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TOM TAT

Dat van dé: Nghién ciru nhdm danh gié tinh an toan cua thudc trc ché diém mién dich pembrolizumab
trong diéu tri ung thu phéi khéng té bao nhé (UTPKTBN) giai doan muén tai bénh vién K.

Déi twong, phwong phdp: Nghién ctru mé t hoi ciru két hop tién curu. Tur thang 10/2017 dén thang
06/2020, tai bénh vién K cé 28 bénh nhan ung thw phéi khéng té bao nhé giai doan IV hodc téi phét di cén
duwoc diéu tri pembrolizumab don chét bude 1 hodc buée 2; bénh nhan dwoc danh gia theo tiéu chudn danh
gia doc tinh CTCAE phién ban 5.0.

Két qua: Poc tinh xuét hién & 39,3% bénh nhan, hau hét & mirc dé nhe, khdng géy dung diéu tri. 10,7%
c6 déc tinh lién quan dén mién dich trong dé 7,1% bénh nhéan cuong gidp va 3,6% bénh nhan suy gip.
Ty 16 xuét hién déc tinh trén hé huyét hoc la 10,7% v&i 7,1% thiéu méu, 3,6% gidm bach céu va bach céu
trung tinh. Bdc tinh ngoai hé huyét hoc chiém 21,4%, trong dé 10,7% tdng men gan, 3,6% téng glucose
mau va 3,6% tang creatinine.

Két luan: Diéu tri pembrolizumab don chét trong UTPKTBN giai doan muén cé ty 1é dung nap cao, it tac
dung khéng mong muén lién quan dén mién dich, trén hé huyét hoc ciing nhu ngoai hé huyét hoc.

Ttr khod: UTPKTBN giai doan mudn, diéu tri pembrolizumab don chét, doc tinh.

ABSTRACT
THE SAFETY OF PEMBROLIZUMAB IN ADVANCED - STAGE NON-SMALL

CELL LUNG CANCER PATIENTS
Nguyen Thi Thu Ha", Do Hung Kien', Nguyen Thi Bich Phuong’

Background: The aims of our study were to investigate the toxicity of Pembrolizumab monotherapy in
advanced - stage non - small cell lung cancer patients.
Methods: Clinical trial, retrospective study. From October 2017 to June 2020, we enrolled 28 advanced
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- stage non-small cell lung cancer patients at National Cancer hospital. All patients received pembrolizumab
monotherapy as first line or later line after chemotherapy. Toxicity was determined.

Results: Toxicities appearred in 39,3% patients, most were tolerable. Immune - related adverse
events (irAEs) were 10,7%, most common irAEs were hyperthyroidism (7,1%), followed by hypothyroidism
(3,6%). 10,7% patients experienced AEs in hematologic system, included anemia (7,1%), neutropenia
(3,6%). 21,4% patients experienced extra-hematological toxicities, 10,7% hypertransaminasemia, 3,6%

hyperglycemia, 3,6% hypercreatininemie.

Conclusions: Pembrolizumab monotherapy using in advanced - stage non - small cell lung cancer is
tolerable with small rate of irAEs and toxicities in other systems.
Keywords: Advanced - stage non-small cell lung cancer, pembrolizumab monotherapy, toxicity.

I. PAT VAN PE

Ung thu phdi (UTP) 1a loai ung thu phd bién
nhét trén toan ciu va la nguyén nhén gy tir vong
do ung thu thuong gip nhét. Tai Viét Nam ghi nhan
nam 2018 ty 1& bénh nhan mic méi UTP 1én thir
hai chi sau ung thu gan v&i hon 23 nghin ca, chiém
14,4% trong tAt ca cac loai ung thu [1]with a focus on
geographic variability across 20 world regions. There
will be an estimated 18.1 million new cancer cases
(17.0 million excluding nonmelanoma skin cancer.

