GIAM TIEU CAU MIEN DICH NGUYEN PHAT
(PRIMARY IMMUNE THROMBOCYTOPENIA)

Ths. Nguyén Quang Hao



PAI CUONG

ITP la bénh méc phai do co ché mién dich

 Trwdc day con goi la xuat huyét gidm tiéu cau mién dich (immune
thrombocytopenic purpura) hay xuat huyét gidm tiéu cau vo can (idiopathic

thrombocytopenic purpura)

« Nam 2009, IWG (International Working Group) déi thanh: /TP = Primary

Immune Thrombocytopenia purpura (Gidm tiéu cau mién dich nguyén phat)



DICH TE

ITP & ngwoi I&n ¢6 ty 1é mac ~3.3/100,000 '-Ej £
ngw®i/nam? 9 2 20 B N
Ty 18 mac trén toan cdu/Chau au: 1.6 to £ S M Nam
3.9/100,000 ngu®i/ndm? (E E s
Ty 18 mic & My: ~6.6/100,000 nguwéi/ndm? €38
€8
ITP c6 thé xay ra & cac do tubi? 87
2 < z z Ll .
Tan suat Ion xay ra & nguoi Ion dé tudi 20-50 tudi E% é
va & tré em tir 2-4 tudi. £
2 2 =
~70% tré em mac ITP dwoc phat hién & d6 tudi 1- 2 2 5
10 tudi. o El
Tin suét gi®i tinh? e

<18 18-24 25-34 35-44 45-54 55-59 40-44 65-74 75-84 85-100 Total
Nguwoi tridng thanh: nir > nam

Thiéu nién: nam = niv
Tré 2-5 tudi: nam > nir

Nhom tudi, nadm

1.Terrell, et al. Am J Hematol. 2010;85:174-180; 2. 1zak, et al. FloooPrime Rep. 2014;6:45; 3. Labarque, V et al. Eur J Pediatr. 2014;173:163-172;
4.Yong, et al. BrJ Haematol. 2010;149:855-864; 5. Khune T, et al. J Pediatr. 2003;143:605-608. 3



CO CHE BENH SINH

Khang thé va B-cells'
Tang pha hay tiéu cau thdng qua hoat héa
dai thwc bao
Anh hwéng t6i san xuat tiéu cau thong
qua viéc giam sv trwdng thanh cia mau
tieu cau
Thay dbi chirc nang tiéu cau

Treg, regulatory T-cell
1.Stasi R, et al. Thromb Haemost 2008; 99: 4-13; 2. Chong B, et al. Blood 2010; 116: 4388-90

Giam san xuét
Tieu cau

T-cells?

Thiéu hut Treg anh huéng téi kiém soat B-
cells

T-lymphocytes doc té bao
Hoat héa T-cell trong tly (do thiéu hut Treg)



CHAN DPOAN

Lam sang

> Hoi chirng xuat huyét:
* Tw nhién, da hinh thai
« Xuét huyét dwéi da, niém mac, noi tang.
» Triéu chimg xuét huyét co lién quan dén sb lwong
tieu cau:
- TC > 50G/L thwerng chi xuat huyét sau va cham

- TC tr 10-50 G/L thwong gay cac dam XHDD,
chay mau niém mac

- TC < 10 G/L thi c6 nguy co xuét huyét ndo, dac
biét la nguwdi cao tudi (TL khoang 1%), hay gap la
XH duwéi nhén.

> Hoi chirng thiéu mau: tvong (ng voi mirc d6 xuat
huyét

Can lam sang

> TPTTBMNV: tiéu ciu gidm, HST binh thwéng hodc giam, BC
thwong it thay d6i. Ngoai ra, cling c6 thé thay hién twong bét
thwdng vé hinh thai tiéu cau nhu: TC kich thuéc to, kich thwéc
khoéng déu hodc manh vé TC

> HTD: ‘Tuy sinh mau binh thlu’c‘rng hoac téngﬂsinh Iénh tinh. Mau
tiéu cau tang kich thwéc, so lwvgng. Con mau tieu cau trong
ITP man thi lai cé xu huwéng gidm

> XN déng cam méu:

« Thoi gian mau chay kéo dai, co cuc khéng co hodc co
khéng hoan toan.

