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TONG QUAN

NGUA LA CAM GIAC KHO CHIU CUA DA -> KICH THICH SU CAO GAI ->
SUY YEU CHUC NANG SINH Li CUA DA VA ANH HUONG NANG NE
PEN CHAT LUONG CUOC SONG

NGUA O NGUOI CAO TUOI CO THE PUOC PINH NGHIA LA NGUA MAN
TINH O NGUOI TREN 65 TUOL.

NGUA CO THE BIEU HIEN KEM HOAC KHONG KEM TON THUONG DA
CHIEM: 11-78%

TI LE MAC TANG DAN THEO TUOI
« 16-30 TUOI -> 12.3%
« 61-70 TUOI -> 20.3%

THU NHAP THAP
MUA THU, PONG (PO AM THAP)

KHONG KHAC BIET VE GIOI, NONG THON-THANH THI, TINH TRANG
HON NHAN

Pathophysiology and Treatment of Pruritus in Elderly 2020 Dec 26;22(1):174. doi:


https://doi.org/10.3390/ijms22010174

SINH LI BENH

> Roi loan chirc ning hang rao da:

Da kho do lao hoa

Sy thay d6i pH : giam hoat dong cua cac enzym hinh thanh
ceramide va tdng hoat dong cua protease serine trong da,
dan dén kich hoat thy thé protease hoat hoa 2 (PAR2), gay
ngua

Hoat dong ctia tuyén ba nhon va tuyén mo héi giam

Giadm Lipid/ 16p sung

Hormone gidm (estrogen)

> Phan tng mién dich trén da:

Mién dich 140 hoa anh huéng dén ca mién dich bam sinh
va thich ung, va gay ra muc dg tu phan ung tang lén
Giam bach cau lympho, ting bach cau 4i toan va giam
gammaglobulin mau

Xu huéng chuyén dich dap tng Th2 > Thl

Tang cytokine tién viém: IL4, IL13, IL31

Tang su tu tai hoat hoa md -> tu mién

Cac té bao Langerhans : giam sd lugng

> Bénh Iy than kinh trung wong va ngoai bién:

Mat d6 soi than kinh biéu bi giam theo tudi tac

Ngtra do nguyén nhan than kinh (NP) c6 thé 14 do tén
thuong than kinh trung wong hodc ngoai bién mic phai
trong qua trinh 1&o hoa

Neuropathic itch
Results from central or peripheral
nerve age- related degeneration

( Xerosis
1.Stratum Corneum alteration
(cellular, lipids)
-,"-%g}'-’k 2. pH Variations
S50 13 .Stratum Corneum Proteases

:(;: :d' N &
. 4,Decreased sebaceous and sweat

activity

5. Decrease in estrogen

| o Immunosenescence
« Innate and adaptive changes
* Autoreactivity

Lymphocytes (Tcell, Bcell)

Valdes-Rodriguez R, Stull C, Yosipovitch G. Chronic Pruritus in the Elderly:
Pathophysiology, Diagnosis and Management. Drugs Aging. 2015;32(3):201-215



Irritants Allergens Toxins Infection pH Triggers

Xerosis - — -
Alterations in stratum
corneum lipids, cellular
changes, protease
alterations.

Decrease in sebaceous 5 Y A
and sweat gland el -~ Scratch
activity : ==

Skin
Cytokines, self RNA (damgged)
proteases, ' Keratinocytes
AMPs n k
» ytokines, (neuropathic)
f 2 TLR3 B -
LT - I Brain  itch
neuropeptides,
AMPs
Descendent :
. inhibitory Neuropeptides,
= i Cytokines, BUTanG !} neurotransmitter
L’Z{I‘;U”e &) \)eptides neuropeptides
Cytokines, proteas& Spinal
prostanoids cord
_/ Central
Microinflammation DRG sensory Neurodegeneration
Perioheral neuron Neuropeptides,
ol ol h oL neurotransmitter
Neurodegeneration  Sensory regulation

J Itch in elderly patients: Origin, diagnostics, management
Allergy Clin Immunol 2023 Jul;152(1):42-49. doi: 10.1016/j.jaci.2023.05.009. Epub 2023 May 21.



