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GIOI THIEU LUAN AN

1. Pit vén dé

Nam 2000, tai My c¢6 khoang 54900 truong hop U lympho khéng
Hodgkin (ULPKH) méi va ¢d téi 26 100 bénh nhan tir vong vi cin
bénh ndy. Ciing theo cac sé liéu thong k& cia My, bénh Pa u tiy
xwong (PUTX) chiém khoang 10% cac bénh mau ac tinh véi ty 18
mic bénh hang niam 1a 4,3/100.000 dan.

Phuong phap ghép tuy xuong hay ghép té bao goc (TBG) tao
mau hién nay da tro thanh chd dua viing chéc cho cac phac dd da
hod tri liéu liéu cao. Ghép TBGtao mau ty than gitp cho tuy xuong
cia bénh nhén (BN) phuc héi nhanh hon, rit ngin mét cach dang
ké thoi glan “suy tuy” sau da hoa tri liéu lidu cao, giam ty 1é tir
vong do cac bién chimg. Ghep tu than duge mg dung rong rdi do
phuong phap nay khéng yéu cau cac tiéu chuan chat ché va khong
gay ra cac bién ching ndng nguy co tu vong, kinh phi lai thip phu
hop v&i diéu kién kinh té cua ngudi Viét Nam. Trude day, ngudn
TBG tao mau dugc st dung cho ghép tu thian thuong 1a tuy xwong
cta nguoi bénh.Nhung trong nhitng nim gin ddy, TBG méu ngoai
vi d4 nhanh chéng thay thé tuy xuong va tré thanh ngudn TBG cha
yéu cho phuong phap ghép tu than. Hién nay, ghép TBG tao mau
ty than d&8 duoc rng dung trong diéu tri cac bénh mau 4c tinh, cic
ung thu dic va cac bénh ty mién.

Tai Viét Nam, ghép TBG tao mau diéu tri cac bénh mau 4c tinh
d4 duoc thuc hién thanh cong tai thanh phé H6 Chi Minh, Hué, bénh
vién Nhi Trung wong, bénh vién trung wong Quan do6i 108, bénh vién
B6 Cong an, bénh vién Bach Mai, va vién Huyét hoc va Truyén mau
Trung wong. Tuy nhién chua ¢ cong trinh nghién ctru hoan chinh vé
vai tro ciia ghép té bao gdc tu than trong diéu tri bénh Pa u tiy xuong
va U lympho khéng Hodgkin.

2. Muc tiéu

- Danh gia két qua cua phuong phap ghép té bao gdc tao mau ty
than di€u tri bénh Pa u tiy xuong va U lympho khong Hodgkin.

- Nghién ctru mot s6 yéu té anh huong dén két qua ciia phuong phap

ghép té bao gdc tao mau tyr than.

3. Nhiing dong gop cia de tai

Mac du ghép té bao gdc ty than khong phai 1a van dé hoan toan
moi ¢ Viét Nam nhung két qua nghién ctru cla dé tai 1a bao cao dau
tién, bai ban v€ hi¢u qua cua cac quy trinh ghép t¢ bao goc (TBG) tu
thén dicu tri bénh Da u tuy xwong (PUTX) va U lympho khong
Hodgkin (ULPKH). De tai dd c6 nhitng dong gop khoa hoc c6 gid tri
giup cho cdc co s¢ dicu tri tiep tuc hoan thién cac quy trinh k§ thuét
ghép té bao goc ctia minh.
4. Bb cuc ciia ludn 4n

Luan 4n c6 141 trang bao gom céc phan: dat vin d& 2 trang, tong
quan tai liéu 39 trang, dbi tuong va phuong phap nghién ctu 15 trang,

két qua 39 trang, ban luan 43 trang, két luan 2 trang va kién nghi 1
trang. Tai liéu tham khao (tiéng Anh): 155.

Chuong 1
TONG QUAN

1.1. GHEP TE BAO GOC TAO MAU TU THAN

Ghép té bao gbc (TBG) tao méau ty than dong vai tr0 nhu mot
bién phap hd tro hé théng sinh mau cia bénh nhan (BN) phuc hdi
nhanh chong sau da hoa trj liéu liéu caoma gdy doc ning cho tay
Xuong.

Hién nay, ngun TBG sinh méu & mau ngoai vi trd thanh ngudn
TBGtao méau cha yéu phuc vu cho ghép va ¢6 rat nhidu cach dé “huy
dong” cac té bao nay roi tily xuong di ra mau ngoai vi. CAc trung tam
ghép trén thé gidi déu tién hanh thu thap TBGmA&u ngoai vi khi sé
lugng CD34+ dat 10 - 20 th/ml.Sé lwong tbi thiéu té bao CD34+
can thiét dé thyuc hién ghép 1a 3x10%/kg can nang ngudi bénh.Sau
thu gom, khéi TBGthuong duoc luu trit & nhiét do -196°C.

Trong ghép TBGtao mau, muc dinh quan trong nhét ciia phac d6
diéu kién hoa trudc ghép 1a tiéu diét cac té bao ung thu & muc cao
nhit dong thoi phai xem xét gidi han déc chip nhan dwoc ddi vai cac
co quan trong co thé. Tu nam 1983, phac dd busulfan +



cyclophosphamide da d4 tré thanh phac db didu kién hoa chudn cho
ghép TBG tao mau. Tuy nhién, cac phac dd diéu kién hoa khac ciing d&
dugc xay dyng riéng cho ghép té bao gdc tao mau ty than didu tri u
lymphé 4c tinh nhu BEAM, CBV va ICE, diéu tri da u tily xuong nhu
Melphalan lidu cao, Melphalan phéi hop Busulfan ...

Viém loét niém mac duong tiéu héa 1a mot bién chung do cac
thudc hoa chét cua phac dd dléu kién hoa. Trong giai doan sau diéu
kién hoa va truyen khéi TBG, sb lugng bach cau (BC)hat trung tinh
giam ning dan dén nhlem trling va so lugng tiéu cau(TC)ciing giam
ning c6 thé din dén xuat huyét noi tang nhu ndo gay tir vong. Ghép
TBGtao mau giy ting nguy co rdi loan chirc ning tuyén giap. Suy
giam chirc ning tuyén sinh duc ciing 1a mot di chimg cia ghép. Ung
thu thir phat 12 mot bién ching muon cia ghép: ty 18 réi loan sinh tay
va lo xé mi cap dong tity thi phat khoang tir 5% dén 15%.
1.2.GHEP TBG TU THAN DPIEU TRI BENH PA U TUY XUONG
1.2.1. Piéu tri tin cong trudc ghép

Cho dén nhimg nam cubi cua thé ky 20, VAD van 14 phac d6 chuan
diéu tri trudc ghép véi ty 1é dap tmg chung (52%-63%) va ty 16 LBHT
trude ghép (3%-13%). Nam 2002, Cavo va cs d4 tién hanh nghién ctru so
sanh Thalidomide-Dexamethasone(TD) véi VAD diéu tri truéc ghép cho
200 bénh nhan BUTX: TD c6 ty 1é dap ung toan bd 76% cao hon co y
nghia thong k& so Véi 52%cta VAD (p<0,001). Nhom IFM d tién
hanhnghién  ctu trén 482 bénh nhdn BDUTX so sanh
Bortezomib(Velcade)-Dexamethasone (VD) v6i VAD va két qua da
khang dinh VD hiéu qua hon VAD vé ty 1¢ lui bénh hoan toan (LBHT):
14,8% vs 6,4% va 0S:78,5% vs 62,8%.Bén canh cac phac dd trén co
nhiéu phac d6 khac phéi hop doxorubicin hodc cyclophosphamide véi
thalidomide hodc bortezomib va dexamethasone ciing da duoc st dung
diéu tri trudc ghép cho nhém DUTX c6 chi dinh ghép.

1.2.2. Phac dd diéu kién hoa

Nhirng khé khin trong viéc xir 1y bién ching “suy tuy” sau va
kéo dai da dan dén y tuong ung dung ghép TBG ty thin hd trg cho
phac d6 melphalan lidu cao. Nghién ctru IFM 95tién hanh trén 282
BNso sanh 2 phac dd: melphalan 200mg/m’ don ddc véi melphalan

140mg/m? + xa tri toan than (8Gy). Ty 1& dap tmg chung va thoi
gian EFS khong c6 su khac biét gira hai nhom (21 thang so véi
20,5 thang, p=0,06), nhung ty 160S 45 thang ciia nhom melphalan
don thuin cao hon c6 y nghia thong k& so véi nhém melphalan —
TBI (65,8% vs 45.5%; p=0,05). Nam 2010, nghién ctu
PETHEMA/GEM 2000 so sanh hiéu qua phéc 4 didu kién héa
phdi hop busulfan (12 mg/kg) + melphalan (140 mg/m2) (Bu-Mel)
véi phac ) melphalan 200 mg/m2 da phai ding sém phac dd Bu-
Mel vi bién chimg viém tic tinh mach trén gan d din dén ty 1é tir
vong & nhom nay cao hon mét cach c6 y nghia thong ké so vai
nhom melphalan don doc (8,4% so véi 3,5%; P=0,002).Hién nay,
phac d6 melphalan ZOOmg/m 1a phac dd diéu kién héa chudn vang
trong ghép TBG ty than diéu trj DPUTX.
1.2.3. Ghép té bao géc ty than diéu tri PUTX

Nam 2012, nhom nghién ctru ctia Pire d4 tién hanh phan tich két
qua cua 9 nghién ciru so sanh ghép tu thin véi da hoa tri lidu diéu tri
2600 bénh nhan PUTX. Két qua cho thiy,so v6i da hoa tri liéu,ghép
TBGty than kéo dai hon mét cach c¢6 ¥ nghia PFS(HR=0,73;95%
C1=0,56-0,95;p=0,02).Hién nay, ghép TBG la phuong phap diéu tri
chuan hang 1 bénh DPUTX vi (1) ty 1¢ tir vong thap (1%—2%); (2) ty 1&
dap tng cao hon, dac biét 1a PFS (tir 25 - 42 thang), dai hon khoang 9
— 12 thang so v&i da héa tri liéu don thun.
1.3. GHEP TBG TU THAN PIEU TRI U LYMPHO KHONG HODGKIN

Dbi véi ULPKH d6 4c tinh thip va tién trién cham, cac thudc
nhu chlorambucil, fludarabin diéu tri don doc hodc phéi hop
(CVP,FCD,FC) la nhitng lyra chon hang 1. Vi nhom tién trién nhanh,
cac phac dd CHOP,CHOEP,MACOPB... da dugc st dung rong réi
trong d6 CHOP (R) ludn duoc coi 1a phac d6 chuin hang 1.
1.3.1. ULPKH thé lan téa tai phat/khang thude

Nam 1987, Philip & cs cho thiy héa tri liéu liéu cao két hop véi
ghép tu than co thé mang lai ty 1& khoi bénh khoang 35%-40% doi voi
nhom ULPKH d¢ 4c tinh cao tai phat. Nam 1995, nhém PARMACiing
nhan thiy ty 1¢ séng thém khong su kién (EFS) 5 nim & nhom ghép 13
46% trong khi ty 1& ndy ciia nhom diéu tri hoa chét chi 12 12% (p<0,001).



Ty 1& séng thém toan bo (OS) 5 nam ciia nhoém ghép 1a 53%, nhém
khong ghép la 32% (p=0,038).Nam 2008, nghién ctru cua To chirc ghép
Méu va Tuy chau Au Vvé 470 truong hop ghép TBG tu than diéu tri
ULPKH téi phat cho thiy ty 1& OS 5 nam 1a 63% va ty 1& EFS 5 nam la
48%.

1.3.2. ULPKH thé nang tai phat/khang thuée

Céc nghién ctru cho thay da héa tri liéu - Xa tri két hop voi ghép
TBG tu than cho nhém ndy c6 thé mang lai ty 1& séng thém bénh
khong tién trién (PFS) 5 ndm 40%-50% va 10 ndm la 48%. Freeman
va cs d4 thong bao két qua ghép TBG ty than cho 153 BN ULPKH
thé nang tai phat: ty 1¢ EFS va OS 8 nam lan luot 12 42% va 66%.
Theo két qua nghién ctru cia nhom GELA/GOELAMS, ty 1¢ OS 3
nam ciia nhém ghép cao ¢ ¥ nghia théng ké so voi nhom khong ghép
(92% vs 63%, p=0,0003).

Théng 07/2013, T chic ghép Méau va Tay chdu Au dd khuyén
céo, ghép TBG tu than 1a mot su lwa chon thich hop trong diéu tri
ULPKH thé nang tai phat, ddc biét d6i v6i nhom tai phat sém va c6
chi s tién lwong FLIPI thudc nhém nguy co cao.