* PT, APTT, fibrinogen: binh thwédng.

> Xét nghiém khdng thé khang TC: Cac XN nay déu phirc
tap, hon nira, Ig cling tang trong cac TH gidm TC khong do
mién dich -> Viéc chan doan xac dinh ITP van la mot chan
doan loai trir.

> Lam test HP da day (Helicobacter pylori)



CHAN POAN

Theo IWG (International Working Group), 2009*

Bénh Giam tiéu cau mién dich nguyén phat dwoc xac dinh khi:
« Giam s6 lwong tiéu cau don doc, sb lwvong tiéu cdu & mau ngoai vi
<100 x 10°/L
« Khéng c6 nguyén nhan hoac bénh ly nao khac gay ra tinh trang giam
tiéu cau
> ITP la mét chan doan loai trir

* Rodeghiro F, Stasi R, Gernsheimer T. et al. Standardization of terminology, definitions and outcome criteria in immune thrombocytopenic purpura of adults and children: report from an
international working group. Blood 2009: 113: 2386-93



CHAN POAN GIAI DPOAN

ITP mé&i chan doan: 3 thang dau sau chan doan

ITP dai ding: kéo dai tir 3 dén 12 thang sau chan doan Cép = 0-6 thang
ITP man tinh: kéo dai hon 12 thang sau chan doan
ITP khang tri: bao gém tat ca cac tiéu chuén sau: Chan dodn 3tha d 12104 g

* Kéo dai hon ba thang

« Khéng dap ng hodc méat dap tng véi cat lach va Rituximab

« S6 lwong tiéu cau < 50 x109/L
ITP phu thuéc Corticoid: BN can tiép tuc diéu tri Corticoid >
5mg/ngay hodc céc liéu trinh corticoid thwdrng xuyén dé duy tri SLTC
> 30 x 109/L
Khéi bénh: SLTC >100G/L & 12 thang

Neunert C., Terrell D.R., Arnold D.M. va cong su. (2019). American Society of Hematology 2019 guidelines for immune thrombocytopenia.
Blood Adv, 3(23), 3829-3866.



Muc tiéu dieu tri ITP

Theo hwéng dan diéu tri ITP dwa trén bang chirng ctia ASH 2011":
Muc tiéu diéu tri can hwéng téi:
« Gilr mtrc tiéu cau an toan véi doc tinh thuoc thap nhat
* Theo déi ddc tinh thubc trong diéu trj 1a rat quan trong, dac biét 1a
diéu tri corticoid kéo dai

« Diéu tri ca thé héa dwa trén nguy co xuat huyét

1. Neunert C, et al. Blood. 2011;117:4190-4207.



Khi nao bat dau diéu tri ITP (7P)"2

Presence of active bleeding — c6 chay mau

Platelet count — sé lwong tiéu cau — - —
« Bat dau diéu tri khi tiéu cau < 30

Patient age — tudi bénh nhan

Patient lifestyle (risk of bleeding) — 16i séng (nguy co G/L

chay mau) « Duy tri tiéu cau & mirc > 30 G/L

Presence of additional risk factors for bleeding (e.g.

. . . hodc cao hon (> 50 G/L) néu
uraemia, chronic liver diseases) — nguy co khac

(ting urea, bénh gan man tinh) bénh nhan cé 16i sdng hoat dong

Predictable adverse effects (AEs) of the offered nhiéu (tdng nguy co’ chay mau)

treatment — téc dung phu cé hai cua diéu tri

Patient preferences — lwra chon ctua bénh nhén

1. Stasi R, Provan D. Mayo Clin Proc 2004; 79: 504-22; 2. Provan D, et al. Blood 2010; 115: 168-86; 3. Cines D, Bussel J. Blood 2005; 106: 2244-51



PIEU TRI

1 ®Diéu tri trwéng hop cap clru

- 2 » Diéu tri b&nh nhan ma&i chan
doan lan dau

3 » Diéu tri bénh nhan dai dang
man tinh



Diét trer HP

(Helicobacter pylori)
SLTC = 30G/L Khéng diéu
Khéng c6 chay mau tri
Chéan doan 20 < SLTC < 30G/L Quan sat
ITP Khong cé chay mau can than
TPO-R £
R Corticoid Rituximab Thuoc

Khéng c6 chay mau C4t lach UCMD

Trong trurang hop cép cia
1. IVIG

2. Truyén khéi tiéu ciu
3. Corticoid liéu cao

*  Kashiwagi H., Kuwana M., Hato T. va cdng su. (2020). Reference guide for management of adult immune thrombocytopenia in Japan: 2019 Revision. Int J Hematol, 111(3), 329-351.
* Neunert C., Terrell D.R., Arnold D.M. va cdng su. (2019). American Society of Hematology 2019 guidelines for immune thrombocytopenia. Blood Adyv, 3(23), 3829-3866.



