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TOM TAT

Ddt van de: Hién nay, viéc st¥ dung héa tri liéu cao dé diéu trj ung thw (UT) vi va UT budng tring (BT)
voi sir hé tro ghép té bao gée (TBG) méu ngoai vi van con dang ban céi.

Muyc tiéu: 1. Xay dung Quy trinh phan Iap va bo quan té bao gc (TBG) tao méu tw thén. 2. Xay dung
Quy trinh st dung TBG tao méu tu than trong diéu trj UT va. 3. Xay dung Quy trinh s¥ dung TBG tao méu
tw than trong diéu trj UTBT.

Doi twong va phwong phap: Thi nghiém 1&m sang khéng dbi ching trén 16 bénh nhan gém 5 bénh
nhén UT vi va 11 bénh nhén UTBT giai doan mudn hodc tai phat dugce héa tri liéu cao két hop véi ghép

TBG tao méu tw than ttr thang 9/2012 dén théng 3/2016 tai Bénh vién Trung uvong Hué.

" Két qua: Thé tich trung binh ciia khéi TBG thu thap va xt Iy 1&n luot la 335,68 + 48,32 ml va 104,19 +
6,60 mi. Ty I¢ té bao CD34* séng tru6c khi dong lanh 1a 99%, sau ré déng dat > 85%. Két qué nudi cdy tao
- cum dat 100% va nu6i cdy vi khuén: 100% truong hop &m tinh. 5 bénh nhan UT vii duoc ghép TBG tao
méu sau héa trj liéu cao véi liéu TBG trung binh 14 7,97 + 2,2 x 10° TB/kg. Thoi gian trung binh phuc héi
BC va tiéu cdu Ian luot a 8,4 + 1,14 ngdy va 8,8 + 1,48 ngay. Thoi gian séng trung binh va thoi gian séng
khéng bénh I1a 52,75 + 10,46 thang va 53 + 10,7 thang. 11 bénh nhédn UTBT duoc ghép TBG hé tro sau
héa trj liéu cao véi liéu TBG la 4,7 £ 1,62 x 10° TB/kg, thoi gian ddu ghép BC va tidu cdu lan luot 14 7,55 +
0,82 ngay va 9,55 + 2,16 ngay. Thoi gian séng trung binh la 19,3 £ 5,6 thdng va thoi gian séng khong bénh
la 31,0 £ 6,2 thang.

Két luan: Quy trinh phan I8p va bdo quén TBG tao méu tw than an toan va hiéu qud phuc vy ghép hb
tro cac bénh nhan UT v va UTBT sau héa trj liéu cao.

Tw khoa: Héa tri liéu cao, TBG tao méu tw thén, ung thu vii va ung thu budng trimg.
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Background: At present, high-dose chemotherapy with support of autologous hematopoietic stem cells
(HSC) transplantation has still been controversial.
Objectives: 1. To create a protocol for harvesting and (cryo) preserving of autologous HSC; 2. To

1. Bénh vién Trung wong Hué - Ngay nhén bai (received): 12/11/2016; Ngay phén bién (revised): 25/11/2016;
- Ngay dang bai (Accepted): 5/12/2016
- Ngudi phan bién: Nguyén Thi Héng Hanh
- Ngudi phan hdi (Corresponding author): Pdng ST Sing
- Email: sangdongsi@yahoo.com; DT: 0905523447

128 : Tap Chi Y Hoc Lim Sang - S& 38/2016



Bénh vién Trung wong Hué

create a protocol using autologous HSC transplantation in support of breast cancer patients after high-dose
chemotherapy; 3. To create a protocol using autologous HSC transplantation in support of ovarian cancer
patients after high-dose chemotherapy.

Materials and Method: uncontrol clinical triaf was conducted in 16 pat:ents with late stage or metastatic
cancer - including 5 breast cancer and 11 ovarian cancer ones — which were treated by high-dose
chemotherapy and autologous HSC transplantation from September 2012 to March 2016 at Hue Central
Hospital of Hue city of Vietnam.

Results: The mean volume of harvested and condensed HSC were 335.68 + 48.32 ml and 104.19 %
6.60 mli, respectively. The percentage of alive HSC CD34* was 99% before cryopreservation, more than
85% after cryopreservation. Results of colony-forming culture of HSC showed all myeloid lineage {100%)
and all bacterial culture of HSC was negative. After high-dose chemotherapy, 5 breast cancer patients
were transplanted by autologous HSC with dose of CD34* cells of 7.97 + 2.2 x 10° cell’kg. The mean time
of recovery of white cells and platelets were 8.4 + 1.14 days and 8.8 t 1.48 days, respectively. The mean
time of progressive free survival and overall survival were 52.75 + 10.46 months and 53 + 10.7 months,
respectively. After high-dose chemotherapy, 11 breast cancer patients were transplanted by autologous
HSC with dose of CD34" cells of 4.7 + 1.62 x 10° cell’kg. The mean time of recovery of white cells and
platelets were 7.55 + 0.82 days and 9.55 + 2.16 days, respectively. The mean time of progressive free

survival and overall survival were 19.3 + 5.6 months and 31.0 + 6.2 months, respectively.
Conclusion: The protocol for harvesting and cryopreserving of autologous HSC were safe and
effective for transplating autologous HSC in breast and ovarian cancer patients treated by high-dose

chemotherapy.

Key words: High-dose chemotherapy, autologous hematopoietic stem cell, breast and ovarian cancer.

