will not
stimulate the body's immunity to produce TCD4, and tumors also impair
immune function in the mice, so TCD4 rate in DCUT less than DCSH.

TCD8 recognizes and eliminates endogenous antigens, including
cancer cells. So, the highest TCD8 rate in UP1 was shown to the
promote immunity effect of UP1 extract.

Some substances in Radix Codonopsis pilosulae, Poria, Radix
Panasis notoginseng, Rannunculus ternatus are saponin, polysaccharid,
flavonoid, some peptid types ... has been proved to have promote
immunity effect, especially on T cell, enhance phagocytosis effect of
macrophages on experiment mice. Agrimonyl lactone, tannin sterol, acid
organic in Herba Agrimoniae extract besides the effect of inhibit cancer
cells, also have the effect of increase the number of white blood cells,
increase the immunity of the body.

4.2. The supportive effects of UP1 extract on NSCLC patients at
advanced stages

4.2.1 The functional response

4.2.2.1. The functional symptoms

After treatment, average functional symptoms in both groups were
decreased, was more reduced in the treatment group (Chart 3.6). Cough,
sputum, fever, chest pain, dyspenia, fatigue, poor appetite clearly
improved in the treatment group.

Cough and phlegm are common but very important symptoms in
lung cancer. It’s caused by tumor pressures and stimulates receptors of
bronchial tubes, or by bronchitis. There are several reasons for dyspenia,
for example the tumor blocks trachea or pleural effusion, some cases is
by pain. Fructus Aurantii, Folium Eriobotryae, Bulbus Fritillariae,
Rannunculus ternatus, Hemidactylus frenatus in UP1 have the effect of
strong anti-cough and resolving stasis. So reduced cough, sputum
production, reduce irritation, increase circulation of respiratory tract,
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improve dyspnea. The most common cause of chest pain in patients from
both groups is the pressure by tumor, some patients have chest pain after
cough. After treatment, the status of pleural effusions in patients of the
control group nearly did not change, so their chest pain just improved a
little bit. With patients from the treatment group, the effects of using
UP1 made the status of pleural effusions got much better, reduced
coughing, chest pain and dyspenia after 3 cycles of treatment. The result
of Trinh Ngoc Linh research, which treated NSCLC by Herba
Houttuyniae cordatae, Poria... (the pain in the chest decreased by 60%)
and ours were the same. The other research by Trinh Ngoc Linh too,
which injected extract of Herba Houttuyniae cordatae in to pleura, also
gave the same results. Herba Houttuyniae cordatae have the effect of
clear heat and toxin; according pharmacological studies, it has the effect
of anti antibacterial, antiviral, diuresis. So the using high dose of Herba
Houttuyniae cordatae associate, combine with Rannunculus ternatus
have the effect of clear heat and toxin, Poria have the effect of promote
diuresis and eliminate dampness that hept UP1 extract increase excretion
the fluid, reduced inflammation, reduced fever.

Before treatment, all patients in the research had no disturbances
on gastrointestinal tract, most of due to the effects of cough, dyspnea,
pain and psychological disorded that cause anorexia, fatigue. Along with
cytotoxic chemotherapy caused many adverse effects for the body. Most
of them are adverse effects on the digestive system and haematology
system. Most patients had nausea, some vomiting, stomachache,
indigestion. Traditional medicine says that due to toxic factors in
environment intrusive into the body, that causes dysfunction of the
spleen and stomach. UP1 extract has not only Radix Codonopsis
pilosulae have effect of replenish qi, strengthens spleen, Poria promote
diuresis and eliminate dampness, but also Fructus Aurantii, Folium
Eriobotryae activate qi, resolve phlegm, anti-vomiting. So UP1 extract
had effect of reduce vomiting, abdominal flatulence, stimulate the
appetite, improve tiredness.
4.2.2.2. Pain status according to VAS

Chart 3.11 showed that, pain status in the treatment group has been
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improved a lot after treatment. Pain of lung cancer is caused by many
causes, possibly due to compression of the lung tumor, pleural
metastasis; bone metastases; A few cases metastatic abdominal wall
caused abdominal pain... Some patients had pain after chemotherapy. So,
to assess the overall pain level we used the VAS index.