Trudc day, diéu tri UTPKTBN giai doan mudn,
hoa tri toan than 14 phuong phap diéu tri chu yéu,
tuy nhién, thoi gian séng thém van khong qua 12
thang va gip nhiéu tac dung phu ciing nhu tinh
trang khang thudc [2]but not curable, clinical entity
in patients given the diagnosis at a time when their
performance status (PS. Cac thudc diéu tri nhdm vao
dich phén tir ctia té bao cho hiéu qua cao tuy nhién
chi ap dung chon loc trén nhitng bénh nhan c6 dot
bién va hau hét & nhom ung thu biéu mé tuyén [3].

Trong nhing nim gan day, nhimg tién bod
trong diéu tri UTPKTBN giai doan mudn dya trén
mién dich d3 mo ra nhiing trién vong déng ké.
Pembrolizumab (Keytruda) 1a mot thudc @c ché
diém kiém soat mién dich PD-1 trén bé mit té bao
lympho T thong qua co ché ngan can sy két hop gitta
PD-1 v thu thé PD-L1, PD-L2 trén bé mt té bao u.
Hiéu qua va tinh an toan cia thube da duoc chung
minh qua nhiéu nghién ctru di cong bd trudc day
[4] [5]open-label, phase 3 study was done in 213
medical centres in 32 countries. Eligible patients
were adults (>18 years. Vi vdy, chung toi tién hanh
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nghién ciru dé tai: “Panh gia tinh an toan diéu
tri thudc trc ché diém mién dich pembrolizumab
trong ung thu phdi khong té bao nhé giai doan
muén tai bénh vién K”, nhim muc tiéu:

Ddnh gid tic dung khéong mong muén ciia
thuéc pembrolizumab trong ung thw phéi khong
té bao nhé giai doan muén tir thang 10/2017 dén
thdang 06/2020.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Doi twgng nghién ciru

28 bénh nhan dugc chin doan UTPKTBN giai
doan muédn dugc diéu trj don tri pembrolizumab tai
bénh vién K tir thang 10/2017 dén thang 6/2020.

2.1.1 Tiéu chuén liwa chon

Céc bénh nhén nghién cuu phai c6 du cac tiéu
chuan sau:

- Chén doan xac dinh 1a UTPKTBN giai doan
muon: giai doan IV (theo tiéu chuan cua AJCC
2017) hoac giai doan tai phat di can.

- C6 boc 10 PD-L1 > 1% (phat hién bang nhuom
héa m6é mién dich véi khang thé PDL1 22C3
PharmDx)

- Tudi > 18

- Pugc diéu tri bing pembrolizumab don thuin
it nhat 2 chu ki tinh dén thoi diém két thuc nghién
ctru.

- C6 ton thuong dich dé danh gia dap tmg theo
tiéu chuan RECIST 1.1

- C6 hd so bénh 4an thong tin diéu tri va chap
nhén tham gia nghién ctru.
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2.1.2 Tiéu chuan logi triv

- Bénh nhan c6 dot bién EGFR, ALK

- Bénh nhan c6 bénh ung thu thir 2 kém theo.

- Bénh nhan d3 duogc didu tri v6i cac lidu phap
mién dich trude do.

- Bénh nhan méc cac bénh ty mién.

- Bénh nhén dang c6 tinh trang suy giam mién dich.

- Bénh nhan méc cic bénh Iy trAm trong khac de
doa tir vong: suy tim d6 IV, suy than, suy gan khong
hdi phuc,....

2.2. Phuwong phap nghién ciru

- Thiét ké nghién ciru: nghién ciru mé ta hdi
ctru két hop tién ctru.

- Cac buéc tién hanh

Bwéc 1: Lya chon, danh gia bénh nhan theo
dung cac tiéu chuan lya chon, thu thap thong tin
trude diéu tri: 1am sang, can lam sang.

Buéc 2: Piéu tri

+Thudc ding trong nghién ctru 1a pembrolizumab

IIL. KET QUA

(Keytruda), dung dich tiém truyén ham lugng
100mg/4ml ctia nha san xuat Merck Sharp & Dohme
(Canada).