Dua vao bénh nguyén

Dua vao chat DTTK

« do histamine

» khdong do histamine

PHAN LOAI

Dua vao thoi gian

* cap tinh
~ +<6tudn Sk
. g}/e xac dinh nguyén nhan Ny
. man"ﬁn,h” o
o > 6 tuid OF DERMAVY"
* kho xac dinh nguyén nhén
* thuong gap hon




BENH
NGUYEN

Tai da (34%)

« Kho da (85%) -> khi hau, thoi tiét (lanh, 46 am thap), bong ning

« Viém da tiép xGc (chat tay rura, vai, thuy tinh...)

. I\{hiém tring, db ghé -> nam tai don vi cham s6¢ dai ngay (mdi nam >300 triéu toan
cau)

Ty mién

Bénh toan than (30%)

 Bénh than man (46.2%) -> loc mau (90%)

 Bénh gan (34.3%) -> & mat (70%), xo gan (25%), viém gan C (15%),
* DTD (9%) -> ngra sau bira an

« Bénh giap (6%) -> cuong gidp hodc suy giap

« Mau (4,5%) -> thiéu mau thiéu sat, Hodgkin

Thudc

« Ha 4p ARB, ACEi, chen kénh Ca, thiazide
« Statin, Non-steroid, Opioid

« Phé4 huy soi tk, thuy dinh hodc d6i thi nhu xo ctng rai rac, u ndo, dot quy -> ngtra khong sang
thuong da

Tam than

« Suy giam nhan thirc, rdi loan nhan céch — hanh vi...
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Medications That May Cause Pruritus

Group of drugs

Examples

Possible mechanism

Frequency

Antiarrhythmic

MOT SO THUOC gzcze
GAY NGUA

L UPERT J, HONEYCUTT JD. PRURITUS: DIAGNOSIS AND

MANAGEMENT. AM FAM PHYSICIAN. 2022;105(1):55-64.

Anticoagulants
Antidiabetic drugs
Antiepileptics

Antiny pertensive
drugs

Amiodarone

Antimalarials

Carbapenems
Cephalosporins
Lincosamides

Macrolides

Metronidazole (Flagyl)
Monobactarms
Penicillins

Quinolones
Rifarmpin
Streptogramins

Tetracyclines

Trimethoprim/sulfamethoxazole

Fractionated heparins
Ticlopidine

Biguanides
Sulfanylurea derivatives

Carbamazepine (Tegretol), fosphe-
nytoin (Cerebyx), oxcarbazepine
(Trileptal), phenytoin (Dilantin],

topiramate (Topamax)

Angiotensin-converting enzyme

inhibitors

Angiotensin=Il inhibitors (sartans)

Beta-adrenergic blockers

Calcium channel blockers

Cholestatic liver injury

Unknown, but release of histamine or
activation of p-receptors was postulated

Cholestatic liver injury

Unknown or secondary to skin lesions
Secondary to skin lesions or cholestatic
liver injury

Secondary to skin lesions or cholestatic
liver injury

Unknown or secondary to skin lesions
Secondary to skin lesions

Secondary to skin lesions or cholestatic
liver injury

Unknown or secondary to skin lesions
Unknown

Secondary to skin lesions

Unknown or cholestatic liver injury
Secondary to skin lesions

Cholestatic liver injury

Urticarial reaction
Cholestatic liver injury

Cholestatic liver injury
Unknown

Secondary to skin lesions, allergic
reaction

Increase of bradykinin level or cholestatic

liver injury or secondary to skin lesions
Cholestatic liver injury

Secondary to skin lesions

Cholestatic liver injury

Secondary to skin lesions or unknown

Case reports

Case reports

Rare
< 2%
Rare

< 0.3%

= 5%
Rare
2% to 20%

1% to 4%
Case report
2.59%

1% to 2%
2% to 103%
Rare

Case reports
Case reports

Case reports
< 5%

Rare

1% to 15%

Case reports

Frequent, if z
transdermall

Rare
< 2%



MOT SO THUOC GAY NGUA

Medications That May Cause Pruritus

Group of drugs Examples Possible mechanism Frequency

Cytostatics or Chlorambucil Secondary to skin lesions Case reports

chemotherapeutics Paclitaxel (Taxol) Unknown or secondary to skin lesions 10% to 14%
Tamoxifen Sebostasis or xerosis 3% to 5%

