PAT VAN PE

U lympho 4c tinh (gom Hodgkin va khong Hodgkin) 1a bénh 4c
tinh ding hang tht ba ¢ tré em sau bach cau cp (27,5%) va u ndo
(17,4%), trong dé u lympho ac tinh khong Hodgkin (ULAKH)
chiém khoang 4,3% tt ca cic ung thu tré em.

ULAKH tré em c6 dic diém dich t&, 1am sang, mO bénh hoc
(MBH) va diéu tri khac v6i ¢ nguoi 16n. Pa s6 bénh nhi (BN) dén
bénh vién ¢ giai doan mudén. ULAKH giai doan III va IV chiém
khoang 60% - 70% tuy theo cac bao cdo. Trén l1am sang bénh dugc
chia giai doan khu tru (giai doan I va II) va lan tran (giai doan III va
V).

Tu nhiing nam dau cta 1970, su ra doi cac phac dd hoé chét da
gitip cai thién thoi gian song thém cta BN rd rét. Ty 18 song thém 5
nam chung cia ULAKH tré em tidng tir 56% trong giai doan 1975-
1984 dén 72% giai doan 1985-1994. Hién nay, trén thé gidi co
khoang 70% - 90% tré bi ULAKH c6 thé séng thém 5 ndm sau hoa
trj dng murc. Vé6i giai doan III va IV, cac phac d6 diéu tri doi hoi
manh hon, nhiéu thoi gian hon, ciing dat dugc ty 18 séng thém tuy
theo cac bao cdo khoang 70%. O Viét nam, cé it nghién ctru vé dic

diém ciing nhu két qua diéu tri ULAKH ¢ tré em. Phac d6 diéu tri
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con chua théng nhét gitta cac bénh vién. Viéc lya chon phac dd

tir trude con chua phu hop véi giai doan nhat 13 khi bénh di o giai
doan lan tran. Vi vay chung t6i tién hanh dé tai nay véi muc tiéu:

Muc tieu nghién ciru:

1, M6 td mét so dic diém lim sang, mé bénh hoc ULAKH ¢ tré
em giai dogn III+IV diéu tri tai bénh vign K tiv 1/6/2005 dén
30/10/2014.

2, Pdnh gid két qua diéu tri ULAKH giai doan III+1V ciia so tré
em nay bang phdc dé NHL - BFM 90 tai bénh vién K.

Dong gop mai cua luan an:

Pi mo ta duoc dic diém 1am sang, mO bénh hoc ULAKH tré em
giai doan III+IV, tir d6 dua ra dugc mot sé dong gop méi vé chan
doan bénh.

Qua nghién ctru hiéu qua ctia phac dd NHL — BFM 90 cho thay:

- Phac ¢6 NHL — BFM 90 mang lai két qua tot. Ty 1& dap ing hoan
toan sau diéu tri tAn cong 13 94,1%. Theo udc tinh Kaplan — Meier,
sau 5 nam ty 1 sdng thém khong bénh 1a 65%, ty 1é séng thém toan
bo 1a 67%. Doc tinh cua phéc dd chu yéu 1a ha bach cau trung tinh
d6 3+4 & cac pha nhung dung nap va chap nhan dugc. Phan tich
don bién thi giéi, nhém tudi, giai doan bénh, thé MBH, ndng do

LDH huyét thanh ting khong phai 1a yéu t6 tién luong c6 y nghia
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thong ké anh huéng dén dap Gmg, tai phat, tr vong va STKB,

STTB.
Thoi gian vao vién trude diéu tri sém hay mudn nghia la diéu tri
som hay muén, dap tng diéu tri sém hay muon, 12 nhiing yéu t6
anh huong dén tai phat, tir vong, STKB, STTB ¢6 ¥ nghia théng ké.
- Phac ¢6 NHL — BFM 90 c6 thé ap dung diéu tri ULAKH tré em
tai cac co s6 chuyén khoa ung budu tré em tai Viét Nam. Tuy nhién
can cham soc hd trg tot hon dé BN c6 thé diéu tri du liéu, ding li¢u
trinh sao cho dat PUHT sém tir d6 c6 két qua song thém tt hon.
Céu tric ciia luan an
Lu4n 4n dai 126 trang, gdm céac phan: it van dé (2 trang), Chuong
1: Tong quan (35 trang), Chuong 2: Déi tuong va phuong phap
nghién ctru (15 trang); Chuong 3: Két qua nghién ctru (35 trang);
Chuong 4: Ban luan (33 trang); Két luan (2 trang); Kién nghi (1
trang). Trong luan 4n c6 43 bang, 24 biéu d6 va 3 hinh. Tai liéu
tham khao c6 159 tai li¢u ( tai liéu tiéng Viét va tai liéu tiéng Anh).
Phan phu luc bao gém danh sach bénh nhan, mau nghién ctru, thu.
CHUONG 1: TONG QUAN

Tong két cac tai liéu tham khao tir cac tac gia trong nude va trén
thé gidi vé: dic diém 1am sang, mo bénh hoc ciia ULAKH giai doan
[II+IV ¢ tré em.

1.1. Lam sang ULAKH giai doan III + IV tré em
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- Tudi hay gip: Quanh lira tudi 9 tudi. Giéi nam gip nhiéu hon nit.

- Triéu chimg toan than gdm hoi ching B (S6t - nhiét do > 38°C,
sut can - trén 10% trong lwong co thé trong 6 thang qua, d6 md hoi
ban dém), thiéu mau, gdy st can. Mot sb triéu chimg khac nhu mét
moi, kho chiu, dau xuong hoic triéu chimg dudng tiéu hoa khi co u
hach 6 bung.

- Triéu chirng thuc thé: Pic diém l1am sang cua ULAKH tré em
thay doi phu thudc vao MBH, su lan rdng ctia bénh va vi tri nguyén
phat. Khac v6i nguoi 16n, ULAKH tré em thuong tién trién nhanh.
Hach to ¢ ngoai vi, hach ) bung, hach trung that. Co thé ton thuong
vong Waldeyer (amidan, day ludi, vom mii hong), cac xoang,
xuong ham trén, 6 mit, tuyén nude bot, tuyén giap va da dau. O
bung 13 vi tri hay gip nhat, xwong chau, tiép theo 1a manh trang va
rudt thira. Ton thuong hé than kinh trung wong thuong 1 do thim
nhiém trong qué trinh tién trién ctia bénh. Cac vi tri khac thuong 1a
thé 4c tinh cao nhu: Tinh hoan, xuong, than, tuyén tién liét, bang
quang, budng trimg, héc mat, tim, v, tuyén nudc bot, tuyén giap,
va tuyén thuong than, da...Do6i khi tré dén bénh vién trong tinh
trang cAp ctru nhu tic nghén dudng thd gdy suy ho hip, tran dich
mang ngoai tim, mang phdi gay kho tho, chén ép tinh mach chu
trén giy phu 4o khodc, hoi chimg tan hiy u gy suy than réi loai

dién giai, tac rudt...
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- Giai doan bénh: Pa sb tré dén bénh vién & giai doan bénh lan

tran. Panh gia giai doan theo hé thong St Jude Murphy danh cho
ULAKH tré em.
1.2. M6 bénh hoc

Ap dung phan loai MBH theo WHO 2001, da s thé MBH
ULAKH tré em c6 d0 4c tinh cao. C6 4 thé hay gip nhat 1a ULAKH
nguyén bao lympho, Burkitt, té bao 16n lan toa, bat thuc san.
1.3. Piéu tri

Hoa trj liéu 13 phuong phap diéu tri chu dao cia ULAKH & tré
em. Nho su tién bd cta hoa tri, phau thuat va xa tri khong con chi
dinh nhiéu nita. C6 nhiéu phac dd hoa chit ap dung cho ting nhom
nguy co, tirng thé mo bénh hoc va cho ting truong hop dic biét.

Diéu tri hd tro 13 vo clng quan trong bao gdm: truyén cac ché
pham mau, diéu chinh rdi loan dién giai, phong va chéng hoi ching
tan huy u, bién chiing ha bach cau, bién ching gay nhiém trung, roi
loan chuyén hoéa, dinh dudng, tam 1y, theo ddi va phat hién, diéu tri
cac bién ching mudn.

Pang nghién ctru thém vai trd cia khang thé don dong, mién
dich trong diéu tri ULAKH tré em.

Diéu tri ULAKH tai phat: hoa tri liéu hodc két hop ghép té bao

gbc tao mau, ghép tuy.



CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ctru: Nghién ctru duoc tién hanh trén 73
BN chan doan ULAKH giai doan IIl + IV tai bénh vién K tur
1/6/2005 dén 30/10/2014. Tiéu chuan chan doan bénh dua vao c6
bﬁng chimng MBH, nhudém hoa mé mién dich phan loai md bénh hoc
theo Working Formulation 1982, theo WHO 2001. Danh gia giai
doan theo St Jude Murphy.
2.2. Phwong phap va ngi dung nghién ciru
2.2.1 Phwong phap nghién ciru: Can thi¢p 1am sang mot nhoém
khong doi chtrng, c6 theo doi doc.
2.2.2. Cé mau nghién ctru: Pugc tinh theo cong thirc cho mdt
nghién ctru thir nghiém 1am sang khong d6i chimg (SK Lwanga and
S Lemeshow: Sample size determination in Health studies, a
practical manual. WHO, Geneva, 1991
Cong thirc tinh ¢& mau:
p (1-p)
n=Z X
d?