+ Liéu lugng: 200 mg hodc 2 mg/kg.

+ Sau mdi chu ki, BN duogc kham 1am sang, xét
nghiém huyét hoc, sinh ho4 dé d4nh gia cac tac dung
khong mong mudn ciia thude.

+ Thoi gian diéu tri: dén khi bénh tién trién hodc
ddc tinh cta thude khong chép nhan duoc.

Bude 3: Panh gia tic dung khéng mong mudn
ctia thude theo tiéu chuan CTCAE 5.0

- Céc doc tinh lién quan dén huyét hoc.

- Cac ddc tinh ngoai hé huyét hoc.

- Cac ddc tinh lién quan dén mién djch.

2.3. Xir Iy s6 liéu: nhap sé liéu, 1am sach, ma
hoa s liéu: sir dung phan mém SPSS 20.0 va céac
test thong ké y hoc.

2.4. Vin @@ y dirc: nghién ctru tuan thu cac tiéu
chuan vé dao dirc nghién ciru.

Qua nghién cuu 28 bénh nhan UTPKTBN giai doan mudn diéu tri pembrolizumab don chét tai bénh
vién K tir thang 10/2017 dén thang 6/2020, chung t6i thu duoc cac két qua sau:

3.1 Pic diém nhém nghién ciru

Bang 1: Pac diem chung cua nhom nghién curu

Pic diém Nhém n %
Tubi Tubi trung binh: 62,39 7,95 tudi
Nam 24 85,7
Giéi
Nir 4 14,3
PS=0 17 60,7
PS PS=1 9 32,1
PS=2 2 7,1
UTBM vay 8 28,6
Mo bénh hoc
UTBM khong vay 20 71,4
>50% 20 71,4
PD-L1
1-49% 8 28,6
. Budc 1 10 35,7
Budc diéu tri
Budc 2 18 64,3
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- Ty 1€ bénh nhén co6 chi s6 toan trang PS = 0 12 60,7%, 32,1% bénh nhan c6 PS = 1 va chi c6 7,1% bénh
nhén c6 PS =2.
- Nhoém bénh nhan c6 muc d6 boc 16 PD-L1 > 50% chiém 71,4%, PD-L1 dudi 50% 1 28,6%.
3.2 Tac dung khéng mong mudn ciia thudc pembrolizumab
>  Tdc dung khéng mong muén lién quan dén mién dich
Bdng 2: Cdc dgc tinh lién quan dén mién dich

Doc tinh bo1 bo2 Do 3 tré 1én
Suy giap 1 (3,6%) 0 0
Cudng giap 2(7,1%) 0 0
Viém rudt 0 0 0
Viém phoi k& 0 0 0
Phan tng trén da 0 0 0
Phan Ung tiém truyén 0 0 0

Ty 1& bénh nhan bi cuong giap chiém 7,1%, suy giap chiém 3,6%. Cac doc tinh déu & do 1.

> Tic dung khong mong muén trén hé huyét hoc

Bang 3: Cac doc tinh trén hé huyét hoc

Péc tinh bo1 bo 2 Do 3 tré 1én
Giam hong cau 2(7,1%) 0 0
Giam bach cau 0 0 1 (3,6%)
Giam bach cau trung tinh 0 0 1 (3,6%)
Giam tiéu cau 0 0 0

C6 2 bénh nhan bi giam hf”)ng cau d6 1, chiém 7,1%, 1 bénh nhan bi giam bach cau va bach cau trung
tinh d6 3, chiém 3,6%. Khong c¢6 bénh nhan nio bi ha tiéu cau.
>  Tdc dung khong mong muéc ngodi hé huyét hoc
Bdng 4: Cdc djc tinh ngodi hé huyét hoc

Péc tinh bo1 bo 2 Do 3 tré 1én
Tang men gan 3 (10,7%) 0 0
Tang creatinine 1 (3,6%) 0 0
Tang glucose mau 1 (3,6%) 0 0