By the theory of traditional medicine, the pathogenesis mechanism
of pain is “No circulation cause pain, not nourishing causing pain”.
There is a combination of both intense syndrome and asthenia syndrome
on NSCLC patients at advanced stages. The intense syndromes were
stagnation of gi and blood, retention of phlegm and fluid. The asthenia
syndromes were deficiency of qgi and yin. It cause dysfunction,
unsufficiency of viscera and meridians, from there bring hurt. The main
treatments are activate gi and blood circulation, resolve phlegm, soften
hard masses and replenish gi and yin. In treatment cancer, drugs for
activate gi and blood circulation have effect are circulate the meridian. It
can be combine with the treatments of morden medicine to enhance
inhibiting the cancer cell, reducing the growth of tumors, reducing the
pressure and reducing pain.

Some pharmacological studies found Radix Panasis notoginseng
have the effect of antitumor, promote immuneity, hemostasis, reduce
pain; Hemidactylus frenatus have the effect of elimilating stagnation,
clear heat, reduce inflammation and reduce pain. Used together Herba
Agrimoniae, Rannunculus ternatus and Bulbus Fritillariae have the
effect of eliminate stagnation, reduce pain; Fructus Aurantii have the
effect of regulate qi, resolve phlegm.
4.2.2.3. Performance status according to Kanofsky scores

The Kanofsky performance status (KPS) is used to determine
patients’ general condition by measuring the ability of patients to
perform normal activities or via the signs of symptoms of disease. So
KPS reflects the degree of symptoms of disease, especially the function
symptoms (chest pain, dyspenia, fever, poor eating, fatigue).
Improvement in function symptoms will make the patient's overall
condition gets better. In the group of patients received UP1 treatment,
the improvements have recognized from the first of phase with the
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dramatic increase in the number of low level patients (18 -> 16 - Table
3.16). All improved patients felt less painful, eat more, had a positive
attitude, and the improvement in pleural effusions helped to reduce
coughing and breathlessness. Some patients’ response to the treatment
were stable disease, but they felt less tired, eat more.

4.2.3. The objective response

4.2.3.1. The initially lung tumor’s size and the overall response rate
according to RECIST criteria

After treament, lung tumor’s average size in the treatment group
tended to decrease more than the control group (Table 3.17).

The overall response rate in the treatment group was 76,7%, in
control group was 66,7% (Table 3.18). The difference between the two
groups after treatment was not statistic significant but initially showed
the supportive effects of UP1 extract in inhibit the growth of tumor.
Nguyen Minh Ha (2014) studied on NSCLC patients at advanced stages,
used tagret therapy (Tarceva), just had a complete response at the 9-
month time, the partial response after 3 months was 36,1%. Therefore,
the percentage of the partial response in the treatment group was 36,7%,
in the control group was 30% showed the effect of combining
chemotherapy with UP1. The Le Thu Ha research (2009), which treated
advanced NSCLC patients by paclitaxel - carboplatin, the partial
response was 31,1%, the progressive disease was 26,7%. UP1 extract
was based on traditional medicine theory, combined with modern
medicine knowledge of NSCLC and pharmacological studies about
tumor suppression effects of the drugs on the experiment. Rannunculus
ternatus, Fructus Aurantii, Bulbus Fritillariae resolve phlegm, eliminate
stagnation, associate with Radix Panasis notoginseng activate blood
circulation and remove blood stasis, Hemidactylus frenatus eliminate
stagnation, clear toxin, that created tumor suppressant effect of UP1
drug.

