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H O EEm S m (autoimmune hemolytic anemia, LA T, AIHA) (%,

JRFATITIRE AIHA, ZmEEEFIE (cold agglutinin disease, LA, CAD) &
O RIEMEZE S ~T 7 1 B 2 JRIE (paroxysmal cold hemoglobinuria, L . PCH)
i A, Mz TR AIHA 2R,

PLFORNENS, AIHA O BE A £ 1,200 A~1,500 A EHEET D,

JEA BRI B A B A AR R RS BOR A S 9 3 O RS I 1 1 B
FIZBIT LA EIEO A B MR MBI O ST A R[]I

5 & AIHA (JR5%) OH#HEEBFESIL. 100 5 A% 3~10 A, FRIFEIE
X 100 HAXf 1~5 NS TV, HARDAMD A 1% 2500 A&
LU CHE L7 G . RFICK T 2 & BE HE 375~1,250 A, 4F[HFIE
¥ 125~625 A CTH 5,

A BN T DA T D 1998 4FJE 0 J5 A J5 B Bl 22 F 58 25 45 78 5%
BXPRF R RERBRENAEE RAGEBOE TR EZTET
L7 OMAENEHE (BIE KIFRZ) IZX2MATIE. AIHA (A%)
D2 A B HEGHE X 1,500 A (95%( 5 #HIX [ : 1,300~1,700 A) TH -
72[2]. £7=. AIHA (J53%) (%, PUARMERA PR O S E#RE I X -
T, RAPUE 37°C) ITk2bD e, WMAPUK (4°C) 12X Db DITKA]
S, IRAGUARDFIA & 72 551, RN AIHA (B O AIHA) & Sh
Lo WAPUEDNRKNZ R 2L, HICCAD & PCHIZHIN D, &
MV i (HEFHEF £ 2,600 A, 95%fF #H X [H] 2,300 A~2,900 A)
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AN, PCH2 26 NEHEES LD,
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WE, AR, VY Fr~7 (Bl Z) & LT1E&E 375mg/m?
Z 1AM HRCAMEFET 5, RREGEEIL8EE T 5, thobiEk
fEgH & OF R 28561, 0P 2 PUEMESEA O &5 RRICE bE
T 1A 7 0d-0 LEEEGT 5, MREECHWDSET, @,
A, VYo~ 7 (B z) & LT1IEE&E 375mg/m2 % s
WEEd 5, H5HEIZ8EMAHLE L, KXESREIL 12[HE
%
(HPE Y v M R)
b OPUEMEESA & OfFAICB VT, BE., KA, VY Rv~ T (E
- z) & L CHIENC 1 [ 375mg/m2, 2 [A] B LAKE 1% 1 [A] & 500mg/m?
., PFRAT2EEEER OE ST A 7 VIZEDLET, LYV A 7 Vb
D 1 EREERET D, RRESEEIL6E T 5,
(G MEDIRAE T oo B MAE U o /S FE A PR FR)
WE, VYR v~ (EEFf %) & LC1EE 375mg/m? & 1 i [
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(%38 ML RVEN FIERE, BRIMBEAY 238 A5 28, 1B MERR R MR i /AR P 45
BESpT . P KPR A P /BRI P SR B . 4 By MR TR B E)
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1AM T 4 BLSHEEET D,
(BRI D % 7 o — P REERE)
WE. VYX o~ (BinFMHZ) & LT1E&E 375mg/m? % 1 8 [# [
faC a4l aiHEFET 5, 2720, 1EHZY O KES I 500mg £ T
LT 5,
(EEVRME 0 &3 55 M R IR S O B IR R
W LCRANCIE, Y Y F o~ T GBI TR 2 ) & LT 1 [E& 1,000mg/body
2 ERIME T 2 BT 5,
(FAHRFRER AT b T ABEEOFRET)
HE. RACE, VYR~ T (s FME#z) & LT 1EE 375mg/m?
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EEIWW@MW(.E%E)%Z A HF R T 2 BRI E 5,
(ABO IR A5 & B A - R AE)
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TH. 2L, BEOREIC LY EEHET 5.

A7 VYE~xT FUFEYORHRT)

W NS, VY v~ Gl z) & LT 250mg/m? & 1 [l
R EET 5,

(FhHEIL 1)
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) SO\ m vy 2o AEARICE LV ESEE RIETHB
EYE | (LmoikiEicigs T s LB 2 i)
SET ] AHA R - OFUR & KT B 2L % R SR B
F o2y o | BEHUARIS O/ R, RORSEEEZ T, RMKEMNE L < EMH (M)
L8 T |42 2 LIk o TAEL BRIt MoK Th 5[1], A CHIED B
5%;@ (728 B TR DML R T 528, BUA LR B EHOAIE, (IR < T
VT s | D 37C R AIHA OEE) . H 2 WITIRIELL F o {KiE S (CAD, PCH ®
%ﬁé Blya) CHCRMIREFES L, BE, WL, »2 V37 e 7Y v mifoR
i & ok = H & R BT B [4),
BEAE. | AIHA ORIEBEEIIIES . T_CTOEMBICRIEL, KR - ik - [RE
ifﬁ%g FREBICSETH S, BB LD AN EERR UIZWNE 6 7 H £ T
F ooy |\CTIER) XUTAREE (HEERR UL DM D 6 0 A Ll LHE) | HERER B R
+3,) FESR RO AT 1T L0 R CRREE A 30 22 ) UMM (AT UL

T2 REBEBZRO D) ITHEEIND, £, BWRIEOMLEME L ~F T
2 UREICHE S EAEE S ﬁ##éhfﬁém
R AIHA © B CHURIZFEAN 1gG THhH , £/ m—
ZRRVEIZ & B FIE DAL & R DT £ CIRJA < | BFIE TIXFE,
BHET ., ODAE, RN, EREEEZEI ZLNRHY . ~ESrE VR
RZRbZZHA LD, BHBIEITNRSEFEHFICEL L mﬁﬁfiﬁﬁ
PEAZ < f;éwﬂﬂ%ym SR OAMITEENZ | FEIROTR S
M OMEFTIERE , ONfHEE, FAEE R E BT 5 [1].

PEZmd, RRBIT

CAD O HEFURITIZ & A EN IgM T, nmﬁﬂﬁﬁﬁ%fb A A 798
ZIEMEAE T 5, BRARIERIL, I & RKETEREE CTH 5, HEREFDIEIR &
LC. WK - &%« BhoFTr s —+8, ﬂiﬂ,ﬂ: . Raynaud ¥ 57 &

KD, EYLZHEF T D CAD X, HEiy il _%E‘J“ L, ~EZBrE VR
EHEVWEMGEE LD I EnZ ., FERIEEN CAD OFIEIXIEITHENZ
VIBMEEM AR T 50, BHBEIC LB MBIELZROLZ b H D[],
PCH 1. %% 7 19G H C.H11K T& 5 Donath-Landsteiner #1/& (UL F. DL
PUR) BNRKETH Y | P MR AR RN A R T, DL HUAR IS S THR M ER
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&S LIRS — oy 2 /5 A L. T O/ RMEMIEHL S CTEI T %, DL
FURIIMARTEEALRE 2 FF 21D IgM HUiR L 0 VR IEEZ R B IKIE T
TREREEEZ T 205, < 00lEHEOBENTLNTEY |
FIEO TR T, BEERKEEOMENELE ~T /o REe &7,
FEMEE D DR ~ BRI, A, U . IR, B . M. R
BEREICIRWNT, B L BALRBT D, SV AV ZEG% O /N PCH
5L FIcE < BIRICEA T, FHiME, £HEEEZRODLIZELENH D, H
FEDX SR CHRIMmITI L <. M. MR, BEBRE, v a v 7 RESLAS
EL, ~EZ R EVRICHE, TEMEBRR2Z2 X728 H 5H[1],

IR AIHA TiE, sG] TIE, EREE U REIERE AT 1A FIEIZ X
HIREEPMT ORI WEGA DT RIT 31~53% L REINTEY TS5 1D
ANEFTDRIINWETRARBRRKERTH D, ATuAf FIREEZIToEHAD 1
FELNDFE LRI 8.5~9.1% L MU IR 21T b WA I TE LK
<, BIED 65~84% L BB RRELFTH Y | FEFEIPESEH] D 80~90%I% A 7
oA RIEHEMCTEHENAREEEXOND[L, EATA K74 A5 S
LTV DA OFRFLTIX, W IR NIT DIV WA O AIHA OFEL HEN
31~46%, REIERERNVECHNC K DIBEEZIT o T2HH DIELTHED 28%, i#
YIR R AT T2 B O TN 14% (R B L QTR D ERIA O 58 15 R A
11%). 72 AIHA R AF2dm 20l 5 Z L 2/ R L diEICk T 5 1
FRHTEN %, EORENFELDLNATVDHI4],

EMT#% & ARBEICOWTIE, ENTERE S LZIRA AIHA I T 288
A RAE[LIBIIC BV T, 2R — b1 (BB Tik, 185 6 (FFFsk
152 {5l #ede M 33 f51]) T 9.67 FEDBLEHIM (SFH) (21T 2 ETHIA 75 H
(40.5%. HFF&M 53 il HeFME 22 1) . FrIEVEDRER O 5 ELF DS 80%.,
10 FEAEAFERMN T0% T DAY, R MEDRER] TIL 14 % TIZ 40% 038157 5
ZEnmE SN, aAR— k2 (RIZHEBIBIGE) Tix. 223 61 (CResEfE 160
il fe s 63 f51]) T 4.83 OB WM (SF44) 123517 2 FE T 12° 63 5] (28.3%.
B 33 1], e FE M 30 A1) L BRI MED 5 AEAELER DN 80%, 10 FEAELER D 74%
THDHN, BEEOTFRIIARThH-Z R HEIRLTND,

AIHA JEBNZ D5 G DFED 2 < 11X, REBRICED2bD LD, AT w4 R
BT MH KO BEMEAICBEET 2 b OMT &AL T, HEAEKYE, Wbk
5. DM FRE, B AR, . PR, &, mARPEsRE, &
HLERAE . KRB EHEESE, HilfEm e E8H0, ZNHIFFERE L THLEET
5[], 2. B EORETITIEN0 H O R BN b - THhiE i
DAY RMVRIRAY . SLE 2 EDO H O RERELZHKET H5650H D
[1].