« COSLTC<10G/L

xuat huyét nghiém trong de doa tinh mang

« Can néng tiéu cau ngay




Gamma globulin

Methylprednisone liéu cao

tieu cau may

Vila

Douglas B. Cines and James B. Bussel. How | treat idiopathic thrombocytopenic purpura (ITP). Blood 2005 106:2244-2251




Bénh canh lam
sang

Diéu tri hang 1
cho bénh nhan
méi chan doan

PIEU TRI HANG 1

Lwa chon diéu tri

Corticosteroids: kéo dai (VD: prednis[ollone 1 mg/kg
dwdng udng trong 21 ngay) tét hon dung ngan ngay (VD:
dexamethasone 40 mg dwdng ubng trong 4 ngay)

IVIg: nén Iwa chon khi can tdng nhanh sé lwong tiéu cau

Néu corticosteroids chdng chi dinh thi dung 1VIg hoac

anti-D v&i bénh nhan phu hop

ASH, American Society of Hematology; IVIg, intravenous immunoglobulin Adapted with permission from Neunert C, et al. Blood 2011; 117: 4190-207



CORTICOSTEROIDS

Diéu tri khuyén cao’ Ty lé dap 'ng!  Thoi gian dat dap wng' Thei gian duy tri dap ng'

Eg’r‘jmﬁ;‘]asr?“g frong 4 T6i 90% co dép ng Nhidu ngay toi nhidu 50-80%, (dat 80% néu didu
Mg hang hgayrtrong ban dau tudn tri 3-6 chu ky

ngay
Methylprednisolon Ao s 23% c6 SLTC 6n dinh (>50
30 mg/kg/ngay trong 7 ngay To195% 4.7 ngay (liéu cao) x 10°/L sau 3 thang)
Prednisone 0.5-2 mg/kg/ngay 70-80% c6 dap (ng Nhiéu ngay toi nhiéu Chuwa rd: c6 thé dat 10 nam
trong 2—4 tuan ban dau tuan khéng bénh trén 13-15%

Adapted with permission from Provan D, et al. Blood 2010; 115: 168—86



Adult with ITP = 3 months

Dependent on or unresponsive to corticosteroids

v

3-12 months <€—————  Assess duration of ITP

v

Primary treatment options:
Rituximab, TPO-RA
(Recommendation 9}

v

Assess patient values and preferences

ﬁ - 12 months

v

Primary treatment options:

Rituximab, Splenectomy, TPO-RA

v

Assess patient values and preferences

Patient places a high value

on achieving durable
response

v

TPO-RA

v

Patient places a high value
on avoiding long-term
medication

v

Rituximab

v

Patient places a high value
on achieving durable
response

v

Treatment options:
Splenectomy, TPO-RA
(Recommendation 7)

Patient Patient
places a places a
high value high value
on avoiding  on avoiding
surgery long-term

medication

v v

TPO-RA Splenectomy

v

Patient places a high value
on avoiding long-term
medication

v

Treatment options:
Rituximab, Splenectomy
(Recommendation 8)

Patient Patient
places a places a
high value high value
on avoiding on achieving
surgery durable

response

v v

Rituximab Splenectomy

v

Patient places a high value
on avoiding surgery

v

Treatment options:
Rituximab, TPO-RA
(Recommendation 9)

Patient Patient
places a places a
high value high value
on achieving on avoiding
durable long-term
response medication
TPO-RA Rituximab

Neunert C., Terrell D.R., Arnold D.M. va cdng su. (2019). American Society of Hematology 2019 guidelines for immune thrombocytopenia. Blood Adyv, 3(23), 3829-3866.