I. PAT VAN BE

Ung thu (UT) va va UT budng trimg (UTBT) la
hai loai UT phé bién & phu nit va 1a nguyén nhén
chinh gy tir vong do UT & nit gidi. Tai Viét Nam,
uée tinh mdi nam c6 khoang 12.000 phu nir mic ung
thu vi trong d6 ¢6 hon 5.000 truomg hop tir vong. Ung
thu budng trimg & Ha Néi uée tinh 1a 4,4/100.000 dan
va & thanh phd HO Chi Minh 1a 3,7/100.000 dan [2].
Viée diéu trj UT luén la diéu tri da thire, dic biét héa tri
liéu cao it nhidu cai thién duge thoi gian séng con cho
bénh nhan. Tuy nhién, héa trj lidu cao thuong di kém
bién ching suy tiy ning, gdy nhidu hau qua nghiém
trong. Nhim khéc phuc bién chimg suy tiy, nhiéu
phuong an da dugc thuc hién, dac biét la phuong phap
sir dung té bao gbc (TBG) tur than méu ngoai vi [6),
[9]. TBG méu ngoai vi c6 ddu 4n CD34*, binh thuong
hiém thdy & mau ngoai vi, nhung lai tang lén dang ké
sau khi trc ché tity bang héa liéu phap va/hodc str
dung céc yéu 6 sinh truong [1], [5].

Hién nay, viéc sir dung hoa tri lidu cao dé didu tri
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UT v va UTBT v&i su hé tro ghép TBG mau ngoai
vi van con dang ban cdi [9]. Tai Viét Nam, m6t sb
trung tdm lon da thuc hién thanh cong ghép TBG
trong didu tri cac bénh ly th-uéc co quan tao mau [3],
[4]. Tuy nhién, dbi véi cc u dic, hoa tri lidu cao va
ghép TBG tao mau tu than trong diéu tri UT vii va
UTBT la mdt vin dé chua duoge quan tdm. Vi vy
chiing t6i nghién ctru d& tai ndy véi 3 myc tiéu sau:

1. X4y dung Quy trinh phén lap va bao quan té
bao gbc tao mau ty than.

2. Xay dung Quy trinh sir dung té bao gbc tao
mau tu than trong diéu tri ung thu vi.

3. X4y dung Quy trinh st dung té bao gdc tao
mau tur than trong diéu trj ung thu budng trimg.

II. POI TUQGNG VA PHUONG PHAP
NGHIEN CU'U

2.1. Péi twgng nghién ciru

2.1.1. Poi twong, dia diém va thoi gian nghién cieu

22 bénh nhan gdm 11 bénh nhan ung thu va va
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11 bénh nhén ung thu budng tring giai doan mudn
hoic tai phat, nhap vién diéu trj tai BVTW Hué tir
thang 9/2012 dén thang 3/2016. Nghién ctru nay
duge chap thuin béi Hei Bdng Y dirc — BVTW Hué.

2.1.2. Tiéu chuin chon bénh cia 2 nhom
nghién ciru

- Tudi tir 18 dén 60.

- Chan doén giai phiu bénh: ung thirr bidu mo
giai doan I1IB hoac IV, hodc bt ky giai doan nao
nhung xuit hién di cin trén 7 hach nach hay di can
xa (gan, phdi, xwong), hodc UT v thé viém theo
phén loai ciia UICC (d6i v&i UT vit); Ung thu bidu
mé giai doan 111 hodc 1V theo FIGO 2002 [10], hoac
ung thu biéu mé budng trimg tai phat (d6i vai UT
budng trimg) [6].

- D4 diéu tri: phiu thuét cit u hodc cét vi triét dé
cai bién ¢ hay khéng c6 xa tri kém theo (UT va);
Phdu thuat giam khdi tdi wu hay chua t6i vu (UT
budng tring).

- D6i v6i UT vi: Test héa mé mién dich: ER(x),
PR(+), HER 2 NEU (), test FISH (+) (khi HER 2
NEU (+); Chi s6 Karnofsky 80 - 100%.

- Ca 2 nhém NC: bénh nhan va gia dinh déng y
diéu trj héa chiét lidu cao va duoc hd tro ghép TBG
tao mau tu than ngoai vi.

2.1.3. Tiéu chuin loai trir

- Bénh nhén ¢6 cac bénh ly kém theo: tim mach,
chic nang gan, thn, lao, nhiém tring, suy gidm
mién dich, dai dudng, cac bénh Iy ac tinh khéc.

- C¢ thai hodc cho con ba hodc dang sir dung
thubc tranh thai.

- Bo diéu trj hoic khong tudn tha phac do didu tri.

- Bénh nhén tai phat khong c6 ddy di théng tin
phuc vu cho nghién ciru

- Dé khang platinum hoc di irng v&i mot trong
nhiing thudc duoc sir dung trong phac d6.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

Nghién ciru thir nghiém lam sang, khong dbi chimg,

2.2.2. C& miu va phuong phdp chon miu

Chon mau theo mau thuén tién.

C& mau: 22 bénh nhan duoc chon vao miu
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nghién ciru trong d6 cé 5 ca UT vi va 11 ca UT
budng trimg dugc héa tri lidu cao két hop vai ghép
TBG tao mau tu than. Do do: |

n=5UT vi+ 11 UT budng trimg = 16

2.2.3. Cdc budc tién hanh nghién citu

Buge I: Tuyén chon bé¢nh nhin ung thw vi va
ung thu buéng triing: theo tiéu chuin chon bénh

Buéc 2: Huy dong, thu thiip va bio qudn té bao
gé‘c tao mdu ngoai vi tw than

- Huy déng TBG mdu ngogi vi: sau didu tri du liéu
trinh co ban bénh nhan s& duoc huy dong TBG bing
G-CSF (Neupogen) 10 pg/kg/ngay trong 4 - 5 ngay
lién tiép dé chuén bi thu thap TBG mau ngoai vi.

Dém sb lugng té bao CD34* trong mau bénh
nhan vao sang ngay thir 4 sau khi tiém G-CSF: +
Néu s6 luong té bao CD34* > 20 TB/pl tién hanh
thu thap TBG.

+ Néu s6 luogng té bao CD34* <20 TB/ul kiém
tra lai sau 12 hoac 24 gid, néu dat > 20 TB/ul tién
hanh thu thip TBG.