.MI'J:C ¥ nghia thong ké, 1dy .= 0,05.
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Z? 1J : Gia tr1 Z to bang Z twong Ung vo1 gia tri .ié chon,

khi .05 thi z . g =1,9.

p: Ty 1& séng thém 5 nim cia ULAKH tré em giai doan III+1V, ldy
trung binh la 70%.

d: sai sd tuyét dbi cho phép, wdc tinh bang 0,11

Thay s6 vao cong thuc trén, cd mau toi thicu la:

0,7x(1-0,7)
n=196x ——— =67

0,112

C& mau t6i thiéu 1a n=67. Thyc té chon dugc 73 BN.

2.2.3. Cac chi tiéu nghién curu

2.2.3.1. Pic diém lim sang, mé bénh hoc

- Mot s6 yéu td hay gip nhu tudi, gidi, thoi gian khoi phat bénh, 1y
do vao vién, vi tri ton thuong hay gap, ty 1€ cac tri¢u ching anh
hudng toan than.

- Pic diém mé bénh hoc theo Working Formulation 1982, theo
WHO 2001.

2.2.3.2. Két qua diéu tri véi phédc do NHL — BFM 90

- Ty 1€ dap ung, dap img sém — mudn.

- Ty 18 céc tac dung phu khong mong mudn.
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- Ty 18 song thém khong bénh (STKB), séng thém toan bd

(STTB) 5 nam.

- Ty 1€ tai phat, thoi gian tai phat trung binh.

- Ty 1€ t&r vong, nguyén nhan tr vong.

- Phan tich don bién, da bién dé tim ra cac yéu td lién quan dén
song thém.

2.3. Xir Iy s0 li¢u

- Chon s liéu hop 1€ trudce khi vao may.

- Nhap va phan tich sb liéu bang chuong trinh EPI-INFO 6.04,
SPSS 16.0.

- So sanh sy khac biét giira cac yéu td bang kiém dinh y°, test-
Student v61 khodng tin cay 95%.

- Phan tich séng thém: Bang phuong phap udc luong xac suat xuat
hién cac su kién theo phuong phap Kaplan - Meier. Dung test log-
rank dé danh gia sy khac biét gitta cac duong cong udc tinh thoi
gian sdng thém sau diéu tri.

- St dung phuong phép phén tich da bién (phwong trinh héi quy
cox) dé danh gia cac yéu té tién luong anh huong két qua diéu tri.

- Két qua duogc thé hién trén cac bang hoic biéu db, do thi thich
hop, dang ty 1¢ phan tram (%), hodc dudi dang gia trj trung binh +
dd léch chuan.

CHUONG 3: KET QUA NGHIEN CUU



3.1. Pic diém 1am sang
- Tudi hay gap: 9 — 13 tudi. Tudi mic bénh trung binh giai doan III,
IV chung: 8,5 + 3,9 tudi.
- Gi6i: Bénh gip ¢ giéi nam nhiéu hon nit. Ty 1¢ nam/nit: 3,9/1.
- Ly do vao vién hay gip nhédt 1a ty phat hién u hach 57 BN
(78,1%), 1y do hay gap thir hai 1a kho thé 11 BN (15,1%).
- Thoi gian khoi bénh: Trung binh dén vién sau 2,5 + 5,1 thang.
- Ton thuong 1am sang: hach dau mit co chiém ty 18 cao nhét 37
BN (50,7%), tiép theo 1a hach 6 bung 24 BN (32,9%); hach trung
that 1a vi tri hay gap thi ba 18 BN (24,7%). Ton thuong ngoai hach
thi u ddu mat c6 chiém ty 1& cao nhit 28 BN (38,4%), hay gip thu
hai 13 u trung that 26 BN (35,6%), hay gip tht ba 1a u 6 bung 20
BN (27,4%). It gap u xuwong.
- Biéu hién toan than thuong rd rét voi thiéu méau, gy sat, hoi
chtng B 1an lugt chiém 63,0%; 65,8%; 74,0%. Hoi ching tan hiy u
ngay lac chan doan gip 5 BN (6,8%).
3.2. Pic diém mé bénh hoc

Phén loai MBH theo WF 1982, ty 1¢ thé MBH hay gip nhat 1a
WF9: 23 BN (31,5%), thé hay gip thtr hai 1a WF7: 21 BN (28,8%).
Pa s6 l1a tré ¢6 MBH 4c tinh trung binh 50,7% va 4c tinh cao
39,7%.
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Phan loai MBH theo WHO 2001, giai doan III+IV, thé

MBH hay gip nhit 1a thé nguyén bao lympho 39 BN (53,4%), tiép
theo 13 thé té bao 16n lan téa 15 BN (20,5%) va thé Burkitt 14 BN
(19,2%). it gap thé té bao nho va thé té bao 16n bat thuc san.
3.3. Két qua diéu trj véi phac d6 NHL — BFM 90
Ty 1¢ ddp irng sau pha tin cong

Bing 3.1. Ty I¢ ddp ieng sau pha tin cong

Pap tng | PUHT | PUMP | Tién trién | Tu vong

Giai doan
Giai doan | S6 BN 26 0 1 1
1l Ty 18 (%) 92,8 0 3,6 3,6
Giai doan | S6 BN 43 0 2 0
vV Ty 18 (%) 62,3 0 4,4 0
Tong S6 BN 69 0 3 1

Ty 18 (%) 94,5 0 41 1,4
P=0,37

Nhén xét: Da s6 BN dat DUHT sau pha tin cong 69 BN (94,5%),
c6 3 BN khong dap tmg, bénh tiép tuc tién trién (4,1%); c6 1 BN tir
vong ngay trong vai ngay dau pha tin cong (1,4%). Su khac biét vé
ty 1é dap tng, tién trién khong cé ¥ nghia thong ké gitta giai doan
I valV (p=0,37).

Ty I¢ PUHT sém - mugn (trwéc - sau 33 ngay pha tin cong)




11

Bdng 3.2. Ty 1¢ DUHT sém - mudn
Giai doan | Giai doan III | Giai doan IV Chung p
S6 | Tyle | S6 | Tyle | SO | Tyle
BUHT BN | (%) | BN | (%) | BN | (%)
PUHT sém 14 | 538 | 18 | 41,9 | 32 | 46,4
PUHT muon | 12 | 462 | 25 | 58,1 | 37 | 536 | 933
Téng 26 | 100,0 | 43 | 100,0 | 69 | 100,0

Nhén xét: Trong 69 BN dat DUHT, c¢6 32 BN DUHT sém trude 33
ngay pha tdn cong (46,4%) va 37 BN DPUHT muén sau 33 ngay pha

tan cong (53,6%). Su khac biét vé ty 16 PUHT sém - mudn giira

giai doan III va IV khéng c6 ¥ nghia thdng ké (p=0,33).

Ty Ié dc tinh ciia phdc d6 NHL — BFM 90
Bing 3.3. Pjc tinh trén hé tao huyét ciia phdc do NHL - BFM 90

ha diéu tri | Tancéng | Cungcd | Tai tan cong Duy tri
(73BN) | (66 BN) (58 BN) (50 BN)
Chi s6 (Ty 1€ %) | (Tyl¢ %) (Ty 1é %) (Ty 1€ %)
BC | bo0 | 13(17,8) | 14(21,2) 11 (19,0) 35 (70,0)
bo1 | 28(38,4) | 32(48,5) 29 (50,0) 13 (26,0)
bo2 | 15(20,5) | 14(21,2) 3(5,1) 2 (4,0)
bo3 | 15(20,5) 5(7,6) 11 (19,0) 0




12

Do4 | 2(2,8) 1(15) 4(6,9) 0

BC | b0 | 0(0,0) 2 (3,0) 0 40 (80,0)

TT [ Dol | 0(0,0) 4(6,1) 2 (3,4) 5 (10,0)
D62 | 19(26,0) | 12(182) | 13(22,4) 5 (10,0)
D63 | 32(425) | 27 (40,9) 9 (15,5) 0
D64 | 23(315) | 21(31,8) | 34 (58,6) 0

Ho | D60 | 20(27,4) | 28(424) | 21(362) | 40(80,0)
Do 1 | 24(329) | 24(36,4) | 20(345) 9 (18,0)
P62 | 27(37,0) | 13(19,7) | 14 (24.0) 1(2,0)
D63 | 2(27) 1(15) 3(5,2) 0
P64 | 0(0,0) 0(0,0) 0 0

TC | D60 | 24(32,9) | 41(62,1) | 30(51,7) | 48(96,0)
Po1 | 18(24,7) | 13(19,7) | 10(17.3) 2 (4,0)
P62 | 15(205) | 8(12,1) 10 (17,3) 0
P63 | 13(17.8) | 3(45) 6 (10,3) 0
Do4 | 3(4,1) 1(15) 2 (3,4) 0

Nhén xét: Trong pha tan cong, doc tinh huyét hoc dang luu y 1a ha
BCTT d6 3 gap 32 BN (42,5%), va do 4 gap 23 BN (31,5%). Cac

ddc tinh trén BC, Hb va TC ¢ muc dd nhe va vira phai.
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Trong pha cung cd, doc tinh  van chi yéu 1a ha BCTT véi d6
3 1a 27 BN (40,9%) va do 4 1a 21 BN (31,8%). Cac doc tinh trén

BC, Hb va TC ¢ muc dd nhe va vira phai.
Trong pha tai tdn coéng, doc tinh ha BCTT d6 3 la 09 BN
(15,5%), chti yéu ha BCTT d6 4 1a 34 BN (58,6%). Cac doc tinh

trén BC, Hb va TC ¢ mirc do nhe va vira phai.