Hypolipidemic drugs Statins Unknown or secondary to skin lesions 16%

Plasma volume Hydroxyethyl starch Deposition of hydroxyethyl starch in 12.6% to 54%

expanders small peripheral nerves or in Schwann

cells of cutaneous nerves

Psychotropic drugs Neuroleptics Cholestatic liver injury Rare
Selective serotonin reuptake Activation of peripheral serotonin recep- Rare
inhibitors tors or secondary to skin lesions
Tricyclic antidepressants Cholestatic liver injury Rare

Others Antithyroid agents Cholestatic liver injury Rare
Corticosteroids Cholestatic liver injury Very rare
Inhibitors of xanthine oxidase Secondary to skin lesions 0.8% to 2.1%
Nonsteroidal anti-inflammmatory Increased synthesis of leukotrienes 1% to 7%

drugs
Opioids

Sex hormones

Cholestatic liver injury

Centrally mediated process via p-opioid
receptor

Cholestatic liver injury

Rare
2% to 100%

Rare

Adapted with permission from Reich A, Sténder S, Szepietowski JC. Drug-induced pruritus: a review. Acta Derm Venereol. 2009,;89(3).238.

Upert J, Honeycutt JD. Pruritus: Diagnosis and Management. Am Fam Physician. 2022;105(1):55-64.
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_/ b XAC PINH THOI GIAN XUAT HIEN NGUA
CO/KHONG CO TON THUGNG DA
THAY DOI TRONG NGAY

CAC YEU TO LAM THAY BOI NGUA
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CAC ROI LOAN KHAC:

TIEP CAN

= » TIEN SU LO LANG, PANH TRONG NGUC HOAC RUNG TOC: NGHI
( ‘H AN NGO BENH LY TUYEN GIAP
, » NUOC TIEU VANG SAM, VANG DA VANG MAT: U MAT?
AYAY. » NGUA + SUT CAN: CO THE CHI BIEM K

» TIEN SU: PHAU THUAT, THUOC PANG SU DUNG, DI UNG, HANH VI XH,
SU DUNG MA TUY, RUOU,..

» TIEN CAN GDb: PTD, BENH TUYEN GIAP, BENH GAN



LUU DO CHAN DOAN

An Elderly Patient with Chronic Pruritus: Etiology and Evaluation

[ Acute vs. chronic ]

v

v

[ Clinical manifestation of cause ]

-

< &6 weeks > 6 weeks Unknown Known
acute chronic origin origin
v v v v v v I v
Group | * ][ Group I )11 Group Il ][ Dermatologic || Systemic B Neurologic ][  Psychogenic || Mixed
Pruritus on Pruritus on non- Pruritus presenting | This group contains { M MNotalgia paresthetica Depression Pruritus aﬂ:ﬂtﬁ 1o
diseased diseased with severe, pruritus resulting l Chronic renal failure M ic = Anxiety = Ml.s ek
(inflamed) skin (non-inflamed) skin chronic, secondary from skin disorders Liver disease I neuralgia ewm mﬂ‘lls o
scratch lesions such as Hematologic or | Br:‘dwadialmritm Dmin.' :
| lymphoproliferative 5 ultiple sc sis s usiona
Pruritus related to: | Atopic dermatitis | disorders * rasitosis
End-stage kidney Prurigo nodules ! FSONiSe e
disease associ with end- | Urticaria Malignancy:
Cholestasis stage ;m disease :" Cutaneous infections Hodgkin lymphoma
Neuropathic pruritus or excoriations s "”"“’i‘“f;."“" vera
|| secondary to severe *This group Mycos lic ngoides
itch in patients with ; accounts for almost o malignancy
systemic disease- all disorders in (e.g.. CLL, MM)
Group | carcinoid ,

B

v

v

Papulosquamous disorders

I Urticaria I Eczematous dermatitis ‘

| admmie ||
d s

"'i

Infections and infestations

N

Primary varicella zoster

Folliculitis
Scabies

Human Immunodeficiency Virus

Secondary disorders

v

Excoriations
Lichen simplex chronicus
Prurigo nodularis



CAN LAM SANG

Screening Laboratory Evaluation

Complete
blood count
(CBC) with
differential

Alkaline
phosphatase,
bilirubin

WBC:
leukemia,
myeloma, AIDS
Eosinophils:
parasites,
drugs,
leukemia/
lymphoma
Hematocrit:
polycythemia,
iron deficiency
anemia