- Thu thgp TBG:

+ Tiéu chuén tach TBG: ngay sau khi s& luong té
bao CD34* > 20 TB/pl, bét dau thu thap TBG trong
1- 3 ngay lién tiép bing may tach té bao tu dong
(Fresenius).

+ Muc dich: dat dugc tong sé lwgng CD34*>2x
10° /kg can nang bénh nhan.

- Quy trinh tach TBG: May tach té bao mau tu
ddng Fresenius.

- Bao quan TBG tao mdu: sau mc:}i. l4n thu thép,
TBG dugc xir Iy, bio quan bang dung dich DMSO
10% va luu trit trong nito long -196°C.

- Kiém tra chdt lwong khoi TBG: khéi TBG thu
thap dugc kiém tra chit lugng qua 3 thoi diém: sau
khi thu thip, sau bao quan dong lanh 2 tuén (trude
khi héa tri liéu cao) va sau khi rd déng ghép cho
bénh nhan. Quy trinh kiém tra chét luong gbm cic
budc sau:

+ Dém s6 lugng té bao don nhén va té bao gbc
CD34*:

* Pém s6 luong té bao don nhin: bing may
dém té bao mau ty dong (may XS-1000i cua hang
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Sysmex Nhat Ban tai khoa Xét nghiém Huyét hoc -
Bénh vién Trung wong Hué).

* Pém té bao gbc CD34*: Xéc dinh té bao CD34*
bang phuong phap mién dich huynh quang.

+ Déanh gia ty 1& bao gbc CD34* sbng bing
phuong phép nhu¢m xanh trypan (d6i chiéu véi
k¥ thuat d¢ém bing may dém té bao dong chay
FACSCanto.

+ Nubi cdy tao cum va cdy vi tring

Budc 3: Diéu tri héa chit lidu cao

- Ung thu vu:

+ Gemcitabine 1500-1900 mg/m? diing ngay thir
1 va ngdy thtr 8, mdi chu ky 3 tudn.

+ Paclitaxel: 380mg/m? ngay 1, m3i chu ky 3 tuén.

+Dung 1 - 3 liéu trinh héa trj lidu cao, cich nhau
21 ngay. Trong thoi gian didu trj héa chét lidu cao
bénh nhan dugc theo ddi & don vi cham séc dic biét,
phong cach ly vé khuin.

+ Bénh nhan khong nhén dot héa tri lidu cao tiép
theo néu chirc ning gan, thin va cdc théng sb méu
ngoai vi chua hdi phyc tr& lai (SGOT, SGPT tang trén
2 1én gi6i han binh thudng, creatinin > 1,2mg/dl, Hb <
10g/dl, bach cau hat < 1 x 107/, tiéu ciu < 100 x 10°1.).

+ Ghép TBG hd trg néu bénh nhén roi vao tinh
trang suy tiy niang va kéo dai.

- Ung thu budng trimg: St dung phéc dd lidu
cao két hop thubc chéng ting sinh mach: Paclitaxel

- 300mg/m*da + Carboplatin v&i AUC = 12 va ning
1én dan kiéu bac thang tily kha niang dung nap cua
bénh nhan + Bevacizumab (Avastin) 7,5mg/kg.

+ Liéu trinh héa chat va theo di tvong tu nhém
bénh nhan UT . ‘

+ Néu bénh nhan ¢6 hién tuong nhiém doc thin
kinh mic d§ ning (III-IV), liéu Paclitaxel s& duoc
giam xudng 20% trong chu ki sau. |

+ Ghép TBG tao mau ty than hd trg néu bénh
nhén roi vao tinh trang suy tiy ning kéo dai.

Budc 4: Ghép té bao gbc tao mau

Ngay ghép té bao gbc dugc tinh 1a ngay 0 (NO).
Khéi TBG duoc giai d6ng bing bée nuéc 4m ¢37°C.
Déng thoi, cac miu TBG clihg duoc rad dong dé
- kiém tra chét lugng. Ghép khdi TBG cho bénh nhan
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theo dudng dng thong tinh mach trung wvong. Theo
doi tac dung phu cia DMSO bao gdm biéu hién
dau bung, ndén 6i, d6 mat... Sir dung solu-medrol,
diphenhydreamin trude khi truyén TBG.

- Theo doi moc manh ghép:

+ Thoi gian moc manh ghép bach ciu hat: duoc
tinh tir ngdy ghép (ngay 0) cho dén ngay thir nhét,
trong 3 ngay lién tiép c6 s& lugng BC hat trung tinh
> 0,5 x 10771

+ Thoi gian moc manh ghép tiéu cau: duge tinh
tir ngy ghép (ngay 0) cho dén ngay tht nhit, trong
7 ngay lién tiép c6 s6 luong tiéu ciu>20 x 10%1, ma
khong phai truyén tiéu cau.

+ Cho bénh nhan xuit vién khi tiy xwong da hoi
phuc tét:

* S lugng bach chu hat trung tinh > 0,5 x 10%1
it nhit trong 3 ngay.

* $6 lugng tiéu cAu > 20 x 101 ma khéng cin
truyén tiéu cau trong 7 ngay.

* Het > 30%.

* Bénh nhan c6 thé an bing dudng miéng.

* Khong s6t va da ngimg khang sinh duong tinh
mach it nhat 48 gio.

- Chdm séc néng dé trong giai doan héa tri liéu
cao va ghép TBG: duoc tién hanh trong phong cach
ly v6 trung.

- Khdng sinh diw phong va diéu tri nhiém trimg:
quinolon, cephalosporin thé hé 3, amikacine,
Imipenem/cilastatin ...

- Truyén cdc ché pham mau:

+ Tét c& cac ché phdm mau déu phai dugc truyén
qua bg loc bach céu.

+ Truyén hdng cau khdi dé duy tri Hb > 80g/!.

+ Truyén tiéu cAu dam dic d& duy tri sb luong tiéu
cau >20 x 10%/1.