CAD K O'PCH IZ oW TIL, HEFICHIDRFEBTH YRR 2T — % &4
T D2 ITEE LV, Y% O CAD RHL Tl 2~3 il O f%iE TR L F%
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B, U RHEEEICHRE T Db DITEBERICL > TPHRITR R D 18
Fed e CAD I ZEAMICEmE ICZ < TRIIEB CE RV DD, HAREM
ZELLEMTD2LEIBZICSWETLHHEL H D[], T F18 M R 38 %
CAD 1. VU v g Mt U o 3 (lymphoplasmacytic lymphoma, LPL) 72
EOMMBMEEY L ITRELRD, MUY N R R
(lymphoproliferative bone marrow disorder, LPD) T®» %5 Z & 23437~V [6].
WHO 73S 5 IR CH 7 m— g 7 e 7 ) e O —FE & AAZEAT T &
TWD[7], 1BMHRFE M CAD 2 b MY NI HE R T 5 il 10 4F T 3~
ABFEE L XL, TOREIZEWVWE O EEZ 5TV 5[8][9].

P EX b, {5 AIHA, CAD O PCH IXJRHE D SRR VE 2 SOk U C i R 14
HZETHY JEFIC L > TR JFRERBICEZ VI ET LA LHDLZ LD,
(7 AMICERREENDLHEE (BOEMRBER) | IZY L, /2. %
PEDIER TIXEBEBNOMFET 22 L AT a4 RASKENGIFIC XL 5 E
R A2 BT 2560, BIEMICELA T 2580800708 TV 20
fli, AHAIRICE LWEEL RITTHRE] ICbFLTH &MWL,

2. EEELOAHAM

7 BEAFOPIENENIZ 20

- A4 BRCKZEDOEIKABRICB W CTHIINE - ZeMENBEFORILEE b
NTHLMIENLTWD

U BOKRSFIZ B W TIRBERFRIEICMNE ST N TR D, ERSOE
VOIRBREOEWEL I E X CHOENICBIT A HEREFTE 5 &

E2bhb
(EFEOREAEITEL N T D & B 2 AR L)

BRIZEBNT, VX v~7 (BREF#H#Lz) (LT, VYxo~<7) &
WA L ONENIZEB W T AIHA 1% L TRREZ S L T,

R AIHAIZOWT, BRMDO T A R7 A4 Tix, PIliREE L CRIBRE
AT aA REMEHA I, A7 1A FEEICH L TRERIELZ R T5HE6 X
FAT A NRETHRZBOEEOFERSLAT oA NMEFEE o728
HICBWT, VYT~ 7 O HBRHELE I LT 5 [10][11].,

Flo, BNOHTA R4 T, BB E LCRIRREAT 2 A R
HRHELE I LTV D, BLRIZB W CII MM 2SR HERY 72 IR & L THESE
ENTVDEN, FEEOREZEE L CREMHIELEBRIND, 72,V
VXU TN, AT uA RIRFEEFMEO AIHA IS5 25 Rk T =k ORI
&L TTHEEBRRICAEMTON DR H D Z LR RSN TWVD[LL

IR AIHAICK T2 AT 1A RIFEEICL D 70~80% D BRENLELRD D
N, TD D HO IS%NIERIRPIME T, 60%N AT oA FREFEME 2D —K
IR E L CHRMM A ER S 5 2 L[12]. BRGS0 Ik 23 i T X 7
FATxF LT sl Al o3 S5 DA IR 30% THh 5 2 & [13] 08 H i
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INTW5L, £72, WX AIHAIZKH T 2R T 04 REEICEVETROKT
EROLND, BERESCEMHERGICL - T, A CEERBERASA O
JEZ BT HAMEMEN S D, AT a4 MIFIERAEDREGA IR, RHEEI
L2 R EEN QEEMEIRD . S Rdert. W HARERS., R, B HRIE.
PEACGEH T BRI . IBEABMRE (SIEME) ., ANE, NE, KRG
SHEEAE) ICIEET D HERH H[1],

RO I, SoE Il & el U TAH R & < o RUYEE ., MARE M OV I
JER EOEBGBEEINLD DD, ENOOEEMZBE LI THEHIT
ARETH DL, EHENR TRIBREE L LEM TR TS, Lo aen
O, REEOMKEZMMAT D2 EIREETH Y B X o TITRMR 2 E i
TERWGELHDL T LD, FileRIBRERRD LTV D,

U X< 7iE, B U U RERERINWICEE T 5 2 & CHUREAE % I+
HEBZDLN, TOERAEFE MM E RO G NENHFFTE
[14][15][16][17][18][19]. BEiZ. fMEifr 23 e CTE 7 WEBEFE~O RGN AIFET
oY R & e U TR SR,

UEXD, EBRANDOTA RTA BN T, VY F v~ %, BIBERE A
TuA FEOE -BRIIEE THREZRD o BT ~OFEHABHREIN
THEY ., R AIHA I T 2R G EHXENAN CTHERWNWEB X OND Z &
oL Ty BCREIZB W TR ERIEICAEMT TR, BRSO ER
REOEWVEZEKEZ CHLENICB T 2RI CELIEEZLND ]
YT HEEZD,

CAD IZ2WT, BRIMNDHITA RZ7 A4 Tlk, CAD IZxf¥ 5 AT 1A Rk
B O AR 1A 2 M AR S0 IR (B S HLIZIZEE A EA 1IgM TH Y | i
WCTIEBRETE W) DOEABHERINTE LT, T LANTEEID
LTOERARHEIES N TOWARY, —FH T, VYFo~TIconTid, AN
R ENTE Y [20][21][22][23]. JEMEVED M, I 72 75 BR b T K OV ifL 23
LRG0 OOIEH & LT HELE S 70T 5 [10][11].

ENTA R7A4 [T, BIFEERAT v A REIZEDRMENZ &
TR 1L — 5 ORI 72 CAD (196G M%) DO AT & 72D T & FETFER
PEIEME CAD TIXH 7 v — Mk U o SHEGE PR B HE L7 IR R A b b
DNRFT—EETIRTELRNWILERREIN TN D,

UY X o= TIConTIE, MR CAD IH L THESI EEZ LR, &6
—IRIURIRICHER T2 L OB AR H 553, ZVRN 8 Th 0 fkige & 553 2%
BTTHDHI L, KO CAD OBEMMNEE TILRZWVWI LMD HERIC DWW THE
IR LETH D ENREIN TN D,

2%, CAD IZOWTIE 2022 4 6 Al AT LU ~7 (Bl z) (k
Feh =Y v A AR 1.1g) (LU, AF AV ~7) BRERNTY D T (5
MEHERIE] 230 - W& L TERRB I N, ATF AU v 7 IHiMfifk (Cls)
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B/ 7 u—FAHRTH Y, AR AEE L, mEmE T 5, A
FLYTIZONTIE, SHROENISDOH A KT A4 DK T CAD IZHFT
DIGHRINLIT D 5 & PR EN 503, RIGERIRHE TIEZR < B % 5
T o7e0iiikE 2 2l EICHET 22 LPBETHLIRTY Y F I~
TEERRSoTWD, T, PRE S/  Ju—FABETELZ EnD, §
PR ESEDOKYIEICEENLETH 5 58°, CAD OERD H B, KT 7
J =B EORERBERIC O TIME LN LT O3 HANEGR TITRRN
RNEINTNDLHEIZONT, ITYFo~T LRI -TEY([24]. KEIMIK
2@ THow | treat cold agglutinin disease.] TiX., mwEF I L TixY Y
¥~ THABEELZE BIUERE L TEMNITTRBY, AF LY =TICo
WA PR & ALEA T Tuv 5 [25]),

DEX0, ENTA RT7A4VAICB T, CAD IZHT D5V YXv~T D
FRIC OV TITEEREBARD ST DER, ERNADOTA KT AT,
CAD [ZXT 2R GTEHI R E MBI 2V b, T BCKFIZBWT
ERERFIRICMEMST ON TR Y | BENAOEREROE WV ELZHEE X TH
ERNICBTOIAHENRHFCEL2LEEIOND ] YT HEEZD,

PCH IZ2WTiX, NSO H A KT A T H 0T, i o i) B E Rl
AT a4 FEOFERANTHINTND, VY F o~ 720 TIRE M5 L
BRI L THEHR SV, A2 TH o ZREFBREIT STV 5 [1][26].
LLEX D Ty BCRFEIZB O THREEERRIEICMEMN T O T, BRSO
EEEREOEVEZRIZ CLENCBT AR TEZEEXDL
N5 N TDHEBERD,
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A RKTA
D IR PG S

1 4

RIRIEED Y,

CMS.gov @ Medicare Coverage Database Ti%, A
T u A NEIESCMAE 72 & OBEAAIB IR IZ IR KT
P2 R 3 B AR IR o BF 2O
T, J#IGHTH D B IRBREEDOXT R L 72> T
D2 ENRERTWS[27],