Trong pha duy tri, doc tinh trén huyét hoc khong dang ké.

Bdng 3.4. Ty I¢ doc tinh trén gan thdn

Pha diéu tri Tan Cung cb Téitan | Duy tri (50
Chi $6 cong (73 | (66 BN) | cong (58 BN)
BN) (Ty | (Ty1& %) BN) (Ty 1€ %)
1€ %) (Ty 1€ %)
SGOT P60 | 64(87,7)| 42(63,6) | 40(69,0) | 39(78,0)
Dol | 6(82) | 16(24,2) | 14(24,1) | 7(14,0)
P62 | 2(27) | 8(12,1) 4 (6,9) 4 (8,0)
Do 3 0 0 0 0
Po4 | 1(1,4) 0 0 0
SGPT P60 | 64(87,7) | 41(62,1) | 40(69,0) | 38(76,0)
P61 | 6(82) | 18(27,3) | 14(24,1) | 8(16,0)
P62 | 2(27) | 7(106) 4 (6,9) 4 (8,0)
Do 3 0 0 0 0
P64 | 1(1,4) 0 0 0
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Ure D60 | 69(945) | 53(80,3) | 50(86,2) | 47 (94,0)
P61 | 4(55) | 9(136) | 6910,3) | 3(41)
Do 2 0 4(6,1) 2 (3,5) 0
Do 3 0 0 0 0
Y 0 0 0 0
Creatinin | D60 | 70 (95,9) | 54 (81,8) | 54 (93,1) | 49 (98,0)
Pol | 3(41) | 11(167) | 4(69) 1(2,0)
Do 2 0 1(15) 0 0
D6 3 0 0 0 0
Do 4 0 0 0 0

Nhdn xét: Khong c6 doc tinh nang trén chic nang gan than. Chi

gip ty 16 thap doc tinh do 1,2.

Bing 3.5. Ty 1¢ mét so tic dung phu khéng mong muén khdc

Pha diéu tri | Tancong | Cungco Tai tan Duy tri
(73 BN) (66 BN) cong (50 BN)
Triéu chirag (Ty 1€ %) | (Ty 1€ %) (58 BN) | (Ty I¢ %)
(Ty 1€ %)

Non boo0 | 11(151) | 42(63,6) | 26(45,6) |50(100,0)
bo1l | 32(425) | 19(28,8) | 24(42,1) 0
bo2 | 32(42,5) 4 (6,1) 6 (10,5) 0
bo 3 0 1(1,5) 1(1,8) 0
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Do 4 0 0 0 0
Viem | P60 | 43(58,9) | 13(19,7) | 24 (41,4) | 43(86,0)
miéng | P61 | 27(37,0) | 7(10,6) | 14(24,1) | 6(12,0)

P62 | 2(27) | 42(636) | 14(241) | 1(2,0)

P63 | 1(14) 4 (6,1) 5 (8,6) 0

Do 4 0 0 1(1,8) 0
Tiéu P60 | 68(93,2) | 54(81,8) | 44(759) | 49(98,0)
chay | D61 | 4(55) 6 (9,1) 9 (15,5) 1(2,0)

P62 | 1(14) 5 (7,6) 4 (6,9) 0

Do 3 0 1(1,5) 0 0

Do 4 0 0 1(1,7) 0
Xuit | P60 | 71(97,3) | 64(97,0) | 56(96,6) |50(100,0)
huyét | Bo1 | 1(L,4) 0 1(1,7) 0

Do 2 0 1(1,5) 0 0

Do 3 0 0 1(1,7) 0

bo4 | 1(14) 1(1,5) 0 0
Nhiém | D60 | 57(78,1) | 47(71,2) | 37(63,8) |50(100,0)
trang | Po1 | 10(13,7) | 7(10,6) | 12(20,7) 0

P62 | 5(6,8) 8 (12,1) 5 (8,6) 0

P63 | 1(14) 1(1,5) 4 (6,9) 0

Do 4 0 3(4,5) 0 0
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Nhén xét: Mot sb tac dung phu khéng mong muén chi yéu &

murc do nhe va vua. Ty 1¢ do 3, 4 thép. béng cha y 1a tinh trang
viém miéng d6 142 ¢ pha tai tin cong (48,2%) do lién quan dén

Methotrexate liéu cao.

Chung toi gap hoi chiung tan huy u & 7 BN (9,6%) trong pha tan
cong. Viém tuy lién quan dén L’asparaginase & pha tan cong gip 6
BN (8,2%), pha tai tin cong 3 BN (5,2%).

Ty l¢ STKB, STTB 5 nam chung

STKB chung

i lé (%)

100 12
g thém khang bénh [thing)

Biéu dé 3.1. Ty Ié va thoi gian STKB

Nhdn xét: Thoi gian STKB trung binh la 44,5 + 35,2 thang, trung
vi 45,1 thang, t6i thiéu 01 thang, t6i da 114,2 thang. Ty 1¢ STKB 5
nam dat 65%.
STTB chung
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Biéu @6 3.2. Ty Ié va thoi gian STTB
Nhdn xét: Thoi gian STTB trung binh 48,5 + 34,5 thang, trung vi
52,3 thang, t6i thiéu 1 thang, toi da 115,9 thang. Ty 1¢ STTB 5 nim
dat 65,8%.
STK, STTB 5 nam theo dap irng som — mudn

T T —
» @ @ W
Thir gian séng thim khéng biénh fthing)

Biéu d6 3.3. STKB theo ddp irng sém - mupn
Nhan xét:
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- BN dat DPUHT sém: thoi gian STKB trung binh: 110,7 + 3,4

thang, ty 1¢ STKB 5 nam udc tinh theo Kaplan-Meier: 97%.

- BN dat PUHT mudn thoi gian STKB trung binh: 54,9 + 8,8
thang, ty 1¢ STKB 5 nam udc tinh theo Kaplan-Meier: 45%.

- Log Rank = 20,912; p=0,000.

- Su khéc biét c6 y nghia thong ké véi p < 0,05.

STTB theo dap (rng s6m — mudn

a3t

TV 18 (%)
o °

Biéu @6 3.4. STTB theo ddp irng sém-mudn
Nhdn xét:
- BN dat DPUHT sém, thoi gian STTB trung binh: 110,9 + 3,4
thang, ty 1¢ STTB 5 nam udc tinh theo Kaplan-Meier: 97%.
- BN dat DPUHT mu6n, thoi gian STTB trung binh: 58,0 + 8,8
thang, ty 1¢ STTB 5 nam udc tinh theo Kaplan-Meier: 49%.
- Log Rank = 20,350; p=0,000.
- Su khéc biét c6 ¥ nghia thong ké véi p < 0,05.



19

11,6%

@ Khéng tai phat
@ Tai phat

Téi phat et
Biéu dé 3.5. Ty Ié tai phat

Nhén xét: Trong 69 BN dat DPUHT sau pha tin cong cia phac do

NHL - BFM 90, c6 8 BN tai phat, chiém 11,6%.

Tw vong

65,8%

B T{ vong [0 Con sdng

Biéu dé 3.6. Ty Ié tir vong
Nhdn xét: Ty 1¢ to vong chung cua 73 BN 1a 25/73 (34,2%).
Ty I¢ tir vong lién quan dén PUHT sém — mudn

Bing 3.6. Ty 1¢ tir vong lién quan dén DPUHT sém — muén
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Tinh trang Con song Tu vong
Pap g S6BN | Ty1é (%) | S6 BN | Ty 1é (%)
PDUHT sém (32) 31 96,9 1 3,1
DUHT muén (37) 17 45,9 20 54,1
Khoéng dap ung 0 0 4 100
P=0,001

Nhin xét: Trong 69 BN dat DUHT,

- V6i BN DUHT sém: ty 1€ tir vong 3,1%.
- V61 BN DUHT mudn: ty 1€ tir vong 54,1%.

- Vi BN khong dép tng sau pha tin cong: ty 18 tir vong 100%.

- Su khéc biét c6 y nghia thong ké véi p=0,001.

4.1. Pic diém 1Am sang

Nghién ctru ctia chung t6i pht hop véi hau hét cac nghién ciu
ctia tac gia khac cho thiy tudi hay gip 13 quanh 9 tudi. Bénh gip &
giéi nam nhiéu hon giéi nir. Pac diém 1am sang phu hop, tré hay
dén vién & giai doan mudn voi tdn thuong lan tran nhiéu vi tri hach,
co quan ngoai hach nhu ton thuong dau mit co, trung that, 6 bung,
tham nhiém tuy xwong...Anh hudng toan than ciing phu hop nhiéu

nghién ctru khac cho thay ty 1é thiéu mau, gy sut, hdi ching B cao.