1.4. GHEP TE BAO GOC TAO MAU TU THAN O VIET NAM

Phuong phap ghép TBGtao mau déd dugc bét dau trién khai nghién
ctru va ng dung tai Viét Nam lan dau tién ndm 1995 tai bénh vién
Huyét hoc va Truyén mau thanh phé Ho Chi Minh. Tir d6 dén nay da
c6 thém nhiéu co s trong ca nuc nghién ctu tng dung ghép
TBG.Tinh dén thoi diém hién nay, cac trung tim ghép cua ca nudc da
thuc hién thanh cdng trén 200 ca ghép TBG tao mau.Tur ndm 2006,
Vién Huyét hoc Truyén mau Trung wong da ung dung ghép TBG ty
than diéu tri cho khoang 45 BNDUTXva cho 8 BNULPKH. Bénh
vién Truyén mau va Huyét hoc thanh phé Hd Chi Minh da trién khai
ghép tu than cho 03 bénh nhin ULPKH va 13 bénh nhdn DUTX.
Bénh vién Bénh vién Trung wong Quan doi 108, bénh vién Bach Mai,
bénh vién 19-8 ciing d4 trién khai ghép TBG tu than diéu tri ULPKH
va bUTX.

Chuong 2

POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Dbi tuong nghlen ctru gc‘)m 08 bénh nhan ULPKH va 42 bénh
nhan DUTX dugc chin doan, diéu tri va ghép té bao goc tu than tai
Vién HH-TM TU tir 2006 — 2013, d4p (g cac tiéu chuan:

2.1.1. Nhém bénh nhén Pa u tiy xwong

udi: dudi 65 tudi.
hén doan x4c dinh Pa u tily xuong theo tiéu chuan cia IMWG
hong c6 cac bénh vé thn kinh, tim thin, gan, thin, tim.

énh nhén va gia dinh cam két dong y tham gia vao chuong trinh
diéu tri ghép té bao gbc tao mau tu than.

2.1.2. Nném bénh nhén U lympho ac tinh khong Hodgkin

udi: dudi 65 tudi.

han doan x4c dinh ULPKH

héng dap tmg véi cac phac d6 diéu tri tn cong, hodc tai phat.
hong c6 cac bénh vé than kinh, tim thin, gan, thin, tim.

énh nhén va gia dinh cam két dong y tham gia vao chuong trinh
diéu tri ghép té bao gbc tao mau tu than.
2.2. PHUONG PHAP NGHIEN CUU
_Nghién ctru can thiép 1am sang tién hanh theo ca phwong phap
hoi ciru va tién clru qua cac budc nhu sau:
2.2.1. Chan do4n:
2.2.1.1. Da u tiuy xwong



a. Chaf;g dodan xdc dinh: Chan doan xac dinh bénh PUTX theo ti’éu
chuan cuta Hiép hoi Nghién ctu Pa u tay xuong quoc té -
International Myeloma Working Group (IMWG) 2009

b. Chqfn dodn giai doan bénh: (;hét} doan giai doan bénh theo Hé
thong chan doan giai doan quoc té ISS.

2.2.1.2. U lympho khéng Hodgkin

a. Chdn dodn xdac dinh bénh: Chan doan xac dinh bénh dya trén két
qua sinh thiét va hdéa md mién dich t6 chirc hach hoic u.

b. Chdn dodn giai doan bénh: Theo Ann Arbor

c. Pdnh gid tién lirong: theo chi sé tién lwong IPI va FLIPI

2.2.2. Phac db diéu tri

2.2.2.1. Da u tiuy xwong

+ Trudc nam 2010 (21 bénh nhan) - VAD

- Vincristine 1mg/ngay, truyén tinh mach ngay 1 va ngay 3

- Doxorubicin 9 mg/m2 da/ngay, truyén tinh mach tir ngay 1 - 4

- Dexamethasone 40 mg/ngay, truyén tinh mach tir ngay 1 - 4

+ Tir nam 2010 dén nay (21 bénh nhan): Cac phac d6 hoa tri co

bortezomib (Velcade) 1,3mg/m2 da, tiém tinh mach vao céc ngay
1,4, 8, va 11 clia mdi dot diéu tri. Mdi thang 1 dot.

+ Diéu kién hoa: Melphalan 200mg/m2 da truyén TM.

2.2.2.2. U lympho khéng Hodgkin:

+ Bénh nhdn méi: Diéu tri t?ip cong theo cac phac do diéu tri Chué”i,n
hang 1: Boi Vc'yi ULPKH t€ bao B: CHOP + R, EPOCH =+ R; doi
véi ULPKH te bao T/NK: CHOP, VIPD hoic SMILE tuy theo
dac diém bénh nhan.

+ Bénh nhdn tdi phatlkhang thuéc: Didu tri cac phac dd hang 2 nhu:
DHAP, ESHAP hoic ICE.

+  Diéu kién héa:ICE hoac BEAM hogc Methotrexate liéu cao(ddi
V6i cac truong hop c6 thAm nhiém than kinh trung wong).

2.2.3. Panh gia két qua diéu tri:
- Bénh Pa u tuy xuong: theo tiéu chuin danh gia dap tng diéu tri

Hiép hoi Nghién ctru Pa u tay xwong qudc té (IMWG) 2009.

- Bénh U lympho khong Hodgkin: dua trén tiéu chuan danh gia
dap tmg diéu tri cta International Workshop to standardize response
criteria for non-Hodgkin's lymphomas 1999.
2.2.4.Panh gia moc manh ghép: Khi s6 lugng bach cau hat trung tinh
>0,5 G/L va s6 lugng tiéu cau >20 G/L trong 2 ngay Xét nghiém lién tiép.
2.2.5.Danh gia mirc d§ cac tic dung phu: Danh giad va phan loai
muc do cac tac dung phu theoTiéu chuan danh gia tac dung phu do
thuoc ciia Vién Ung thu Hoa Ky phién ban 4.03 (Common
Terminology Criteria for Adverse Events version 4.0 — published
14.06.2010 - National Institute Cancer).

2.2.6. Thu thap va xir Iy s6 li¢u:bingphan mém SPSS 18.0.

Chuong 3
KET QUA

Tir thang 11/2006 dén thang 10/2013, ching t6i da tién hanh TBG
tu than diéu tri 50 BN trong d6 ¢6 42 BN PUTX va 8 BN ULPKH.

3.1. PAC PIEM LAM SANG, CAN LAM SANG VA CHAN POAN
3.1.1. Nhém DPa u tiy xwong

Cac bénh nhéan DPUTX duoc chia thanh 2 du¢i nhém: nhém diéu
tri tin cong trudc ghep bang phiac d6 VAD c6 21 BN goi 12 nhém
VAD, va nhém diéu tri tdn cong trudc ghép bang phac dd co
bortezomib

So d6 nghién ciu



U lymphé khong Hodgkin Da u tiy xuang
- ]

Diéu trj tan cong x 3 dot O
- Diéu tri tin cong (3 dén 4 dat):
Trude 2010: VAD
Tir2010 dén nay:

Phéc do co Bortezomib

9,
9
R Dahoa

(Banh gia KQ diéu tri trudc ghép - Lua chon BN

Qluy déng TBG béng tiém G-CSF)

0 SL CD34+ mau ngoai vi > 10 thiml

Thu thap t€ bao goc

0 SL CD34+ > 3x 10' /kg can nang
Lutu trif /
va bao quan Diéu kién hoa \
té bao goc \‘

(: Truyén t& bao géc \)
i 5 ‘.
”';I'h_eo_déi, chim séc \J
K va diéu tri hd trg
E -]

{

TR
(| DANH GIA KET QUA GHEP )

S

(Velcade) co 21 BN goi 1a nhom Vel.

3.1.1.1.  Pdc diém lam sang

a. Tudi va Gidi: Nhom DUTX c6 28 (66,7%) nam va 14 (33,3%) ni.
Ty 1& namy/nir 12 2/1. Tudi trung binh 1 49,7 (nho nhit: 28 va Ién
nhét: 62). Do tudi 50 — 59 chiém ty 16 cao nhét (52,4%).

b. Thé bénh Pa u tuy xwong: Thé PUTX gip nhiéu nhét 13 tangdon
dong 19G (73,8%) sau d6 1a ting don dong IgA (14,2%) va cubi
cuing l1a chudi nhe (11,9%).

. Giai doan bénh Pa u tuy xuong theo ISS: Nhém BN DUTX dgiai
doan II chiém ty 1& cao nhit (69%), sau d6 1a giai doan 1(19%).56
BN nhap vién & giai doan III chiém ty 1& thap nhat (11,9%).

3.1.1.2. Pdc diém cdn lam sang

a. Chi s6 xét nghiém huyét hoc: Luong Hb trung binh 1a 95,6 (58-
153) g/L. C6 12,2% BN c6 sb luong BC< 4G/L va 21,9% BN c6
s6 lugng TC<150G/L. Ty 1é dong tuong bao trong tiy xuong
27,6% (cao nhit 1a 73%).

b. Chi sé xét nghiém sinh héa: Chi s6 albumin:33,2+6,9 g/L; canxi
ion hda: 1,31+0,35 mmol/L; 2 microglobulin la 4,87+9,01mg/L
va creatinin: 129,9 +101,8 pmol/L nhung chi ¢6 5 BN du tiéu
chuan chin doan suy than theo IMWG.

3.1.1. Nhém U lympho khéng Hodgkin:

Nhém ULPKH ¢ 6 Nam va 2 Nit véi tudi trung binh 13 41,4(21 -
62); 4 BN té bao B va 4 BN té bao T/NK; 3 BN téi phat va 5 BN
khang tri.

3.2. KET QUA PIEU TRI TAN CONG TRUGC GHEP TBG TU THAN

a. Nhom Da u tuy xuong

Bdng 3.1. Két qud diéu tri tin cong trudc ghép b&ng phdc do VAD

Két qua n Ty l¢ %
Lui bénh hean toan (LBHT) 2 9,5%
Lui bénh mgt phan rit tét LBMPRT) | 3 14,3%
Lui bénh mét phan (LBMP) 7 33,3%
Bénh én dinh (BOD) 9 42,9%
Tong sb 21 100%

Bing 3.2. Két qua PTTC trude ghép bang phdc dé c6 bortezomib

Két qua n %
Lui bénh hoan toan (LBHT) 12 57,1%
Lui bénh mdt phan rit tét LBMPRT) | 6 28,6%




Lui bénh mét phin (LBMP) 2 9,5%
Bénh 6n dinh (BOD) 1 4,8%
Tong sb 21 100%

Trong s6 12 BN co tén thuong chirc ning than thi ¢ 8 BN chirc
ning than tré vé binh thuong, 4 BN c6 chitc nang than cai thién.

Ty 1€ dap ung chung cia nhém VAD la 57,1% va ctia nhém Vel la
96,3% (p=0,004); ty 1¢ LBMPRT tré 1én ciia nhom Vel dat 70,4% va
cta nhdm VAD chi dirng lai & murc 23,8% (p<0,0001).

b. Nhém U lympho khéng Hodgkin

Céc BN da duoc diéu tri tn bang phac d6 DHAP (4 BN), ESHAP
(2 BN), SMILE (2 BN), Methotrexate licu cao + Cytarabin (1 BN). Sau
khi két thic da hoa tri 1iéu, 3 BN dat LBHT, 3 BN dat LBMP va 2 bénh
nhan khéng lui bénh.
3.3. PAC PIEM QUA TRINH HUY PQONG, GAN TACH VA THU GOM
TBG
3.3.1. Két qua huy dong TBG mau ngoai vi
a. Két qua huy déng TBG ra méu ngoai vi

Déi v6i nhom DUTX, thoi gian trung binh st dung G-CSF Ia
5,83£1,45 (3 - 9) ngay. So lugng trung binh TBG CD34+ huy dong ra
mau ngoai vi trude gan tach 1a 30,4 + 18,9(10-74)té bao/pl.