C6 3 bénh nhan bi ting men gan, chiém 10,7%, 1 bénh nhan ting glucose mau, va 1 bénh nhan ting
creatinine mau, déu chiém 3,6%.
> Tén so xudt hi¢n déc tinh
Bang 5: Tt an s6 xudt hién déc tinh

Do bt ky b) 34,5
Péc tinh
n % n %
Poc tinh bit ky 11 39,3 0 0
Lién quan dén mién dich 3 10,7 0 0
Ddc tinh trén hé huyét hoc 3 10,7 1 3,6
Doc tinh ngoai hé huyét hoc 4 14,3 0 0
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Doc tinh xuét hién & 39,3% bénh nhan, trong d6
nhém lién quan dén mién dich va huyét hoc déu chiém
10,7%, 14,3% bénh nhan xuat hién tac dung khong
mong muén ngoai hé huyét hoc. Hau hét cac bénh nhan
déu ¢ doc tinh & mirc d6 1, 2, chi c6 1 bénh nhan ¢o
doc tinh trén hé huyét hoc do 3, chiém 3,6%.

IV. BAN LUAN

4.1 Pic diém nhém nghién ciru

D6 tudi trung binh trong nhom nghién ciru cua
ching t6i 13 62,39 7,95 tudi, thap nhat 1a 44 tudi, cao
nhit 1a 75 tudi. Do tudi nay tuong tu do tudi trung
binh trong cac nghién ciru da cong bd trude day.

Ty 1¢ bénh nhan nam gidi trong nhom nghién
ctru 1a da 0, chiém 85,7%, ty 1& bénh nhan nir 1a
14,3%. Su khac biét nay lién quan dén yéu t6 nguy
co méc ung thu phdi chu yéu xuat hién ¢ nam giGi
nhu hat thude 13, udng ruou [6].

Da s6 cac bénh nhan trong nhom nghién ctru c6
thé trang t6t, 67,7% bénh nhéan c6 PS bang 0, 32,1%
bénh nhan c6 PS bang 1. Chi ¢6 2 bénh nhan c¢6 PS
bé'lng 2, chiém 7,1%. Nghién curu loai cac bénh nhan
thé trang chung qua yéu, PS 16n hon 2.

Ty I¢ bénh nhan thuéc nhém UTBM vay la
28.,6%, UTBM tuyén 1a 71,4%.

Nhoém bénh nhan c¢6 mirc d6 boc 16 PD-L1 trén
50% chiém ty 18 nhiéu nhét 1a 71,4%, nhém PD-L1 tir
1 dén 50% chiém 21,5%. Piéu nay 1a hoan toan phu
hop voi chi dinh diéu tri ciia thudc pembrolizumab
don chét, wu tién Iya chon véi nhém bénh nhan c6 mirc
do boc 10 PD-L1 cao do kha nang dap tmg cao hon.

Nhom bénh nhan duge diéu tri budc 1 véi
pembrolizumab chiém 35,7%, nhom diéu tri budc 2
chiém ty 1¢ 64,3%.

4.2 Tac dung khong mong mudn cia thude
pembrolizamab

>  Tén sb xuit hi¢n djc tinh

Ty 1¢ bénh nhan gip tac dung khong mong mudn
bat ky trong nghién ctru nay 1a 39,3%, trong do
10,7% bénh nhan gip phai doc tinh lién quan dén
mién dich, 10,7% bénh nhan co tac dung phu trén
hé huyét hoc va 21,4% bénh nhan gap tac dung phu
ngoai hé huyét hoc. Tuy nhién, hau hét doc tinh trén
cac bénh nhin nay déu & muc do nhe, chi c6 mot
bénh nhan ¢ doc tinh trén hé huyét hoc d6 3, giy
dimg diéu tri sau do.
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> Tac dung khong mong muén lién quan
dén mién dich