4.2. Pic diém mé bénh hoc

Phén loai MBH theo WF 1982

CHUONG 4: BAN LUAN
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Nghién ctru cia chung t6i phu hop v6i hau hét cic nghién

cuu cho théy mo bénh hoc ULAKH chu yéu ¢6 do ac tinh cao. Cac
thé hay gip nhu WF9, WF7, Burkitt. Al-Samawi AS va cs (2009)
nghién ctru trén 801 truong hop ULAKH tré em Yemen, phan loai
MBH theo WF 1982 cho két qua thé Burkitt chiém da sé (64,8%);
tiép theo 1a thé lan toa té bao B 16n (23%); thé nguyén bao lympho
chiém 6,3%; con lai 1a cac thé khac chiém 5,9%. S¢ di nghién ciru
nay gip ty 1é cao tré bi ULAKH thé Burkitt 1a do Yemen la mot
qudc gia thudc Chau Phi, noi c6 ty 1& nhiém EBV cao.

Phéin logi MBH theo WHO 2001

Theo nghién ctru cia chung t6i, thé MBH hay gip nhét 1a thé
nguyén bao lympho 39 BN (53,4%), tiép theo 1a thé té bao 16n lan
tdoa 15 BN (20,5%) va thé Burkitt 14 BN (19,2%). it gip thé té bao
nho va the té bao 16n bét thuc san.

Phu hop véi nghién ctru cia Murphy SB va cs (1989), thé
nguyén bao lympho chiém 28,1%, phu hop véi nghién ctu cua
Neth O, Seidemann K va cs (2000): thé nguyén bao lympho chiém
30%. Theo Wright D va cs (1997) nghién ctru 293 truong hop
ULAKH tré em thi chi c¢6 duy nhét 1 truong hop MBH ac tinh thap.
Thé nguyén bao lympho chiém 27,2%; thé té bao 16n bét thuc san
chiém 15,1%; thé Burkitt chiém ty 1¢ cao nhéat 42,2%. Kavan P
(1999) héi ctiru 63 tré ULAKH diéu trj tir 1991 dén 1995, ULAKH
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t¢ bao 16n chiém 34,9%; thé nguyén bao lympho chiém

30,2%; thé Burkitt chiém 15,9%; con lai khong phan loai dugc
thém 19%. Theo Shah SH (2000) nghién ctru 61 truong hop
ULAKH, d6 ac tinh cao chiém 87%. Trong dé Burkitt 12 thé hay
gip nhét chiém 33%, tiép theo 1a thé nguyén bao lympho 28%; thé
té bao 1on lan toa 15%; thé lan toa hdn hop té bao 16n va nho 13%;
thé té bao nho khong khia, khéng Burkitt chiém 7%; thé nguyén
bao mién dich 4%. Yang CP va cs (2000) hdi ctru 200 tré diéu tri tai
13 bénh vién tir 1/1992 dén 6/1998, thé nguyén bao lympho chiém
27,3%; thé té bao nho khong khia chiém 47,5%; thé té bao 16n
25,2%. Nakagawa A (2004) phan loai lai MBH theo WHO cua 155
BN tré¢ em nghi ngd ULAKH trén 1am sang. C6 96 BN theo doi
duoc. Két qua: U lympho Burkitt 18 BN (18,8%); ULAKH té bao
tién B 11 BN (11,5%); ULAKH lan téa t¢ bao B 1én 18 BN
(18,8%); ULAKH té bao B khong phan loai dugc thém 3 BN (3%);
ULAKH tién lympho T 23 BN (24%); ULAKH té bao 16n bét thyuc
san té bao T 20 BN (20,9%); ULAKH té bao T khac 3 BN (3%).
Peh SC (2004) nghién ciru MBH ciia 69 tré duoc chan doan
ULAKH. Két qua ¢ cac thé MBH hay gip nhéat nhu Burkitt c6 25
truong hop (36%); thé nguyén bao lympho 23 trudng hop (33,4%);
thé bat thuc san t& bao 16n 9 trudng hop (13%); con lai 1a cac thé
khéc 12 truong hop (17,6%). RT Yaqo va cs (2011) nghién ctru 51
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tré chan doan u lympho 4c tinh & Béc Iraq. Phan tich MBH theo

phan loai cia WHO 2001. Két qua co 26/51 tré (51%) chan doan
Burkitt lymphoma; 4/51 tré (7,8%) chan doan ULAKH lan toa té
bao B 16n; 4/51 tré (7,8%) chan doan ULAKH nguyén bao lympho:
2 truong hop ULAKH té bao B 16n giau T, 1 truong hop ULAKH
té bao 16n da va 1 trudng hop ULAKH té bao 16n bat thyc san CD
30 (+); 13 truong hop (25,4%) chan doan u lympho Hodgkin [143].
Theo Minipadam MT va cs (2011) nghién ciru 252 BN tudi dudi 20
tudi & An D6 thi thé nguyén bao lympho T chiém da s6 (32,1%).
Céc phan nhom chinh khac gom Burkitt, thé té bao 16n bat thyc san
va lan toa t& bao B 1on. Wang J (2012) hdi ciru bénh an 213 BN tré
em dud6i 12 tudi diéu tri tai bénh vién Xinhua Thuong Hai tir 1982
dén 2009. C6 176 tré chan doan xac dinh ULAKH. Trong d6
ULAKH nguyén bao lympho: 50,6%, thé Burkitt: 28,4% va té bao
16n bt thuc san: 12,5%, con lai 13 cac thé khac.
4.3. Két qua diéu tri véi phac d0 NHL — BFM 90
Ty I¢ dap wng hoan toan: Nghién clru cua ching t6i cho ty I¢
DUHT dat 94,5%. Phu hop véi cac nghién ctru khac cho thay ty 16
DUHT rit cao.
Bdng 4.5. So sanh ty 1¢ DUHT giiva cdc nghién ciru
Tac gia S6 BN Ty 16 PUHT (%)
nghién clru
Kavan (1999) 54 92,6
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Reiter A (2000) 101 79,2
Sun XF (2004) 20 90
Sun XF (2006) 55 83
Sun XF (2007) 31 83,3
Mauller J (2008) 230 84
Sun XF (2009) 18 83,3
Meng JH (2012) 24 83,3
Dokmanovic L(2012) 57 93
Jin L (2012) 112 100
Luén an nay (2016) 73 94,5

Déc tinh ciia phdc do: Hau hét cac nghién ciru déu chi ra phac do
nay c6 doc tinh trén huyét hoc 1a chu yéu. Ty 18 ha bach cau, bach
cau trung tinh do 3,4 cao. Cac ddc tinh trén gan than, tiéu hoda, da
niém mac...khong ndng va chép nhan duoc.

Tai phéat

Ty 1€ tai phat theo nghién ctru cta chung t61 1a 11,6%, cao hon
két qua nghién ctru ctia Alfred Reiter, twong dwong hon nghién ctru
cia Burkhardt B (10%), thap hon két qua cia Ofrat Beyar Katz
(13,5%).
Tirvong

Ty 1é tir vong chung cta ching t6i 1a 34,2%, cao hon két qua cua
ctia Reiter A (7,62%), cao hon két qua ctia Chen Y (7,9%), cao hon
két qua cta Sun XF (13,8%).
Ty l¢ STKB, STTB 5 nam

Bing 4.6. S0 sanh ty 1¢ séng thém 5 ndm véi mét sé nghién ciru

Tac gia S6BN Tylé STKB Tylé STTB



http://jco.ascopubs.org/search?author1=Birgit+Burkhardt&sortspec=date&submit=Submit
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5 nam (%) ndm (%)

Kavan P (1999) 54 74 80

Reiter A (2000) 105 90

Grenzebach J (2001) 105 91,4

Attarbaschi A (2002) 67 864

Burkhardt B (2005) 2084 851

Burkhardt B (2006) 109 88+3

Karadeniz C (2007) 31 84,6

Muiller J (2008) 230 753 78+3

B Burkhardt (2011) 2537 851 90%=1

Dokmanovic L (2012) 57 84,1 93

Jin L (2012) 112 83,5

Sun XF (2013) 138 85,8 85,8

Ji Sook Kim (2014) 34 67,7£8,0 79,3+7,0

Sun XF (2014) 107 75,5 77,8

Luén an nay (2016) 73 65 65,8
KET LUAN

Qua nghién ciru 73 BN tré em dugc chan doan ULAKH giai
doan III, IV ching t6i rat ra mot s6 két luan nhu sau:
1. Pic diém 1am sang
- Tudi méc bénh trung binh 8,5 + 3,9 tudi. Nhom tudi hay gap nhat:
9-13 tudi & ca hai gidi.
- Gi6i: Tré trai nhiéu hon tré gai. Ty 1& nam/ nit 1a 3,9/1.
- Ly do BN dén vién hay gip nhét 1a phat hién u hach, gip 78,1%.
- Thoi gian khéi bénh trung binh 2,5 £ 5,1 thang.
- Phan bé ton thuong 1am sang: Pau mit ¢ 1a vi tri hay c6 ton
thuong nhét: 38,4% u dau mat c6 va 50,7% hach diu mat cd. Tiép

theo 14 u trung that 35,6% va hach 6 bung 32,9%.
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- Biéu hién toan than thuong r& rét: Ty 18 thiéu mau, gy sat, hoi

chtng B 1an luot chiém 63,0%; 65,8%; 74,0%.
2. Pic diém MBH

Phén loai MBH theo WF 1982, ty 1¢ thé MBH hay gip nhat 1a
WF9 chiém 23 BN (31,5%), thé hay gip thir hai 14 WF7 chiém 21
BN (28,8%). Pa sb 1a tré ¢c6 MBH 4c tinh trung binh 50,7% va ac
tinh cao 39,7%.