Diéu tri bénh nhan khéng

dap wng/tai phat sau

corticosteroid

TPO-R agonists (Eltrombopag va Nplate [romiplostim])

» Néu bénh nhan da tai phat sau cat lach va cé nguy co chay
mau

» Bénh nhan chdng chi dinh cat lach va that bai vdi it nhéat 1
lwa chon diéu tri khac

Rituximab

Cat lach

Kashiwagi H., Kuwana M., Hato T. va cdng su. (2020). Reference guide for management of adult immune thrombocytopenia in Japan: 2019 Revision. Int J Hematol, 111(3), 329—

351.



THROMBOPOIETIN (TPO)

« TPO la hormone glycoprotein, do gan va than san xuat

« TPO c6 chirc nang diéu hda qua trinh sinh san va biét hoa tiéu cau trong ty xwong, thdng
qua kich thich mau tiéu ciu biét héa va san xuéat TC.

«  TPO méi duwoc phat hién nam 1994. Trwdc d6, nam 1991, thu thé TPO (c-Mpl) dwoc xac dinh.
« Nhom TPO-R agonists m&i cho ITP man tinh & ngudi Ion:

— Gan va hoat héa TPO-R dé tang san xuét tiéu cau

— Khac biét vé cau tric so voi TPO

- Eltrombopag va Romiplostim d& dwoc EMA, FDA va nhiéu co quan quan ly dwoc khac phé
chuan s dung.

Kuter DJ, Goodnough LT, Romo J, et al. (2001). "Thrombopoietin therapy increases platelet yields in healthy platelet donors". Blood. 98 (5): 1339-45.
LiJ, Yang C, Xia Y, Bertino A, Glaspy J, Roberts M, Kuter DJ (December 2001). "Thrombocytopenia caused by the development of antibodies to thrombopoietin”. Blood. 98 (12): 3241-8.
Imbach P, Crowther M (August 2011). "Thrombopoietin-receptor agonists for primary immune thrombocytopenia". N. Engl. J. Med. 365 (8): 734—41.


http://www.bloodjournal.org/cgi/content/full/98/5/1339

Co ché tac déng cua TPO-R agonists

Romiplostirm Eltrombopog

Thrombopoietin Romiplostirm
receptor .

~—

Activation of
Extracellwular thrombopoicetin

recep—':crr : (I’!"— Eltrombopag

Cell mer ?-i'r_nnzr l_'
of megakaryocyte 23 =
Cytoplasrm 5 /

sigmnal transducticon -———FP42 or P44

Phéc do diéu trj

* Romiplostim: 1-10 pg / kg, m01 tuan mot lan qua duong tiém dudi da, bat dau tir 1 pg / kg ¢ liéu ban dau, véi lidu lugng ting hodc
giam thich hop tiy thudc vao sb luong tiéu cau Va céc triéu ching.

+ Eltrombopag: 12,5-50 mg / ngay, ngay 1 lan, udng lic d6i trudc hodc sau bira an 2 gio, bat dau tir lidu uéng 12,5 mg, véi lidu ting dan
sau mdi 2 tudn, 1én dén 50 mg cho dén khi dat du tac dung.

*  Paul Imbach, Mark Crowther, N Engl J Med 2011;365:734-41
Kashiwagi H., Kuwana M., Hato T. va céng sw. (2020). Reference guide for management of adult immune thrombocytopenia in Japan: 2019 Revision. Int J Hematol, 111(3), 329-351.



RITUXIMAB

« Khang thé don dong khang CD20", loai bd tam thoi B-cells?

« Hwéng dan clia ASH khuyén cao dung RTX cho bénh nhan cé nguy co chay mau
cao va da that bai véi cac phwong phap diéu tri khac nhuw corticosteroids, [VIg,
hodc cat lach3

- Phdc dé diéu tri
« Truyén tinh mach rituximab 375 mg / m 2 méi tudn mét 1an trong 4 tuan.