Déi v6i nhom ULPKH, thoi gian trung binh st dung G-CSF 1a 6,6
+1,1 (5 - 8) ngay. So lugng trung binh t€ bao CD34+ huy dong mau
ngoai vi dat 33,3+13,5 (10 - 126) té bao/pl.

b. Yéu té anh hwong dén két qua huy dong TBG

Két qua nghién cuu cho thdy chi c6 duy nhdt yéu t§ tudi cia
BNnhém Vel ¢c6 moi tuong quan chat ché voi viée huy dong TBG
CD34+ ra mau ngoai vi (r= -0,51; p=0,022).

c. Cac tac dung khong mong muén trong qud trinh huy dgng té bao
goc CD34+ ra mau ngogi vi
Téc dung khong mong mudn gap nhiéu nhét‘trén I&m sang 1a dau
xuong (53,3%); mét moi, dau dau (11,4%). V€ mat can lam sang,

91,4% BN c¢6 tang LDH va 85,7% BN tang axit uric mau.
3.3.2. Két qua ciia qua trinh gan tach va thu gom TBG méau
a. Két qud gan tach va thu gom TBG mau ngogi vi

Trong nhém DUTX, 12(28,6%) BN cin 1 lan gan tach, 26
(61,9%) can 2 lan gan tich va c6 4(9,5%) can 3 lan. SO lugng trung
binh TBG thu gom dugc 1a 4,97 x 10°%Kkg can niang BN.S6 lugng

TBGthu gom duoc ngay trong lan gan dau tién dat mic cao nhit
3,27x10%kg c&n niang bénh nhan.

Trong nhém ULPKH, 6/8 (75%) BNcan 2 lan gan tach, 1 BN can
1 lan va 1 BN can 3 1an. S6 luong trung binh TBG thu gom duoc 13
4,25 + 1,86 x 10°/kg can ning BN.S) luong TBG thu gom dugc ngay
trong lan gan dau tién ciing dat mirc cao nhat 3,18 + 1,99 x 10°/kg can
nang bénh nhan.

b. Yéu té anh hwong dén két qua gan tach va thu gom TBG

DPéi voi nhom PUTX, sb luwong CD34+ thu gom dugc co mbi
tvong quan nghich chat ché véi tudi caa BN nhém Vel (r= -0,51;
p=0,02) va c6 mbi twong quan thuan chit ché véi sé lugng TBG
CD34+ mau ngoai vi trude gan tach chung ca 2 nhom (1= 0,511;
p=0,008). Dbi voi nhom ULPKH, ching tdi khong tim thay yéu
to ndo c¢6 anh huong dén két qua cua qua trinh thu gom té bao
gde.

c. Cac tac dung khong mong muén cia qud tinh gan tach va thu
gom té hao géc mdu ngoai vi
Téc dung khong mong muén gip nhidu nhit 1a dau moi ngudi
(100%), di cam quanh méi va/hoic té bi diu chi (20%), chudt rit
(17,1%). S lugng trung binh TC giam nhiéu so véi trude gan tach :
tir trung binh 224 + 47 G/L giam xudng con trung binh90 + 38 G/L
Sau gan tach.

3.4.PAC PIEM QUA TRINH DPIEU KIEN HOA, TRUYEN KHOI TBG
VA GIAI POANMQC MANH GHEP

3.4.1. Pic diém qua trinh diéu kién héa va truyén khéi TBG
Két thuc qua trinh gan tach va thu gom TBG, cic bénh nhan



bUTX da duoc djéu kién hoa bing Melphalan 2‘00mg/m2 da, t[uyén
TM va truyen khoi TBG 24h sau khi két thuc dieu ki¢n hda. Doi véi
nhom ULPKH, 7 BN duoc dicu kién hoa bang phac do (R)ICE ; riéng
BN co6 xam lan than kinh trung wong dd duoc dicu ki¢n héa bang
methotrexate licu cao.

Bién chimg thuong gap do phac dd diéu kién hoa: budn noén/ nén
tr @6 1 dén d6 3(77,1%), viém/loét niém mac miéng do 1 dén
2(42,8%) va tiéu chay d¢ 2 (28,6%). Doc tinh trén gan do thuoc dicu
kién héa it gap, chiém 8,6%; ddc tinh trén than chiém 5,7%.

3.4.2. Pic diém giai doan moc manh ghép
a. Nhom Pa u tuy xuong

Trong giai doan sau’diéu ki¢n hoa va truyén khéi TBG, s6 luong
BCTT giam ¢ mirc thap nhat la 0,09 + 0,05G/L. Tinh trang giam
BCTT kéo dai 9,2 + 2,6 ngay. SO lugng TC gidm thap nhat 17,4 +
7,9G/L. Thoi gian phyc hoi san xuat TC 1a 10,8 + 4,3 ngay.

b. Nhom U lympho khéng Hodgkin

~ Sau khi diéu kién hoa va truyén khéi TBG, s6 luong BCTT giam
den murc thap nhat 1a 0,22 + 0,08G/L. Tinh trang giam BCTT kéo dai
9,3t1,1 ngay. So6 luong TC gidm thap nhat 1a 19,8 + 2,9G/L. Thoi
gian phuc hoi hoat dong san xuat TC 1 8,8 + 0,98 ngay.
3.4.3. Céc bién chirng trong giai doan moc manh ghép

D6i v6i nhom DUTX, 21 (50%) BN c6 bién chimg nhiém triing:
10 BN s6t don thuan, 5 BN tiéu chay trong ¢6 2 BN cay phan duong
tinh véi Klebsiella (1) va Candida (1), 3 BN c0 loét miéng trong d6 2
cay duong tinh v6i Candida, 1 BN viém m6 mem va 2 BNcay mau
duong tinh véi Enter. Cloacea(l) va Acino. Baumanii(l). D61 voi
nhom ULPKH, tat ca 8(100%) BN déu c6 bién chimg nh}ém trung: 5
BN sot don thuan, 1 tiéu chay, 1 viém md mém va 1 nhiém khuan tiét
niéu, cay nudc ti€u duong tinh véi Candida Tropicalis.

3.5. KET QUA GHEP TE BAO GOC TAO MAU TU THAN
3.5.1. Ty 1é dap wng voi ghép té bao goc ty than
a. Nhom Da u tiy xuong
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Biéu db 3.1.50 sanh két qua trudc— sau ghép nhém PUTX
b. Nhom U lympho khéng Hodgkin

Bdng 3.3. Két qud ghép té bao géc tw thin nhém ULPKH

A i Pidu tri tin cong Ghép TBG
Két qua P A
n Ty 1€ % n Ty 1€ %
Lui bénh hoan toan (LBHT) 3 37,5% 5 62,5%
Lui bénh mét phan (LBMP) 3 37,5% 2 25%
Khong lui bénh (KLB) 2 25% 1 12,5%
Tong sb 8 100% 8 100%

3.5.2. Ty 1¢ tai phat/bénh tién trién va tir vong
a. Nhom Da u tiy xuong

Thoi gian theo di trung binh la 26,5 (8 —87) thang. Trong 42 BN
duoc ghép c6 14(38,9%) BN tai phat/bénh tien trien va 10(27,8%) tir
vong. Nhom VAD c0 ty 1¢ tai phat/bénh tien trién va t vong cao hon
c6 y nghia théng k& so véi nhém Vel véi lan lugt p<0,001 va
p<0,001.
b. Nhom U lympho khéng Hodgkin

Thoi gian theo ddi trung binh la 32,3(11 — 71) thang. Tinh dén
1172013, 6 BN van song khde manh (dai nhat 1a 71 thang sau ghép) va 2
BN da tur vong trong vong 2 thang sau ghép do bénh tién trién.



3.5.3. Thoi gian song thém bénh khéng tién trién (PFS) va thoi
gian song thém toan bg (OS)
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Biéu dé 3.2: PFS (tréi) va OS (phdi)
PFS trung binh dy tinh ctia nhém VAD 14 36 + 9,1 thang (Cl 95%,
18,0-53,9), cua nhom Vel chua tinh dugce (p=0,03). Ty 1¢ PFS5 nim
cua nhom VAD la 15,2% va ctia nhoém Vel 1a 86,8% (p=0,055).

OS trung binh dy tinh cua nhém VAD 1a 66 + 24,5 thang (Cl 95%,
18,0-53,9), ctia nhom Vel chua tinh dugc (p<0,001). Ty 1€ OS 5 ndm
ctua nhém VAD la 51,9%; cta nhom Vel 1a 90% (p=0,23).

3.6. CAC YEU TO ANH HUONG PEN KET QUA CUA GHEP TBG TU THAN
3.6.1. Yéu t6 két qua diéu tri tAn cong trudc ghép

Déi véi cac BN DUTX, nhém dat LBMPRT trg 1én co
4/23(17,4%) BN tai phat/bénh tién trién va 2(8,7%) tr vong. Nhom
dat LBMP tré xudng c6 13/19 (68,4%) BN tai phat/bénh tién trién va
10/19 (52,6%) tu vong. Su khac biét c6 y nghia thong ké véi p<0,001
(t&i phét/bénh tién trién) va p=0,001 (tir vong).
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Biéu dé 3.3. So sanh PFS (trai) va OS (phdi) nhém dat LBHT vdi
cdc nhém khéong dat LBHT thoi diém trude ghép

Vao thoi diém trude ghép, nhom dat LBHT ¢6 thoi gian PFS dai
hon (chua dy tinh dwgc) nhom khong dat LBHT (36 thang) c6 y
nghia thong ké véi p = 0,045. PFS 5 nam nhom dat LBHT trudc ghép
14 92,3% va nhoém khong dat LBHT chi 1a 16,7%. Vé OS, ¢o6 su khac
biét co y nghia théng ké véi p=0,048 giita nhom dat LBHT trudc ghép
VGi cac nhom khéng dat LBHT. OS 5 nam cta nhém dat LBHT la
100% va ctia nhom khong dat LBHT 14 48,1%.

Dbi v6i nhom ULPKH, sau DTTC trudc ghép, c6 3/8 BN dat
LBHT va 2/8 BN hoan toan khong dép tmg véi diéu tri. Tinh dén
thang 11/2013, 6 BN c6 dap tmg véi diéu tri trudc ghép van séng khoe
manh (lau nhét 12 71 thang) va 2 BN khong dép tmg da tir vong trong
vong 1 dén 2 thang sau ghép do bénh tiép tuc tién trién.

3.6.2. Yéu té két qua ghép té bao goc tu than

Déi v6i nhom DUTX, trong 32 BN dat LBMPRT trg 1én sau ghép
6 10(31,2%) BN téi phat/bénh tién trién va 6(18,7%) tir vong. Nhém
10 BN dat LBMP trg xudng sau ghép c6 7(70%) BN téi phat/bénh tién
trién va 6/10(60%) tir vong. Su khac biét giita 2 nhom BN trén vé ty 18
tai phat/bénh tién trién va tir vong 12 ¢6 ¥ nghia thong ké vai 1an luot
p=0,029 va p=0,012. PFS 5 nam ctia nhom LBHT la 60,3% trong khi
ty 1é ndy ciia nhom BOD 14 0%. OS 5 nam ctia nhom LBHT 13 64,3%;
va cua nhom BOD la 50%.

Chuong 4



BAN LUAN

4.1. HIEU QUA CUA PHUONG PHAP GHEP TBG TU THAN
4.1.1. Hiéu qua cia diéu tri tAn cong trudc ghép
a. Nhom bénh nhdan Pa u tity xuong

Bdng 4.1. So sanh két qud diéu tri bang phdc do VAD

Téac gla/ BQ. Khanh | Segere | Dimopoulos | RA Chen | Sonneveld

Két qua N=21 N=134 N=127 N=22 N=414
LBHT 9,5% 5% 12,6% 13,6% 4,8%
LBMPRT 14,3% 31,8% 9,4%
LBMP 33,3% | 62% 48,8% 27,3% | 39,4%
BOD 429% | 33% 38,6% 27,3% | 46,4%
Téng s6 100% |100%| 100% 100% 100%
Bdng 4.2. So sanh két qud diéu tri bang phdc dé cé bortezomib
Téc gia/ BQ. Khanh | HSEom |Harousseau|RA Chen| NT Mai
Ket qua N=21 N =30 N =223 N=24 N=35
LBHT 44,5% 56,7% 21,6% 29,2% | 54,3%
LBMPRT 25,9% 10% 37, 7% 33,3% 40%
LBMP 25,9% 23,3% 19,2% 16,7% 2,8%
BOD 3, 7% 10% 12,6% 20,8% 2,9%
Téng s6 100% 100% 91,1%* 100% 100%

So sanh voi két qua ciia nhom VAD, ching t6i thiy phac dd co
bortezomib dat hiéu qua cao hon c6 y nghia thong ké. Ty 1é dap tng
chung cua nhém VAD 1a 57,1% va cua nhoém Vel 12 96,3% (p=0,004).
Ty 16 LBMPRT tr¢ 1én ctia nhém VAD la 23,8%, va ciia nhom Vel
Ién t6i 70,4% (p<0,0001). Két qua nghién ciru ciia Harousseau va s
cho thiy phac dd ¢ bortezomib hiéu qua hon so véi VAD Vé ty 1é
dap ung chung (78,5% so véi 62,8%, p<0,001) va ty 1¢ tirt LBMPRT
tro 18n (37,7% so Véi 15,1%, p<0,001). Két qua nghién ciru HOVON-
65/GMMG-HD4 ciing khing dinh hiéu qua vuot tréi ciia phac dd co

bortezomib so véi VAD vé ty 1& dap tmg chung (78% so Vi 54%,
p<0,001) va ty 16 LBMPRT tr¢ 1&n (42% so véi 14%, p<0,001).
b. Nhém bénh nhdin U lympho khéng Hodgkin.