Accepted Off-label Uses Approved by
(CONTRACTOR NAME)

Autoimmune hemolytic anemia - RITUXIMAB is
covered for those patients with autoimmune
hemolytic anemia condition that is refractory to
conventional treatment (e.g., corticosteroid
treatment and splenectomy)

A RKTA
4

The diagnosis and management of primary
autoimmune haemolytic anaemia.
(British Society for Haematology) [10]

ZNHE » R

(E7-13%08E -
2h B B 0
2 GOk AT

1. Primary warm AIHA - second line treatment:

Recommendation
Rituximab (1B)
Bt IR 20 AIHA (269~ 2 —RIRHE
yv¥v~7 (1B)
2. Treatment of primary CHAD:

Recommendations

- Patients should be advised to avoid cold
exposure where possible (1C)

- Indications for treatment: symptomatic
anaemia, severe circulatory symptoms or
transfusion dependence (1C)

-_First line treatment: rituximab, or if clonality

has been demonstrated, the addition of
fludarabine may be considered (1B)

Rt CAD 2 X3 2 Ik

- ATREZR IR V) FEMIREE T 5 (1C)

- VRIE OIS - JEBEEOR ML, EERIER
FHER L W AR AFSE  (1C)

- YIENEE VY XV~ T . N e—F

10
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JVIRERIEN RO G N A GBI 7NV A T B
DBEMEEET S _(1B)

ik - H&
(E721 38 -
HAEIZEED H
2 FCfk & PT)

1. Specific management strategies
Primary warm AIHA

Rituximab
The standard regimen is 375 mg/m?2 weekly for

four consecutive weeks but low dose rituximab

achieves profound B cell suppression when used
for autoimmune disorders (Provan et al, 2007).
Rituximab 100 mg weekly for 4 weeks with
prednisolone, first or second line (Barcellini et
al, 2012), produced comparable response rates.
However, rituximab was used at an earlier
disease stage than studies of standard dose
therapy, and variable definitions of response and
short follow-up further limit comparison.

Fr PRI N AIHA 1254 5 BARH 70 48 BRER
1S

VX <=7

R 72 L A 13 375 mg/m? &3 1 [B5], 4
WEEEGETH D7, BHERERBIHEN TS
BEFEAEDOY Y X~ 7 TV B i
il % 2R 9% (Provanetal, 2007), U Y &%
>~ 7 100mg O 1 [F 4 lEE GV R
=y zfiM L HIEER ST ZIRIEHR &
LTHEELELASTIE, RIEORDFELRL
7= (Barcellinietal, 2012), L2»L., U Y Fx v
~ 7 OFEMEH BT OIRRIC L 23R & i
LTI YR RRMOBERAT—TT
HFHENTBY, BOOERENZETHY B
BRI BN T2 | iR T D IZIRR AN &
Do

A RKTA
DR YL FR

1. 0 AIHA : [14] [15] [16] [17] [18] [19] [28]
2. CAD : [21] [22] [23]

RS

RIREED Y,

NHS England Ti&, JRFEPERE A IEIC M D i
BRI B I OWTIRIRIEE DR & 72> T
HZEDRINTWD, H CAREMO BRI

11
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L MEKICK T2 B PR DREA Z Frg L L,
H o tEm it i (AIHA) . B CRE LT
FERJAE (AIN) . B e Ve /s e
(ITP) T b 0HEBPEREIL TN DY
ANEENDH[29] [30].
Medicines not reimbursed through national prices
and directly commissioned by NHS England
RITUXIMAB - Cytopenia complicating primary
immunodeficiency
Definitions: Primary immune deficiency (PID)
is a rare condition resulting from the failure of
the immune system to produce sufficient
antibodies or mount an adequate cellular
(%)

The autoimmune cytopaenias are characterised

immune response to fight infections.

by the production of antibodies against blood
cells and include autoimmune haemolytic
anaemia (AIHA), autoimmune neutropenia
(AIN), autoimmune thrombocytopenia (ITP) or
various combinations of these conditions. (%%
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Protocole national de diagnostic et de soins (PNDS)
An’emie H emolytique Auto-Immune. [11]

ZhAE - Zh R
(F 713508 -
HRICEED B
2 Fe Ak A7)

1. Principes du traitement des anémies
hémolytiques auto-immunes :
- AHAI a auto anticorps « chauds :
En cas de « cortico-résistance » (persistance de

I’anémie et d’une hémolyse active avec besoins
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transfusionnels aprés au moins 3 a 4 semaines

de traitement) ou de « cortico-dépendance »
(récidive de I’anémie hémolytique lors de la
décroissance de la corticothérapie avec
nécessité de maintenir une dose de corticoides
supérieure a 10 mg/j d’équivalent-prednisone),
d’autres traitements a visée « d’épargne
cortisonique » doivent étre envisagés parmi les
suivants : le rituximab (hors AMM/RTU, grade
A) dont le taux de réponse est de75% a 1 an
lorsqu’il est utilisé en 2éme ligne, les
immunosuppresseurs (azathioprine,
mycophénolate mofetil...) ou encore la
splénectomie.

{5 SAIHA (A, /NR) -

AT a4 RIGEIRGIYE (3~4E M D IR#E % I
i (. 75 LB R B I K ONE LN R 3 2 55 &
NIZAT v A RELFSRE (> 10 mg/day, A7 &2
A R OWCE I i P i s B LR X
TuA FEOBRGZHRTOLED LG,
UTORBENERBINDLNETH D,

U xi~7 (#Enst Grade A) . 5 s #il
HATHFFATY o Ia7x ) —VEEET
= FVE) AT

AHAI a auto-anticorps « froids » :

La MAF de I’adulte ne reléve le plus souvent
d’aucun traitement médicamenteux « spécifique
», et implique avant tout d’éviter I’exposition au
froid et a défaut de se protéger de maniere
adéquate afin de limiter I’intensité de
I’acrocyanose et le risque d’apparition de
troubles trophiques. La splénectomie est
notoirement inefficace (hémolyse
intra-hépatique + intra-vasculaire) et n’a pas sa
place dans ce contexte. Le recours aux
corticoides, dont 1’efficacité n’est pas prouvée
dans ce contexte, doit étre évité et surtout sur le
long terme sous peine d’exposer les patients

souvent agés a d’importants effets secondaires.
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En cas d’anémie mal tolérée, le patient peut étre
transfusé avec des concentrés érythrocytaires
réchauffés a 37°C. Il existe quelques données
dans la littérature suggérant que le recours
ponctuel a un agent stimulant 1’érythropoiese
(érythropoiétine recombinante par voie
sous-cutanée) a forte dose (hors AMM, grade C)
pourrait permettre une épargne transfusionnelle
en cas de poussées intermittentes d’anémie chez
des patients ayant un taux de réticulocytes
inadapté. Dans les formes les plus séveres
(hémoglobine < 10 g/dl), un traitement par le

rituximab (grade B) a doses classiques (4

injections hebdomadaires pendant 4 semaines a
la dose 375 mg/m?) en monothérapie ou en

association a la fludarabine (grade B) et/ou le
cyclophosphamide (grade C) par voie orale peut
se discuter mais cela reléve d’un avis spécialisé
hospitalier.

A AIHA (B A CAD) :

RS I Ra 27 R d A AN e fe
MR ZRET ., TR AR THh AL, Sl
F7 ) —BOMELREREEDY X7 2
HlFT D7D IRET DL ERH D, H
MM ITELR TH 5, B BUE A VE A O
M. ZOFEDERTEH STV,
FRICRHIRE TR 2 X&ETh 5, Hilnd
FiIX L ERREMEREIRICESL NS Z
L%, THEDERWE ML DA, 37T CITH
INENL 7o AR BRI A2 35 Z LN TE 5, &
& O 7R MR AR EH GBis Az =
U AxmRTF T RE) ORRER (s
S, ZL— K C) 12XV, MRIRMER L)L
A543 70 B O & M3 Wit i I TR 3 5
Lo ZRAFCTE D &I D LT —#
WHEHCRE S TWb, Hb <10 g/dl @ &EjE
Bk LT, UV R o~ T OEAER I HE -
& (375 mg/m2 ZiE 1B, 4 [F&5) 12X

DML (ZL—FB) F7AVE T
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COPEREE (FL—FB), KO/ ity
JuakRATZ77IRK (FL—KC) NEBEESN
LN, EHMFZOMENLETH D,

ik - H&
(E721 38 -
HAEIZEED H
2 FCk & PT)

Traitement des AHAI a auto-anticorps « chauds
»

Rituximab (hors AMM, RTU en cours)

Si la corticothérapie s’avére totalement
inefficace avec nécessité d’un support
transfusionnel aprés 2 semaines de traitement
bien conduit, (environ 10 a 15% des patients),
une deuxiéme ligne de traitement doit étre
discutée précocement en lien avec un centre
spécialisé. Actuellement et sur la base de 2
essais contrdlés récents réalisés chez 1’adulte,
le rituximab (hors-AMM, RTU en cours) est le
médicament qui a le meilleur rapport
bénéfice/risques (grade A/B). Il peut étre utilisé
soit selon le schéma classique de 4 injections

hebdomadaires & 375 mg/m? pendant 4

semaines, soit selon le schéma type «
polyarthrite rhumatoide » correspondant une
dose fixe de 1000 mg a 2 semaines d’intervalle
(J1 et J15).

i AIHA (BRA, /NR) -

VX ~7 GEIRAN)

RIS RE AT v A RRIENEELR) T, 2 2L
ERGE LT i AL E RS A (R 10~
15% D ) . PSP b e Lo LT
WIERE RS T D20 ENH D, MAEZ SR
L2007 o AMEHIERBRIC X 5 &
Uk~ 7 (@A) PiRbI1T7 4y
FAVRZRZHPEWEATHL (7 L—FA
/'B). 375 mg/m? % 1 JA il k% T 4 B 53
a2 LY X 0 X%, 1000 mg & 2 8
Mk (day 1,15) THRETL2MEE Y v~ F
MOV AURHD,

AHAI & auto-anticorps « froids » :

Dans les formes les plus séveres (hémoglobine
< 10 g/dl), un traitement par le rituximab (grade
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B)_a doses classiques (4 injections

hebdomadaires pendant 4 semaines a la dose
375 mg/m?) en monothérapie ou en association
a la fludarabine (grade B) et/ou le

cyclophosphamide (grade C) par voie orale
peut se discuter mais cela reléve d’un avis
spécialisé hospitalier.

