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DPANH GIA KET QUA HOA TRI TAN BO TRQ' PHAC PO
PACLITAXEL - CARBOPLATIN TRONG UNG THU BUONG TRUNG
GIAI POAN III - IV TAI BENH VIEN K

Nguyén Thi Thanh Loan', Lé Thanh Pirc!, Han Thi Thanh Binh'

TOM TAT

Muc tiéu: Mo ta dac diém 1am sang, can lam
sang va danh gia két qua hda tri tan bé trg phac do
paclltaxel carboplatin trén bénh nhan ung thu biéu md
buong trilng (UTBMBT) giai doan II1-1vV. Poi tuong
va phuacng phap nghién ciru: M6 ta hoi cilu két
hgp tién clru, doi tuong nghlen ctru la 69 bénh nhan
dugc chan doan UTBMBT giai doan III-IV dugc héa tri
tan bd trg phac do paclitaxel- carboplatln tai benh vién
K tir thang 1/2018 — 4/2023. Két qua Do tudi trung
binh 1a 60,0 + 8,4. Triéu ching cg nang thudng gap
nhat la dau tdc ha vi (85, 5%), triéu chu’ng thuc thé
thudng gap nhat 13 cd chudng (85,5%) Thé mod bénh
hoc cha yeu la carcinoma thanh dich do cao (75,4%).
Phan I6n bénh nhan c6 kich thudc u >5 cm (79, 7/o),
nong do CA125 > .1000U/mL (55,1%). Vi tr| di cdn xa
hay gap nhat la mang ph0| (20,3%), hach 8 (21,7%).
Ty lé dap Lrng trén lam sang la 97 1%, ty 1é dat dugc
phau thudt toi uu la 92,8%. Yéu to anh hu‘dng den
dap ng diéu tri cla phac do dugc xac dinh 13 th€ md
bénh hoc. Tac dung khong mong muén hay gap nhat
1a ha bach cau (24, 6%) va chu yéu do I-II. Két luan:
Phac db cho két qua tot va tuang ddi an toan.

Tir khoda: ung thu budng triing, hda tri tan bé trg.

SUMMARY
EVALUATING THE RESULTS OF
NEOADJUVANT CHEMOTHERAPY

PACLITAXEL - CARBOPLATIN IN STAGE III-

IV OVARIAN CANCER AT K HOSPITAL

Objectives: To identify the clinical laboratory
characteristics and evaluation of the results of
neoadjuvant chemotherapy paclitaxel - carboplatin in
stage III-IV ovarian cancer patient. Patients and
methods: Prospective combined retrospective
descriptip study. 69 patients diagnosed with stage III-
IV ovarian cancer who received neoadjuvant
chemotherapy with paclitaxel-carboplatin regimen at K
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hospital from 1/2018 — 4/2023. Research results:
The mean age is 60,0 £ 8,4. The main presenting
symptom is pelvic pain (85,5%), the main presenting
sign is ascites (85,5%). Histopathology is mainly high-
grade serous carcinoma (75,4%). Most patients have
tumor size >5 cm (79,7%), CA125 concentration >
1000U/mL (55,1%). The most common sites of distant
metastasis are pleura (20,3%), cervical lymph nodes
(21,7%). The clinical response rate is 97,1%, the
optimal surgery rate is 92,8%. The factor affecting the
treatment response of the regimen was determined to
be the histopathological. The most common adverse
effects were leukopenia (24,6%) and mainly grade I-
II. Conclusions: The regimen has good efficacy and

relatively safe.  Keywords: ovarian cancer,
neoadjuvant chemotherapy
I. DAT VAN DE