Cholestasis

Thyroid Age-
: : Blood urea .
s:‘l(r)r:umlztr::g nitrogen(BUN)/ Chest X-ray Glucose S E;?‘ggfte
(TSH), T4 Laeatning screening
Hyperthyroidism . Lymphoma : Other solid
Hypothyroidism STeaya Lung cancer Diabetes tumors

Double
Immuno- )
fluorescence Urine 5-HIAA
(DIF), indirect IF
Pemphigoid Carcinoid

Consider other diagnostic laboratory tests, drug reactions, idiopathic pruritus, repeat history and physical at intervals

Serum protein
electrophoresis
(SPEP)

Myeloma

* A skin biopsy may be useful for the evaluation of patients in Group |, as it may assist in identifying a primary skin disease. A skin biopsy
generally is not useful in patients in Groups Il or IlI.
* This group includes pruritus related to disorders of the peripheral and central nervous system.

Steinhoff M, Al-Khawaga S, Buddenkotte J. Itch in elderly patients: Origin, diagnostics, management. J Allergy Clin Immunol. 2023;152(1):42-49.




Muc tieu

« Kh6i phuc hang rao da, giam mat nudc

Giam nhay cam than kinh

Chung

Tam nudc mat/am, nhanh < 20°, 1 1an/ngay
Stra tam khong tao bot/it bot, khdng mui, pH sinh Ii
Lau kho nhe nhang, khéng cha xat

Dung dudng thé ngay khi da con am

Giir do am >40% vao mua kho/dong

Tranh tiep xUc nhiét qua ndng, chan dién

Tranh chat liéu len, vai tong hop soi thd -> cotton
Ludn cat ngan mong
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J b « CORTICOID

« UC CHE CALCINEURIN
« CHAT LAM MAT: MENTHOL, PHENOL

« CHAT GAY TE TAI CHO: LIDOCAINE, LIDOCAINE/PRILOCAIN,
PRAMOCAINE, POLIDOCANOL

PIEU TRI |
TAI CHO « CANNABINOID

« KHANG HISTAMIN TAI CHO:
DIPHENHYDRAMINE,PYRILAMINE

 DOXEPINE HCL 5%

* ASPIRIN: ASPIRIN/DICLOROMETHAN




Phan I&n la st dung off-label trong diéu tri nglra

= Ch(rc ndng than giam
PIEU TRI TSI

TOA N Khoi lrong co giam, m& tang -> kéo ddi tac dung thuOc tan

THAN =

| Than trong tu'ong tdc thube va tdp an than, chéng mat

Diéu tri theo nguyén nhan



Tabde 1 Common causes af pruritus in ghe elderly, their clinical mani festations, curren theragies . ancd recent ad van ces in reat me

Sy stema Comammaon s gnoses

Clindcal Characteristics

Currend tremtmaend aplions

Experimsenial tremtmend opions
{241 92012 J)

Drernetolog sl condfom  Abopde Dermna titis

Frurige Modularis

Proriasis

Sehnrrhed Dermastitis

Trams et Acanthal vic Dermatosiis
(aravers Disease)

Kerosis (Dry Sking

Ervabhensmons papules and plegues
with serous exudate with crmsted ero-
o s ecom clar v 1o ex cor it ons

Hy perkeraiotic papukes and nodulkes

Well-cdem arcatedd ery hematowus plagues
with silver scale

Eryihcmsicous, greasy, scaly paiches
primarily on the scalp, eyebrow s, o
amil o

Pruritic, discrate, edematons papules or
vesiculapapules gemerally appearing
firsn on ghe irunk

Dy, Traggile, Maky skin in absenc:s of
ather s yampaoms

Topbical: Easolleens, soap fres cleans-
ers. comicosieraids ., pimecrolimas’
tacralimaus [#, 51, 145]

Systemic: Dupiloanssh,

Antibiodic s for associafed infeciions [#]

Phamtherapy

Topical: high poiency corticosieroils,
capsaicm [|2Z], worolimus 23],
pimeeero limar | 24), and vitaman
amalogs [25]

Symbemic: Dupilumah |2 5= ]

e Imeradesional ot dcos ienokd =,
whraviales B (MBLIWH) [246] psoraken
phus ulravialed A (PLIWAY photo-
therapy 127