Sau khi két thic didu trj tin cong trude ghép, ty 18 dap ung chung
la 75% , trong d6 LBHT 37,5%, LBMP 37,5% va khong lui bénh
25%. Theo Thierry Philip & cs, ty I¢ dap Gng chung sau 2 dot DHAP
la 64%. Ket qua nghién ctu ctia Gisselbrecht C & cs cho thay phac do
phoi hop Rituximab + DHAP (R-DHAP) c¢6 ty 1é dap ing chung dat
62,8%, khong cao hon so véi cdc nghién ctu st dung DHAP don
thuan. Nghién ctru ndy ciing da st dung phic do6 phdi hgp rituximab
vai ICE va ty 1€ dap tmg chung cling khong cao hon R-DHAP.

4.1.2. Ban luan vé qua trinh huy ddng va thu gom TBG CD 34+
4.1.2.1. Qua trinh huy dgng té bao géc mdu ngoai vi

DGi v6i nhom DUTX, chiing t6i da sir dung G-CSF don thuan dé
huy dong TBG ra mau ngoai vi.Doi v6i nhom ULPKH, ching t6i dd
tién hanh huy dong TBG ngay trong giai doan BN phuc héi tiy sinh
mau sau dgt DHAP thit 2 hodc tht 3. Thoi gian trung binh st dungG-
CSF cua nhém ULPKH twong ty nhéom PUTX (6,6 + 1,1 vs 5,83
1,45 ngay). So lugng CD34+ huy dong clia nhém ULPKH ciing tuong
tuw nhom PUTX(33,3 + 13,5 so voi 30,4 + 18,9 té bao/pl).
4.1.2.2. Gan tich va thu gom té bao goc mdu ngogi vi

Déi voi nth DUTX, sé)‘ lan gan tach trung binh 12 1,81+0.6 va c6
t61 90% BN can t6i da 2 lan gan tach.Tuong tu nhu nhom DUTX,
6/8(75%) BN ULPKH can 2 lin gan tach. S6 luong TBG trung binh
thu gom duoc 1a 4,25+1,86x10%kg can ning, twong tu s6 lugng TBG
d4 thu gom dugc ¢ nhom PUTX (4,97x10%kg) va dam bao da cho
ghép.

Trong qua trinh gan tach va thu gom TBG CD34+, tac dung khong
mong mudn gip nhiéu nhit 1a dau moi nguol chu yéu do thoi gian gan
tach kéo dai,sau do la Cap biéu hién 1am sang cua ha canxi mau véi di
cam quanh moi, té, bi dau chi, chuét rit.S6 lugng TC giam kha nén
can hét strc luu y s6 lugng TC ctia BN trude gan tach.

4.1.2.3. Ban ludn vé phwong phdp huy dpng té bao géc



a. Nhom Da u tiy xuong
Bdng 4.3. So sdnh cdic phwong phdp huy déng va thu gom TBG

. . SL CD34+thu | Sé1an
Tac gia Phac do gom (106/kg ) gan
Al Cy+ GM-CSF 6.8 5
egre G-CSF 4,85 3
. Cy+G-CSF 334 7
Desikan G-CSF 58 5
N | Cy+ G-CSF 72
arayanasami G-CSF 2,5
B Q. Khénh G-CSF 4,97 181

So sanh véi phuong phép phéi hop Cyclophosphamide (Cy) + G-

lugng CD34+ mau ngoai vi trudc gan tach 1a ¢6 anh huong dén sd
lugng CD34+ thu gom dugc (=0,411; p=0,008).
4.1.3. Qua trinh moc ménh ghép sau truyén TBG

Bdng 4.5. Thoi gian moc mdanh ghép trong DUTX

Téc gia/ BQ. Khé&nh | Vinh Pha | HS Eom | L Kumar
Két qua N =42 N=12 | N=30 | N=108
Thoi gian phuc hdi BC 9,2 10,07 10 11
(ngay) (4-19) | (8-12) | (8-14) | (9-24)
Thoi gian phuc héi TC 10,8 10,14 10,5 12
(ngay) (5-23) | (8-13) | (0-17)| (8-36)

CSF, két qua huy dong va thu gom bang G-CSF don thuin thuong thép
hon. Tuy nhién, cyclophosphamide voi liéu thuong dang la 4g-7g/m’ da
c6 thé gay rat nhiéu bién chimg nhu viém bang quang chay mau, nhiém
tring do giam BC, chay mau do giam TC... Vi vay, chung t6i nghi, d6i
v&i nhom DUTX ghép 1 1an, nén hra chon G-CSF don thuan, con dbi voi
nhom c6 kha ning ghép 2 lan, nén &p dung Cy + G-CSF.

b. Nhém U lympho khéng Hodgkin
Bdng 4.4. So sdnh cdic phwong phdp huy djong va thu gom TBG

Chung t6i d4 tién hanh luu trit khdi TBGS 2°C — 6°C,thoi gian tbi
da 12 72 gio. Két qua moc manh ghép trong nghién ciru ciia chung t6i
khong khéc biét so v6i cac nghién ctru khac d4 cho thay viéc luu trix
khéi TBG & nhiét 6 nay trong thoi gian t6i da 72 gio hoan toan kha
thi va khong anh huéng dén qua trinh moc manh ghép.

Bdng 4.6. Thoi gian moc mdnh ghép trong ULPKH

SL TBG thu

Tac gia Phac do SL BN gom (10°7kg ) p
ESHAP + G.CSF| 84 | 4.9 (<0.1-80.2)
Watts MJ - 0y 4 g_csk 78 | 33(02-410) |%0%
ESHAP + G-CS | 26 | 12.0(0.9-834)
JLLee  IcviG.csF 24 | 50(01-18.1) |%003
B Q. Khanh |DHAP + G-CSF | 8 | 4,25 (1,26 - 17,03)

Qua béang trén, c6 thé thdy phuong phap huy dong va thu gom
TBG mau ngoai vi bang da hoéa tri liéu + G-CSF ¢6 hiéu qua hon so
v6i Cy+ G-CSF hoic G-CSF don thuin. Nhu vay, dbi voi ULPKH,
nén lya chon phuong phap da hoa tri liéu phdi hop véi G-CSF.

Theo két qua nghién ciru caa ching t6i, duy nhét chi sé vé s6

Tac gid/ BQ. Khéanh Prince H.M BY Shim
Két qua N=8 N =66 N =50
Nguén CD 34+ Mau ngoai vi Tay xuong Maéu ngoai vi
) BEAM
Phic db didu kién héa ICE Etoposide + /) rpycy +
Melphalan + TBI T8I
Thoi gian phuc hoi 9,3 17 10
BC(ngay) (7-16) (9-63) (7-21)
Thoi gian phuc hoi 8,8 25 20
TC(ngay) (1-10) (8-380) (12-172)

Phan tich két qua nghién ciru cho thiy c6 sy khac biét co ¥ nghia
thong k€ vé thoi gian phuc héi BC va phuc hoi TC gitra nhom duge




ghép véi s6 lugng CD 34+ < 2x10°%kg v6i nhom duge ghép véi sd
luong CD 34+ >2x10°%kg (lan luot p=0,038 va p=0,046). Véi két qua
nghién ctru ciia minh va tham khao két qua cia cac nghién ctru khéc,
chiing t6i d& xuét sé lugng TBG CD 34+ can thiét cho mét 1an ghép
tu than diéu tri PUTX diéu kién hoa bing melphalan 200mg/m’ da
phai dat ti thiéu 2 x 10%/kg can ning.

Trong qué trinh moc manh ghép, dbi voi nhém PUTX, 50%
BN c¢6 bién chirng nhiém tring thé hién ¢ cac mirc d6 khic nhau
nhung khéng c6 BN tir vong. Nghién ciru cua L Kumar va ¢s (An
Do) co ty 18 tir vong do bién chung 11,1% véi nguyén nhan chu
yéu 1a nhiém truing. Nghién ciru ciia Han Qudc co ty 1¢ tir vong 1a
2,9% va nguyén nhan tir vong cta 2 BN déu do nhiém tring. Déi
v6i nhom ULPKH, ca 8 BN déu c6 bién chimg nhidm tring thé
hién & cac mirc d6 khac nhau nhung ciing khéng c6 bénh nhan tu
vong trong qua trinh ghép.

4.1.4. Hi¢u qua cia ghép té bao goc tu than
4.1.4.1. Hiéu qua ciia ghép TBG tw than diéu tri PUTX
Bing 4.7. So sdnh két qud ghép TBG ciia nhém VAD

Bing 4.8. So sanh két qud ghép nhém Vel

Téc gia/ BQ. Kh&dnh | Harousseau | Sonneveld | HP Vinh Pha

Két qua N=27 N =223 N =413 N=12
LBHT 66,7% 39,5% 31% 83,3%
LBMPRT 25,9% 21,9% 31% 16,7%
LBMP 7,4% 29,5% 26% 0%
BOD 0% 9,1% 12% 0%
Tong sb 100% 100% 100% 100%

Tac gid/ BQ. Kh&dnh | Moreau | Harousseau | Sonneveld

Ket qua N =15 N =142 N =218 N =414
LBHT 40% 35% 18,4% 15%
LBMPRT 6,7% 20% 18,8% 21%
LBMP 40% 39% 51,8% 39%
BOD 13,3% 6% 11% 25%
Tong so 100% 100% 100% 100%

Ty 1€ dép mg chung voi ghép cua nhom VAD la 86,7%(ting thém
29,6% 50 Vai trudc ghép), ty 16 LBMPRT tré 1én tang 1én gin gap 2
lan(tir 23,8% trude ghép 1én 46,7% sau ghép) va ty 1é LBHT ting mot
cach dot bién, tir 9,5% trudc ghép Ién 40% sau ghép.

So sanh vai két qua trude ghép, chiing toi thiy ty 18 bénh nhan dat
LBMPRT tro 1én da tang tur 70,4% 1én 92,6% (thém 22,2%) trong d6
ty 16 LBHT tang tir 44,5% 1én 66,7% (thém 22,2%). Ghép TBG da cai
thién mtrc d6 déap tmg cho 13/15 (87,6%) BN trong do6 co toi 44,5%
nang thém téi 2 mirc d6 dap ung. Ty 1€ LBHT tang thém sau ghép
trong nghién ctru cua Huynh Pic Vinh Phi & cs 1a 41,6%, cia
Harousseau & cs 1a 20,2%, va cua Sonneveld & cs 1a 13%.

Vi thoi gian theo d8i trung binh 26,5 thang (8-87 thang), hién nay
da cé 14(38 9%) BN téi phét va 10(27,8%)BN da tir vong. Nhom
PUTX diéu tri trudc ghép bang VAD + ghep co ty 1€ tai phat cling
nhu ty 1€ tu vong cao hon ¢6 y nghia thong ké so v6i nhom diéu tri
bing phac dd cO bortezomib+ghép (tai phat:80% so vaéi 9,5%,
p<0,001; tir vong: 60% so véi 4,8%, p<0,001).

Thoi gian PFS trung binh dy tinh cia nhom DUTX la 46 + 7,5
thang (Cl 95%, 31,2 -60,8 thang). Ty 1&é BN du tinhco PFS3 nam la
59,1% va 5 nim la 25,3%, tuong tu két qua cua Kumar &cs 12 42 +
10,4 théng, dai hon so voi nghién ciu cia M Krejei & cs 1a 29,5
thdng. Theo nghién ctu ctia chung t6i, nhdm VAD c6 PFS 14 36 + 9,1
thang (Cl 95%, 18,0-53,9), con ctia nhom Vel thi van chua du tinh
duoc (p=0,03). Két qua ctia chiing toi ciing twong tu két qua nghién
ctru cta P. Sonneveld & cs (p = 0,002), cua nghién ctru IFM 2005-01




(VAD: 29,7 thang; phac dd co bortezomib: 36 thang). Ty 1¢ BN c6
PFS 3 ndm va 5 ndm cua nhom VAD lan luot 12 45,7% va 15,2%; caa
nhém Vel déu dat mirc 86,8% (p=0,055).