- Thudc ting trucng té bao tao mdu:

Thudng sir dung G-CSF véi lidu 5 - 10 meg/kg/
ngay tiém dudi da, bt dau khi bach ciu hat trung
tinh < 0,5 x 10%1 va dugc tiép tuc cho dén khi bach
cu hat trung tinh > 1 x 101 trong 3 ngay lién tiép.

- Céc xét nghiém trong giai doan hoda trj lidu cao
va ghép TBG:
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+ Cong thirc mau: theo doi hang ngay

+ Sinh héa mau mdi tuan 2 lan: SGOT, SGPT,
ure, creatinine, dudng mau.

+ Céc xét nghiém khac khi c6 chi dinh.

Buic S: Theo dii va ddnh gid két qua

- Ung thie vii: Sau khi hodn tit qua trinh diéu tri,
bénh nhin xuét vién, tai kham mdi 1 thang trong
vong 6 thang, sau d6 1a m&i 3 thang cho dén 2 nam
va mdi 6 thang cho dén 5 nam.

- Ung thir budng trimg: Sau khi hoan tit qua
trinh diéu tri, bénh nhén xuit vién, tai kham nhu
nhém bénh nhan UT v,

Céc tham s& d4nh gia chung cta ca hai nhém
bao gdm:

3. KET QUA NGHIEN CcUU
3.1. Dic diém chung ciia mAu nghién ciru

+ Kham 1am sang, c4n lam sang, siéu am...

+ Thoi gian séng khong bénh

+ Thoi gian sdng khong bénh dudi 6 thang thi
bénh nhan dugc xép viao nhém dé khang platinum,
tir 6 dén 12 thang thi dugc xép vao nhém dap g
mdt phan, néu trén 12 thang thi dugc xép vao nhém
dap rng hoan toan.

+ Thoi gian sdng thém toan bd

- Pdnh gid chat heong séng

2.2.4. Thu thip va xit I 56 liéu

Céc thong tin bénh nhan dugc thu thap bang
phiéu nghién ctru chuén bj trude. S4 liéu duge nhap
va xir Iy bang phin mém SPSS 22.0. Su khac biét c6
¥ nghia théng ké véi p < 0,05.

Bang 3.1. Dic diém d0 tudi va can ning clia mau nghién ctru

Nhom UT va UT budng trimg Téng
Bién s (n=5) (n=11) (n=16)
D tudi X +SD 42,4+59 50,9 + 4,8 48,3 £ 6,5
(nim) Trung vi 41 50 49,5
(Min — Max) 35-49 43 - 57 35-57
X +SD 53,8£2,4 52,3+5,6 52,8+4,8
Can ning (kg) Trung vi 54 54 54
(Min — Max) (50 - 56) (42 -59) (42 - 59)
3.2. Két qua phén 1ap té bao gbc tao mau ngoai vi thu duge
3.2.1. Qud trinh huy dpng té bio goc
Bang 3.2. Pic diém huyét hoc trudc va sau thu TBG cia toan miu
Bién sb Toan méu (n = 16) p
Trugc* Sau**
X+SD 11,21 £ 0,95 10,05 + 1,01 0,002
Hb (g/dl) Trung vi 11,20 10,00 )
(Min — Max) 9,2-12,90 7,6-11,9
X £ SD 38,73+10,35 30,52 £ 11,81 0,045
Bach ciu (G/) Trung vi 37,81 27,43
(Min — Max) 23,58 - 68,07 3,00 - 58,13 i
Bacheki don XE SD. 592219 3,42+ 1,98 0,002
nhén (G/I) "l?rung vi 3,52 3,03 )
(Min — Max) 2,52 - 14,62 1,01 -12,40 ,
X=+SD 131,65+48,20 79,97 + 41,05 0,003
Tiéu chu (G/) Trung vi 117 68,00
(Min — Max) 62 - 248 46 - 261

*) Tdng két qua trude thu TBG lan 1 va lan 2; **) Téng két qua sau thu TBG 1an 1 va lan 2
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Bang 3.3. Dic diém huy dong té bao gdc cuia timg nhom bénh 1y

Nhém UT va UTBT Tong
Bién s6 (n=5) (n=11) (n=16)
e — X +SD 4+0 43+£0,5 42+04
G-CSF (ngay) "Itrung vi i 4,0 4
(Min — Max) 4-5) 4-5
S6 lwgng TB don nhan trwéce khi e SD. S il 26207 ST
thu thap (G/) Trung vi 7.4 5,5 5.8
x (Min—Max) | (4.8-14,6) | (43-6,5) | (4,3-14,6)
S6 lwgng té bao CD34* trwée khi Bl bt I/ b Lo s i
thu thap (TB/pl) Tru11g vi 28 22 25
(Min — Max) (24 — 28) (20 — 30) (20-30)
S6 dot huy dong X +SD 1 1 1
Téac dung phu - 0 0 0
That bai = 0 0 0
3.2.2. Két qua xir Iy khéi té bao géc mdu ngoai vi toan méu
Bang 3.4. Két qua thu thap va xir Iy khéi TBG mau ngoai vi ctia toan mau
o Toan mau Lan 1 Lan 2 Téng px
Bién s6 (n=16) (n= 15) (n=31)
Thé tich khi X +SD 329,38 +37,88 | 342,40+ 58,07 | 335,68 + 48,32
té bao géc thu Trung vi 342,50 356,00 347 0,107
dugc (ml) (Min — Max) (203 - 357) (161 - 391) (161 - 391)
Thé tich khéi X+ SD 105,31 £6,95 | 103,00 %621 104,19 + 6,60
TBG sau xit Iy Trung vi 105,00 105,00 105 0.288
(ml) (Min — Max) (95 - 120) (90 - 115) (90 - 120) ?
Nong ?%)MSO X+ SD 10 10 10 -
o e X £ SD 86,79 +2587 | 6896+ 1857 | 78,16+ 24,04
0 lwgng Trung v 91,05 63.74 82,43 0,012
b L SO (S e (112152220) (29,64 - 106,70) (1121522%)