Phén loai MBH theo WHO 2001, thé MBH hay gip nhat 1a thé
nguyén bao lympho 39 BN (53,4%), tiép theo 1a thé té bao 16n lan
tda 15 BN (20,5%) va thé Burkitt 14 BN (19,2%). it gip thé té bao
nho va thé té bao 16n bét thuc san.

3. Két qua diéu trij giai doan III+IV (phac dé NHL - BFM 90)
3.1. Ty l¢ PUHT
Ty 18 DUHT rét cao 94,1% (PUHT sém trudc 33 ngdy pha tin
cong: 46,4% va DPUHT muon sau 33 ngdy pha tin cong: 53,6%).
3.2. Pjc tinh ciia phic do NHL - BFM 90

boc tinh chu yéu la trén huyét hoc v6i ha BCTT néang (74% do
3+4) ¢ pha tin cong, cing cb, tai tin cong. Poc tinh trén gan than
khong dang ké, chu yéu & do 1, 36 2. Mot sb tac dung phu khong
mong mudn qua cic pha nhu nén, tiéu chdy, viém miéng, nhiém
trung...chtl yéu & mirc do nhe va vira.

3.3. Ty I¢ tdi phat
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Ty 1¢ tai phat 1a 11,6%. Thoi gian tai phat trung binh 10,7

thang, trung vi 8,3 thang.
3.4. Ty I¢ tir vong, nguyén nhdn tir vong
- Ty 1€ tor vong: 34,2%.
- Nguyén nhén tir vong: Hay gip nhat: do bénh tién trién 16,4%,
tiép theo 1 do nhiém tring 9,6%.
3.5. Ty l¢ STKB, STTB 5 nam

Theo d&i trung binh 48,5 + 34,5 thang, trung vi 51,3 thang,
STKB 5 nam 65%. STTB 5 nam 65,8%.
3.6. Cdc yéu té anh hwéng két qua diéu tri khi phan tich don bién
- Gi6i, nhom tudi, giai doan bénh, thé MBH, néng d6 LDH huyét
thanh ting khong phai 1 yéu t6 tién luong ¢ y nghia thong ké anh
huong dén dap tng, tai phat, tir vong va STKB, STTB.
- Thot gian vao vién trude diéu tri s6m hay mudn nghia la diéu tri
som hay mudn, dap tng diéu tri sém hay mudn, 1a nhimg yéu tb

anh huong tai phat, tir vong va STKB, STTB c¢6 ¥ nghia thong ké.
KIEN NGHI
ULAKH 14 bénh 4c tinh hay gip hang thir 3 & tré em. Bénh cin

dugc phat hién chin doan cang som cang t6t. Bénh chu yéu co thé

MBH 4c tinh cao. Phan loai MBH theo WF 1982 khong phu hop
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vol mic do tién trién nhanh, triéu ching lam sang ndng cua

bénh. Can 4p dung phéan loai MBH theo WHO 2001. Viéc diéu tri
can phac dd nhiéu thudc, manh, qua nhiéu pha sao cho dat PUHT
cang sém cang tot. Phac d6 NHL - BFM 90 1a phac do ap dung
rong rii trén thé gisi do ty 1& dép tmg cao, ty 16 STKB, STTB rét
cao. Phac dd c6 thé ap dung dugc ¢ Viét Nam do du thudc, doc tinh
chap nhdn va xir Iy duoc & nhirng trung tm diéu tri ung thu tré em
chuyén sau. Tuy nhién dé ha thap ty 1é tai phat, tir vong va nang cao
ty 1¢ sdng theo, thoi gian séng thém ctia ULAKH tré em diéu tri
phac do nay can diéu tri cang sdm cang tot, ting cudng cham soc
hd trg va cd géng diéu tri du thude, da liéu nhét 1a trong pha tan
cong dé dat duoc DPUHT cang som cang tot.

Trong twong lai, cin c6 nhiéu nghién ciru diéu tri chuyén sau vé
ULAKH tré em theo timg thé MBH, phan nhom nguy co, 4p dung

diéu tri dich, hoa tri liéu cao két hop ghép té bao gbc tao mau...



INTRODUCTION OF THE THESIS

Lymphoma (Hodgkin and non Hodgkin) is the the third most
common form of cancer among children, following leukemias
(27.5%) and brain tumors (17.4%) in that non Hodgkin’s lymphoma

(NHL) accounts for 4,3% of all children cancers.

Children NHL’s epidemiological and clinicopathological
characteristics and treatment outcomes are different from that in
adult. The majority of the patients had been diagnosed with
advanced disease. NHL staging Ill and IV accouts for
approximatedly 60% - 70% depending to different reports. In
clinical practice, the disease is divided in the limited stages (stage
I+11) and advanced stage (I11+1V).

Since the early of 1970s, many new born chemotherapeutic
protocols have improved survival rate. 5 years survival rate of
children NHL have been improved from 56% in the period 1975-
1984 to 72% in the period 1985-1994. In the world 70% - 90% of
children with NHL reach 5 years survive by suitable chemotherapy.
Pts with advanced stages, the protocols must more aggressive,
longer, also achieved survival rate 70% according to different

reports. In Viet Nam, there are few researchs about children NHL’s
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characteristics and treatment results. There is no agreement in

protocols between different hospitals. Chosen protocols are still
unsuitable for stages of disease. That’s why we study this thesis
with following objects:

Studying objects:

1, Studying some clinical, histopathological characteristics of
children NHL staging I11+1V treated in K hospital from 1/6/2005
to 30/10/2014.

2, Evaluate treatment result NHL staging 111+1V of these children
by NHL - BFM 90 protocol in K hospital.

The new contributions and practical implications of the thesis:
Describe some clinical, histopathological characteristics of children
NHL staging Il1+1V, basing on that the thesis shows some new
useful contributions in making a dignosis.

By studying effects of NHL — BFM 90 protocol, we found that:

- NHL — BFM 90 protocol is effective. Complete response rate after
induction phase is 94,1%. Using Kaplan-Meier statistics, 5 years
disease free survival rate (DFS) is 65%, 5 years overall survival rate
(OS) is 67%. Treatment induced toxicities is mainly neutropenia
grade 3+4 in every phases but tolerable and acceptable. Our

analysis shows that gender, age, stage, pathological variables,
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elevated LDH levels are not statistically significant

prognostic factors associated to response, relapse, death and DFS,
OS.
Duration of symptoms at time of diagnosis, early/late response are
statistically significant prognostic factors associated to, relapse,
death and DFS, OS.
- NHL — BFM 90 protocol can be applied in specialized hospitals in
Viet Nam. However, there should be better supportive care so that
pts can be treated with full dose, on time that help they can reach
earlier complete response then having better survival outcome.
Structure of thesis
This thesis is composed of 126 pages (excluding appendices and
referrences): Introduction (2 pages), Chapter 1. Overview (35
pages), Chapter 2: Material and method (15 pages); Chapter 3:
Result (35 page); Chapter 4: Discussion (33 pages); Conclusions (2
pages); Recommendations (1 page). There are 43 tables, 24 charts
and 3 pictures. Referrences: 159 referrences (Vietnam and foreign
ones). Appendices consists of pts list, studying profile, letter.
CHAPTER 1: OVERVIEW

Overview from Vietnam and foreign referrences: Describe the

clinical and histopathological characteristics of NHL children

staging HH1+1V.
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1.1. Clinical characteristics of NHL children staging I11+1V.

- Common age: 9 years. Gender: Male more than female.

- System symptoms: B syndrom (Fever — body temperature > 38°C,
lost weight — more 10% body weight in recent 6 months, sweat at
night), anemia, lost weight. Some other symptoms: tiredness,

uncomfortables, bone painful or gastrointestinal symptoms.

-Physical symptoms: Clinical characteristics of NHL children differ
depending on histopathological type, dissemination and primary
location. Children NHL often have aggressive clinical behaviour.
Enlarged periphary lympho nodes, abdominal nodes, mediastinal
lympho nodes. Waldeyer ring (tonsils, tongue, nasophargeal
palate), sinus, upper jar, ocular, salivary gland, thyroid gland and
head skin. Abdomen is the most commont location, hip bone,
caecum and appendix. Central nervous system lesions are often due
to involvement during aggressive duration. Other location often
have high grade histopathological type: Testicular, bone, kidney,
prostate gland, bladder, ovaries, ocular, heart, breasts, salivary
gland, thyroid gland, skin...Some children are brought to the
hospital in the emergency such as air way obstruction, periphery
heart effusion, pleural effusion following dyspnea, vena cava—and-—
airway compression, tumor lysis syndrome following by kidney

failure, electrolyte disorder, interstinal obstruction ...
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- Stage: The majority of the patients had been diagnosed with

advanced disease. Staging according to St Jude Murphy staging in
children NHL.
1.2. Histopathology

Applying WHO 2001classification, The majority of the patients
had been diagnosed with aggressive grades. Four NHL subtypes
comprise 90% of the NHL cases in children namedly lymphoblastic
lymphoma, Burkitt, diffuse large cell, anaplastic lymphoma.