Many studies have shown that traditional medicine inhibits
tumor growth by inhibiting the cell cycle, reducing the proliferation of
cancer cells. In addition, when combined with chemotherapy, traditional
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drugs also enhance the sensitivity of chemotherapy, enhance the effect of
killing cancer cells of chemotherapy.
4.2.3.2. The concentration of CEA, Cyfra 21-1

CEA and Cyfra 21-1 w two specific cancer antigens for NSCLC,
help assess the response to treatment and prognosis. All patients in my
study were in the advanced stages, distant metastatic a lot. Therefore, the
unchanged CEA concentrations and the reduced Cyfra 21-1 after
treatment have been shown to be effective in antitumor after treatment a
little bit. However, CEA concentrations between the treatment group and
the control group was not statistic significant, so the effect of UP1 in
reducing CEA concentrations Therefore, the role of UP1 in decreasing
CEA concentration has not been demonstrated ( Table 3.19). About
Cyfra 21-1, although there was no difference between the two groups after
treatment, but the difference before and after treatment in the treatment
group was higher in the control group, initially indicating the effect of UP1
in the reduction Cyfra 21-1. This research gave one more result to prove
the efficacy of this remedy.
4.2.4. The adverse effects of chemotherapy
4.2.4.1. On clinical

In advanced stages, improving the quality of life is priority. That
depends on the response to the drug and the adverse effects of
chemotherapy. About the adverse effects on clinical, difference between
the two groups expressed in nausea and vomiting, with nausea ratio in
the treatment group (36,7%), was lower than one in the control group
(76,7%) (Table 3.21). Nausea and vomiting symptom after
chemotherapy divided into two types: Acute vomiting occurs within 24
hours of initiation of chemotherapy, and is usually markedly improved
by anti-emetic drugs. Late nausea occurs more slowly, due to mucous
membrane of gastric and digestive system are damaged by chemical,
combined with the effects of chemicals on the receptor of the brain, it
causes nausea and vomiting reflexes.

Patients in both groups respond well to medicine for vomiting
before chemotherapy, so acute vomiting is almost not appear. Nausea
and vomiting mostly occur a few days after chemotherapy.
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By the theory of traditional medicine, nausea and vomiting
because of abnormal ascending and descending of spleen and stomach.
The symptoms of lung cancer at late stage mostly asthenia of Qi - Yin,
heat toxic, accumulation of phlegm; combined with the unwanted effects
of chemotherapy. That made the body weaker and weaker, the function
of organs in the body were affected, in that the most affected is the
function of the spleen and stomach, foods was not metabolized, create
phlegm, cause a feeling of undigested, nausea.

Beside the effect of resolve phlegm, eliminating stagnation of
Bulbus Fritillariae, Rannunculus ternatus. The effect of regulate qgi, anti
going up, anti vomiting of Folium Eriobotryae, Fructus Aurantii; the
effect of replenish qi, arouse spleen and stomach of Radix Codonopsis
pilosulae, Radix Glycyrrhizae. From that create effect of anti vomiting in
UP1 extract. Some pharmacological studies showed that Poria block
abrasive on tourniqueted rat, reduce the secretion gastric juice, reduce
the vomiting; Fructus Aurantii reduce the secretion gastric juice, reduced
activity of pepsin, reduced the constitute of stomach ulcer in Wistar rats.

4.2.4.2. On preclinical

The our result showed, difference between the two groups
expressed in leukopenia (p<0,05). The increase AST, ALT, bilirubin
only met at level 1 and there is no difference between the two groups.
Both groups had not the adverse effect for kidney (Table 3.22). The
adverse effect for haematopoietic system of paclitaxel - carboplatin
regimen was proven less than other chemical regimens, percentage of
leukopenia was 42%. The result of Le Thu Ha research which treated
NSCLC by paclitaxel - carboplatin, leukopenia was 22% (had one
patient at level 1), neutrophilia was 35,5%, thrombocytopenia was not
have.

Some experimental research proved, polysaccharid and saponin in
Radix Codonopsis pilosulae, Radix Panasis notoginseng, Radix
Glycyrrhizae; liriope muscari baily saponins C in Radix Ophiopogonis
japonici has the effect of promoting immune. So enhances the
production of blood cells, promotes the production of red blood cells,
white blood cells. It is very good in the patients with leukopenia after
chemotherapy.
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4.2.5. The total survival period

By the end of the monitoring period, 13 (43.33%) patients died in
the control group, 7 (23.3%) patients had died  in the treatment group
(Chart 3.13). The average survival of the treatment group was 14,13 + 4,91
months, of the control group was 11,77 + 3,95 months (Table 3.23).