Thoi gian OS trung binh dy tinh ctia ca nhém DUTX la 66 + 27,2
thang (CI 95%, 12,7 -119,3 thang). Ty 1¢ du tinh BN ¢6 OS 3 nam la
64,8% va 5 nam 1a 58,3%. Két qua ndy ciing tuong tu nhu két qua cia
Kumar & ¢s vé OS(71 + 10,5 thang; 95% CI: 50,45-91,55 thang) ciing
nhu OS 5 nam (54,4 + 0.05%); cua M Krejci & cs -75,4 thang;caa D
O'Shea & cs - 68,8 thangva nghién ciru cia E Terpos & cs - 79,7
thang.Thoi gian OS ctia nhém VAD thap hon c¢6 y nghia thong ké vai
p<0,001 so v6i nhém Vel. Ty 1€ BN ¢6 OS 3 ndm va 5 nam ctia nhom
VAD lan lugt 12 66,7% va 51,9%; cia nhém Vel déu cao hon va dat
mirc 90% (p=0,23).

Tém lai, ching toi ¢ thé di dén két luan 1a phuong phap ghép
TBG ty than 1a phuong phap diéu tri rat hiéu qua déi voi bénh PUTX.

4.1.4.2.Hiéu qua cia ghép TBG tw thin diéu tri U lympho khong
Hodgkin tai phat/khang thuéc.

Bing 4.9. So sanh két qudi ghép TBG ciia nhém ULPKH

Téc gia/ BQ.Khanh| Fince | Haneke | gy spim | Josting A

Két qua N=8 | ‘-4 | n=eo | N=50 | N=57

Ty 1€ dap ung chung 87,5% 78,2% 88% 67,7% 56%

T§ 18 dat LBHT 62,5% 63% 69% | 323% | 50%

Tuy cac phac dd diéu kién hoa khac nhau nhung ty 18 dap tmg chung
cua cac nghién ciru déu dao dong trong khoang tir 70% dén 80% véi ty 16
dat LBHT sau ghép kha cao 50% - 60%. Ghép TBG dé cai thién r0 rét
két qua diéu tri ULPKH khang thubc/tai phat thé hién & ty 16 LBHT sau
ghép tang 10 rét so véi trude ghép (tir 37,5% 1€n 62,5%).

Thoi gian theo dBi trung binh ciia ca nhom ULPKH trong nghién
ciru ciia ching t6i 1a 32,3 thang (11-71 thang). Tinh dén thang
11/2013, 6 BN Vin con séng khoe manh (lau nhét 12 71 thang sau
ghép) va 2 BN d4 tir vong trong vong 1 dén 2 thang sau ghép. Tét ca 2
bénh nhan tr vong déu 12 2 bénh nhan khong dat lui bénh lan 2 sau
cac dot da héa tri liéu khi tai phéat.

Nhu vy, cac két qua trén cho thiy ghép té bao gdc tu than 1a mot
phwong phap diu tri vira an todn vira hiéu qua ddi véi U lympho
khong Hodgkin tai phat/khéng thudc.

4.2. PHAN TICH MQT SO YEU TO ANH HUONG PEN KET QUA
CUA PHUONG PHAP GHEP TE BAO GOC TU THAN
4.2.1. Yéu t6 két qua didu tri tin cong truéc ghép

Dbi véi nhém DUTX, trong sé 23 BN dat LBMPRT trd 16n chi ¢6
4 (17,4%) tai phét/bénh tién trién va 2(8,7%) tir vong. Trong khi do,
nhém dat LBMP tré xudng c6 13/19 (68,4%) BN tai phat/bénh tién
trién va 10/19 (52,6%) tir vong. Két qua diéu tri tin cong trudc ghép
¢6 mdi twong quan thuan chat ch véi kha ning tai phét (r=0,56 va
p<0,001) ciing nhu Véi ty 1€ tir vong (1=0,517 va p<0,001). Tuy nhién,
dbi voi thoi gian PES va OS thi chi ¢6 su khac biét khi so sanh giira
nhém dat LBHT véi nhom khong dat LBHT.O'Shea & cs ciing da
nhan thiy su khac biét vé PFS giita 2 nhém dat LBHT va khong dat
LBHT truéc ghép véi p=0,04. Theo Kumar & cs thi c6 su khac biét
c6 y nghia thong ké vé PFS va OS giira nhém DUTX dép tng tot voi
diéu tri tin cong trudc ghép so v6i nhom dap tmg kém véi lan luot p
=0,0002 va p=0,0003.

Déi véi nhém ULPKH, tinh dén thang 11/2013, 6 BN co dap tng
voi diéu tri trude ghép vAn con séng khoe manh (1au nhat 13 71 théng
sau ghép), 2 BN hoan toan khdng dap ung da tu vong trong vong 2
thang sau ghép do bénh tiép tuc tién trién. Nghién ciru cua BY Shim
& ¢s cho thdy nhém BN dép (g véi didu tri truée ghép co PFS 12 18
thang va OS 1a 34 thang, trong khi 0, cac chi s ndy ciia nhom khong



dap tmg 1an luot 12 1 thang va 7 thang.
4.2.2. Yéu tb két qua dap ung véi ghép TBG tu than

Déi voi nhéom DUTX, trong sé 32 BN dat LBMPRT trd 1én sau
ghép chi c6 10(31,2%) bénh nhan tai phat/bénh tién trién va 6(18,7%)
t vong. Trong khi d6, nhom dat LBMP tro xuéng sau ghép co
7/10(70%) BN téi phéat/bénh tién trién va 6/10(60%) tir vong. Su khac
biét vé ty 1é tai phat/bénh tién trién va tir vong gitta hai nhém bénh
nhan nay la c¢6 y nghia thong k& véi lan luot p=0,029 va p=0,012.
Bén canh d6 két qua ghép c6 mbi twong quan véi kha ning tai phat
(r = 0,336 va p = 0,029) va véi kha nang ta vong (r=0,389 va
p=0,011). Két qua dap tng véi ghép ciing c6 méi trong quan véi PES
(r=0,326 va p=0,035) va véi OS (r=0,389 va p=0,011).

KET LUAN

1. Ghép té bao gbc tw thian 1amdt phwong phap tri liéu rit hi¢u
quatrong diéu tri bénh Pa u tiy xwong c6 chi dinh ghép. Diéu
tri tin cong trudc ghép bang cac phac dd co bortezomib thé hién
hiéu qua vuot tréi so voi phac dd kinh dién VAD vé ca ty 18 dap
rmg chung 13n ty 1& lui bénh mot phan rét tét tré 18n (lan luot 1a
96,3% 50 V6i 57,1% va 70,4% so véi 23,8%). Ghép té bao gbc tu
than dd ting ty 1€ bénh nhan dat lui bénh hoan toan thém 23,8%
S0 Véi trude ghép. Ghép té bao gdc tu than kéo dai mot cach co y
nghia thoi gian séng thém toan bo véi 58,3% bénh nhan co thoi
gian song thém trén 5 ndm tinh tir thoi diém chén doan.

Ghép té bao gbc tw than ciing rit hi¢u qua trong diéu tri bénh
U lympho khéng Hodgkin tai phat/khang thude véi ty 1& dap
ung chung 1a 87,5%, tang thém 12,5% so voi két qua da hoa tri
liéu trude ghép. Ghép té bao gdc tu than c6 hiu qua vuot troi so
V6i cac phac dd da hoa tri lidu hang hai thé hién ¢ ty 1& bénh nhan
dat Iui bénh hoan toan sau ghép d& tang tir 3/8(37,5%) bénh nhan

(trude ghép) 18n 5/8(62,5%) bénh nhan (sau ghép).

2. M@t s6 yéu té c6 anh hwong dén thanh cong va hiéu qua cia
phwong phap ghép té bao gbe ty than trong diéu tri Pa u tiy
xuwong va U lympho:

- S Iwong té bao gé)c CD34+ huy dong ra mau ngoai vi trugc
gan tach: anh hudng tryc tiép dén s6 lugng TBG CD 34+ thu
gom dugc va qua d6 anh hudng dén qua trinh moc manh
ghép.

- Két qua diéu tri tn cong truéc ghép: anh hudong dén hiéu qua
cua ghép té bao gdc tu than. Pbi véi cac bénh nhan Pa u tiry
xwong, nhom dat lui bénh hoan toan cé thoi gian séng thém
bénh khong tién trién ciing nhu thoi gian sdng thém toan bo
dai hon c6 y nghia thdng k& so v6i nhom khong dat duoc lui
bénh hoan toan (lin luot 1a p=0,045 va p=0,048). Dbi vai
nhung bénh nhan U lympho khong Hodgkin téi phat/khang
thudc, bénh nhan ma khong dap tmg véi didu tri tin cong
trude ghép déu tai phat sdm va tir vong ngay sau ghép.

- Két qua dap img voi ghep cling 1a yeu t6 anh huong den hiéu
qua cua ghép té bao goc tu than. Két qua ghep co mdi tuong
quan Vvéi thoi gian song thém bénh khong tién trién PFS (r =
0,326 va p = 0,035) va vai thoi gian sdng thém toan bo OS (r
= 0,389 va p = 0,011).

KIEN NGHI

1. Tiép tyc tién hanh cac nghién ciru v& hiéu qua ciia ghép TBG tu
than trong diéu tri DUTX, dic biét trong diéu tri ULPKH tai
phét/khang thudc va mé rong ra mot s6 ung thu dic khac.



Xay dung k& hoach huéng din, dao tao va chuyén giao cong
nghé ghép TBG ty than nhim khuyén khich 4p dung rong réi
phuong phap diéu tri hiéu qua ndy t6i cac bénh vién cip tinh va
thanh phé, nang cao chét lugng kham chita bénh, tao didu kién
cho s6 déng BN duoc tiép can v6i phuong phap diéu tri hién dai
V6i chi phi thip.
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INTRODUCTION TO DOCTORAL THESIS

1. Background

In 2000, there were about 54,900 new cases of Non-Hodgkin's
lymphoma (NHL) in the US and 26,100 deaths of this disease.
Statistics from the US also show that multiple myeloma (MM)
accounts for about 10% of malignant blood diseases with annual
morbidity rate of 4.3 per 100.000 populations.

The current method of bone marrow or hematopoietic stem cell
transplantation has become a solid foundation for high-dose
chemotherapy regimens. Autologous hematopoietic stem cell
transplantation (ASCT) helps patient’s bone marrow to recover more
quickly, and shorten considerably the duration of “marrow failure”
after  high-dose  chemotherapy, reducing mortality from
complications. ASCT has been widely applied due to its flexibility in
the regimen and no inducing serious and lethal complications while
the cost is low and appropriate to economic conditions of the
Vietnamese. Previously, the source of hematopoietic stem cell (HSC)
used in ASCT was usually bone marrow. In recent years, peripheral
blood stem cell has rapidly replaced bone marrow and become the
main source of HSC used for ASCT. Presently, ASCT has been used
in treatment of various diseases such as malignant blood disease,
solid cancers and autoimmune diseases...

In Vietnam, hematopoietic stem cell transplant to treat malignant
blood diseases has been conducted successfully in Ho Chi Minh city,
Hue, the National Pediatric Hospital, the Central Millitary Hospital
108, Hospital of the Ministry of Public Security, Bach Mai hospital,
and the National Institute of Hematology and Blood Transfusion.
However, there is no yet any complete research work on the role of
ASCT in treatment of MM and non-Hodgkin’s lymphoma.

2. Objective

e To evaluate outcome of autologous hematopoietic stem cell
transplant in treatment of multiple myeloma and non-Hodgkin
lymphoma.

e To study the factors that affect outcome of the autologous

hematopoietic stem cell transplant.
3. Contributions of the thesis



Although ASCT is not a completely new issue in Vietnam,
results from this research will be the first, radical and effective
presentation on processes in ASCT to treat MM and NHL. The
research topic has made important scientific contributions to help
institutions and physicians complete their ASCT processes.

4. Structure of the thesis

The thesis consists of 141 pages, including: Backgound 2 pages,
Literature review 39 pages, Subjects and Methodology 15 pages,
Findings 39 pages, Discussion 43 pages, Conclusion 2 pages and
Recommendations 1 page.

Chapter 1
OVERVIEW

1.1. AUTOLOGOUS HEMATOPOIETIC STEM CELL TRANSPLANT

Autologous hematopoietic stem cell transplant plays as a
supporting role assisting patient’s bone marrow to recover quickly after
intensive chemotherapy that causes serious toxicity to bone marrow.

Presently, the source of periperal bloodstem cell has become the
main source of hematopoietic stem cell used for transplant.
Currently, there are many ways to mobilise these cells to peripheral
blood. Transplant centres over the world start to collect peripheral
blood stem cells when CD34+ cell reaches 10 - 20 cells/pl. The
minimum number of CD34+ necessary for the transplantation is
3x10°/kg of patient weight. After collection, stem cells are often
stored at -196°C temperature.