Ung thu bi€u mé budng trimg (UTBMBT) la
bénh ly ac tinh phu khoa cd tién lugng xau. Mot
trong nhifng nguyén nhan la phan Ién phu nir
mac UTBMBT dudc chan doan & giai doan bénh
d3 tién trién III-IVL. Hién tai, diéu tri tiéu chuan
cho bénh nhan bi UTBMBT tién trién 1a phau
thudt t3i uvu bao gom cdt tr cung toan bd, hai
phan phu, mac nGi I6n va Idy u t6i da, sau dé la
hda tri bd trg vai paclitaxel va carboplatin?. Tuy
nhién, viéc cat bd hoan toan khéi u thudng gdp
khoé khdn d6i véi nhitng trudng hgp c6 benh lan
rong. Gan day, phau thuat sau mét dot ngén hda
tri tAn bd trg thudng la ba chu ky, phac dé chuan
paclitaxel — carboplatin nhu trong hda tri bd trg
da tré thanh mét Iya chon diéu tri thay thé kha
thi so v&i diéu tri tiéu chudn & nhitng bénh nhan
giai doan III -1V khong thé dat dugc phau thuat
t6i vu hodc nhitng bénh nhan cé thé trang kém,
khong phal la u‘ng vién phau thuat _ngay tu dau
nhung cé kha ndng chiu dugc phau thuat sau
hda tri®. Vi vay ching toi ti€n hanh dé tai “Danh
gid két qua hda tri tdn b trg phac do paclitaxel
— carboplatin trong ung thu budng tring giai
doan III-1V tai Bénh vién K” vdi hai muc tiéu:
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1. Nhén xét mot sé dsc diém I6m sang, can
18m sang cda bénh nhén ung thu biéu mé budng
trung giai doan III-1V.

2. banh gia dap ung va tic dung khdng
mong muén cua phdc do.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru: Gém 69 bénh
nhan ung thu budng triing giai doan mudn dugc
hda tri tdn bd trg phac do paclitaxel-carboplatin,
dl cac tiéu chuén sau:

Tiéu chuén lua chon bénh nhan:

- C6 chin doan md bénh hoc ung thu bi€u
mo budng triing tai bénh vién K.

- Giai doan III - IV theo hé thong phan loai
giai doan cta FIGO 2017, dugc danh gia khong
mé dudc bdi cac bac sy phau thudt chuyén
nganh phu khoa.

- Diém toan trang ECOG 0-2.

- Xét nghiém danh gia chirc nang gan than,
huyét hoc trudc diéu tri & gidi han cho phép diéu tri.

- C6 ho sa ghi nhan thong tin day du.

Tiéu chudn loai tra: Cac bénh nhan khéng
d0 cac tiéu chuén ndi trén

2.2. Pia diém nghién ciru: tai bénh vién K.

2.3. Thai gian nghién ciru: tUr thang
1/2018 — 4/2023.

2.4. Thiét ké nghién clru: mé6 ta hoi ciru
két hgp tién clru.

2.5. Xt ly so liéu: Cac thong tin dugc ma
hda va xUr ly bang phan mém SPSS 20.0.

INl. KET QUA NGHIEN cUU

3.1. Dic diém ddi tugng nghién ciru

3.1.1. Tuéi va thé trang. D6 tudi trung
binh 1a 60,0+8,4, nhdém tudi > 60 chiém 52,8%.
Phan I6n bénh nhan c6 ECOG 0-1, 30,4% bénh
nhan cé ECOG 2.

3.1.2. Triéu chirng Idm sang

Bang 1. Bdc diém Idm sang

Pac diém Sc(> nB)N I},’/‘:;’
Pau tc ha vi 59 |85,5

Bung chudng 55 (79,7

Triéu Gay sut can 40 |58,0
chirng co Kho thé 17 |24,6
néng RGi loan dai tiéu tién 4 |58
Tusdthay khGiuhavi| 9 |13,1

Tu sG thay hach cd 14 [20,3

Tridu ‘ Co chubng 59 [85,5
. Tran dich mang phéi 14 120,3

chirng =t

thu'c thé Haslh Ngoai vi 15 21,7
j Khaéi u 6 bung 48 68,6

Nhan xét: Triéu chlfng cd nang thudng gap

nhat 13 dau tdc ha vi (85,5%), thuc thé thudng
gép nhat 13 cd chuéng (85,5%).

3.1.3. Triéu chirng cdn Iam sang

Badng 2. Pic diém can Idm sang

So| Ty

Pac diém BN| Ié

(n)(%)

Kich thudc <5cm 14 |20,3
u do dugc 5-10cm 33 47,8
I6n nhat >10cm 22 (31,9
NOng do >1000U/mL 38 |55,1
CA125 <1000U/mL 31 (44,9
Gidi phiu Carcinoma thanh dich do cao| 52 |75,4
banh (dua Carcinoma thanh dich dé thap| 1 | 1,4

Carcinoma thanh dich khong

trén xét 5 do 9 13,0
”9*,"6-”1 Carcinoma t& bao sang 3143
truac va - s <
X Carcinoma t€ bao nhay 2129
sau phau - —
A Carcinoma t€ baondéimac | 1 | 1,4
thuat) - R
Carcinoma t€ bao vay 1|14

Nhdn xét: Thé mbé bénh hoc chi yéu Ia
carcinoma thanh dich d6 cao (75,4%), phan Ién
bénh nhan c6 u > 5cm (79,7%), néng do CA125
>1000/mL (55,1%).