Topical: coricoseroids, s, anthra-
lin, salicylaes, vilamdn D analogs,
amd retimnoids [5H ],

Sysibemai ot adali mamakh, seculamimakh,
cer b li unmsal, etamercepi, nild-
rak i meadh, infliximah, brodalomah,
risan k tonmash, astckmumah, iccki-
s, s elkoonsab |4 1] o hotmes -
M, aciredin, or cyclosporine [£5]

CHiher: Phototherapy

Topical: aniifungals. selenmm sl fick:,
winc pyrithione, keratalytics, high
poency comicosenosds Tor scalp, low
parency comicosieraids for face 58]

Sysibemict Oral iracomarale for sevene
diease |55]

Topical: emallicms, amihistamines or
itch relief, and high-potency ogical
comcoserods |77 ).

Crtheer: calcipairio] [75], sysiemic
retinaicks [76]. phototherapy [77]

Gientle skin cleansers, topical enwol-
liemes

JAK inhibitors: apadscitini® |15 ] wopi-
cal mxaliinih | 189], hariciinib | 150].
abraciindh |1 ]

TL-135 aviagondsis: walok manmah | 15]

JAK iinhibitors: hariciinih [22] and
o facimib [31=]
TL-31 lindui btor: ne mol oo ey |25 e |

Topdcal i Dimestbry | Fumarase |45,
g inano | crneamm [46], halobetasal
prapionaie and Taeanaiens combi na-
tian [47]

Crral: Sexbopitann |44,

Crher: dhermal spa |45 )

Tagei el ¢ Boo A Lasd foaam [6 5], 1%
pimecralimes and (0. 1% acrolimes
ey for G S0 |, &% glyeyrrhe-
timic acid complex shampoo [G2e ],
Triphals [151=]

Systemlic: oral isoirctinan G35 ),

Iy crox voh lomoguine |64 ], and apremi-
Lt K sewere disesse [65]

Tapi el 2 Viquiicd mimragen [ 78], caloi-
i enefhetamethas one dipropionate
e i o oin e oA |50

Systemaie: cogpi imah |79 ]

CHher ol skin elecinom beam racio-
wheragry |5 1], methotnesate [H2e )




Table 1 {continued)

Syshem

Copmmaan 1Nagnaoses

Climdcal Charscleristics

Cwrrend trestmsent apdions

Ex peerima envta | irea imaend aptions
{201 9B 23 )

Systenue Comeitions

Chronde K lmsey 14 s se Mo odi -
dlysis

Chaobestatic s ese

Fara meeopla sti ¢

Neuropathic Pruritus

Payclwgenic Pruriius

Chronie fiching in olkler aduls with
CED inihe absence of oiher classical
=kin fincings

Chronie fiching in olkder aduls winh
kncrwn chalestatic or liver discase in
#the ahsence of olher clear canmes al

prurims

Hadghiim Ly mphamea: Poriins in lower
ex irermaties wilh possihle bl by osis
Polyeyihemda Vera: Acusgenic pori s

Prurims in the ahsence of dermatal agi-
wal o R it dom in & pad ke widh
kncnwm central ar peripheral neono-
pathic dimeass

Prurims in patiems wit known paychi-
airic comewhiclities in the shsence of

cilher culaneos Or 5 yslcTmic camses

Baulks oul oiher camses of proriius,
o ze TR iresiment, read hyper-
jperaet By i i s, by perphoes ph at e,
Iy pencal cenuia il s e

Tapdcal: emallienis, pramaxine [91]

Ckral; cral antihistamines [91 |, gahap-
cain [91]

e mweral ¢ Tican underly ing cause of
choksiasis, sop cholksiatic medica-
tioms

Topdcal : Enwal henws, skin cooling
agents

Crral: hile acid resins such as dhalesity-
ramuine, Rifangpin, nalinewone, and
seriraline [102]

Giemeral Faraneoplas tic Prooriios:

preduisone, S5R1 thalidomide [ 102,
11 3], bancrphanal [ 114 ], gahapentin,
amcl i macapine [115)]

Ful veyihemia vera: merieran alpha
{IFM-a), by drosyunea, oral antihis-
mmes, pholatherapy, Selecine
Sexotomin Reuprake Inhibiors [117]