In hematopoietic stem cell transplant, the most important
objective of conditioning regimen is to destroy cancerous cells at
maximum level, and simultaneously consider the acceptable toxicity
limit of body organs. Since 1983, combination of busulfan with
cyclophosphamide has become a standard regimen for hematopoietic
stem cell transplant. However, other conditioning regimens have also
been specifically developed for ASCT to treat lymphoma such as
BEAM, CBV and ICE, multiple myeloma such as high-dose Melphalan,
Melphalan plus Busulfan ....

Digestive tract ulceration is a complication caused by chemical
drugs under the conditioning regimen. After conditioning and stem

cell infusion, the number of neutrophil granulocyte drops seriously
inducing infection and platelets count also fall seriously and might
lead to gastrointestinal or cerebral bleeding and probably death.
Hematopoietic stem cell transplant induces risk of thyroid
dysfunction. The conditioning regimen for ASCT to treat lymphoma
— BEAM - can cause ganodal dysfunction and infertility in male
patients due to failure to produce sperm. Secondary cancer is a late
complication of hematopoietic stem cell transplant: incidence of
myelodysplastic syndrome and secondary acute leukemia ranges
from 5% to 15%.

1.2. AUTOLOGOUS STEM CELL TRANSPLANT TO TREAT
MULTIPLE MYELOMA

1.2.1. Pre-transplant therapy

Until end years of the 20th century, VAD was still the standard
regimen before transplant with OS rate ranged 52%-63% and pre-
transplant complete remission(CR) rate ranged 3%-13%. In 2002,
Cavo et al conducted a randomized study comparing Thalidomide-
Dexamethasone (TD) with VAD before transplant for 200 MM
patients: TD had significantly higher overall response rate (ORR) of
76% than that at 52% of VAD (p<0.001). The IFM group conducted
a study on 482 MM patients comparing Bortezomib(Velcade)-
Dexamethasone (VD) with VAD and the results confirmed that VD
was more efficacious than VAD in CR rate: 14.8% vs 6.4% and OS
rate: 78.5% vs 62.8%. Besides above regimens, there were other
alternative ~ combination  regimens  of  doxorubicin  or
cyclophosphamide  with  thalidomide or bortezomib and
dexamethasone had beed used in treatment pre-transplant for MM.
1.2.2. Conditioning regimen

The difficulties in management of serious complications after
high dose malphalan have led up to initiatives of implimenting ASCT
to support the high-dose chemotherapy. The IFM 95 study on 282
MM patients comparing two conditioning regimens: single
melphalan 200mg/m® vs. melphalan 140mg/m® + Total Body



Irradiation (TBI-8Gy). Overall response rate and PFS was not
different between two groups (21 months vs. 20.5 months, p=0.06),
but OS at 45 months of the melphalan alone group was significantly
higher than combination group (65.8% vs. 45.5%; p=0.05). In 2010,
PETHEMA/GEM 2000 study comparing two conditioning
regimens: Melphalan 200mg/m? vs Busulfan (12mg/kg)+Melphalan
(140mg/m?) (Bu-Mel) has stopped more early than expected Bu-
Mel arm due to serious complication — VOD - led to significantly
higher death rate in this arm vs melphalan arm(8.4% vs 3.5%;
P=0.002).Presently, Melphalan 200mg/m? regimen remains the gold
standard conditioning regimen in ASCT for multiple myeloma.
1.2.3. Autologous stem cell transplantation in treatment of MM

In 2012, a research team from Germany conducted a
retrospective study to analyze results from 9 randomized studies
compared ASCT with chemotherapy alone for 2600 MM patients.
The results showed that compared with chemotherapy alone, ASCT
prolonged considerably PFS (HR=0.73;95% CI1=0.56-0.95;p=0.02).
After many studies, most researchers confirmed that, for the time
being, ASCT is the first-line treatment for MM for the following
reasons: (1) mortality rate is low (1%-2%); (2) response rate is
higher, especially PFS is prolonged (from 25 to 42 months), about 9
— 12 months longer than chemotherapy alone.

1.3. AUTOLOGOUS STEM CELL STRANSPLANT TO TREAT NHL.

For the non-Hodgkin’s lymphoma (NHL) group with low
malignancy and slow progression, such drugs as chlorambucil,
fludarabin alone or in combination therapy (CVP,FCD,FC...) are the
first-line regimen. For aggressive NHL with rapid progression, such
regimens as CHOP,CHOEP,MACOPB... have been used widely in
which CHOP (R) always considered first-line gold regimen.

1.3.1. Relapsed/refractory diffuse NHL

In 1987, Philip et al showed that high-dose chemotherapy
combined with ASCT could bring about cure rate of 35%-40% in
relapsed/refractory aggressive NHL’s patients. In 1995, study by

PARMA group also confirmed event-free survival (EFS) at 5 years in
the transplant arm of 46% while in the chemotherapy arm was only
12% (p<0.001). Overall survival (OS) at 5 years of the transplant arm
was 53%, while the non-transplant arm was 32% (p=0.038). In 2008,
retrospective study of EBMT on 470 cases of ASCT for relapsed
NHL revealed that OS at 5 years was 63% and EFS 5 years was 48%.
1.3.2. Relapsed/refractory follicular NHL

Studies show that multiple chemo-radiation therapies combined
with ASCT for this group can offer progression free survival (PFS) 5
years at 40%-50% and 10 years at 48%. Freeman et al informed results
from ASCT for 153 patients of relapsed follicular NHL: EFS and OS at
8 years was 42% and 66%, respectively. The GELA/GOELAMS study
showed that, with a median follow-up of 31 months, OS at 3 years of the
transplant group was significantly higher compared with the non-
transplant group (92% vs 63%, P=0.0003).

In July, 2013, EBMT recommended that ASCT was an appropriate
choice in treatment of relapsed focillar NHL, especially in group with
early relapse and FLIPI prognostic index was high-risk group.

1.4. AUTOLOGOUS HEMATOPOIETIC STEM CELL TRANSPLANT
IN VIETNAM

Hematopoietic stem cell transplantation was first studied and
applied in Vietnam in 1995 at HCM city Hematology and Blood
Transfusion Hospital. Since then, there are many more institutions
conducting applied research in stem cell transplant in treatment of
malignant and congenital blood diseases. So far, transplant centres in
Vietnam have performed successfully over 200 cases of
hematopoietic stem cell transplant. Since 2006, the National Institute
of Hematology and Blood Transfusion has applied the ASCT to treat
for about 45 MM patients and 8 NHL patients. HCM city
Hematology and Blood Transfusion Hospital has conducted
autologous transplant for 03 NHL patients and 13 multiple myeloma
patients. The Military Hospital 108, Bach Mai Hospital... also
conducted ASCT to treat NHL and MM patients.



Chapter 2
STUDY SUBJECTS AND METHODS

2.1. STUDY SUBJECTS

The study subjects include 08 NHL and 42 MM patients that
have been diagnosed, treated and ASCT at the National Institute of
Hematology and Blood Transfusion during 2006 — 2013:
2.1.1. Multiple myeloma patients
- Age: < 65 years old.
- Diagnosis of multiple myeloma according to IMWG criteria.
- No comorbidities of psychiatric, hepatic, renal and cardiac diseases.
- Informed consent form was obtained from the patients and their
family members under ASCT program.
2.1.2. Non-Hodgkin’s lymphoma patients
- Age: < 65 years old.
- Diagnosis of NHL
- No response to intensive or relapsed treatment regimens.
- No comorbidities of psychiatric, hepatic, renal and cardiac diseases.
- Informed consent form was obtained from the patients and their
family members under ASCT program.
2.2. STUDY METHODS

Clinical research combined with retrospective and prospective
studies with the following steps:

2.2.1. Diagnosis:
2.2.1.1. Multiple myeloma

a. Confirmed diagnosis: Confirmed diagnosis of MM was according to
the International Myeloma Working Group (IMWG) 2009

b. Staging diagnosis: Staging diagnosis was according to the
International Staging System — ISS criteria.

2.2.1.2. Non-Hodgskin Lyphoma

a. Confirmed diagnosis: Confirmed diagnosis was done based on
results from biopsy and immuno-histochemistry staines of
lymphnodes or tumours.

b. Staging diagnosis: According to Ann Arbor staging system.

c. Prognostic assessment: According to prognostic index for
diffusse NHL- IPI- and for follicular NHL — FLIPI.

2.2.2. Treatment regimen

2.2.2.1. Multiple myeloma

+ Before 2010 (21 patients) - VAD

- Vincristine Img/day, 1V on day 1 and day 3

- Doxorubicin 9 mg/m” body surface/day, IV from day 1 - 4
- Dexamethasone 40 mg/day, IV from day 1 - 4

+ Since 2010 (21 patients): Treatment regimens containing
bortezomib (Velcade) 1,3mg/m2 body surface, IV on days 1, 4, 8,
and 11 of each cycle. One cycle per 28 days.

+ Conditioning: Melphalan 200mg/m2 body surface — IV

2.2.2.2. Non-Hodgkin’s lymphoma:

+ New patients: Intensive treatment with standard first-line
regimens: For B cell lymphoma: CHOP + R, EPOCH * R; for
T/NK cell lymphoma: CHOP, VIPD or SMILE depending on
patients’ characteristics.

+ Relapsed/refractory patients: Second-line regimen such as:
DHAP, ESHAP or ICE.

+ Conditioning: ICE or BEAM or high-dose Methotrexate (for
cases with central nerves system infiltration).

2.2.3. Evaluation of treatment outcomes:

e  Multiple myeloma: Followed the response criteria of
the International Myeloma Working Group (IMWG) 2009.

e Non-Hodgkin’s lymphoma: Based on the International
Workshop to standardize response criteria for non-Hodgkin's
lymphomas 1999.

2.2.4. Evaluation of engraftment: When the number of granulocyte
neutral >0.5 G/L and platelet >20 G/L in two consecutive days.

2.2.5. Evaluation of adverse events: Evaluation and classification of
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adverse events by US Common Terminology Criteria for Adverse
Events version 4.03 — published 14.06.2010 - National Institute
Cancer.

2.2.6. Data collection and process: SPSS 18.0.

Chapter 3
STUDY RESULTS
From 11/2006 to 10/2013, we conducted ASCT to treat 50
patients in which 42 were MM patients and 8 NHL patients.

3.1.CLINICAL, BIOLOGICAL AND DIAGNOSTIC CHARACTERISTICS

3.1.1. Multiple myeloma group
Multiple myeloma (MM) patients were divided into 2 subgroups:

The group treated before transplant with VAD had 21 patients,

called as VAD group, group treated before transplant with

bortezomib-containing regimen (Velcade) had 21 patients, called as

Vel group.

3.1.1.1. Clinical characteristics

a. Age and sex: The MM group had 28 (66.7%) males and 14
(33.3%) females. Sex ratio of male to female was 2:1. The
median age was 49.7 y.o (youngest: 28 y.o and oldest: 62 yrs).
The 50 — 59 yrs old bracket took the majority (52.4%).

b. Multiple myeloma type:The most common was monoclonal 1gG
(73.8%), followed by IgA (14.2%) and finally the light chain
(11.9%).

c. Staging of MM: The group of MM patients at stage 1l was higest
(69%), followed by stage 1(19%). The number of patients
hospitalised at stage I1l1 was lowest (11.9%).

3.1.1.2. Biological characteristics

¢. Hematologic tests: Median Hb of 95.6 (58-153) g/L. There were
12.2% of patients having the number of BC< 4G/L and 21.9% of
patients having TC<150G/L. The proportion of plasma cell linein
bone marrow was 27.6% (highest at 73%).

d. Bio-chemistry tests: Albumin : 33.2 £ 6.9 g/L; lonized calcium:
1.31 £ 0.35mmol/L; 32 microglobulin was 4.87 + 9.01mg/L and
creatinin: 129.9 + 101.8 umol/L; 5 patients diagnosed renal
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failure according to IMWG criteria.
3.1.2. Non-Hodgkin’s lymphoma group:

The NHL group had 6 males and 2 females at median age of
41.4y.0.(21 - 62); 4 patients of B-cell and 4 patients of T/NK-cell; 3
patients of relalse and 5 patients of therapeutic resistance.

3.2. RESULTS OF PRE-ASCT THERAPY
a. Multiple Myeloma group

Table 3.1. Outcome of pre-transplant therapy with VAD regimen

Results n Percent- %
Complete remission (CR) 2 9.5%
Very good partial remission (VGPR) 3 14.3%
Partial remission (PR) 7 33.3%
Stable disease (SD) 9 42.9%
Total 21 100%

Table 3.2. Outcome of pre-transplant therapy with bortezomib

Results n %
Complete remission (CR) 12 57.1%
Very good partial remission (VGPR) 6 28.6%
Partial remission (PR) 2 9.5%
Stable disease (SD) 1 4.8%
Total 21 100%

Twelve patients had renal dysfunction: 8 patients whose renal
function recovered to normal, 4 patients was improved.