3.1.4. Vi tri di can hay gap nhat
0.25

02
0.15
01

0.05

: [

Hach ¢ Phdi

||
Mang phoi Gan Phan mém
Biéu db 1. Vi tri di can hay gap

Nhan xét: Vi tri di can xa hay gap nhat la
mang phdi (20,3%), hach cd (21,7%).

3.2. banh gia dap (rng diéu tri

3.2.1. Bap irng trén lam sang

Bang 3. Pap irng trén Iam sang

Pap (ing ::azg(nnh) Ty 1€ (%)
Dap U’ng hoan toan 0 0
Dap ng mét phan 66 95,7
Bénh giif nguyén 3 4,3
Bénh tién trién 0 0
Tong 69 100

Nhdn xét: Ty |é dap ('ng mot phan la 95,7%,
khong cé trudng hgp nao dap (ng hoan toan. Cé 3
truGng hgp bénh gilt nguyén, chi€ém 4,3% 5

3.2.2. Panh gia ty 1é dat duoc phau
thuat téi uu sau hoa tri 5

Bang 4. Ty Ié dat duoc phau thuat téi uu
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Tong

[ 69

| 100 ]

% A So bénh | Ty lé
Phau thuat nhan (n) | (%) |
T6i uu 64 92,8
Khong t6i uu 2 29
Khong xac dinh: bénh nhan 3 43
t&r chGi phau thuat !

Nhan xét: Ty |é phau thuat dat tGi uu sau
hda tri la 92,8%. Chi c6 2 trudng hdp khong dat
dugc phau thuat toi uu, chiém 2,9%.
3.2.3. bap ung diéu tri va mot sé yéu to’
lién quan

Bang 5. Dap ung diéu tri va mot sé' yéu té'lién quan

Yéu to lién quan Pap ung | Khong dap rng p
.. ~ Giai doan IIIc 33 (97,1%) 1(2,9%)
Giai doan benh Giai doan IV 33 (94,3%) 2 (5,7%) 0,341
~ n >1000U/mL 29(96,7%) 1(3,3%)
Nong do CA125 <1000U/mL 37(94,9%) 2(5,1%) 0,850
Kich thuéc u I6n < 5cm 14 (100%) 0 (0%)
nhat dua trén 1dm 5-10cm 33 (97,1%) 1(2,9%) 0,137
sang va CPHA >10cm 20 (90,9%) 2 (9,1%)
Carcinoma thanh dich d6 cao | 52 (100%) 0 (0%)
Arn Carcinoma thanh dich d6 thap 0 (0%) 1(100%)
Mo benh hoc Carcinoma t& bao sang 2 (66,7%) 1(33,3%) 0,009
Carcinoma té bao nhay 1 (50%) 1 (50%)

Nh3n xét: Thé md bénh hoc anh hudng dén déap (ng diéu tri (p<0,05).

3.3. Panh gia doc tinh
3.3.1. Trén huyét hoc
Bang 6. Dac tinh trén huyét hoc

Tac dung kh6ng mong mudn

S6 CK HC tan bé trg
% (n=207)

S6 BN
% (n=69)

Bach cau hat: Khong giam

72,9% (n=151)

59,4% (n=41)

Ha dd 1-2 18,8% (n=39) 24,6% (n=17)
Ha dd 3-4 8,3% (n=17) 16,0% (n=11)
TiGu cau: Khong giam 91,3% (n=189) 89,9% (n=62)
Ha do 1-2 8,7% (n=18) 10,1% (n=7)
Ha db 3-4 0% (n=0) 0% (n=0)

Thiéu mau: Khong thi€u mau
Thi€u mau truéc BT
Thi€u mau do 1-2
Thi€u mau do 3-4

64,7% (n=134)

35,3% (n=73)
0% (n=0)