On the experimental models for the cancer treatment support effect
of traditional medicin, some ingredients in UP1 extract haven confirmed
the effect of enhancing promoting immune and prolong life in
experimental animals. In research of Shanghai Traditional Medicine
Institute, which treated 122 NSCLC patients in 6 cycles. The treatment
group used by chemotherapy and replenish gi and yin, warming yang,
combined with eliminate heat, resolve phlegm and soften hard masses; the
control group used by chemotherapy. The average survival of the
treatment group was 15,7 months, the control group was 12,1 months. This
result is better than our. This can be said that, if the study time is longer, it
will be possible to improve the quality of life and the total survival period.
Nguyen Minh Ha (2014) studied on NSCLC patients at advanced stages,
KPS > 70, used erlotinib (Tarceva) 150mg per day, the average treatment
time was 9,8 months, the average survival was 15,5 months. The result of
our research was the same this research. This suggests that our research
also provide a new treatment direction that will effective for NSCLC
patients who are not indicated for targeted therapy.

4.2.6. Symptoms of NSCLC by traditional medicine

On the NSCLC at advanced stages, the function of organs is
reduced, especially the lung and spleen. Patients often have fatigue, dry
mouth, shortness of breath, weak and small pulse ... Those are the main
symptoms of the asthenia of Qi - Yin. By the theory of traditional
medicine, chemotherapy is the cytotoxic drug, would damage gi and yin.
At that time, treatment by traditional medicine have a very important role
in increasing organ function, improving physical strength of patients, and
reducing unwanted effects of chemotherapy.

According to table 3.24, symptoms of asthenia of Qi - Yin such as
fatigue, dry mouth, shortness of breath, weak and small pulse almost
were not change in the control group after treatment. This symptoms
were significantly improved after treatment, totally different from the
control group.

The ingredient of UP1 extract has Radix Codonopsis pilosulae,
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Poria replenish gi, strengthens spleen; Radix Ophiopogonis japonici
replenish yin, moistening the lung, reduced heat, promoted the function
of the spleen, gi and blood were strengthened. So after treatment,
patients in the treatment group reduced symptoms of fatigue, dry mouth,
shortness of breath, feeble pulse.

CONCLUSION
1. Toxicity and pharmacological effects of UP1 extract

- UP1 extract has not acute toxicity with dosages of 743,25g per kg
body weight. LDs, has not been identified on white house mice. UP1 extract
did not cause semi-chronic toxicity with dosages of 3,4mg and 10,2mg per
kg body weight on rabbits during 8 consecutive weeks drinking.

- UP1 extract inhibited the growth of tumor, inhibition ratio was
44,8%, antitumor validity (+); promoted immunity by increasing TCD8 rate.
2. The treatment support effects of UP1 extract on non small cell
lung cancer patients at I11B-1V stages

- The functional response: reduced cough, sputum, bloody sputum,
fever, chest pain, dyspenia, fatigue, poor eating; reduced pain according to
VAS, improved the performance status according to Kanofsky scores.

- The objective response: Primary lung tumor's size of the
treatment group tended to decrease more than of the control group. The
overall response rate according to RECIST criteria of the treatment
group was higher than of the control group, with the partial response was
36,7%, the stable disease was 40%. UP1 extract has not effect of
reducing CEA and Cyfra21-1.

- Reduced the adverse effects of chemotherapy: Nausea, vomiting,
leukopenia.

- Increased the total survival period.

- Improved 4 main symptoms of the asthenia of Qi - Yin: fatigue,
dry mouth, shortness of breath, weak and small pulse.

RECOMMENDATIONS
- This remedy should be studied more, with larger amount of patients
and longer following time.
- The effect of UP1 extract on NSCLC at earlier stages.
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