A% AIHA (i A CAD) :

Hb <10 g/dl ® FEJEFIZXF L, VY X ~T
o & (375 mg/m? % 1 8 [E[H B8 T 4 5]

BE) IZXHEMEE (F1—FB)., XX
TINEFTECEDOH (ZL—FB) v
JaRA77 I REOHH (FL—FC)

DRFEND L2, HMFEOS
WZHED R ITIE 72 B0,

HARKTA
D R HLFR SC

1520 AIHA : [14] [15] [16] [18] [19] [31] [32]
[33] [34] [35] [36]
(7245, [33] [34] [35] [36]ix/1 R IC %4 % ##

He
H o

CAD : [22]

e

Jn

A K74
NE:

ZhEE - Zhik
(F7=13%h%8E -
ZhFACEE D &
% RO & )

Hik - H&
(F7=13%h%8E -
ZhFACEE D &
% RO 5 )

A RNTA
DR L7 S

1 4

M

A R7A
>4

ZhAE - Zh R
(£ 7213 %0%6E -
EICBEE D H
% Rk & A

Wik - &
(T HIE -
HEICB#ED &
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% Fo k& Pr)
HARTA v
D AR LG ST
k=

3. WENRFITRDENAN DT CHEL « REBZEIZOWT
(1) E/EALLEGEER, EKYBNERBRE TR D AFELEE L COMERN

<XERDOMFRITiE (BRSO BIFIISE) | MRA R, Uk - iliEFOREH
FH oD ARE I 55 >

EWMCBIT 2 Y F~T 0O AHA IS/ 2 ERARRERSE O F KLU OV TA S
L7, 2022 1 AREA O PubMed 7 — Z X — Z{ZH ) T “rituximab OR rituxan OR
mabthera” 2 (*“autoimmune hemolytic anemia OR AIHA” % &% — U — R(ZF% & L. article type
& L C*clinical trial”, “randomized controlled trial” % f5 & L T L. EKRE U MHREBR O 2
ERFEE Lz, 70, A FIA 25T adE (91F) ZEBML, 11 o
Z LU TFICaR Lz,

<A BT D i R AR >
(1) ‘X AIHA
1) FEIRE 11 AHFRER
a) X AIHA IZx 3 2 BEVELLERAS I AHRR (Fr~—7 EEEOMAEYTA
N7 A o5 JH3CH) [15]

BB AIHA &2 SNRIBIRD 64 Fl B L LISk, 7 > % 2k,
F =TT v BRIRE ARG (NCT001134432) T, 7 ~— 27 O 8 i
FRITIB T, 2005~2012 AF O WM CHEM S iz, FFREPE AIHA BRRTH 503,
H O R BRSO B Ml Y o TR M o BEVEE S & OF RS L 72 Ef b & &
iz,

[ 5i£]

B — b AR (196 O A, it 1gG & C3) Mutk. HoJEIR %23 55 #l
IR AIHA L 2ran e RigROBEELZ, 1:1 OFET, YL F=yrnH
L 7L F=ynror b VYR <7 X ab LTz, R TDOERET,
7'V R=> nu > 1.5mg/kg/day % 2 B[ 5 L. week 3 (Z 0.75 mg/kg/day. week 4
(2 0.5 mg/kg/day Z#5- L., IEHER~ETZ 0 U HZHERF L TV AEAICIT 4~8
W TR IR L7z, 7LV =Yoot iy~ 70FHBEICBW T,
VY X ~7 375mg/m? &3 1 [\, 4 RIS LT,

AR O F 72 D50 2 B O R FE O L U, 16EBBENH 3 H, 64
H KON 12 J1 ISRl 2 FEhi L 7=, 5822850 (CR) 1%, Wil ORAFT R 23807,
T IMHIRIEN EB SN TR WIREETO~NT /0 B U EOIERLE L, 4y
Z%h (PR) 1%, BAEO T L R=y 1 5% (10 mg/H Kim) ZFEEL TW5D
WE DD CR OEA:Z i 7z $ 356 ZE LI AUENME S 7o i tE & f o fRAE T
bHZ L, TV R=vr da (10 mg/ H ARm) % BR < oo 1G5 0 % 2553 ik
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AANETv UV ERTFREH THDHZ & L L, CR AT PR LIAMIIERHI & L
77

[ R

T RF=Y o rBAAELORTL F=y ot ) YR~ HAICERENR
R2BInT sz (£ 1),

#1 BEETR

Eipilpisa OF p i
iE 315 32 {4l 32 {4l
A fin 67 (35-90) 65 (41-89) 0.62
PERI (TR ) 17/ 15 20/ 12 0.61
U 2B B R 2 151 4 151 0.35
H %R R 1 0 1 1.0
~ESZ BBy (glL) ™! 74 (48-128) 80 (48-112) 0.18
MR AR M Bk E (X 10%/L) ™t 192 (2-715) 74 (48-128) 0.58
/g (x109L) 317 (20*2-750) 327 (127-540) 0.96
v Uy (umol/L) ™t 35 (8-114) 51 (4-207) 0.44
LDH (U/L) ™ 511 (25-918) 431 (88-1566) 0.85
ALT (U/L) ™ 30 (6-300) 26 (8-88) 0.54
7 L7 F =2 (umol/L) ** 79 (47-122) 85 (45-142) 0.21

*1 HrfE (D)
*2  Evans JEERE

TREBME N D 3 0 AR O FELFE (CR+PR) X, WAL TR 50% T > 724, 6
AAFERD CRFIX, 'L R=v 1 HAIRED 39% (95%(5FX[H (Cl) 22-59)
T R=yarE )Xo~ 7D 63% (95% Cl 44-80) . 12 7 A FEd CR
FKIXZFNZEH 36% (95% CI 19-56) & 75% (95%Cl 55-89) T, 7L K=>"
VYR TR TAHEICE D o 72 (p=0.003), BEHIM 36 H H KEL T,
AT uA REFIRETIE 45% THEL) (CR XX PR) ZHiFiL TWwWizoicxL, 7
L R=ymer b~ 7 0 HBETIE 70 CTEDEZHERFL T, BhER
DIEF OWEREAGFEHMIZI T L F=Yy o VYo~ 7 AR CHEICIE
£ L (p=0.02), »¥— FkiZ 0.33 (95%CI 0.12-0.88) TH 7=, F£i=. =zl
X RATBERD D IR AR O WM. SUTBEE T £ ¢ oo B o 77 i Bk i
OEFZ I LA, MM TEZRO T, £, BRVUIERDOYL G OB
fEREHIE 2 i L2356, mBECHETH - 72,

AEFZROEELRAFFS (SAE, BULH XIIBSEHN TR WES) I Xm R
TEZRBOT, FRFLIIFERRZE, HERR, RIRGE, R, B THY .
ZThbHD%LIEZ7T L R=ynr L oEENEZ BT,

WEIWCE ST SAE LT L R=y et VYo~ 70 HBET 4 6] (Mg, &
MAERZE R . DARA 26D, 7L =y o o HMAIREC 36 (EmMEmMaEf, O
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b)

RE, N Thotz, L F=yur )R <~70HEED 1 HITREL
TEMiZIE, REMETREICE D2 A0HETH U BEEMENGE SN hoTo, D 6
BHZ DWW TR MHIRRICE#E T L X E 2 ooz, YL K=YV
LUV YR L TREHTT LAX—RISITIRD LR o7,

120 AIHA (23 2 BEAE 24 (L ER R 25 111 AHENER (RAIHA study) ((A[E., (AEH A

KZ 4 o5 HCEK) [31]

FHICIER AIHA C 2 S, 7L K=Y UIBHED 6 AR D 32 il 2 5t 4 &
L7z, AIGHEY, ZhiskdtE, ZEHEMR, 704 27 7 B RHERKE 11 HH
B (NCT01181154) <. fAEIZE T 2011~2015 4FE D Hil T3 S iz,

[ 5]

BB AIHA L2 [~F 27 m B 10 g/dL LA T, # i o e %
RBODL (N R e 4mgll Kl EHEE 7 — A AR (196G DA, T 1gG
& C3) BatE], 7'V K= U IREHN 6 BARTMO 32 flickt L, U > F% I~ 1000
mg # 2R C2mBEET 28 (VY X ~T0) 77 BREEICL: 1 OE|
ATTUEMMELT,