55,1% (n=238)

23,2%(n=16)

21,7% (n=15)
0% (n=0)

i Nhan xét: Tac dung phu hay gdp nhat trén hé tao huyét la ha bach cau hat, chiém 27,1% trén
tong s6 207 chu ky, ha d6 III-IV chiém 8,3%. Cac tac dung phu thi€u mau, ha ti€éu cau it gap hon va

chi & mdc do nhe.
3.3.2. Ngoai huyét hoc
Bang 7. Péc tinh ngoai huyét hoc

Tac dung khong mong mudn

S6 CK HC tan bé trg
% (n=207)

S6 BN
% (n=69)

Men gan: Khong tang 79,7% (n=165) 69,6% (n=48)
Tang do 1-2 20,3% (n=42) 30,4% (n=21)
Tang do6 3-4 0% (n=0) 0% (n=0)

Creatinin: Khong tang 98,6% (n=204) 97,1% (n=67)
Tang do 1-2 1,4% (n=3) 2,9% (n=2)
Tang do 3-4 0% (n=0) 0% (n=0)

Non: Khong non 97,1% (n=201) 92,8% (n=64)

NOn do6 1-2 2,9% (n=6) 7,2% (n=5)
NOn do 3-4 0% (n=0) 0% (n=0)

Than kinh

Khdng co bién ching than kinh
Bi€n ching than kinh do 1

89,9% (n=186)
10,1% (n=21)

72,5% (n=50)
27,5% (n=19)

168




TAP CHi Y HOC VIET NAM TAP 530 - THANG 9 - SO 2 - 2023

Bién ching than kinh do 2

0% (n=0) 0% (n=0)

Ia chay: Khong ia chay
Ia chay d6 1-2
Ia chay do6 3-4

96,6% (n=200)
3,4% (n=7) 4,3% (n=3)
0% (n=0) 0% (n=0)

95,7% (n=66)

Nhdn xét: Tac dung phu hay gdp nhat
ngoai hé tao huyét la tdng men gan (20,3%)
nhung chi  d6 I-II. Cac tac dung phu khac it
gap va & mic do nhe.

IV. BAN LUAN

4.1. Dic diém 1am sang va cin lam sang

Do tudi trung binh ddi tugng nghién ciu cla
ching t6i 13 60+8,4; nhdm tudi tr 60 tudi trg 1én
chiém 52,8%. Két qua nay tuong tu vdi cac
nghién clru EORTC55971 va CHORUS trén bénh
nhadn UTBMBT dugc hda tri tdn bd trg vdi tudi
trung binh [an lugt 1& 62 va 65 tudis. Trong
nghién ctfu ctia chdng t6i, bénh nhan cd chi s6
toan trang ECOG 2 chiém 30,4%, ty Ié nay trong
cac nghién clhu EORTC55971, CHORUS,
JCOG0602 dao ddng tir 13,2 - 18%*5. C4 thé vi
nghién clru cla ching t6i la hoi ctu lai cac trudng
hop dugc hda tri trudc mé phu hgp véi nhiing
bénh nhan cd thé trang yéu nén ké&t qua nay cao
han so véi nhitng nghién cru trén thé gidi.

Triéu chng cd nang thudng gap nhat la dau
tac ha vi (85,5%), bung chudng (79,7%), triéu
ching thuc thé hay gdp nhdt la cd chudng
(85,5%), 53 thay khdi u 6 bung (68,6%). Nghién
cu cta Tran Ngoc Diing (2021), Nguyen Mai
Luagng (2022) cling cho ty |é “dau bung - bung
chuéng” tuong Ung la 86,1% va 80,7%. Trong
nghién ctu, cd 35/69 bénh nhan da cd di can xa,
chiém 50,7%. Trong sO do, vi tri di can hay gap
nhat 13 hach cd (21, 7%), mang phéi (20, 3/o),
tlep theo 13 gan, phdi, phdn mém. K&t qua nay
cling tuagng tu vdi nghién clfu EORTC55971 véi
ty 1& di c8n mang phdi 1a 18,6%5°.