Overall response rate (ORR) of VAD group was 57.1% and Vel
group was 96.3% (p=0.004); at least VGPR rate of Vel group was
70.4% and of VAD group was 23.8% (p<0.0001).

b. Non-Hodgkin’s lymphoma group

Patients had been treated before transplant with DHAP (4
patients), ESHAP (2 patients), SMILE (2 patients), high-dose
Methotrexate + Cytarabin (1 patient). After completing
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chemotherapy, 3 patients had CR, 3 PR and 2 non-response.

3.3. RESULTS OF MOBILISATION, CYTAPHERESIS AND
COLLECTION OF PERIPHERAL BLOOD STEM CELL.

3.3.1. Results of peripheral blood stem cell (PBSC) mabilisation

d. Results of PBSC mobilisation

For the MM group, the mean time using G-CSF was 5.83 + 1.45
(3 - 9) days. The median number of peripheral blood CD34+ cell
mobilised before apheresis was 30.4 £ 18.9 (10 - 74) cells/pl.

For the NHL group, the mean time using G-CSF was 6.6 £ 1.1 (5
- 8) days. The median number of periperal blood stem cell CD34+
mobilised was 33.3+13.5 (8 - 126) cells/pl.
e. The factors affecting the PBSC mobilisation resultsl

The study results show that only age of Vel group was strongly
associated with the PBSC mobilisation results (r= -0.51; p=0.022).
f.  Adverse events during the process of PBSC mobilisation

The most common adverse events seen clinically was bone pain
(53.3%);fatigue, headache (11.4%). Paraclinically, 91.4% of patients
had raised LDH and 85.7% of patients had raised uric acid.

3.3.2. Results of blood stem cell apheresis and collection
d. Results of periperal blood stem cell apheresis and collection

In MM group, 12(28.6%) of patients needed 1 apheresis, 26
(61.9%) needed 2 aspheresis and 4(9.5%) needed all 3pheresis. The
average stem cell collected was 4.97 x 10°%kg of patient weight.

In NHL group, 6 out of 8 (75%) patients need 2 apheresis, 1
patient needed 1 and 1 patient needed3 apheresis. The average stem
cell collected was4.25 + 1.86 x 10%/kg of patient weight.

e. Factors affecting results of PBSC apheresis and collection

The number of CD34+ cell collection was inversely
correlated with age of patients in Vel group (r= -0.51; p=0.02)
and closely correlated with the number of PBSC mobilised
before apheresis for both groups (r= 0.511; p=0.008).

f.  Adverse events in the process of PBSC apheresis and collection

The most common adverse events were whole body paint
(100%), paresthesia around the lips and or numbness in the
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extremities (20%), cramp (17,1%). The median number of platelet
dropped compared with before apheresis: from 224 + 47 G/L to 90 £
38 G/L after apheresis.

3.4. CONDITIONING, STEM CELL INFUSION AND ENGRAFTMENT.
3.4.1. Conditioning and stem cell infusion

At completion of PBSC apheresis and collection, MM patients
were conditioned with Melphalan 200mg/m? body surface, IV
infusion and then were infused PBSC 24h later. The NHL group, 7
patients were conditioned with (R)ICE regimen; Patients with central
nerve system infiltration were conditioned with high-dose
methotrexate.

Common complications of conditioning was: nausea/vomiting
grade 1 — 3 (77.1%), mouth ulceration/imflammation at grade 1 - 2
(42.8%) and diarrhea at grade 2 (28.6%). Liver toxicity post-
conditioning was 8.6% and renal toxicity was 5.7%.

3.4.2. Characteristics of engraftment
a. Multiple myeloma group

During the phase after conditioning and stem cell infusion, the
number of neutrophil dropped to lowest level of 0.09 + 0.05G/L. The
drop of neutrophil lasted for 9.2 £ 2.6 days. The number of platelet
dropped to lowest level of 17.4 + 7.9G/L. Recovery duration of
platelet production was 10.8 + 4.3 days.
b. Non-Hodgkin’s lymphoma group

After conditioning and stem cell infusion, the number of
neutrophil dropped to lowest level of 0.22 + 0.08G/L. The drop of
neutrophil lasted for 9.3+1.1 days. The number of platelet dropped to
lowest level of 19.8 + 2.9G/L. Recovery time of platelet production
was 8.8 + 0.98 days.
3.4.3. Complications during engraftment time

For MM group, 21 (50%) patients had infection: 10 patients got

only fever, 5 patients had diarrhea in which 2 of them had
Klebsiella(1l) and Candida (1)positive. Three patients with mouth
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ulceration in which 2 of them were positive with Candida, 1 patient
with soft tissues imflammation and 2 patients positive with Enter.
Cloacea(1) and Acino.Baumanii(1)in blood culture.For NHL group,
all 8(100%) patients had infections: 5 patients had only fever, 1 had
diarrhea, 1 patient with soft tissues imflammation, 1 patient with
urinary tract infection, positive with Candida.

3.5. RESULTS OF AUTOLOGOUS HEMATOPOIETIC STEM CELL
TRANSPLANT

3.5.1. Response rate to autologous stem cell transplant
c. Multiple myeloma group

57.2%
60.0% -
After

intensive
treatmer
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m After
transplar
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Figure 3.1: Comparison of results pre- and post-transplant of MM group

b. Non-Hodgkin’s lymphoma group

Table 3.3. Results of autologous stem cell transplant of NHL group

After After
Results Chemotherapy Transplant
n % n %
Complete remission (CR) 3 37.5% 5 62.5%
Partial remission (PR) 3 37.5% 2 25%
No remission (NR) 2 25% 1 12.5%
Total 8 100% 8 100%

3.5.2. Relapse/progression and death

c. Multiple myeloma group

The median follow-up time was 26.5(8-87) months. In 42
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transplant patients, 14(38.9%) patients with relapse/progression and
10(27.8%) patients died. VAD group had significantly higher rate of
relapse/progression and death than that of Vel group with p<0.001
and p<0.001, respectively.

d. Non-Hodgkin’s lymphoma group

The median follow-up time was 32.3 (11-71) months. As of
11/2013, 6 patients were healthy (longest was 71 months after
transplant) and 2 patients died within 2 months after transplant
due to progression.

3.5.3. Progression-free survival (PFS) and overall survival (OS)
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Figure 3.2: PFS (left)and OS (right)

PFS of VAD group were 36 + 9.1 months (Cl 95%, 18.0-53.9),
but not yet estimated for Vel group (p=0.03). PFS at 5 years of VAD
group was 15.2% and that of Vel group was 86.8% (p=0.055).

Estimated OS of VAD group was 66 + 24.5 months (Cl 95%,
18.0-53.9), but not yet estimated for Vel group (p<0.001). OS at 5
years of VAD group was 51.9%; Vel group was 90% (p=0.23).

3.6. FACTORS AFFECTING OUTCOME OF AUTOLOGOUS STEM
CELL TRANSPLANT

Théi gian séng thém toan b (thang)

3.6.1. Response to pre-transplant therapy

For MM patients, the group with at least VGPR had 4/23
(17.4%) patients with relapse/progression and 2(8.7%) deaths. The
group with PR and worse had 13/19 (68.4%) patients with
relapse/progression and 10/19 (52.6%) deaths. The difference was
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statistically significantwith p<0.001 (relapse/progression) and
p=0.001 (death).
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Figure 3.3. Comparison of PFS (left) and OS (right) in group with
PR and groups without CR before transplant

The MM patients reached CR before transplant had significantly
longer PFS than that of the group without CR (p = 0.045). PFS at
5 years of CR before transplant group was 92.3% and the group
without CR was only 16.7%. In terms of OS, the difference was
statistically significant with p=0.048 between the group reaching
CR before transplant with group without CR. OS at 5 years of
group reaching CR was 100% and that of group without CR was
48.1%.

For NHL group, after pre-transplant treatment, there were 3/8
patients reaching CR and 2/8 patients did not response to
treatment. As of November, 2013, 6 responder to pre-transplant
treatment were still healthy (longest was 71 months) and 2
patients failed to respond died within 1 to 2 months after
transplant due to disease progression.

3.6.2. Response to autologous stem cell transplant

For MM group, in 32 patients reaching at least VGPR after
transplant, there were 10(31.2%) of patients with relapse/progression
and 6(18.7%) deaths. In 10 patients with PR and below after transplant,
7(70%) with relapse/progression and 6/10(60%) deaths. The difference
between two groups above on rate of relapse/progression and death
was statistically significant with p=0.029 and p=0.012, resspectively.
PFS at 5 years of group with CR was 60.3%; VGPR 28.6%; PR
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18.8%; SD 0%. OS at 5 years of CR group was 64.3%; VGPR 58%;
PR 52.5% and SD 50%.

Chapter 4

DISCUSSION
4.1. OUTCOME OF AUTOLOGOUS STEM CELL TRANSPLANT

4.1.2. Efficacy of chemotherapy before transplant
a. Multiple myeloma group
Table 4.1.Comparison of treatment outcome by VAD regimen

Author/| BQ.Khanh |Segere| Dimopoulos RA Chen |Sonneveld
Result N=21 N=134 N=127 N=22 N=414
CR 9.5% 5% 12.6% 13.6% 4.8%
VGPR 14.3% 31.8% 9.4%
PR 33.3% 62% 48.8% 27.3% 39.4%
SD 42.9% 33% 38.6% 27.3% 46.4%
Total 100% 100% 100% 100% 100%

Table 4.2.Comparison of treatment outcome by bortezomib-
based regimen

Author/ | BQ. Khanh | HS Eom | Harousseau | RA Chen | NT Mai
Result N=21 N =30 N =223 N=24 N=35
CR 44.5% 56.7% 21.6% 29.2% 54.3%
VGPR 25.9% 10% 37.7% 33.3% 40%
PR 25.9% 23.3% 19.2% 16.7% 2.8%
SD 3.7% 10% 12.6% 20.8% 2.9%
Total 100% 100% 91.1%* 100% 100%

Our study shows that bortezomib-based regimen was apparently
more effective than VAD regimen. Overall response rate and at least
VGPR of VAD group was 57.1% and 23.8%, and that of Vel group
was 96.3% and 70.4%, respectively (p=0.004 and p<0.0001).
According to Harousseau et al, bortezomib-based regimen was more
efficacious than VAD in OS (78.5% vs 62.8%, p<0.001) and at least
VGPR rate (37.7% vs 15.1%, p<0.001). HOVON-65/GMMG-HD4
study result also confirmed superior effect of bortezomib-based
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regimen compared with VAD in ORR (78% vs 54%, p<0.001) and at
least VGPR rate (42% vs 14%, p<0.001). Presently, combined
bortezomib - dexamethasone is the back bone of MM therapy.

b. Non-Hodgkin’s lymphoma group.

After completion of pre-transplant treatment, ORR was 75%, in
which CR was 37.5%, PR was 37.5% and no response was 25%.
According to Thierry Philip et al, ORR after 2 cycles of DHAP was
64%. In study of Gisselbrecht C et al, ORR to R-DHAP was 62.8%
similar to the group treated with R-ICE.

4.1.2. Discussion on the mobilisation, cytapheresis and collection
of peripheral blood stem cell

4.1.2.1. Mobilisation of peripheral blood stem cell

For MM group, we used G-CSF alone to mobilise peripheral
blood stem cell. For NHL group, we mobilised stem cell during the
recovery phase after 2" or 3" cycle of DHAP. Mean time used G-
CSF of NHL group was similar to that of MM group (6.6 + 1.1 vs
5.83 £ 1.45 days). The mean number of CD34+ molibised of NHL
group was also similar to that of MM group (33.3 £ 13.5 vs 30.4
18.9 cells/pl).
4.1.2.2. Cytapheresis and collection of peripheral blood stem cell

For MM group, the average round of apheresis was 1.81+0.6 and
up to 90% of patients needed maximum 2 apheresis. Similarly to MM
group, 6/8(75%) patients of NHL group needed 2 apheresis. For NHL
group, the average number of PBSC collected was 4.25 x 10°/kg of
weight, similar to that collected from MM group (4.97 x 10°kg) and,
was a sufficient number for ASCT.
4.1.2.3. Discussion on methods of mobilising stem cell

Table 4.3.Comparison of methods in mabilising and
collecting PBSC in MM patients

Author Regimen Collected (107t ) | apheresis
Alegre Cy + GM-CSF vs G-CSF | 6.8 vs 4.85 Svs3
Desikan Cy + G-CSF vs G-CSF  |33.4vs 5.8 7vs5
Narayanasami|Cy + G-CSF vs G-CSF  |7.2vs 2.5

B Q. Khanh |G-CSF 497 1.81
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Compare to combination Cyclophosphamide(Cy) + G-CSF, the
number of PBSC collected by G-CSF alone was lower. However,
cyclophosphamide with dose of 4g-7g/m? body surface may cause many
serious complications such as hemorrhagic cystitis, infection due to
neutropenia, organ bleeding due to thrombocytopenia ... So, we suggest
that for MM patient planed with 1 transplant, for PBSC mobilisation
and collection, it is advisable to select G-CSF alone, but for group
likely to have 2 transplants, should apply Cy+ G-CSF.