*a complete response was defined as platelet count >150 x 109/L and overall response as a platelet count >50 x 109/L
1. Godeau B, et al. Blood 2008; 112: 999—-1004; 2. Stasi R, et al. Thromb Haemost 2008; 99: 4—13; 3. Neunert C, et al. Blood 2011; 117; 4190-207; 4. Arnold D, et al. Ann Intern Med 2007; 146: 25—

33; 5. Patel V, et al. Blood 2010; 116: abstract 72



CAT LACH

+Chi dinh:
> |ITP that bai v&i Corticoid hodc phu thudc Corticoid,
> ITP man tinh, dai déng (> 6 thang)
> Ti |Ié dap wng: ti 1€ dap rng sau 5 nam la
< Sau cat lach:
> Khéng can diéu tri néu s6 lwong TC > 30 x 10%/L va khdng xuat huyét.

> C6 thé diéu tri phdi hop Corticoid liéu thap (0,2mg/kg/ngay) dé git» TC > 30 x
109/L va khéng xuat huyét.

< Bién chrng: nhiém trung, huyét khdi, bién chirng lién quan phau thuét...



Thudc

Mycophenolat
mofetil

Cyscloporin A

Cyclophosphamid

Azathioprin

Vincristin

PIEU TRl HANG 3:

2g/ ngay

Smg/kg/ngay

1-2mg/kg/ngay

2mg/kg /ngay

1,4 mg/m2

Cach dung

T6i thiéu 4 tuan

Duy tri néng d6 100-200mg

Téi thiéu 4 tuan

Téi thiéu 4 tuan

1 1an/ tuan x 4-6 tuan

CAC THUOC UC CHE MIEN DICH

Bat dau dap
rng

28-42

21-28

7-112

30-90
7-14

Dinh dap
ng

30-180

30-180

30-180

30-180

7-42



Dé xuat mirc tiéu cau an toan
trong thu thuat xam lan va phau thuat

Nha khoa: > 10 x 10°/L
e Nhé rang > 30 x 109/L
e Han rang tai cho > 30 x 109/L
Phau thuat:

e Nho > 50 x 109/L
e Dai phau >80 x 109/L
San khoa:

e Pé thudng > 50 x 109/L
e D& mb > 80 x 109/L
e Gay té tly s6ng/ngoai mang cirng >80 x 109/L

British Committee for Standards in Haematology General Haematology Task Force. Br J Haematol. 2003;120:574-596.




MOT SO TIEU CHUAN DANH GIA KET QUA DIEU TRI
| Wocdoaspmg  Biwmes

Dap rng hoan toan(CR) SLTC = 100 G/L xét nghiém 2 14n cach nhau trén 7 ngay va khéng xuét huyét

Pap tng (R) SLTC 2 30 x G/L va tang hon 2 1an tri s6 ban dau va xét nghiém 2 1an cach nhau trén 7 ngay va
ap tn , )
° khong xuat huyeét

SLTC < 30 x G/L hodc tang it hon 2 Ian tri s& ban dau hodc c6 xuat huyét, SLTC can duoc xét
Khoéng dap rng (NR) .
nghiém 2 lan cach nhau hon mét ngay

M4t dap &ng sau khi dat d@ap SLTC < 100 x G/L hoéc tang it hon 2 1an tri s6 ban dau hodc cé xuét huyét, SLTC can dwoc xét

trng hoan toan (CR) nghiém 2 1&n cach nhau hon mét ngay sau khi da dat CR

M4t dap &ng sau khi dat dap SLTC < 30 x 10%/L hodc tang it hon 2 1an tri sb ban dau hodc c6 xuét huyét, SLTC can dwoc xét

ng (R) nghiém 2 1&n cach nhau hon mét ngay sau khi da dat R

Rodeghiro F, Stasi R, Gernsheimer T. et al. Blood 2009: 113: 2386-93



KET LUAN

. Tén goi mé&i cta ITP: Gidm tiéu cau mién dich nguyén phat
. Co ché bénh sinh: tang pha hiy tiéu cau va gidm sinh mau tiéu cau

Muc tiéu diéu tri: git* mirc tiéu cau an toan véi TDKMM thubc thap nhét, diéu
tri ca thé hoa dwa trén nguy co xuat huyét

. Diéu tri ITP dau tay van Ia Corticoid, ca thé hoa la quan trong dé gidm thiéu
tac dung phu cla thubc va dat dwoc muc tiéu diéu tri

Két hop thém thuéc UCMD dé tang hiéu qua diéu tri

. TPOs > Rituximab > cat lach 1a nhirng Iwa chon kha tét diéu trj cho ITP dai
dang man tinh