Kich thudc u I6n nhat do dugc trén 1am sang
va chdn doan hinh anh trong nghién clru cua
ching t6i chu yéu tir 5-10 cm (47,8%), kich
thudc u > 10 cm chiém 31,9%. Nghién cu cta
tac gia Nguyén Mai Luong (2022) dua ra két qua
ty Ié kich thudc u 5-10 cm la 50%, con trong
nghién clru CHORUS, ty I€ kich thudc u > 10cm
la 32%, tugng tu véi nghién clftu cla ching toi.
Phan I6n bénh nhan cé néng d6 CA125 > 1000
U/mL, chiém 55,1%. Theo nghién clfu cla tac
gid Pham Thi Diéu Ha (2021), nong d6 CA125
tang dan theo giai doan bénh, giai doan bénh
cang mudn, néng d6 CA125 cang cao. Két qua
nghién clfu clia ching to6i trén ddi tugng bénh
nhan UTBMBT giai doan III - IV cling phu hgp
vGi két luan nay. Nghién clru JCOG0602 ciing cho

két qua tuong tu véi ty 1é bénh nhan cé nong do
CA125 > 1000 U/mL la 58,6%57:8,

Thé md bénh hoc thudng gdp nhat cua
UTBMBT la carcinoma thanh dich, cha yéu la do
cao. Nghién clru cta chdng toi cling cho két qua
phu hgp véi 75,4% bénh nhan carcinoma thanh
dich d6 cao. O cac nghién cltu I6n trén thé gidi
vé hoda tri tdn bd trg UTBMBT bao gbm
EORTC55971, CHORUS, JCOG0602, SORPION, ty
Ié carcinoma thanh dich d6 cao ciing chiém phan
I6n, dao dong tur 58,1 - 98,9%*>7:8,

4.2, Két qua diéu tri

Vé dap ung diéu tri: Véi hiéu qua da dugc
khdng dinh trong diéu tri b trg, phac dd hda
chat paclitaxel-carboplatin ti€p tuc dugc nghién
cu va dugc khuyén cdo budc dau trong vai tro
b6 trg trudc mé. Trong nghién cltu cta ching
t6i, danh gid sau diéu tri cd 66/69 bénh nhan
dap Ung mot phan trén lam sang chi€m 95,7%,
c6 3 trudng hgp bénh gilf nguyén chiém 4,3%.
Két qua nay tuong tu' véi nghién clru cia Nguyén
Mai Luong (2022) véi ty 1€ dap 'ng sau 3 chu ky
héa tri tdn b4 trg paclitaxel - carboplatin la
92,3%. Nghién clu cia Miranda (2013) trén
bénh nhan bi UTBMBT, UTBM 06ng dan tri’ng
hoac UTBM phuic mac nguyén phat giai doan tién
trién Illc-IV dugc diéu tri hda chat tan bd trg
paclitaxel — carboplatin cho ty 1& dap Ung la
80,5%, thdp hon so vdi nghién clu cla ching
t6i7. Ly giai diéu nay vi tac gié Miranda danh gia
dap Urng diéu tri sau 6 chu ky con chdng t6i danh
gia sau 3 chu ky, tai thdi diém 6 chu ky dd cé
thém nhiéu trudng hodp bénh tién trién thém dan
dén ty 1é dap u‘ng thap han. Cac trudng hdp
trong nghién clru cta ching téi déu dugc hoi
chan lai vai phdu thuat sau 3 chu ky hoéa tri tan
b6 trg, c6 3 trudng hgp tur chdi md. Ty 1é bénh
nhan dat phau thuat téi uu la 92,8%, tuong tu
vdi két qua clia nghién cru SCORPION ty 1& phau
thuat t6i uu & nhanh hda chat trudc 1a 90,4%:.
Tai hoi nghi ASCO 2018, Takashi Onda va cong
sy da cong bd két qua cua nghién clu
JCOG0602, so sanh gitra phau thuat ban dau véi
phau thuat sau diéu tri hda chat tan bd trg cla
bénh nhan UTBMBT giai doan tién trién. Ty 1é
dat phau thuat t6i vu & nhém hda chét tén bo
trg cao vugt troi han so vGi nhom phau thuat
ngay tUr dau, tugng (ng la 82% va 37% G 2
nhém’. Co thé thdy, héa chat tién phau da gitp
cai thién ty & phau thuat t6i uu trén bénh nhan
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UTBMBT giai doan muén mét cach dang ké.