Trong nghién ctru cua chung t6i, ty I¢ bénh
nhan diéu tri pembrolizumab bi suy gidp la 3,6%,
cuong giap la 7,1% va khong c6 bénh nhan nao
mic viém rudt, viém phdi k&, phan tng trén da hay
phan ting trong qua trinh tiém truyén. Két qua nay
cling twong ty nhu két qua nghién ctru cia RoyS
Herbst va cong su, c6 8% bénh nhan suy giap va
4% bénh nhan mic cudng giap. Nghién ctru cua
RoyS Herbst ciing nhu Tony SKMok, Martin Reck
c6 ty 18 bénh nhan c6 doc tinh viém phdi, phan
mg trén da, phan tng tiém truyén cao hon. Diéu
nay duoc giai thich do sé luong bénh nhan trong
nghién ctru ctia chtng t6i it hon nhiéu lan, ty 1é cac
ddc tinh nay lai it gdp nén xac suét xuat hién trong
céc nghién ciru nho 1a rat it [4], [5], [7].

> Tac dung khong mong muén trén hé
huyét hoc

Trong nghién curu nay, c6 2 bénh nhan bi giam
huyét sic t6, chiém 7,1%, 1 bénh nhan bi ha bach
cAu va ha bach cau trung tinh, chiém 3,6%, khong co
bénh nhén nao bi ha tiéu cau. Piéu nay cho théy tac
dung khong mong mudn cua pembrolizumab trén
hé huyét hoc 1a rat thap, chi gip & 1 dén 2 bénh nhan
trong qua trinh diéu tri. Két qua nay cao hon két qua
nghién ctru cia Martin Reck v6i 5,2% bénh nhan
thiéu mau, 0,6% bénh nhan bi ha bach cau va bach
cau trung tinh hay nghién ctru cia Tony SK Mok va
cong su voi 6% bénh nhan co thiéu mau, dudi 1%
bénh nhén c6 giam bach ciu va tiéu cau. Diéu nay
dugc giai thich do nghién ciru cta ching toi tién
hanh trén cac bénh nhan diéu tri pembrolizumab ca
budc 1 va bude 2 trong khi nghién ciru cua 2 tac
gia con lai chi thyc hién trén cac bénh nhan diéu tri
budc 1. Luc nay tuy xuong cia cac bénh nhan nay
d3 chiu tac dong cua hoa chit truée do nén dé xay ra
cac tac dung khong mong mudn trén hé huyét hoc
[51, [7]. , ‘

Trong khi 2 bénh nhan thiéu mau déu chi & d
1, bénh nhan ha bach cau trung tinh trong nghién
clru cta chiing t6i 1a & do 3 voi bién chung sét
ha bach ciu véi 6 nhiém khuéan 1a viém phoi.
Bénh nhan nam, 66 tudi nay duogc chin doan
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UTPKTBN tai phat hach trung thit gy chén ép
thuc quan, di cin xwong cot sébng ddt song L5,
két qua giai phdu bénh 13 ung thu biéu mo tuyén
v6éi mirc d6 boc 16 PD-L1 40%. Trudce khi diéu
tri pembrolizumab, bénh nhan da duogc dat stent
thyc quan va xa tri vao vi tri hach trung that, tién
trién sau 2 chu ky héa chit phac d6 gemcitabine
két hop vinorelbine. Sau khi dugc truyén thudc
pembrolizumab liéu 2mg/kg dén chu ky tht 3,
bénh nhan xudt hién sét cao 39,5 d¢, ho dom
tring duc. Xét nghiém mau cho thiy bénh nhan
bi ha bach cau va bach ciu trung tinh do 3, cét
16p vi tinh c6 hinh anh viém phdi dang dong dic
phéi 2 bén. Bénh nhan dugc diéu tri tho may,
khang sinh, kich bach cau. Tinh trang viém phdi
diéu tri khong cai thién trén nén thé trang gia
yéu, bénh nhan tir vong sau d6 do tinh trang suy
ho hap. Pay la bién chung rat hiém gip khi st
dung céc thudc diéu tri mién dich, gap 6 3,6% sb
bénh nhan trong nghién ctru cua ching t6i, trong
nghién ctru cua Roy S Herbst 1a dudi 1%, ty I¢ ha
bach céu trung tinh do 3 tré 1én 1a 0% [4].