Table 4.4.Comparison of methods in maobilising and collecting
PBSC in NHL patients

19

maximum 72 hours was completely feasible and had no effects on the
engraftment.

Table 4.6. Duration of engraftment in NHL group

Author/ BQ. Khanh Prince H.M BY Shim
Result N=8 N =66 N =50
Source CD 34+ Pe{)llr;r;gral Bone marrow | Peripheral blood
Conditioning ICE Etoposide + | BEAM/Flu +TBI/
regimen Melphalan = TBI Cy+TBI

Recovery time of 9,3 17 10
leukocyte (day) (7-16) (9-63) (1-21)
Recovery time of 8,8 25 20
platelet (day) (1-10) (8 — 380) (12-172)

. Number of stem cell
Author Regimen n 6 p
collected (10°/kg)
ESHAP + G-CSF | 84 4.9 (<0.1-80.2)
Watts MJ 0.032
Cy + G-CSF 78 3.3(0.2-41.0)
ESHAP + G-CS | 26 12.0 (0.9-83.4)
J-L Lee 0.003
Cy + G-CSF 24 5.0 (0.1-18.1)
B Q. Khanh |DHAP + G-CSF 8 4,25 (1,26 - 17,03)

Results in Table 4.4 show that for NHL patients, chemotherapy
combined with G-CSF is recommended.

In our research results, only number of PBSC before apheresis
had impact on number of CD34+ collected (r=0.411; p=0.008).
4.1.3. Process of engraftment

Table 4.5. Duration of engraftment in MM group

There is statisticcally significant difference in recovery time of
leukocyte and platelet between group transplanted with CD 34+ <2 x
10°/kg and the other group with CD 34+ > 2 x 10%kg (p=0.038 and
p=0.046, respectively). Given this study and referrences from other
studies, it is recommended that number of PBSC CD 34+ needed for
one ASCT conditioned by melphalan 200mg/m2 body surface must
be at least 2 x 10%/kg of patient weight.

During the engraftment, for MM group, 50% of patients had
infections with different severity but no death was recorded. Study by
L Kumar et al (India) had morbility from complications at 11.1%
with major cause were infections. Study in South Korea recorded
morbility at 2.9%, and cause of death were also infections. For NHL
group, all 8 patients had infection with different severity, but no
death was recorded during the transplantation.

4.1.4. Efficacy of autologous stem cell transplantation
4.1.4.1. Efficacy of ASCT in treatment of MM

Table 4.7.Comparison of ASCToutcome in VAD group

Author/ BQ. Khanh | VinhPhu | HSEom | L Kumar
Result N =42 N=12 N =30 N =108
Recovery time of 9,2 10.07 10 11
leukocyte (day) (4-19) | (8-12) | 8-14) | (9-24)
Recovery time of 10.8 10.14 105 12
platelet (day) (5-23) | (8-13) | (0-17) | (8-36)

We stored stem cells at 2°C — 6°C, maximum time of 72 hours.
Results from engraftment in our study is no difference from other
studies, meaning that storage of PBSC at this set temperature in

Author/ BQ. Khanh | Moreau | Harousseau | Sonneveld
Result N =15 N =142 N =218 N =414
CR 40% 35% 18.4% 15%
VGPR 6.7% 20% 18.8% 21%
PR 40% 39% 51.8% 39%




20

SD 13.3% 6% 11% 25%

Total 100% 100% 100% 100%

Overall response to ASCT of VAD group was 86.7% (increased
by 29.6% vs before transplant), at least VGPR was almost double
(increased “from 23.8% pre- to 46.7% post-transplant) and CR
sharply increased, from 9.5% pre- to 40% post-transplant.

Table 4.8.Comparison of ASCT outcome in Vel group

Author/|BQ. Khanh|Harousseau| Sonneveld | HP Vinh Phu
Result N =27 N =223 N =413 N=12
CR 66.7% 39.5% 31% 83.3%
VGPR 25.9% 21.9% 31% 16.7%

PR 7.4% 29.5% 26% 0%

SD 0% 9.1% 12% 0%
Total 100% 100% 100% 100%

When compared with pre-transplant result, it was observed that at
least VGPR rate increased from 70.4% to 92.6% (increaed by 22.2%)
while CR rate increased from 44.5% to 66.7% (by 22.2%). ASCT
had improved response level for 13/15(87.6%) patients in which
44.5% of them raised by 2 levels of response. In study of Huynh Duc
Vinh Phu et al, post-transplant CR increased by 41.6%. Increased CR
in study by Harousseau et al was 20.2%, and 13% in the study by
Sonneveld et al.

Given mean follow-up duration of 26.5 months (8-87 months),
presently there are 14(38.9%) relapsed cases and 10(27.8%) patients
died of relapse. The MM group treated with VAD + ASCT had
significantly higher relapse and death rate than the group treated with
bortezomib-based regimen+ASCT (relapse: 80% vs 9.5%, p<0.001;
death: 60% vs.4.8%, p<0.001).

The estimated PFS in MM group was 46 £ 7.5 months (Cl 95%,
31.2 -60.8 months). The estimated rate of PFS at 3 years was 59.1%
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and at 5 years was 25.3%. The above result was also similar to that of
Kumar et al (42 = 10.4 months; 95% CI; 22.2- 83.8 months),longer
than that in study by M Krejci et al (29.5 months). In our study
results, VAD group had PFS of 36 + 9.1 months (Cl 95%, 18.0-53.9),
while the PFS of Vel group have not yet been estimated (p=0.03).
Our study result was similar to that of P. Sonneveld et al study (p =
0.002), IFM 2005-01 study (VAD: 29.7 months; bortezomib-based
regimen: 36 months). The PFS at 3 years and 5 years of VAD group
was 45.7% and 15.2%, respectively; Vel group was at 86.8%.
However, this difference was not statistically significant with
p=0.055.

The estimated OS for MM group was 66 *+ 27.2 months (CI 95%,
12.7 -119.3 months). The estimated OS at 3 years was 64.8% and at 5
years was 58.3%. This result was similar to that in study by Kumar et
al (71 £ 10.5 months; 95% CI: 50.45-91.55 months) as well as OS at
5 years (54.4 £ 0.05%); by M Krejci et al-75.4 months; by D O'Shea
et al-68.8 months and study by E Terpos et al —79.7 months.OS of
VAD group was significantly shorter with p<0.001 compared with
Vel group. The rate of patients with OS at 3 years and 5 years of
VAD group was 66.7% and 51.9%, respectively; those of Vel group
were higher and at 90% (p=0.23).

In summary, with above analyses, we come to conclusion that
ASCT is a very efficacious treatment for MM patients.

4.1.4.2.0utcome of ASCT in treatment of relapsed/refractory NHL
Table 4.9.Comparison of ASCT outcome in NHL

Author/ |BQ. Khanh|Prince H.M|Hanneke C| BY Shim | Josting A
Result N=8 N =46 N =60 N =50 N =57

Overall | o750 | 7820 | 88% | 67.7% | 56%
reSponSE
CR 62.5% | 63% 69% | 32.3% | 50%

Although with different conditioning, ORR in all studies ranges
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from 70% to 80% with fairly high CR after transplant of 50% - 60%.
ASCT has significantly improved treatment outcome of
relapsed/refractory NHL, which was clearly seen in CR after
transplant (increased from 37.5% to 62.5%). In our study results
together with literature review, we agree with most authors
recommending that high-dose chemotherapy combined with ASCT is
the treatment of choice for relapsed/refractory NHL.

The mean follow-up duration of the NHL group in our study was
32.3 months (11-71 months). As of November, 2013, 6 patients were
living healthy (longest was 71 monthsafter transplant) and 2 patients
died within 1 to 2 months after transplant. All death cases were those
who had failed to obtain good response after pre-transplant
chemotherapy.

Indeed, the above results show that ASCT is both safe and
effective for relapsed/refractory NHL patients.

4.2. THE FACTORS AFFECTING OUTCOME OF AUTOLOGOUS
STEM CELL TRANSPLANTATION.

4.2.1. Outcome of pre-transplant treatment

For MM group, in 23 patients obtained at least VGPR, only 4
(17.4%) patients had relapse/progression and 2(8.7%) died. While,
the group with PR and lower had 13(68.4%) patients with
relapse/progression and 10(52.6%) patients died. The response to
pre-transplant treatment was closely correlated with risk of relapse
(r=0.560 and p<0.001) and death rate (r=0.517 and p<0.001).
However, for PFS and OS,difference was seen only when comparing
group with CR and group without CR.D O'Shea et al also recognised
the difference in PFS between 2 groups with and without CR before
transplant with p=0.04. According to Kumar et al, there was
statistically significant difference in PFS and OS between the MM
group having good response to pre-transplant treatment compared to
group with poor response with p=0.0002 and p=0.0003, respectively.

For NHL group, as of November, 2013, 6 patients with good
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response to pre-transplant treatment were healthy (longest was 71
months after transplant), 2 patients who had not responded died
within 2 months after transplant due to progression. Study by by
Shim et al showed that responder to pre-transplant treatment had PFS
for 18 months and OS for 34 months, meanwhile these indicators in
group without response was only 1 months and 7 months,
respectively.

4.2.2. Outcome of autologous stem cell transplantation

For MM group, out of 32 patients with at least VGPR post-
transplant, only 10(31.2%) patients with relapse/progression and
6(18.7%) cases died. Meanwhile, the group with PR and lower post-
transplant had 7 out of 10(70%) patients with relapse/progression and 6
out of 10(60%) patients died. Difference in relapse/progression and
death rate between two groups was statistically significant with p=0.029
and p=0.012, respectively. Besides, the transplant outcome was closely
associated with risk of relapse (r = 0.336 and p = 0.029) and death rate
(r=0.389 and p=0.011). Response to transplant was also correlated with
PFS (r=0.326 and p=0.035) and OS (r=0.389 and p=0.011).

CONCLUSION

1. Autologous stem cell transplantation is a very efficacious
therapy in treating multiple myeloma. Pre-transplant treatment
with bortezomib-containing regimen reflectet its superiority to
VAD regimen (OR rate: 96.3% vs 57.1% and at least VGPR rate:
70.4% vs 23.8%). ASCT increased CR rate by 23.8% compared
with before transplant. ASCT prolonged significantly OS with
the rate of OS at 5 years was 58.3%.

Autologous stem cell transplant was proven very efficacious
in treating relapsed/refractory NHL patients with overall
response rate of 87.5%, increased by 12.5% compared to before
transplant. ASCT is superior to chemotherapy alone, which is
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reflected in CR rate post-transplant increasing from 3/8(37.5%)
patients (pre-transplant) to 5/8(62.5%) patients.

. The factors contributing to the success and efficacy of
autologous stem cell transplantation

The number of peripheral blood stem cell CD34+ mobilised
before apheresis directly affected the number of peripheral blood
stem cell CD 34+ collected and thus affecting the duration of
engraftment.

Treatment outcome before transplant poses great impact on the
efficacy of ASCT. For multiple myeloma, the group with CR has
significantly longer PFS and OS than that without CR (p=0.045
and p=0.048, respectively). For relapsed/refractory NHL, patients
who had failed to respond to pre-transplant chemotherapy
relapsed and died soon after transplant.

The response to ASCT also affects the efficacy of ASCT.
Transplant response is closely correlated with PFS (r = 0.326 and
p = 0.035) and OS (r =0.389 and p = 0.011).

RECOMMENDATIONS

Continue further studies on the efficacy of autologous stem cell
transplant in treatment of multiple myeloma, especially in
treatment of relapsed/refractory non-Hodgkin’s lymphoma and
expand to other types of solid cancer.

Develop plan for guiding, training and transferring autologous
stem cell transplant technology with a view to encouraging wide
application of this efficacious method to provincial and city
hospitals, improving quality of care and facilitating wide number
of patients to access this modern but low-cost treatment method.