Trong nghién cltu cla chdng t6i, yéu té duy
nhat anh hudng dén dap Ung diéu tri cia phac
dd dugc xac dinh 13 thé md bénh hoc. Trong
nghién cu JCOG0602, tac gid Onda va cong su
cting nhan dinh vdi thé ung thu biéu md té& bao
sang va t€ bao nhay, phau thuat ban dau mang
lai két qua tot hon so vdi hda chat trudc-phau
thuat sau. C& thé thdy, hda chat tan bd trg
khong phéi ldc nao ciing la mot su thay thé t6t
cho phau thudt ban dau trong UTBMBT giai doan
tién trién, viéc lya chon déi tugng nao dua trén
kha nang phau thuat t8i uu, thé trang chung va
kha nang nhay cdm véi hda chat. Can thém
nhiéu dir liéu d€ cé thé xac dinh phufdng phap
phu hop diéu tri ban ddu véi tiing thé gidi phau
bénh UTBMBT.

Vé tac dung phu: phac do hoa chat trudc
md paclitaxel-carboplatin cho thdy kha nang
dung nap thuGc tot véi ty |é tac dung khong
mong mudn thap va chd yéu d mirc do nhe (d6
I-1I). Trén huyét hoc, tac dung phu ha bach cau
va bach cau hat la thudng gap nhat véi ty 1€
27,1% trén téng sd 207 chu ky; cé 40,6% bénh
nhan gap tac dung phu nay va chu yéu la ha do I
—1II, chi ¢6 16% s6 chu ky bénh nhan bi ha bach
cau_do III — IV, khéng sét, khéng c6 ddu hiéu
nhiém trung Cac tac dung phu trén huyet hoc
khac ciling it gap hon véi ty 1€ thi€u mau la
21,7% s& bénh nhan, ha tiéu cau 13 10,1%,
khdng cé trudng hgp nao ha do III-IV. Nghién
clu ctia Nguyen Mai Luang (2021) trén 52 bénh
nhan UTBMBT giai doan III - IV khdng md dugc
diéu tri 3-6 chu ky hda tri paclitaxel - carboplatin
cho thdy, cac tac dung phu trén hé huyét hoc
chi yéu gdp do I-II vdi ty |1é ha bach cdu hat
chiém 38,5%, thiéu mau 63,5%, ha tiéu cau
13,4%. Nghién c(fu clia Miranda (2013) trén 656
bénh nhan UTBMBT dugc diéu tri hda chat tan
bé trg paclitaxel-carboplatin cho ty 1& ha bach
cau do III — IV la 29,2%°%7. Két qua nghién cliu
cla chdng toéi thap hon so vdi cac nghién clu
trén. Ly giai diéu nay la vi chling t6i danh gia tac
dung phu sau 3 chu ky hda chat con cac tac gia
trén danh gia sau 3-6 chu ky, ty |1é gap cac tac
dung phu sé cao hon.

Céc thudc trong phac do déu dugc chuyén
hda qua gan vi vy t& bao gan chju nhiéu ton hai
nhdt, tuong (ng tac dung khdong mong mudn
thudng gdp nhat ngoai hé tao huyét la tang men
gan Vvéi ty 1& 20,3% trén téng s6 207 chu ky,
30,4% trén téng s6 bénh nhan va chi gap do I-
II. C6 2/69 truGng hgp tang creatinine do I,

chiém 2,9%. Tac dung phu trén hé than kinh
ngoai vi chi gép & dd I, biéu hién chl yéu 13 té bi
tay chan, chiém 10,1% téng s& chu ky diéu tri.
Két qua nay cling tuong tu' véi nghlen cliu cua
Nguyén Mai Luong (2022) va cac nghién clu
trén thé gidi v& phac do hoda tri tdn bd trg
paclitaxel - carboplatin khi hau hét cac tac dung
phu ngoai hé tao huyét chi gap  mic do nhe va
déu & murc kiém soat dugcs.

V. KET LUAN

Phac d6 hda chat tan bS trg paclitaxel —
carboplatin c6 hiéu qua tét trong diéu tri
UTBMBT giai doan mudn khdng mé dudgc, véi ty
Ié dap Ung trén lam sang la 95,7%, ty |é phau
thuat dat t6i uu la 92,8%. Tac dung phu it gap
va chi yéu do I-II, khong anh hudng nhiéu dén
qua trinh diéu tri.
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