3.2.3. Tic dung khong mong muén trong qud trinh thu thip té bao gbc mdu ngoaqi vi
Cac tac dung khdng mong mudn nhu di cam/té tay chan gap & tt ca cac bénh nhan, mét mdi (1 bénh
nhan) va ndn/budn ndn (1 bn), chua gap céc tic dung phu khac (dau co/xuong, con té ta ni, ha huyét ap...).
Bang 3.5. Chit lugng khéi TBG thu duge trude khi dong lanh, sau 2 tudn déng lanh
va ngay sau khi rd déng dé ghép cho bénh nhan cia toan mau

Thoi diem Trudce Sau ddong lanh Sau ra dong
- dong lanh 2 tuan dé ghép P*
Bién so (n=231) % m=31)1% (n=16)
Ty 16 té X £SD 99,00 87,38 £ 15,10 89,94 + 11,67 <0,001
bs?::l glt)zﬂ; Trung vi 96,00 96,00 ]
(Min ~ Max) 99 50,00 — 99,00 60 - 99
S6 lugng X £SD 245,74 £ 126,15 211,42+110,65 | 280,80+ 113,27 | <0,001
Clz:‘: 0’;)‘“' Trung vi 199.29 175.27 270,77 ]
(Min — Max) 96,25 — 536,83 92,40 — 483,15 129,20 - 483,15
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Liéu X +SD 4,64 +£2.26 4,17+2,33 5,60 + 2,45 0,038
C]():‘l‘of)kg ~ Trung vj 3,73 3,09 5,36 ]
(Min — Max) 1,78 — 9,59 1,66 —11,19 2,72-11,19
Nubi cdy tao cum (+) + + + -
Nubi cay vi khuin (+) 5 . . p

*) So sanh gitta 2 thoi diém trude va sau dong lanh 2 tuln. ) Téng khdi TBG thu thap ngay 1 va ngay 2.
3.3. Sir dung té bao goc tao mau ti thin trong diéu tri ung thw v va ung thw budng trirng

Bang 3.6. Dic diém chung ciia nhém BN dugc ghép té bao gbe

Pic diém Phén tich 5BN K Va 11 BN K BT
. . Diéu tri ban diu 0 5
Tinh trang bénh Téi phat 5 ”
Giai doan bénh Giai doan 3 0 =
(déi vai BN K Vi) Giai doan 4 5
Giai doan bénh theo FIGO Juie - 8
(doi voi BN K BT) v - 3
Bang 3.7. Pac diém diéu tri liéu cao & hai nhom dbi tugng nghién ciru
; . Chu ky diéu tri (Min - Max)
boi twong Tén thuoe
1 2 3
Paxus PM (mg/m?) 187,5 - 352,94 225-380 314
Ung thw va Gemcitabine (mg/m?) 1250 - 1960 1500 - 2133,33 2025,32
So v6i liéu co ban tang 1,77 — 2,17
Carboplatin (AUC) 14-12 16-18 -
Ung thw :
bu(;ing trimg Carboplatin (mg/kg) 15‘00 - 1050 165({ - 1200 -
So v§i liéu co ban tang 2,3 — 3,7 lan

Bang 3.8. Liéu ghép té bao géc CD34* trén bénh nhén ung thu vii va ung thu budng trimg

Chik Liéu ghép té bao gbc CD34* (x 10° TB/kg)
Ung thw va Ung thw bu%mg trirng
X +SD 797422 47+1,62
Min — Max 8,01 (5,37- 11,19) 4,16 (2,72 - 8,32)
Bang 3.9. Thoi gian hdi phuc tily xwong sau ghép té bao gdc
Thoi gian hoéi phuc tiy xwong | Ung thw vi Ung thw budng trimg
(ngay) Bach cau Tiéu ciu Bach cdu Tidu cdu
X +SD 841,14 | 88148 | 755082 | 9,55+2,16
Min - Max 7-10 7-11 6-9 7-13
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Bang 3.10. Thoi gian séng bénh khong tién trién va séng thém toan bd

Két qua dicu tri Péi twong X +SD Min Max
s Ung thu vu 52,75 + 10,46 24 83
PFS® (thang) 3
Ung thu Budng trimg 19,3+ 5,6 14 31
Ung thu vi 53 +£10,7 29 84
OS? (thang) = - i
Ung thu Budng trimg 31.0:L67 14 83

(1): Progressive free survival: thoi gian séng thém bénh khong tién trién

(2): Overall survival: thoi gian séng thém toan b,

IV. BAN LUAN

4.1. Dic diém chung ciia mAu nghién ciru

Nhom nghién ciru gdm 16 bénh nhan UT vi va
UT budng trimg, tudi trung binh la 48,3 £ 6,5 (thip
nhét 14 35 va cao nhat 1a 57 tudi), trong luong trung
binh 12 52,8 + 4,8 kg (thdp nhit 42 kg va cao nhit
la 59 kg) (bang 3.1). Dac diém tudi va can ning cla
nhém bénh nhan nghién ctru ciing phu hop véi d6
tudi va can ndng ctia cac nghién ciru khac.

4.2. Két qua phan 13p t€ bao gbc mau ngoai vi

4.2.1. Két qua huy dpng t¢ bao géc tao miu
ngogi vi

4.2.1.1. Bdc diém huyét hoc ciia bénh nhén trede vi
sau huy dong TBG

Tét ca bénh nhan sau khi duge didu trj 6 liu
trinh chudn s& duge huy dong TBG dé hd tro ligu
trinh héa trj liéu cao. Bang 3.2 cho thdy céc chi sé
huyét hoc ctia bénh nhan ¢6 sy thay ddi ¢6 y nghia
théng ké sau qua trinh huy déng TBG bing G-CSF.
Trong d6, céc chi s6 Hb, s6 luong tiéu cau déu giam
¢6 y nghia thdng ké so véi truée khi huy d6ng. Trai
lai, s& luong bach ciu va bach cau don nhan tang
rit cao c6 y nghia théng ké so véi trude huy dong
(p <0,001).