Topicalt capsaicin, pramaxine,
Hckocsad e, amuiiripiy Hne or ketanuine
[1z1j

Ckrall; gahapentin, pregahaling, antide-
s sanis snch &S nr espine ancd
amatripyline [121]

Taopacal enwollsents, by wor msodi foa-
fiom, and psychisine cane

N-acetylcystiene [ 1329, 133]

Chral; [hiclikelalin |92 S5e)
mal furafine [95% ], nalbaphine [94],
minarapine [96], zolpidem]97)

Crral: Mlarabivibe | 1059, 106 |, Bewafi-
brade [105],

Systemic: dupilumah | 106e]

Crilver: masobiliary bile drainage, ulwa-
vialei B phaiot herapy, plasmapheresis

Pruritus 272 CTCL: mogamul toumah
[11a]

Fally cythemia Vera: rucalitingh [ 115#]
upachacitinib [119]

Topicalt aprepitany [ 122e]

Chral; canmatinokls [125%]

Systemmie: dopi iimah [ 126]

Criher: TV ketamine | 1249 ], intradermal
Tcvtun s o iy e A 125]

Mo




Table 1 {continued )

Syslem Comman Diagnmses Clindcal Character ktics Current treatmen | aptions Experimental treatment options
(2019-2023)
latrogenic Prariwus Dirug Iihuced Proriwis afer maisteon of a drog mthe  Stop the offending agentand assess for - Oplobd Inducesd: Nalluratine | 1380
absence of other clear etinlogies resohition EGFR-TKI induced: aprepitani [137¢]

Idwopahi Iliopathic Beh in Older Adults
(Senile Pruritush

Chloroquine induced: Antihisamines
(firs Ine) mahinexone (second line),
predmisalone, niscin (hird line) [154]

Opioid induced: nalasone, nalirexane,
of malbling (e line), D2 feceplor
amagn st (droperidal, alizapride)
{second e}, serotonin recepior
anagon e (ondamseron, doliseron)
(thind line) [134],

Diggnosis of echision. Chronic Aching Tresl xeross with gende cleamers,  Topleal: 104 area cream | 145), plant o
in the eldedy without aher clear wpical emallients, and low pafency  mixwres and virgin cocomt ail [146]
eficilogies wpical corticoseraids birspotineat  Systemic: Baricitinib |147)

il Other: Behaviaral therapy [144)




Evaluation and treatment of Elderly patient with chronic pruritus

Dermatologic cause

Recognizable
dermatologic cause

=« Xearosis

= Saborrheic dermatitis
=« Contact dermatitis

« Urticaria

« Psoriasis

« Nummular eczema

« Scabies

No primary skin lesions
MHon-dermat ic cause

Mo recognizable
dermatologic cause

Neuropathic itch

Topical treatment

* Moisturizer

= Geantle cleanser
« TCS [ TCI

« Scabicide

« TRPV1 inhibitor
« TRPME activator
* NK1 antagonist

Systemic treatment

« Antihistamine

= Biologics and small
molecules

* Omalizumab

« NBUVE

Systemic causes

Psychogenic pruritus

« Anxiaty
* Deprassion

* NP consult
« S5RI
« TCA

Skin biopsy « Chronic kidney
disease
Bullous pemphigoid, etc. o Eolukatic Tee
disease
» Hematological
MNerve impingement * Post herpetic * Malignancy
= DM small- fiber
= Brachioradial poly-neurocpathy
pruritus « Scalp pruritus
= Notalgia paresthetica
= Affected dermatome
* Complete blood count
» Erythrocyte sedimentation rate
= Creatinine level
Treatments depending » Gabapentin * Liver function test
on the diseases - Pregabalin * Thyroid function test
= TRPV1 activator

= Antihistamine

= NBUVEB

* p-antagonist

= k-Dpioid agonists

PATHOPHYSIOLOGY AND TREATMENT OF PRURITUS IN ELDERLY 2020 DEC 26;22(1):174.DOI: "= o/ oo



https://doi.org/10.3390/ijms22010174

Ngura ¢ nguoi cao tuoi rat pho bién va dang lo ngai
vi anh hudng den strc khoe va CLCS.

KET LU AN Co ché, nguyen nhan phu:c tap va da dang, can cO

' phuong phap tiép can toan dién

Phéi hop da chuyen khoa va da phuong thirc de dat
duoc hiéu qua diéu tri téi wu nhat.
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