BEAIICAT oA FEIRELEINLTEY, £ TOERFTTL R=Y1 10
mg/kg/day % 2 LI EBS L QEM CTHENPRD b WEEIZiX, 1.5~2.0
mg/kg/day |[ZH B FTHE) . day 15 LIFE., PR (~EZ B EERR—R2 T A b 2
g/dL ¥§n L 10 g/dL #8 & 72 > T2 e ) Z @8 O 72 iEH] T, 10 H M@ 10 mg 372 (5
K20mg) JEE L., 20 mg 2> 5 10 mg (27 D BRIE 10 H 4 5 mg 3 2 &
L. 10mg 76 5mg iCil&ET 2B0% 25 mg ToEL. IENHHEINLTWDS
AT 10 HZICHIE L7, BE&% 6 BT L R=Y v offEiIcb b o T
PR Z 38072 \WEAITIT, Al o> ) W7 ~C 1 o> 5 728 400 i) A1) 2 S0 i % e 4 7 ) B
L7,

FEFGE B X 1R RO 2E)E (ORR, CRHIE PREIOAF) L L. CR
X, B — A ARBROGYE - BREICERR L ~E r B EA 1L gidL (K
PE) 0% 12 gidL (BE) LLET, I oM e < IEE AIHA 26T 5 1R
N ABEMERSNCELT, S Tbh TNz & EEFRI L, PRIZ, ~
FSOEUMENR—RAT A G 2 gldL L 10 g/dL LLE, L R=Y1 10
mg/H LA F &G DA OIRHFEZ FE L T 67, M3 {Thh TnaRWnWigEE & ER
U7-o FERSNFIT .1 4ER T CR UL PRICIET 5 Z L N TE WA IR AIHA
CHEBRIEE (L R=Y U RO 2R <) & FEhi Liz%a, B&kE 1L FEUN
WS AT o me L L,

[ &)

VYR~ TR T ERBICERER 16017 ¥ afbashvie (£ 2),

VY xR~ THE TR p fiE
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A fi L 70.1+16.6 71.4+16.5 0.678
1z 7 (44%) 10 (63%) 0.288
LW O ~F 7 1 (gldL) ! 7.09+1.26 7.14+1.25 0.77
MR AR M ER S (X 109/L) ™2 215 (124-275) 244 (166-434) 0.144
LDH (UI/L) *2 642 (437-936) 478 (325-595)  0.168
Be ey (umol/lL) *2 34 (28-69) 50 (34-66) 0.274
NT Rrary (mgll) *2 0.08 (0.01-0.1) 0.05 (0.01-0.1)  0.658
BekaiowmmEA (%) 8 (50%) 5 (31%) 0.340
IRIMERIR AR X 7 OH () 2.0 1.3 0.397

*1OPE) PR
*2 PfE (HEEH)

T A MBS 1 FERERO ORR I, ITT AT TIX, UV U~ 78T 75%

(95%CI 47.6-92.7%, CR: 11 5l | PR: 1 f5il) . 7 7 & A FE T 31% (95%Cl 11.0-58.7%,
CR:5%l) THY (p=0.032). per-protocol fE#r Ti%, UV F I ~7HET 16 filh
126, 77 8ARBETIEL1LHIH 5B TR EZRO T (p=0.224),

#3 A

PRVE A 2 75 & REE p fiEl
1 4EHE 50 ORR (ITT) 75% [47.6-92.7]  31% [11.0-58.7] 0.032

CR 11 $il/PR 1 CR 5 f4
1 4EFE 50 ORR  (per-protocol) 12/16 13 5/11 {5 0.224
2 WO CR (ITT) 63% (10/16 f51) 19% (3/16 f51) 0.029
M P AR AT - - 0.023
T =V U REES R 4.32+2.27g 5.94+3.16g 0.14
7L k=Y &5 20.1 i [#] 24.3 [ 0.31
NS e R 4 {5 (10 [\1) 10 i (23 [=]) 0.073
NI 13 A[IQR 6-26] 28 H[IQR 19-61] 0.076
i 111 151 4% 4 15 5 f -
52 i T & v 72 R i R
o . _ 4.0+2.82 5.6+4.15 -
WRIE R X > 7 %0 (unit)
52 JH R R D EHE 7 — b AR 61.5% 20%
fatE (44) (8/13 14 (2110 ) '
FEC B GBERIRE 24 77 A) 6 f

0 0.017

84 ;% [IQR 71-90]

IQR, DU 75z PH,

*1 5% 12 0 A B o BERHE .

i &£ T infusion reaction O FIIFR D o=, HELRAERERN T 7 B REE
T7H101M, VYo ~T7RETIHAHRBOONTE, VX ~<THD 26
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2)

BT, FIEIEG% 8 M5 4 71 A OMIC Grade 3 D 4F FERIBAE 2 3R 72,
Flo, 2BITHIEARZRD, LAlIF==2—FTAF R - f a_XF AR EBHIN
to77tmﬁ@iﬁﬁﬁ%$%®ikhk#mmrfﬁw\—%@%%mﬁ%
BCTho., iz, 1HICTIRIa#2eiiERZ2580 7,

% 757 1R B f i

a) i 20 AIHA (ZB9 % 1% 5 RV AEAT (A LE R OMAE T A BT A > D511 LHR)

[16]

IR AIHA B3 27 il 2 5t G % 5 SBT3 T o dv Tz, a2y 16 i (59%) |
SRR 49.7121 . WO ~F 7 o e R fEN 5.9 g/dL (#iPH 2.2-9.8
gldL) . Hp3etE D AIHA 728 17 1] (63%) . fe &t D12 AIHA 28 10 1] (37%)
Th ., 27 i 6 FA Evans JEGERE L B S iz, SEATIRFE LT 21514 F
BOIWRBNM T, 2FICRIBREAT vA RENRELE S, 76 (26%) 124
PN 6 B T IT AL TN, 17 B THR I BRI S8 o g . 23 1T A T
7=,

PWE NG )Y X~ TG E COMMIL 40.3122 7 H T, 24 T 375
mmW%mIE\4E§5%ﬁw\2@?%%%%Ki@2@ﬂ@3@ﬁ5k&

Lo 1 BCiE, 2B TT1000mg A 2 MG Lz, VYR TRED
@EEI I, AT uA FiRREPME (7L F=>Y > 1mglkg/ H LA EoD 2 M #5 TR
BhaRBORN) OTHN 5 H] (19%), AT v A ki (FL R=> 10 mg/
H B & fikfe) 7275 16 il (59%) . #IEl PR X% CR & O I X T 218905 6
Bl (22%) Tholc, VY F v ~T7 KGR, 26 fl TRARBERLEAT v A REN
BHENTEBY, 2 (TTFFATI L 1L AITIaTdTe ) —VBET =TV

(MMF) 2AfhE STz,

VYo~ 7 OFMET 25 6] (93%) TR® HiL, CR (JAEH 1L THE ML D%
BEEBOT~E 7 v & Afa) 11 g/dL 48 (Zotk) 112 g/dL & (5 E) ) 25 8 51 (30%) .
PR (il % 2t 3" ~F 7 v © ENBERMERT S 2 g/dL BLE EA L 10 g/dL
B, IBEPIEX X7 L F=Y v 10mg/HEL FO ST, Wiio#eE N7 vorn
EARAE I/ KO LDH SifE) 23 FRRE) A 17 5] (63%) Th o7, VY F i+
TGRS 1 A ALNIC 14 4] (56%) TRHROFHREZBD GHEEHET
OWIRI P JefE - 6 R, FPH : 2-16 W) . BHFI CTIEEMLARETH -7z, -~
B m R REL, BRI LTI YR U~ T REZ THELRD
(8.3 g/dL[2.2-12.9] > & 13.3 g/dL[11.3-15.5]. p<0.0001), V ¥V ¥ o~ 7 H % L
el U CROBIERF R Tl BV L E VB O % E A58 9 (3.1 mg/dL 7» 5 0.82
mg/dL., p<0.0001) . IR IR d ERFCE I E IE Pk L 7= (276 X 10%/L 25 120X 10%/L
p<0.0001), VU ¥~ 7 WM 575 OB EHY 23 20.9+10.2 4 A B4 T,
25 Bl 18 BT MR L TR Y, 1L BINRIREEAT oA REEZFIEL, 5
BITHFEARD., 2B O A2 MR Lz, 3FTY VI o~ T HIBEITOIL, 1
B CR, 2B TPR ZRHT=, 1HITIE, VY I~ T HIRENK 1L4FEEIZ 3 E
IThiv, TNENTPRZRDI, BRE2RBOBRN-722680 55 1HIT, B
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FatEFER U F U UNEZOHFE L OEAIC LY CRZF O b 9 LHNIEIED IgA
IR AIHA TH Y | MMF TR ZZB DR o723, AT PR 2380 72,

BEMEIZONWT, 261 (T%) THEMSE KPR ZREMEESRZED -, 18
MY xR (CLL) (Stage A) ZOFET 2 161 (74 53%) THEE QG ERK
DIEZRBD (VX ~7 2 HEHESGO 4 HHIZ0.4X10%9L), 5 0 A%ICEIE%
W1z, 2B TEERIRYIEZED . LE (73 8., BB A OBEE, FEIRIE 2 Of
17, MG % G 7 R CAEE R BL) XY Y x v~ T RED 2 8 ABICKBGRE
DM Z L) BB REZBBLL, £/, VYRR~ HREDO2WA%II=2
—EVAF R A BFAfiligk (PCP) #FEBL L, FHNGHE T PCP IX[EIE L7223,
B SE lC L 2 BEIERE M T 6 W ABICHT Lz, o 1, VYo ~T7H4
D25 WHBIOHEENRKLEZZ bNLHHETEZROT,

b) R AIHA B3 2 % F BT (T AN TV K, REROCMAETA T4 O
g1 k) [19]