> Tac dung khéng mong mudn ngoai hé
huyét hoc

Ty 1€ bénh nhan trong nghién ctu bi ting men
gan la 10,7%, tang duong mau va tang creatinine
mau déu chiém 3,6%. C6 thé thy ti 16 bénh nhan
c¢6 cac doc tinh ngoai hé huyét hoc thap so véi khi
diéu tri ho4 chit dbi v6i UTPKTBN giai doan IV.
Trong nghién ctu cta Truong Van Sang trén cac
bénh nhan UTPKTBN giai doan IV diéu tri hoa chat
v6i nén tang platin, ty 16 bénh nhan ting men gan la
10,2%, tang creatinine la 1,7% [8].

VL. KET LUAN

Qua nghién ctru trén 28 bénh nhan ung thu phoi
khong té bao nho giai doan muon dugc diéu trj
pembrolizumab don chit tai bénh vién K, chiing t6i
rit ra két luan: thudc pembrolizumab cé tinh dung
nap tot, tic dung phu lién quan dén mién dich gap
& 10,7% bénh nhén, trong d6 cha yéu 1a cuong giap
chiém 7,1%, 3,6% bénh nhan bi suy giap. Céc tac
dung khong mong mudn trén hé huyét hoc va ngoai
hé huyét hoc déu it gip, chi yéu 1a d6 1,2, chi co 1
bénh nhan ha bach cau va bach cau trung tinh d6 3.

TAI LIEU THAM KHAO

1. Bray F., Ferlay J., Soerjomataram I., et al. (2018).
Global cancer statistics 2018: GLOBOCAN esti-
mates of incidence and mortality worldwide for
36 cancers in 185 countries. CA Cancer J Clin,
68(6), 394-424.

2. Socinski M.A., Evans T., Gettinger S., et al.
(2013). Treatment of stage IV non-small cell lung
cancer: Diagnosis and management of lung can-
cer, 3rd ed: American College of Chest Physi-
cians evidence-based clinical practice guidelines.
Chest, 143(5 Suppl), €341S-e368S.

3. Forde PM. and Ettinger D.S. (2013). Targeted
therapy for non-small-cell lung cancer: past, pres-
ent and future. Expert Rev Anticancer Ther, 13(6),
745-758.

4. Herbst R.S., Baas P, Kim D.-W., et al.
(2016). Pembrolizumab versus docetaxel for
previously treated, PD-L1-positive, advanced
non-small-cell lung cancer (KEYNOTE-010):
a randomised controlled trial. The Lancet,
387(10027), 1540-1550.

82

5. Mok T.S.K., Wu Y.-L., Kudaba I., et al. (2019).
Pembrolizumab chemotherapy for
previously untreated, PD-L1-expressing, locally
advanced or metastatic non-small-cell lung
cancer (KEYNOTE-042): a randomised, open-
label, controlled, phase 3 trial. The Lancet,
393(10183), 1819-1830.

6. BS.,KS., R B, etal. (2009). A Review of Hu-
man carcinogens--Part E: Tobacco, Areca Nut,
Alcohol, Coal Smoke, and Salted Fish. The Lan-
cet. Oncology, <https://pubmed.ncbi.nlm.nih.
gov/19891056/>, accessed: 07/01/2020.

7. Reck M., Rodriguez-Abreu D., Robinson A.G., et
al. (2016). Pembrolizumab versus Chemotherapy
for PD-L1-Positive Non-Small-Cell Lung Can-
cer. N Engl J Med, 375(19), 1823-1833.

8. Truong Van Sang (2019) Panh gia két qua diéu
tri phac d6 pemetrxed - carboplatin trén bénh
nhan ung thu biéu mo tuyén ciia phodi giai doan
IV. Luan én tién si y hoc truong dai hoc Y Ha
Noi, Ha Noi.

VEersus

Tap Chi Y Hoc Lam Sang - S6 67/2021