1.3. Treatment

Chemotherapy is the main therapeutic method in children NHL.
Thanks to advances of chemotherapy, surgery and radiation are no
longer applied much in children NHL. There are many protocols
that applied to each risk groups, individual histopathological

subtypes and individual patients.

Supportive care is very important: blood production transfusion,
repair electrolyte disorders, prophylactic and deal with tumor lysis
syndrome, neutropenia complications, infectious complications,
metabolic disorders, nutritious problems, psychological alternation,

follow up and finding, treat late side effects.

The role of clony antibody, immuno therapy need be

demonstrated more in children NHL.
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With relapse NHL: chemotherapy and stem cell

transplantation, bone marrow transplantation.

CHAPTER 2: MATERIAL AND METHOD
2.1. Material: 73 pts with NHL staging I11+IV were eligible for
trial NHL-BFM 90 in K hospital from 1/6/2005 to 30/10/2014.
Diagnosed criteria are histopathological findings,
immunocytohistopathological stains that help classify according to
the criteria of the Working Formulation 1982, WHO 2001. The St.
Jude staging system was used.
2.2. Method
2.2.1. Design of study: Uncontrolled one cohort clinical trial, long
follow up.
2.2.2. Sample size determination: Formulation of uncontrolled
one cohort clinical trial (SK Lwanga and S Lemeshow: Sample
size determination in Health studies, a practical manual. WHO,
Geneva, 1991)

Formulation:
p (1-p)
n=2Z X

d2
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[l The level of significance used for the statistical tests was 5%, [J|j

=0.05.

22, : Z when choisen [Jjif JJo.05s0 z . g =1.96.

p: Medium 5 years survival rate of children NHL staging HHI+IV,
approximatedly 70%.

d: absolute error, estimate 0.11

Minimum sample size:

0.7x(1-0.7)
n=1.96x — =67

0.112

Minimum sample size n=67. Exactly n= 73 pts.

2.2.3. Variables of study
2.2.3.1. Clinical and histopathological characteristics

- Age, gender, duration of onset time, reason of admittion, location
of lesion, systemic symptoms.

- Histopathological characteristics according to Working
Formulation 1982, to WHO 2001.

2.2.3.2. Treatment result by NHL — BFM 90 protocol

- Early — late response rate.

- Side effects rate.
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- 5 years disease free survival rate (DFS), Overall survival rate

(0S).

- Relapse rate, medium time of relapse.

- Death rate, reason of death.

- Univariable, multivariable analysis to find prognostic factors.

2.3. Data analysis

- Data were input on a database created with Epi-Info, version 6,
and statistical calculations were carried out using specialized
software: SAS (Statistical Analysis System), version 8, SPSS
(Statistical Package for the Social Sciences), version 16 and Stata
9.2.

- Using 7, test — student, log rank to evaluate differences between
the groups.

- P - values of less than 0.05 were considered significant.

- Presenting features at diagnosis were analyzed using the Chi-
square test. The principal end point was Disease-free survival
(DFS), measured from the start of therapy to the date of first
treatment failure (relapse, death, or second malignancy) or to the
last date of follow-up. Failure to enter remission was considered an
event at time zero. Distribution of DFS was estimated by the
method of Kaplan and Meier and compared by using the log-rank

test, stratified by treatment era where appropriate. Multivariable
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Cox proportional hazards regression models were used to

assess whether DFS was associated with age at diagnosis, sex,
Murphy stage, or serum LDH activity, histopathological subtypes,

early — late treatment, response, early — late response, relapse...

- Study results are displayed in figues, charts, percentage (%),

medium = standard deviation.

CHARTER 3: RESULTS OF STUDY
3.1. Clinical characteristics
- Common age: 9 — 13 years. Medium age: 8.5 £ 3.9 years.
- Gender: Male more than female. Male/female: 3.9/1.
- Common reason of admittion: palpable lympho node and tumor
57 pts (78.1%), followed by dypsnea 11 pts (15.1%).
- Time of onset: Medium 2.5 £ 5.1 months.
- Clinical lesion: Commonest head and neck lympho nodes 37 pts
(50.7%), followed by abdominal lympho node 24 pts (32.9%);
mediastinal lympho node 18 pts (24.7%). Extranodular lesion: head
and neck tumor accouts for the highest rate 28 pts (38.4%), second
commonest is mediastinal tumor 26 pts (35.6%), third commonest
is abdominal tumor 20 pts (27.4%). Rare bone lesion.
- Systemic symptoms: Anemia, weight losing, B syndrome rate are
63.0%; 65.8%; 74.0% respectively. Tumor lysic syndrome at
diagnosis: 5 pts (6.8%).
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3.2. Histopathological characteristics

Being classified according to the criteria of the Working
Formulation 1982, the most common subtype is WF9: 23 pts
(31.5%), followed by WF7: 21 pts (28.8%). Most of the pts have
moderate grade 50.7% and high grade 39.7%.

Being classified according to the criteria of WHO 2001, the
most common subtype is lymphoblastic lymphoma 39 pts (53.4%),
followed by diffuse large cell 15 pts (20.5%) and Burkitt’s lympho
14 pts (19.2%). Small cell and anaplastic lymphoma are rare.

3.3. Treatment result
Complete response

Stable 3.1. Response rate after induction phase

Response CR PR Aggressive | Death
Stage
Stage 111 No of pts 26 0 1 1
Rate (%) 92.8 0 3,6 3.6
Stage IV | No of pts 43 0 2 0
Rate (%) 62.3 0 4,4 0
Total No of pts 69 0 3 1
Rate (%) 94.5 0 4,1 1.4

P=0.37
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Assesment: Most of the pts achieved CR after induction

phase 69 pts (94.5%), 3 pts failed response and continued
aggressive (4.1%); 1 pts died after 7 days of induction (1.4%).
Difference in response rate, aggression between stage Il and 1V is
not statistically significant (p=0.37).

Early — late complete response (before - after 33 days of
induction)

Stable 3.2. Early — late complete response

Stage Stage IlI Stage IV Total p

CR Noof | Rate | Noof | Rate | Noof | Rate
pts (%) pts (%) pts (%)

Early CR 14 53.8 18 41.9 32 46.4

LateCR | 12 | 462 | 25 | 581 | 37 | 536 |33

Total 26 100.0 43 100.0 69 100.0

Assesment: Of CR pts, there are 32 pts achieved early before CR 33
days (46.4%) and 37 pts achieved late CR after 33 days of induction
phase (53.6%). Difference in early- late response rate between stage

Il 'and IV is not statistically significant (p=0.33).




Toxicities of NHL — BFM 90 protocol
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Stable 3.3. Hematological toxicities NHL - BFM 90

Phase | Induction | Consolidation | Reinduction | Maiternance
(73 pts) (66 pts) (58 pts) (50 pts)
Toxicitie (Rate %) (Rate %) (Rate %) (Rate %)
WB | GdO | 13(17.8) | 14(21.2) 11 (19.0) 35 (70.0)
C Gd1 | 28(38.4) 32 (48.5) 29 (50.0) 13 (26.0)
Gd2 | 15(205) | 14 (21.2) 3(5.1) 2 (4.0)
Gd 3 | 15(20.5) 5 (7.6) 11 (19.0) 0
Gd4 | 2(2.8) 1(1.5) 4 (6.9) 0
Ne | Gdo | 0(0.0) 2 (3.0) 0 40 (80.0)
utro | Gd1 | 0(0.0) 4(6.1) 2(3.4) 5(10.0)
phil | Gd2 | 19 (26.0) 12 (18.2) 13 (22.4) 5 (10.0)
Gd3 | 32(425) | 27(40.9) 9 (15.5) 0
Gd4 | 23(315) | 21(31.8) 34 (58.6) 0
Hb | GdO | 20(27.4) | 28 (42.4) 21 (36.2) 40 (80.0)
Gd1 | 24 (32.9) 24 (36.4) 20 (34.5) 9 (18.0)
Gd2 | 27(37.0) | 13(19.7) 14 (24.1) 1(2.0)
Gd3 | 2(2.7) 1(15) 3(5.2) 0
Gd4 | 0(0.0) 0(0.0) 0 0
Plat | Gd0 | 24(32.9) | 41(62.1) 30 (51,7) 48 (96.0)
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elet | Gd1 | 18(24.7) | 13(19.7) 10 (17.3) 2 (4.0)
Gd2 | 15(20.5) 8 (12.1) 10 (17.3) 0
Gd3 | 13(17.8) 3(4.5) 6 (10.3) 0
Gd4 | 3(4.1) 1(15) 2 (3.4) 0

Assesment: In the induction phase, hematological toxicities ddc
tinh huyét hoc dang luu y 1a ha 32 pts with neutropenia grade 3
(42.5%), 23 pts with neutropenia grade (31.5%). Leukopenia, lower
hemoglobin and decreasing platelet is mild and moderate.