WIHERE TR R A2 RO - 7210 AIHA OB 34 il (Br3stk, feishE) (1
SOWT, VY X~ 376mg/m?2 & 18], 4[0&% 5 L-5GE0a %M, Zatk
J OBh R FRfGE I DT, 2 RIS REMT M T iz,

IR AIHA OZWE, FIEIZEREO~E 7 17 B 23 100 g/l Klili, B 27 — A
ZRBRD G, W OBEZRED 2 EF L L, FlP i 59 % (FPH 14-38
). B 1 1.2, 47% (16/34 f5]) ([ZHERER BN B 0 it AIHA (16 #iH
8 72 CLL) IZmBENnTe, RFICTRIBREART vA FIEIZEDIREITHONT
BO,29FITY Y v TIRERIZHFH SN (L =Y % 10 mg 7» 5 100
mg). 11 65l (32%) T, VY ¥~ 7IRFEATNIC 2 U EOBENThIi T\,

BRI X 36 U A (HiPH 6-90 7 H) Th o7z,

PRIX. 1REBIMAE 6 WAL E, ~E7 o B U ERRX—AT 4 15 209/l k
. XiE, ~EZ7 v fE 100 g/lL BEHER, CRII~NEZ o B fl, BU LY
Y RONE LDH O IEFEALA 6 1 A LA bflkfi & EE L, BRIT~NES = EERN
100 g/L % FREID XLHi7z/eipi (A7 a4 ROFEAROHEELY &) NL%E
RGAE L,

ORR % 70.6% (24/34 #]). CR 1% 26.5% (9/34 f5l) T, Hh%RHDH E TOH
[, VY s o~ TR B AR #2170 J] 5 05°C 87.5%(21/24 1) .3 7 J] i 1 °C 12.5%

(3124 B) DIEFI TR ZRBDT-, Rl 87.5% (21/24 #]) XV Y F v ~7
BIE P 5205 28 BLANIZH R EZRB O, 3 W AR S CTRpINEHEROIZ,

ZEhE o B BRI R el 30 0 (HiPH 3-60 7 A) WEmA T, 2250151 0 50% T FF
HKERD, HRECTOWMPRMEIL 165 7 A (#PH 9-60 » H) Thot-, 1AE
BB/ 5 90 H T 70.5% (24734 151]) 7328 % % #eFF L T 72723 36 7 K45 Tl 28.5%

(6121 ) WNEWh = HeFF LIRIEN A TH > 72,

3BT, FRIFIZY Y& v~ T HIEHE (375 mg/m? &2 1 [\, 4 B & Eli
L. Bh&Ro7, 1LEIBIEXZPR T VWHAZRICHRELEBREAITWV, 32 VA%
HRETHBENAETHY, 2FHIZCR TEAEMBNAMEFL., HIRFEZ 3D
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AWM OZEMAZHRLTEY, 3HBEILICR THIEETIONAMRBEHEL,
TRIEIL IZ T CR 278 41 7 A CR Z#fEFE L TV 5,

U v~ TR BRI E D - 7= (infusion reaction IXEIERA & L CTHULY %
biedrole), AR ERB/PERIE 2 1 B TR D 72,

(2) CAD
1) REARES 1 AR B
a) CADIZXIFT 2V Yy ~T OFNMER LM E RS 5 ERE 1 AR (5
vv—7 BEEHA KT A OB HLHL) [23]
CAD BHFIZHHT 2V Y F o~ T IREO RN L LML R T 2 L sk ILH
(T r~—270O7ZHF) . BRE I FERERA FM <, 2002 4 10 A 75 2003
4 JITHBRE 20 BN BER S LT,

B R R OVEAL 2B L o0 18 2 580D . FEM R 28 64 DL Eds X OVEL B
7 — L ARBRO M 7235 — 2 (C3BHME, 19G f2t:) Z 7R L7z CAD #H# % xt
Bl LT, B, B OIEBEERE LCY v "8 B MilaEE>HT 5

IHER L 72,

VY ¥y~ 71X375mg/im? 23 1 18], 4 [RFE LT,

BRI ICB T, CRIZNEZ v EVENEFL L, Wio#eE (£ 7

—F 72 IgM & Te) ZRH T, CAD ORKERBHER LZEAE L L, PRIT
«%7ut/mm1ﬁﬂ%uﬁlowmuﬁmﬁﬁ%%w\%mﬁK%JmD@
FEAER Ok E L, MiE 1gM B EEOER Tk 50%LL EOK T 2B =84 L
L. CREOPRIZEEY LW ILFERE & L,

20 B 75 gk S AU, 15 B8 2o, AR P LS 75 5% (REPH 54-86 %) . 11 fi T
BERET 3 A ORI ML 2 F5E L TRV, 12 FIARRME, 3HI Y B
PEU D oSBE, 2 BIA/NY oRBRVEY SRR, 2 BN IERF A2 ) v RER R A
RO (LI EHREREMO - DRRME & S, 9 BIRRIBHEG. 2 FH
IR EAT oA REOIGEERH O, 8 HlIL7 10 T A7 VB LEIE R E
2T7uA RELOFFRBEIMTOATEY, 17 e T a7 ey 7akRR
77 I ROPFHBEN T TV e, 2RO~ 7 1 v i i % 10.3 g/dL

(#iPH 7.3-15.3) THh 7=,

16 T 14 LL EBBR AT oAU, 4 128 CAD &I REE L 72 W ELH T RSB
EHIELE [EBAA, BAEE2A0FLEBULE, fik GEL). R GEL)],
9 f5il (45%) 2ZEZh L. 1412 CR, 842 PR Thoto, U EEFEMERE 7 #
D5 H5H (71%, PR 4 f5]), F5E CAD 13 6D 5 H 4 5] (31%, CR1 %], PR3
Bl) CTRHMERD, KRR ERO DL E TCOMMPRMEIL3 A (FEPH 1-5 5
H) Thotz, EBHHIO LHBITY Y o ~THIBREMIbNTN, BHz2RD
FLAO 1B TIFEMNLE L ~Er B EORIEZRBO AN, PRIZITED
TR THIRE QEEE) 2TWELOERERO, £, fixEtk
CAD DIER] Tik, 2 THBE DM TR T CR XX PR R D7 (AXtED
AN IER R DIER b E L),
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TR T= 9B 6 Fl CEBHHIMO 48 MM D 5 LICHR 2RO, BEHIM
PO EX 6.5 A (P 2-10 W A) THY ., FhEMEEL W 18] (PR) X
48 WIF D AEBEBAT O B EMR L. Y 0 24 (WFivd PR) 1IXEDZR
Wiz 14 T ABICHBEEZRBDT,

VY X~ 7 ORAFEMITERGTH Y, BEIEZ infusion reaction X8 D 2o 72,
8 I CTHE, B, BHJE. L. ML, BESUID ENWERD S, RIGE CREIE
L., £72. 3HITAMBE/KFEARORKME LB DI,

b) CAD IZxtT 2 VY X ~T OHNMER O LM% sl 3 2 ERRE 1 A (/
N xz—, BELMLEIA FF7 A4 O HICHK) [22]

CAD BHICxT 2DV Y X~ TIRMOANNE & LoV R T 5 skt

(/voo—d 10 Jiizk) . EEES 1 FERER 23 i S 4u, 2001 4E 10 A 25 2003
5 JITHBRE 27 Bl BEES -,

BPERR M 2 388, FBInEEER M 64 LI Bl X ONE 7 — A A5 ER 0 #
7poNg— (C3 gRBGE. 19G BaMESULFIMEME) 2R L, 1A & B3 5 HRAE R

(B, VA4 /7 —JER) Z8H5 CAD BEE X4 L Lz, £/, MFEF O IgM
kN REBFHITOCD20" k"D 7 v —F /L7 BFEIZ X 0 EFR I D CD20 k * D
g a—F 7 U BRI KB Mg ST R 2 feRR L7z, 72 ds . fi el CAD
BT LT,

VY ¥~ 375 mg/im? 2 18], 4 E#EE5 L, RERGENS 3 7 AR
HWRERBDO R VGECHBRPICHEEZROT-HA12IE, VY ¥ <7 (375 mg/m?
LA, 4EEE) A2 —7 = (IEN) (500 J5HA7 4 8 3 @], 20 J#E[E)
O OfF B IE & FE i L 7=,

BPEFAGIZ IV T, CRIELA I K OV I D 1808 2 58D 3, ERIRAER A3 TH & L,
E/7u—FNVMIEF N7 20T BRI AE T v —F L Y N EETE
ZROBRWEAL L, PRIZANEZ 0 EEN 20 g/L UL ELZERIC EF XITIER
L L. i 1gM 28 50%LL D T TER AL L, BRR 2 ER 2N L, i o
BEDLS FTREZR 3B & L. CR R IONPRICEE Y LA WA X IERDEI & LT,

2T BNZ 37 a—AD U Y ¥ v~ TIHFE N EM S iz, 18 B ok, SEHER
71 % (HPH 51-91 %) . 12 B3 RIGHE T, 10 il T 1 B OIREN ERM I TE Y,
56T 2 MU LOBMMAERESN TN, R=2A T D~TS/ B fEFR
1% 82 g/L (#iPH 62-123) ., IgM i Jufii% 5.0 /L (#fiPH 0.6-51.7) ., ZEMmMEEHER
Fifti (4°C) "Rfii% 6,000 (#iPH 64-256,000), HHEiD « /A P defEi 8.4 (%
4.7-77.0) THO . UV U NBEMIEYEY Vo8 JEN 15 B, Bk Y oS E
W24 N REREY oS iE (B MR A% 2 B, FEFERTI m—F ) v
SHETED 6 B, RUGPED Y BRI I v —F A U L o SHREPERR E S 2
il cdH -7,