4.2.1.2. Qud trinh huy dong 1é béo géc

- Ddc diém huyét hoc treée va sau thu TBG:

Bang 3.3 cho théy c4c chi s6 huyét hoc déu giam
c6 y ngha thong ké sau hai 14n thu thap so véi trude
khi thu thap TBG (p < 0,05). Két qué nay phu hop
voi két qua clia Vi Hoang (2015) 1a lugng Hb, sé
lwong tiéu cau giam sau thu thap c6 y nghta théng
ké (p <0,05), tuy nhién luong giam khong nhiéu va
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khéng c6 biéu hién 1am sang [1].

- Bdc diém huy déng TBG:

Bang 3.4. cho thiy thoi gian sir dung G-CSF
trung binh 14 4,2 + 0,4 ngay (tir 4 - 5 ngay). S6 dot
huy dong ctia nhém bénh nhan ching t6i 1a 01 dot
va chua giip trudng hop nao huy dong TBG thét bai.

S5 lugng té bao don nhan va té bao CD34* &
nhém UT vi ¢6 xu hudng cao hon nhém UT BT.
S6 lugng té bao don nhén va té bao CD34* trude thu
thap trén toan mau lan luot 1a 5,8 TB/pl (gidi han tir
4,3 —14,6) va 25 TB/ul (tir 20 - 30).

Két qua nay ciing phu hop véi két qua cta Vi
Hoang dbi véi viée huy dong TBG don thuin bang
yéu t§ tang trudng, phac dd duoc sir dung phé bién
nhat 1& G-CSF (10 pg/kg/ngay) véi ké hoach tach
TBG mau ngoai vi du kién bit du tir ngay thit 5 sau
khi str dung G-CSF [1].

Tuy nhién, két qua cia ching t6i ¢6 phin khéc
v6i két qua cia Trdn Ngoc Qué nghién ciru trén 89
bénh nhan bénh ly huyét hoc cho thiy sé lan thu
thap TBG tir 1 —3 1an, trong d6 thu thap 1 14n chiém
ty 16 83,14% [3]. Diéu nay c6 thé do khac nhau vé
nhom bénh ly. ‘ ‘

4.2.2.2. Két qua xir ly khéi té bao géc mdu
ngoai vi §

Bang 3.4 cho thiy thé tich khéi TBG sau xtr ly
trung binh 1a 104,19 + 6,60 ml va sb lugng BC don
nhén trung binh la 78,16 & 24,04 TB/ul.

Két qué ctia chting t6i thu thap TBG trong 2 ngay
lién tiép ciing phi hop véi mot sé nghién ciu huy
dong bang G-CSF [1, 5).

Trong qua trinh thu thip TBG bang may Comp.
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tec, ching t6i nhan thiy tit ca bénh nhan c6 biéu
hién di cam, té tay chin, mot trudng hop biéu hién
mét moi va budn nén. Ngoai ra, ching t6i chua gip
céc biéu hién khac.

4.3.2. Danh gia chit lwong khdi té bao goc bdo
qudn lanh

Bang 3.5 danh gia chét luong khéi TBG theo
nhém bénh cho thiy mic du s6 luong té bio CD34*
cé giam qua qua trinh bao quan déng lanh nhung
vin bao dam chét luong cho khéi TBG phuc vu
ghép cho bénh nhan. Ty Ié t& bao CD34" séng trung
binh dat 87,38 + 15,10 trén toan mau. Liéu TBG
CD34" trung binh sau khi rd dong 1a 4,17 £ 2,33 x
10%kg. Tuy nhién, khi ghép chung tdi chon nhiing
méu c6 sb lugng té bao CD34* cao (thu thip ngay
1 hodc ngay 2) nén lidéu TBG trung binh ghép cho
bénh nhén 14 5,60 + 2,45 x 10° /kg.

Két qua bao quan déng lanh TBG méau ngoai vi
clia chang t6i v6i dung dich DMSO 10% cho két
~qua ciing twong ty v&i nghién cru cua Akkdk
va cs (2008) bao quan voi dung dich DMSO 5 va
10% [5].

4.4. Vé six dung té bao gbc tao mau tw théin
trong diéu trj ung thw vi

4.4.1. Ve diéu tri héa chit liéu cao cho bénh
nhin ung thu va

Sau khi thu thap du s6 lugng TBG cén thiét ching
t6i tién hanh héa trj lidu cao nhidu dot cho bénh nhén.
Céc bénh nhéan nay dugc chdm soc ning do tich cuc
va theo doi trong phong cach ly v6 tring, néu bénh
nhén roi vao tinh trang suy tiy ning kéo dai thi chiing
tdi s& dirng dot hda tri liéu cao tiép theo va tién hanh
ghép TBG tr¢ lai.

4.4.1.1. Vé $6 dot hoa tri liéu cao @i véi nhém bénh
nhdn ung thir vii

S6 dot diéu tri hoa chét lidu cao trong nghién ctru
clia chiing t6i di v6i cac bénh nhan UT va la 5/11
bénh nhan (4 bénh nhén diéu tri duoc 2 dot, 1 bénh
nhén diéu trj dugc 3 dot). Thoi gian giita hai chu ky
héatri liéu cao 12 45,8 £ 19,0 (29 - 63) ngay, thdi gian
tir khi bat dau hoa tri liéu cao dén khi ghép TBG la
56,8 + 16,1 (40 - 75) ngay. Thoi gian nim vién 83,8
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+ 13,5 (66 - 100) ngay.