In the consolidation phase, main toxicities are neutropenia grade
3 in 27 pts (40.9%) and grade 4 in 21 pts (31.8%). Leukopenia,
lower hemoglobin and decreasing platelet is mild and moderate.

In the reinduction phase, neutropenia grade 3 happens in 09 pts
BN (15.5%), main toxicity is neutropenia grade 4 that happens in
34 pts (58.6%). Leukopenia, lower hemoglobin and decreasing
platelet is mild and moderate.

In the mainternance phase hematological toxicities is minimum.

Figue 3.4. Rate of toxicities in liver, kidney function

Phase | Inductio | Consolidati | Reinducti | Mainternan
Toxicities n (73 on (66 pts) | on (58 ce (50 pts)
pts) (Rate %) | pts) (Rate %)
(Rate %) (Rate %)
SGOT GdO0 |64 (87.7) | 42(63.6) | 40(69.0) | 39 (78.0)
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Gdl | 6(82) | 16(242) | 14 (24.1) | 7(14.0)

Gd2 | 2(27) | 8(121) | 4(6.9) 4(8.0)

Gd 3 0 0 0 0

Gd4 | 1(L4) 0 0 0
SGPT GdO |64 (87.7) | 41(62.1) | 40(69.0) | 38(76,0)

Gd1l | 6(82) | 18(27.3) | 14(24.1) | 8(16.0)

Gd2 | 2(27) | 7(106) | 4(6.9) 4(8.0)

Gd 3 0 0 0 0

Gd4 | 1(1.4) 0 0 0
Ure Gd O |69 (94.5) | 53(80.3) | 50 (86.2) | 47 (94.0)

Gd1l | 4(55) | 9(136) | 6(10.3) | 3(4.1)

Gd 2 0 4(6.1) 2 (3.5) 0

Gd 3 0 0 0 0

Gd 4 0 0 0 0
Creatinin | Gd0 | 70 (95.9) | 54 (81.8) | 54 (93.1) | 49 (98.0)

Gd1 | 3(41) | 11(16.7) | 4(6.9) 1(2.0)

Gd 2 0 1(15) 0 0

Gd 3 0 0 0 0

Gd 4 0 0 0 0
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Assesment: The is no severe toxicities in liver, kidney

function.There is only toxicities in liver, kidney grade 1,2 with a
low rate.

Stable 3.5. Rate of other toxicities

Phase | Induction | Consolidat | Reinductio | Mainternanc
(73 pts) ion (66 | n (58 pts) e (50 pts)

Toxicities (Rate %) pts) (Rate %) (Rate %)
(Rate %)
Vomi | GdO | 11(15.1) | 42(63.6) | 26 (45.6) | 50(100.0)
ting | Gd1 | 32(42.5) | 19(28.8) | 24 (42.1) 0
Gd2 | 32(42.5) 4(6.1) 6 (10.5) 0
Gd 3 0 1(1.5) 1(1.8) 0
Gd 4 0 0 0 0

Stom | GA O | 43(58.9) | 13(19.7) | 24 (41.4) | 43(86.0)

atitis | Gd1 | 27 (37.0) | 7(10.6) | 14(241) | 6(12.0)

Gd2 | 2(27) | 42(63.6) | 14(24.1) 1(2.0)

Gd3 | 1(L4) 4(6.1) 5 (8.6) 0

Gd 4 0 0 1(1.8) 0
Diarr | GdO | 68(93.2) | 54 (81.8) | 44(75.9) | 49 (98.0)
hoea | Gd1 | 4(5.5) 6(9.1) | 9(155) 1(2.0)

Gd2 | 1(L.4) 5 (7.6) 4(6.9) 0

Gd 3 0 1(15) 0 0




16

Gd 4 0 0 1(1.7) 0
Hem | GdO | 71(97.3) | 64(97.0) | 56 (96.6) |50(100.0)
orrha [ Gd1 | 1(L4) 0 1(1.7) 0
ge | Gd2 0 1(15) 0 0
Gd 3 0 0 1(1.7) 0
Gd4 | 1(14) 1(15) 0 0
Infect | Gd O | 57 (78.1) | 47 (71.2) | 37 (63.8) | 50(100.0)
ion | Gd1l | 10(13.7) | 7(10.6) | 12(20.7) 0
Gd2 | 5(68) | 8(121) | 5(856) 0
Gd3 | 1(14) 1(15) 4(6.9) 0
Gd 4 0 3(4.5) 0 0

Assesment: Some side effects are almost mild and moderate. Grade
3,4 toxicities are in low rate. Stomatitis grade 1+2 in the
reinduction (48.2%) that is induced to high dose methotrexate is
important

There are 7 pts (9.6%) having tumor lysis syndrome in the
induction phase. L’asparaginase induced panceatitis in the
induction phase happens in 6 pts (8.2%), 3 pts in the reinduction
(5.2%).

Repalse
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11,6%

B No relapse
B Relapse

88,4%

Figue 3.5. Rate of relapse
Assesment: In 69 pts reached CR afer the induction phase, there are
8 pts relapsed, that accouts for 11.6%.
Death

65.8

B Died O Living

Figue 3.6. Rate of death
Assesmentt: Rate of death in 73 pts is 25/73 (34.2%).
Death according to early — late CR

Stable 3.6. Death according to early — late CR

Variables Living Dead
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Response No of | Rate (%) | Noof | Rate (%)
pts pts

Early CR (32) 31 96.9 1 3.1

Late CR (37) 17 45.9 20 54.1

No response 0 0 4 100

P=10.001

Assesment: In 69 pts who reached CR:

- In pts with early CR: rate of death 3.1%.

- In pts with late CR: rate of death 54.1%.

- In pts with no response: rate of death 100%.

- Difference is statistically significant p=0.001.
5 years DFS, OS

DFS

Tl (%)

The! gian séng thim khéng binh (thing)

Figue 3.1. Rate and length of DFS
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Assesment: Medium DFS leght is 44.5 + 35.2 months, median:

45.1 months, minimum 01 month, maximum 114.2 months. Rate of
5 years DFS reaches 65%.

OS

T T T T
40 &0 [ 1M
Théi gian séng thém toan b (thang)

Biéu @6 3.2. Rate and length of OS
Assesment: Medium OS is 48.5 + 34.5 months, median: 52.3
months, minimum 1 month, maximum 115.9 months. Rate of 5
years OS reaced 65,8%.
5 years DFS, OS according to early — late response

DFS according to early — late response
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Théi gian séng thém khang bénh (thing)

Figue 3.3. DFS according to early — late response
Assesment:
- In pts with early CR: medium DFS: 110.7 = 3.4 months, years
DFS rate according to Kaplan-Meier statistics: 97%.
- In pts with late CR, medium DFS: 54.9 + 8.8 months, years DFS
rate according to Kaplan-Meier statistics: 45%.
- Log Rank = 20.912; p=0.000.
- Difference is statistically significant p < 0.05.

OS according to early — late response
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Figue 3.4. OS according to early — late response

Assesment:
- In pts with early CR, medium OS: 110.9 + 3.4 months, 5 years OS
rate according to Kaplan-Meier statistics: 97%.
- In pts with late CR, medium OS: 58.0 + 8.8 months, 5 years OS
rate according to Kaplan-Meier statistics: 49%.
- Log Rank = 20.350; p=0.000.
- Difference is statistically significant p < 0.05.
CHAPTER 4: DISCUSSION

4.1. Clinical characteristics

Our study is similar to almost other studies that show the
common age is approximately 9 years. Male is more than female.
Clinical characteristics is the same. The pts are often admitted in
advanced stage with many disseminated lesions such as head and
neck tumor, mediastinal tumor, abdominal tumor and lympho
nodes, bone marrow involvment...Systemic symptoms are also
similar to that in many other studies that show anemia, lost weight,
B syndrome with high rate.
4.2. Histopathological characteristics
Histopathological classification according to WF 1982

Our study is similar to almost other studies that show

histopathological grade is often highly malignant. The common
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subphenotype is WF9, WF7, Burkitt. Al-Samawi AS et al

(2009) in 801 eligibleYemen pts, histopathological classification
according to WF 1982 show that most of pts have Burkitt’s
lymphoma (64.8%); followed by diffuse large B cell (23%);
lymphoblastic lymphoma 6.3%; remain other subtype 5.9%. The
reason why this study have high rate of Burkitt’s lymphoma is that
Yemen is a country belonging to Africa where the rate of EBV is
very high.

Histopathological classification according to WHO 2001

In our study, the commonest subtype is lymphoblastic 39 pts
(53.4%), follwed by large B cell 15 pts (20.5%) and Burkitt 14 pts
(19.2%). Small cell and anaplastic lymphoma are rare.