27 IR 14 B3 HIEI Y > o~ TR TR L (CR 23 141, PR 23 13 ), %)
REBDR Mo 262 Y X ~T7 L IFN OFFHBEENTOIL, 1HIA PR, 1
BUINRZ RO ooz, 8HFITHELZRD, 3FNZY Y F ~7 L IFN OHFH
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TBENMTDOI., 5B LTU Y%~ 7 HANGENTHL, 56T PR %2R
IBNIMME AR O o7, 2 Flizxt L, 2 [FIH O FIIC i‘fbf)/fv/<77$
FIEH A2 FE L, PR 2RO 7=, VY XU~ T HRBILAR 37 a— A FEfi S, CR
N1a—A  PRA19 a—ATRDHIL, 2hREZFED D ETOHIM P IEIL 1.5
71 A (#ibH 0.5-4.0 ) Thot,

BN T- 1T Bl ORI (B 2RO B OB XIL 12 W A2 B2 5%
&) FRfEEL, 11 H (FpH2-42 W H) THYH ., 14 (2873)%?%2 PR % #EFr)
ZEREZOMOIER TIX 12 7 A Z B2 =R THIE 2R D7, CR 278D 7= JEH]
T 42 AWM. Bohafers Lic, 1241TY /%yv7/éf§?&¢:%%ﬁﬁﬁ%®iﬁ%
o O
H K 72 infusion reaction DR BULFRD S 372 0> 7243, 1 B THIAIBE 5B 5 A
WERDZ, VYX o~ T ICBEOH L MmiEEEMN 1 6] (Grade 4 O 4 ER D
Jit . Grade 2 DFEEL, Grade 1 DKYERHL) TR O LT, VY F v~ 7 HANR
WEAE TR L7 2010, 1B EBRARWVWERIZEZVIEC L, ZOMOIEFIL, 1H#
%, 3~43 1 HOWIM CTHEFLZHD TV D,

(3) AIHA 3@
1) EERE 1 FHEER
a) BRMEAHAICH L TUERAEY VX~ 7285 LEBAOANME, ZEERW
ZWIM A RS9 DR NHHEER (A VT HEEOMLETA K74 Db
JCiR) [18]
B2 S iz, L, PIENEEO 7 L K= AZEF L 2R3 tE AIHA ©
3B EMEL LT TV F=Y U HFHICBWT U Y % ~7 100 mg/a] % ¥ 1 [A],

4G9 2 1Y — A B, 2 2 F O BRIRE 11 AHEER (NCT01345708)
B, AZ T T DOI[ERIZIHVNT, 2008 4F 6 A6 2011 4= 5 H £ T Wi T3
STz,

[ 5i£]

18 ik UL EOF L X I WIENEE DO 7' L K= TR L 721 AIHA X% CAD
DEFET, VPR BEDORMBRAENES  HOERLH Y | EHE7 —
L ARBRBG MO BE Z 5 Gic, (KHEY Y ¥ ~7 100 mg/lEl & 18], 4 B8
H L, 7V F=Y % 1 mg/kg/day % day 1 7>5 day 30 £ CHEH L. £ D#%I1X 10
mg/week 7> % 0.5 mg/kg/day 3O (&E L, 1k E T 5 mglweek TH G- L7,

[ 4]

= AIHA 14 ]} Y CAD 9 BBk S 7z, BE & LB I fE 15
71 A (%P 6-35 W A) W OFIMEORREIIR4OLBY THDH, FHEFMEAE
HiZORR, CR X T*PR & L., CRIZI~EZ 1 BN 12 g/dL # T, IR
LIENEFALEER L, PRIINEZ B E U EN 10~12 g/dL X% 2 g/dL Lk
O LS ROV i 23 A E 2R A8 & iEFE L. sustained response (SR) (X, RIGHE T
~EZ 1 EEA 10 gldL R L TWHIRRBE EFR LT,
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* 4
B AIHA CAD
JiE 151 5 14 9 i
B
B ME 6 %1 (43%) /8% (57%) 1% (11%) /8 5] (89%)
A it 46.5 (27-75) 7% 61 (30-71) %
RS (CGRIGHEH) 6 %l (43%) 1% (11%)
A 8 %l (57%) 8 il (89%)
Zns ) YR
8 (0-122) # 46 (7-276) 7
7 B E T O M (0-122) 71 (7-276) 7]
~NF 7 v v v iE
8.7 (4.4-13.2) 9.4 (7.1-12.2)
(g/dL) ™t
IR R Bk E (X
205 (40-320) 140 (52-269)
109/L) *1

LDH (U/L) ™
Ml U 1L e~

623 (314-1961)

629 (420-2173)

1.66 (0.4-6.4) 1.66 (0.6-3.6)
(mg/dL) ™t
A2

2 71 AW ORR: 100% (14 /14 1) ORR: 55.6% (5 #i1/9 1)
CR: 78.6% (11 i) CR: 44.4% (4 f3))
PR: 21.4% (3 f5) PR: 11.2% (1 #1)
NR: 0 NR: 0
R 0% IR 0%

6 77 A KR SR: 100% (14 f5l/14 1)  SR: 77.7% (7 %1/9 1)
CR: 71.4% (10 %) CR: 44.4% (4 #)
PR: 28.6% (4 f5) PR: 33.3% (3 f))
NR: 0 NR: 11.5% (1 %)
P 0% PP 11.15% (1 %)

1 AFHF A SR: 100% (13 #1/13 #51)  SR:50% (3 #/6 #i)
CR: 69.2% (9 %)) CR: 16.6% (1 )
PR: 30.8% (4 f5) PR: 33.3% (2 f5)
NR: O NR: 0
R 0% PR 33.3% (2 f4)

*1 PR fE (FEPH)
*2 No response

24 77 A W O HEE R AR T R 1

7=,

=0 AIHA 725 81%, CAD 78 40% Td >
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Uk~ 7RO AEMEIZRA TH U | infusion reaction DI TLITFR O 727>
7o BERHIRE R RRYME . MR TENE. FEMEEEME. £, BmERBE O Rk
BoZE, Ik OB EEERE DA EREITRB D 20> 72, CR TR ZME
Ff (SR) LCWl 1Ty Yy Xo~T7&E 7 0 H%BICEAMORE MO ED
FB L, L L7z, TOM, BIBREARAT v A FEIZ K 2KEEM (56]) &BE
FESRE O = O AL (1)) 2RO 7,

Fo. AREERE AR I 1T 2 GEFHE N K OSBRI i 25 7 B (b
6-54 1 A) FEROBEFEE L OERIIEXRSOEY THH[37] Bk, ~1 FY =
VRSB R 7 — o AR (MS-DAT) 12 X %51 RBC HiiAFEAE I %35 ex vivo %)

R, KO RBC HUKREEAIZKTT 2 invitro &R ICET o8& 2 & 5[21]),

#5
5 AIHA CAD
i B 55 18 5 14 151
X Bk IRE D FR 2 A B
~NF 7 r v i 9.4+1.7
8.9+2.2
(g/dL) ™t
Ok AR i Bk # (X 208+126 215+157
109/L) *t
LDH (U/L) ™ 740+ 434 750+472
MY Lre » 2.3+1.8 21+1.1
(mg/dL) ™t
A2
6 77 A KR ORR: 94% (17 f51/18 f1)  ORR: 85% (11 f41/13 f)
CR: 67% (12 f) CR: 54% (7 #1)
RFS: 89% RFS: 85%
12 71 H W p ORR: 100% (14 #51/14 #]) ORR: 100% (7 #i/7 #i)
CR: 71% (10 f1) CR: 44.4% (5 #)
RFS: 89% RFS: 67%
24 71 A Rg AR ORR: 100% (12 #4/12 f]) ORR: 100% (5 /5 i)
CR: 92% (11 #1)) CR: 80% (4 f4)
RFS: 76% RFS: 57%
36 7 H I AL ORR: 100% (7 /7 f51) ORR: 50% (1 f1/2 f1)

CR: 86% (6 f3)
RFS: 76%

CR: 0
RFS: 57%

*1 V)RR

*2 Relapse-free survival
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2)
a)

o ABITY Y R T ERES IO (LBNIIHEIRRE 2 M%) . Bz
B BRI TR 18 0 (FiPH 9-30 W H) Th D Z ERHE SN TV D,
[37]

BRI i 53 7 A (§PH 6-120 7 H) BEmOfER & LT, 54 BlofERN
STV 5[38],

54 519 JEZ AIHA 23 27 15 (50.0%) . CAD 73 20 5] (37%) . & il (mixed type.
atypical type) 23 7 f5l (13.0%) Th -7z, &=L, N AIHA & Zofh (CAD,
mixed type. atypical type) Z tb#i L7234, =0 AIHA TE < (p=0.05) . #EH3E
EHFHMIZ SN TS RN AIHA TRWEMIZ & - 72 (R AIHA:64 77 A [95%Cl
26.6-102]. = DOflL : 25 7 A [95%CI 9.4-41.6]. p=0.004),

% < OIEFI TIHRWBILE S 2 B AUWNICES 238D, 6 7 HLIBIC S HI128h %
NWETDHMEMICHL Z L, BEMENRE N L VY X~ 7 HIRE Eh A HE
THDME (K 60%) bRHLNLDHZ L, CAD IZEBWTIEIRA AIHA &g LT
HORIGME B MilanZneEZxonsZ b, BEENRY YU TREE
THIENRLETE D AREERDH D Z ENREN TN D,