Nhiéu nghién ctru ¢4 cho thdy nén diéu tri 4 dot
liéu cao rdi ghép nhung trén thuc té chua c6 bénh
nhén no cta chang t6i dat dugc 4 liéu ma chi ¢6
2 hoic tdi da 3 lidu la di roi vao tinh trang suy tiy
ning kéo dai can phai hd trg bang ghép TBG.

4.4.1.2. Vé liéu luong ciia cdc héa chat sir dung
trong phde dé héa tri liéu cao déi véi nhom ung
thu vu

So v6i nhitng phac db ¢b dién thi phac do ching
t6i chon 1a nhitng phac db vai hé théng héa chit méi
bao gdm Paclitaxel va Gemcitabine véi liéu lugng
gin glp d6i (380 mg/m? va 1900 mg/m?) dé cb ging
tiéu diét triét dé hon nita céc té bao UT con st lai sau
khi bénh nhén da dép tmg vdi liéu trinh chuén.

4.4.2. Vé ghép té bao goc tr than cho bénh
nhdn ung thu vi

4.4.2.1. Vé liéu ghép té bao goc

Liéu TBG sir dung ghép ddi véi nhém bénh UT v
14 7,97 + 2,20 x 10%kg (tir 5,37- 11,19). Nhu vay tat
ca cac bénh nhan trong nghién ciru ciia chiing t6i déu
duge ghép TBG vai liéu dat yéu cdu dit ra ban dau.
Két qua lidu ghép ctia chiing t6i ciing phit hop véi két
quia Trin Qudc Tuin va cs trong nghién ciru vé ghép
TBG tu than diéu tri bénh bach cu cip dong tiy véi
liéu ghép TBG trung binh 1a 4,2 + 0,8 x 10%kg [4].

So véi ghép TBG trong cac bénh mau 4c tinh,
céc phéc db diéu tri trude ghép thudng gay doc tinh
ning né trén tay xuong. Tuy nhién, nghién ctu cha
ching tdi trén nhiing bénh nhén thu¢c nhom u dic,
céc phac dé diéu trj trude ghép it gay doc tinh trén
tiy xuong hon, c6 1€ nho vay ma hi¢u qua huy déng
va thu hoach TBG cua chiing t6i cao hon.

4.4.2.2. Vé thoi gian héi phuc tiy xwong sau
ghép té bao géc cho bénh nhdn ung thu vii

Trong 5 bénh nhan ung thu va dugce ghép TBG,
thoi gian hdi phuc bach ciu trung binh 12 8,4 + 1,14
ngay (nhanh nhét 13 7 ngdy va cham nhét 1a 10 ngay)
va thoi gian hdi phuc tiéu cau la 8,8 + 1,48 ngay
(nhanh nhét 1a 7 ngay va cham nhéit la 11 ngay).

Cac bénh nhén trong nghién efru ciia ching toi
thudc nhém u dic, viée stt dung hda tri lidu cao
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khéng nham muc dich diét tay (diéu kién héa), hon
nita liéu TBG dugc ghép ciia bénh nhan twong dbi
cao, ¢6 1& ddy 1a mot trong nhitng yéu td thuan loi
gitip Tit ngén thoi gian hdi phuc bach ciu va tiéu
cdu so véi céc trudng hop ghép TBG diéu trj cic
bénh vé mau néi chung.

4.4.3. Vé tdi khdm va ddnh gid dinh ky sau xudt
vign doi véi bénh nhin ung thur vii

Theo d&i dén thoi diém hién tai, trong 5 bénh
nhan UT vii dugc héa trj lidu cao va ghép TBG c6
2 bénh nhén chura tai phat, 2 bénh nhén d tai phat
va 1 bénh nhén tir vong; véi thoi gian séng bénh
khong tién trién 1a 52,75 + 10,46 théng (95%ClI:
32,25 — 73,25 thang), thoi gian séng thém toan bd
cia mau nghién ciru 1a 53 + 10,7 thang (95%CL:
32,03 — 73,97 thang).

4.5. Vé sir dung té bao gbc tao méau tw than
trong diéu tri ung thw budng tring

4.5.1. V@ diéu tri héa chét lidu cao cho bénh
nhén ung thi buong tring

Sau khi thu thap di s& luong TBG céan thiét
ching t5i tién hanh héa trj lidu cao nhiéu dot véi
lidu carboplatin dot sau cao hon dot trude cho bénh
nhén. T4t cd 11 bénh nhan UT budng tring trong
nghién ctru ctia chiing tdi déu duoc didu tri voi muc
dich ciing ¢6. C6 7 bénh nhan dugc héa trj lidu cao 1
chu ky va 4 bénh nhan dugc héa trj lidu cao 2 chu ky.
Thoi gian giifa 2 chu ky héa tri liéu cao 12 17,7 £ 4,8
(12 - 26) ngay, thoi gian tir khi héa tri liéu cao dén ltc
ghép TBG la 17,7 £ 4,8 (12 - 26) ngay.

4.5.1.1. Vé liéu lugng ctia cdc héa chdt siv dung
trong phdc dé héa tri liéu cao dsi véi nhém ung thu
budng trimg

Ching t6i st dung paclitaxel, mot loai thudc
thugc thé hé méi, d& s dung, it téc dung khéng
mong mudn hon so véi cac thude thude thé hé ci.
Liéu paclitaxel sir dung trong nghién ciru clia chiing
t6i 12 300 mg/m?da, ¢6 dinh trong tit ca cac chu ki
héa chat lidu cao.

4.5.2. Vé ghép TBG tao miu tw thin cho bénh
nhén ung thw buong triing

Sau khi két thic héa tri 1idu cao, néu bénh nhan
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roi vao tinh trang suy tiy néng kéo da1 thi ching t6i
s& tién hanh ghép TBG.

Quy trinh ghép ciing tugng tu nhu nhém UT vi.