Our study is similar to Murphy SB et al (1989), lymphoblastic
lymphoma accouts for 28.1%; similar to Neth O, Seidemann K et al
(2000): lymphoblastic lymphoma accouts for 30%. In the study of
Wright D et al (1997), in 293 eligible pts, there is only one pt
having low grade (indolent) histopathology. Lymphoblastic
lymphoma accouts for 27.2%; Large cell anaplastic lymphoma
accouts for 15,1%; Burkitt’s lymphoma accouts for the highest rate
42.2%. Kavan P (1999) retrospectively reviewed 63 pts treated
from 1991 to 1995, diffuse large B cell accouts for 34.9%;

lymphoblastic lymphoma accouts for 30.2%; Burkitt accouts for



23
15.9%; unclassified lymphoma 19%. Shah SH (2000) studied 61

pts with high grade lymphoma accouts for 87%. The most common
subtype is Burkitt that accouts for 33%, followed by lymphoblastic
lymphoma 28%; diffuse large B cell accouts for 15%; diffuse large
and small 13%; non cleaved small cell, non Burkitt accouts for 7%;
immunoblastic lymphoma 4%. Yang CP et all (2000)
retrospectively reviewed 200 pts treated in 13 hospitals from 1/1992
to 6/1998, lymphoblastic lymphoma accouts for 27.3%; non
cleaved small cell accouts for 47.5%; large cell 25.2%. Nakagawa
A (2004) classified 155 pts histopathologically according to WHO
2001. There are follow up 96 pts. Result: Burkitt’s lymphoma 18
pts (18.8%); pre B lymphoma 11 pts (11.5%); diffuse large B cell
18 pts (18.8%); B cell unclassified lymphoma 3 pts (3%); pre T
lymphoma 23 pts (24%); T cell large cell anaplastic lymphoma 20
pts (20,9%); other T cell lymphoma 3 pts (3%). Peh SC (2004)
reviewed histopathology of 69 pts. The result showed that the most
common subtype is Burkitt 25 pts (36%); lymphoblastic lymphoma
23 pts (33.4%); large cell anaplastic lymphoma 9 pts (13%); remain
other subtype 12 pts (17.6%). RT Yaqo et al (2011) have research
including 51 pts with diagnosis as malignant lymphoma in North
Irag. Histopathological classification according to WHO 2001.
Result: 26/51 pts (51%) have Burkitt’s lymphoma; 4/51 pts (7.8%)
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have diffuse large B cell; 4/51 pts (7.8%) have lymphoblastic

lymphoma: 2 pts have T rich B lymphoma, 1 pt with skin large cell
lymphoma and va pt with large cell anaplastic lymphoma CD 30
(+); 13 pts truong hop (25.4%) with Hodgkin’s lymphoma. As in
Minipadam MT et al’s research (2011) including 252 pts aging
under 20 years in India, the highest subtype is T cell lymphoblastic
lymphoma (32.1%). The other main subtypes are Burkitt, cell large
cell anaplastic and diffuse large B cell lymphoma. Wang J (2012)
retrospectively reviewed 213 pts aging under 12 years in Xinhua
Sanghai hospital from 1982 to 2009. There are 176 children being
diagnosed as NHL. In those, lymphoblastic lymphoma accouts for:
50.6%, Burkitt: 28.4% and large cell anaplastic lymphoma: 12.5%,
the remain is other.

4.3. Treatment result by NHL — BFM 90 protocol

CR rate: Our study shows that CR rate reached 94.5%. This
result is similar to many other researchs that showed very high CR.

Stable 4.5. Comparision CR rate between other researchs

Researchers No of pts CR rate (%)
Kavan (1999) 54 92.6
Reiter A (2000) 101 79.2
Sun XF (2004) 20 90
Sun XF (2006) 55 83
Sun XF (2007) 31 83.3
Mauller J (2008) 230 84

Sun XF (2009) 18 83.3
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Meng JH (2012) 24 83.3
Dokmanovic L(2012) 57 93
Jin L (2012) 112 100
This thesis (2016) 73 94.5

Protocol induced toxicities: Almost researchs showed that
hematological toxicities are main. Leukopenia, neutropenia grade
3,4 are high. Toxicities in liver, kidney function, in gastrointerstinal
tract, skinn, mucosa...are unsevere and acceptable.

Ty 1¢ STKB, STTB 5 nam

Stable 4.6. Comparision 5 years survival rate between other

researchs

Authors No of pts 5 years DFS 5 years OS

rate (%) rate (%)
Kavan P (1999) 54 74 80
Reiter A (2000) 105 90
Grenzebach J (2001) 105 91.4
Attarbaschi A (2002) 67 864
Burkhardt B (2005) 2084 85+1
Burkhardt B (2006) 109 88+3
Karadeniz C (2007) 31 84,6
Muiller J (2008) 230 753 78+3
B Burkhardt (2011) 2537 85+1 90%=1
Dokmanovic L (2012) 57 84.1 93
Jin L (2012) 112 83.5
Sun XF (2013) 138 85.8 85.8
Ji Sook Kim (2014) 34 67.7£8.0 79.3£7,0
Sun XF (2014) 107 75.5 77.8
This thesis (2016) 73 65 65,8

Relapse
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Relapse rate in our study is 11.6%, our result is higher than

in Alfred Reiter et al’s report, similar to Burkhardt B et al’s report
(10%), lower than in Ofrat Beyar Katz et al’s report (13.5%).
Death

Mortality percent in our study is 34.2%, higher than in Reiter A
et al’s study (7.62%), higher than in Chen Y (7.9%), higher than
Sun XF (13.8%).

CONCLUSION

By studying 73 pts with confirmed diagnosis as NHL stage I,
IV, we have some conclusions as following:
1. Clinical characteristics
- Medium age 8.5 £ 3.9 years. The Commonest group of age: 9-13
years in both gender.
- Genger: Male is more than female. Male to female ratio: 3.9/1.
- The reason of admition is palpable tumor or lympho nodes 78.1%.
- Medium leght of onset time: 2.5 £ 5.1 months.
- Clinical lesions: Commonest head and neck: 38.4% having tumor
and 50.7% having lympho nodes in head and neck. Followed by
mediastinal tumor 35.6% and abdominal lympho nodes 32.9%.
- Systemic symptoms: Anemia, lost weight, B syndrom is 63.0%;
65.8%; 74.0%.

2. Histopathological characteristics


http://jco.ascopubs.org/search?author1=Birgit+Burkhardt&sortspec=date&submit=Submit
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Histopathological classification according to WF

1982, the commonest subtype is WF9: 23 pts (31.5%), followed by
WEFT7: 21 pts (28.8%). Almost pts have moderate 50.7% and high
grade 39.7%.

Histopathological classification according to WHO 2001, the
most common is lymphoblastic lymphoma 39 pts (53.4%), followed
by diffuse large B cell 15 pts (20.5%) and Burkitt’s lymphoma 14
pts (19.2%). Small and large cell anaplastic lymphoma.

3. Treatmnet result (NHL - BFM 90 protocol)
3.1. Complete response

CR rate is very high: 94.1% (Early CR before 33 days of
induction: 46.4% and late CR after 33 days of induction: 53.6%).
3.2. NHL - BFM 90 protocol induced toxicities

Hematological toxicities: The main toxicities is severe
neutropenia (74% grade 3+4) in induction, consolidation,
reinduction. Toxicities in liver, kidney are mild, essential grade is 1
and 2. Other side effects such as vomiting, stomatiti, diarrhea,

infection...are mild an moderate.

3.3. Rate of relapse
Rate of relapse is 11.6%. Medium time of relapse 10.7 months,
median 8.3 months.

3.4. Rate and reason of death
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- Rate of death: 34.2%.

- Reason of death: The commonest reason of death is disease
aggression 16.4%, followed by infection 9.6%.
3.5. 5 years DFS, OS

Medium follow up time 48.5 + 34.5 months, median 51.3
months, 5 years DFS 65%, 5 years OS 65,8%.

3.6. Prognosis factors when being univariable analysed

- Gender, age group, stage, histopathological type, elevated serum
LDH level are not statistically significant prognosis factors

impacting to response, relapse, death, DFS, OS.

- Early — late time of admition, early — late starting of treatment,
early — late response are statistically significant prognosis factors

impacting to relapse, death, DFS, OS.

RECOMMENDATION
NHL is the the third most common form of cancer among children.
The disease need be diagnosed as early as possible.
Histopathological grade is almost high. Histopathological
classification according to WF 1982 is unsuitable to aggressive
level, severe clinical behavour. Histopathological classification
according to WHO 2001 should be applied for children NHL

because it is suitable. Chemotherapeutic protocols need have
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multidrugs, multiphase so that help the patients reach complete

response as early as possible. NHL - BFM 90 ptotocol is widely
applied in the World because its response rate is very high, its DFS,
OS are quite high. This ptotocol can be applied in Viet Nam
because its drugs are available, its toxicities are acceptable in
specialized Children Oncology Centre. However, in order to reduce
relapse rate, death rate and increasing survival rate, survival tiem
of children NHL treated by this protocol, supportive care and
enough medicine, in time especially in induction phase so that the
patient can reach CR as early as good.

In the future, it should have more specialised studies, trials on
children NHL according to individual histopathological type, risk
group, applying target treatment, high dose chemotherapeutic
treatment and stem cell transplantation, bone marrow

transplantation...