4.5.2.1. Vé thoi gian hoi phuc tiy xuwong sau ghép
16 bdo géc cho bénh nhdn ung thir budng trimg

Tat ca bénh nhén trong nghién ctru cia ching
t6i biéu hién phuc hdi tét sau ghép, nhung thoi gian
phuc hdi ¢6 khac nhau véi timg thong sb khac nhau.
Thoi gian hdi phuc sau ghép, v6i bach chula7,55+
0,82 ngay (tir 6 — 9 ngay), véi tiéu ciula9,55+2,16
ngay (tir 7 dén 13 ngay).

4.5.3. V@ tdi khdm va ddnh gid dinh kp sau xuit
vién @oi voi bénh nhin ung thu buong trimg

Két qua diéu tri & nhém bénh nhén trong nghién
clru, voi thoi gian séng bénh khong tién trién 14 19,3
* 5,6 thang (95%CI: 15,5 - 23,0 thang), Thoi gian
song thém toan bd ciia mAu nghién ciru 14 31,0 £ 6,2
thang (95%CI: 17,1 - 44,9 thang).

Pay 1a nhimg két qua budc déu dang khich 16
cho nhitng bénh nhan UT budng trimg giai doan
mudn. Tuy nhién, do mau chua du I6n va thoi gian
theo doi chua du dai nén van dé nay cung cén dugc
tiép tuc nghién ciru thém.

V. KET LUAN

Qua nghién ciru quy trinh phan lap bao quan va
str dung TBG tao mau ty than trong diéu tri ung thu
vii va ung thu budng trimg ching t6i rat ra mot sé
két luan sau:

5.1. Quy trinh phén Iap va bio quin té bao
gbe tao mau ngoai vi

5.1.1. Thu thdp va xi ly

- Thé tich trung binh ctia khéi TBG thu thép Ia
335,68 + 48,32 ml.

- Thé tich trung binh cia kh01 TBG sau xtr ly la
104,19 + 6,60 ml.

- Tac dung khéng mong mudn trong qua trinh
thu thap TBG mau ngoai vi chu yéu 1a di cam/ té tay
chan (100%).

5.1.2. Bio quan ddng lanh té bao goc tao miu

- Ty 1& té bao CD34* sbng trudce khi déng lanh 1a
99%, sau ra dong dat > 85%.
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- Két qua nudi céy tao cum dat 100%. Nudi céy
vi khuan: 100% trudng hop m tinh.

5.2. Quy trinh sir dung té bao géc tao mau ty
than trong di¢u tri ung thw vi

5.2.1. Piéu tri héa chit liéu cao

- 4 bénh nhén duogc diéu tri 2 chu ky va 1 bénh
nhan duoc diéu tri 3 chu ky héa tri liéu cao.

- Bién chiing do hoa tri liéu cao & co quan ngoai
tly xuong chi yéu 1a mét moi, budn nén, dau & mirc
d6 nhe. Tét ci 5 bénh nhén déu ¢ dau ching rung
téc toan bd nhung c6 thé hdi phuc dugce va ca 5 bénh
nhin déu c6 ting men gan murc d§ nhe va vira.

- Bién chung suy tuy xay ra & tit ca cac bénh
nhan véi bach céu; tiéu cAu giam ning, riéng thiéu
méu chii yéu & mirc d6 vira.

5.2.2. Ghép té bao gic tao mdu tw thin

Liéu TBG dugc ghép trung binh 12 7,97 £ 2,2 x
105TB/kg (5,37 - 11,19)

5.2.3. Thoi gian diu ghép

- Thai gian hdi phuc bach cau trung binh 12 8,4 +
1,14 ngay (7 - 10 ngay)

- Théi gian hdi phuc tiéu ciu trung binh 1a 8,8 +
1,48 ngay (7- 11 ngay)

5.2.4. Thoi gian song trung binh sau xudt vién

Thoi gian sdng trung binh 52,75 + 10,46 thang.
Thoi gian sbng khong bénh 53 + 10,7 thang.

5.3. Quy trinh sir dung té bao géc tao mau tw
thin trong diéu tri ung thw budng tring

5.3.1. Diéu tri héa chiit liéu cao

- 7 bénh nhan duoc diéu tri 1 chu ky va 4 bénh

nhén dugc diéu tri 2 chu ky héa tri liéu cao.

- Bién chimg do hoa tri liéu cao & co quan ngoai
tay xwong chi yéu Ia mét moéi, budn nén hodc non &
mirc do nhe. TAt ca cac bénh nhan déu c6 d4u chimg
rung toc toan bd nhung ¢ thé hdi phuc duge. C6 5
bénh nhén ting men gan & mitc do nhe va vira.

- Bién chimg suy tiy xdy ra & tat ca cac bénh
nhan véi bach ciu; tidu cau giam nang, riéng thiéu
mau chi yéu & mirc dd vira.

5.3.2. Ghép té bao goc tao mdu tw thin

- Lidu TBG dugc ghép trung binh la 4,7 = 1,62 x
10°TB/kg (2,72 - 8,32).

-T4c dung phu sau ghép bao gdm tiéu do (11/11
bénh nhéan), mét moéi (9/11 bénh nhan), ting huyét
ap (7/11 bénh nhan), budn non (6/11 bénh nhan),
cac tac dung phu khéc xay ra it hon nhu nhip cham,
non, khé tho.

5.3.3. Thoi gian diu ghép

- Thoi gian hdi phuc bach cau trung binh 14 7,55
+ 0,82 ngay (6 - 9 ngay)

- Thoi gian hdi phuc tidu cu trung binh 149,55 +
2,16 ngay (7- 13 ngay)

5.3.4. Thoi gian song trung binh sau xudt vién

- Thoi gian séng trung binh 19,3 + 5,6 thang.

- Thoi gian séng khong bénh 31,0 + 6,2 thang.

Léi cam on: “Ddy la két qua cia dé tai KHCN
cdp Nha nwoc - mi sé PTPL.2012G/31 dwoc ngin
sdch nha nwéc diu tw”. Ching téi xin trin trong
cdm on s hé tro nay!
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