& 5 R AT ST JE (51 1S
EE R PEIR R AIHA ICRE T AU Y X~ T OB FRINE (A 2V 7 BEIA K

A DOFIHHED [17]

B v 7 U R (DAT) BEtE & R MAE R 23R Hi7- i AIHA 11
Bl (BHESHD IZxt L, 2B THIENEEE LTAF LT L R=yrnrRnighan
TR ER L. AIHA O2ka 6 959 B (CEHfE, #iPf 20-5110 H) 2V Y F v~
7 (375 mg/m? Z 3 18], 4[H) ARG I, VY F T ~T7 o EICE
WTTHEEADS 1L, EIEN LHNCHBL LT, 2T Y F o~ T L, ~ES
o EN ER U2 CE¥ME 3.3 g/dL, 95%IEHEIXH : 2.1-4.4), VY F v ~T7 K
BRI 3B CRMERE M AMLETH 7208, 26BN TV YFv~7 2[MA
BB, 1B TR Y v~7 3R ERGHRICAE L o7z, VY F Y
~ 7 ARG K T, 561 (45%) T DATatts 720, 6141 (55%) T CR, 54

(45%) T PR ZRO7, 2~/ o A MEEFILETIC3IVAEE L,
B AR EE BV T, 861 (73%) T CR. 341 (27%) TPRARBH LTz, 2
BlhicBWTIR ) Yo~ 7HERRE QA LR, 3708 BNERIhE,
BIEWIR I ME1% 604 B (#3PH 30-2884) ThH V. SIEFINAETT L, #if R L
ol IPNIBEHEDOKR O AT B A FICKDHERREG %2 LT\, AIHA %
HELEBFIIRO N> 72, AIHAEIEFTIC ITP OBEFERERH - 72 1 61
BWT, AIHA RIE 10 T AZICITP AHIE L, AF LT L R=ynr 2 Vg, V
VXU T AREEL AL A, I/ MOZEIE L, ITP OFREND 8 7 A
B, KO AT ABICHEITP AEREL, ZhZEn ) Y X~ 7 REL%,
INBIZIENE U 7o BRSO R MR A S 1272 < . DAT 1T HRFREETH -
Joo EIZ T Y EPE L TWRERI T, VY X~ 7GR CREMED
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c)

HLBETIEIRD NIRRT,

b)) BHEV Y XL ~T7OREICHTLIRE REROAZ VT KEHA FT7 A~

D51 SCHER) [28]

O M o BRI D i CRETFIA IS K 0 2R AER D DA\ 11 Bl KT L T,
U~ 7100mg/EIA0E 1, 48K LESE. AIHA EfTiRE : 7L
K=y U ROEZ7 a7 ) o iEEEE (IVIG)] O LHIZEBWT PR (~EZ b
VEA 2 gldL BL b, ZE LT RS L, PEHBEZ L) 280, VX~
(ZBA:# 9~ % infusion reaction XIFEBMEDOHMENRD Lo 2 ENHE S
NTWD, RRBEDGONTZBHHIZTY Yo~ T RGNS 12 B% T, &
WIRIE 8 W HUL L TH -7z,

AIHA 232 VY v~ T ORI R O eV % th 5 RN L - s (X
NEX— (LEHA KT A 05 HSCH) [32]

AIHA BE UL ITP BE ISR T 2 U Y d o~ T IRFICET 2 2 ik Lm0 % )7
BEOBRAT 23 M S 40, 17 fiig% 5 5 AIHA 53 Bl O fiEHT IC > W\ T S iz,
XEGREIX, RPN TR O BE T, LHEBEL EOSITIRR T RIS
NT VYR~ TIHEN LR EFEESNTBEE Uiz, MR 28 ] (53%) .
U o~ TR B R R O A i JefE A 65 % (HEPH 1-87 %) . 18 f5] (34%) T
FERER B 2R 0T, IR AIHA 75 36 ] (68%). CAD 7% 14 5l (26%) . B2 3
B (6%). JefTiGHE Rfl2s 2 (FEPH 1-4) . MR FEREHI2Y 10 ] (19%) ., 2K
MOMEY Y v~ TR ETOMM P RMEL 10 # A (HPH 0.5-132 # ). U
Yk v 7GRN LS BT o T REB Y 26 5l (49%) . ~FE 7 m B fEH R
fE7s 8.8 g/dL (%l 4.0-14.2 g/dL) TdH - 7=,

Uy~ 703, 92.7%DFERNZ % L C 375 mg/m2 O 1 [\, 4 [m$ 523 T,
Uy~ 7 BAIE G D 12 ] (22.6%) TENLUNOBE TIIRIBKREAT 2 A
N3 2 & e iR B3 T b,

CR X /Z MBIEIE N i S e VIREETAE 7 1 B S IEF L & QA LD
HMEZRBO R VEA & L, PR I 2 EHE L TWZRER] Tk A A% & 7o
EBAE. ROII~EZ7 o B EN 2 gldl EF &L, ThLUSMIRhER L &
L7,

WA Y Y % v~ TIRFEERED ORR (X 79% (42/53 ], CR : 47%., PR : 32%), U
V& v T HANEHEO 12 HIIZEB WV TH, ORR 23 75%, CR 728 42%., PR 7% 33% C
Hodz, FEY Y F <7 Eb500 0BT SRME 15 A (P 0-62 7 H)
BEACL 15 B CHIE, B XIS T A2 RS 1R R O 2 R o TR A 17 3601
2% & 56% T o=, OB TY VX~ T HIBENTHLIL (22— 54|, 3=
—Z 20, A —Z 1], 5 a—R 1) THENGRIEL FRBEORBETHY .
BIAROREIWE N EL R 2MERICH Y . £, 1B CTHIENER TIEREERD
o Te, BIRIR TPRZRB O ERHEINT,
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< HARIZBIT D W R B >
L,

XICH-GCP LD EFKRERICOWTIX, TOERL#HT DI &,

(2) Peer-reviewed journal &G, A & « 77 U o REDOHE IR

FWNIMCET D) Y X ~T D AHAICHT D b Ea— AF T F ) 2EOHRER
BAZ DWW TCHHE T 5 72 8,2022 4F 1 H K50 PubMed 7 — & X— X |23 T “autoimmune
hemolytic anemia OR AIHA” Z f 5%, article type % “Review”, “Systematic Review” |Zi% & L
7oL 2 A 1,102 %Y L., article type % ”Meta-Analysis” iR E L7 & 2 A, 16 FD#%Y
WHoTZ, EOPNOEERMAETA RIA IZ5IHENTNWD U Y F o~ 7 REICH
FTHAZTFIVVARWMAETA RT A B HINTWD L E 2 —OEA DL TR
e

1) A« T7FV TR
a) AIHAJEBIC X T2 VY X v~ T OFEHIEICOWTE LA - 7V v 2 (AH,
JeE K OMAEHS A KT A OB HSCHEk) [14]

2014 4= 3 H I 5 > MEDLINE 7> & ittt Gkl 2 4R L | 2 44 O AN L 7245 8
RBRT YA v, BEN R, WA (AIHA OFAR BEMR., &85, VY
F T OME - HE, B BB, BEHICET 7T — 2 2 L,

VY X~ T7OFEMEILT —F &Z#HA L7z ORR XX CR R Tl L. Ak &
PEICOWT  REREZEE LEEDRET VX7 U F L FRET VL0 MEFY
HREZREH LT,

21 RBRD 409 Bl RfRICA K - TFH VY REE LT-, Kot — b oBREN
soldy BYEDY 43%. AFie 0Ll 50 sk, MR A S T SE BT O IE 0~50%TH V|
Rtk AIHA, IR AIHA, ANEBEPNR L Z 0o, FU X LR ETVICEVE
i L 7= ORR % 73% (95%CI 64-81%) T& b . CR 3 |X 37% (95%CI 26-49%, 20 i
D 397 BIDOFER) ThoTo, AR ORI MR L5 ORR KT CR & #
6 127”7, CREZ, VX ~T7HFEHD 2~4 W ADOMTHRbLE N> 7= [13 AR
? 203 BT — 4 70% (95%CI 57-80%) 1,

# 6
AIHA ORR CR %
o 79% (95%CI 60-90%) 42% (95%CI 27-58%)
R AIHA o o
(11 #EBr o 154 1) (11 #Br o 154 51])
67% (95%CI| 49-81%) 32% (95%CI1 17-51%)
Kk ATHA

(10 FBR D 161 1)

(11 #Br o 176 1))

e F M AIHA

72% (95%CI1 60-82%)
(8 #BR D 66 )

46% (95%CI 30-62%)
(9 #Br > 87 f51])

CAD

57% (95%CI 47-66%)

21% (95%CI 6-51%)
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(6 #BR > 109 1) (7 #Br o 118 )

ZEMEICBE LTI, 19 R B 364 1T 38 HOFEFRNED L [14% (95%Cl
9-21%) ], D56, 16 1 (42%) PEANCRHETLIAEFLTHY ., TDIFLEALLE
ISR~ P DIEIE . R ThH oo, 22 4 (58%) MESE L HWT STz, ==
—EVAT 4 A A BT APHRN 1RO DAL, 364 FilH 17 B (4.6%) HBIE
IR IZE T LT,

b) A AIHA A BF T DEFEICE T LV Y X~ T OfEMNT (¥ — (AF
HA RZ7A4 05 H3LH) [39]

R AIHA A BE IS T 2RFICB T2 ) Y X~ 7O EMITIZONT, U
XU T OMEMABET. VYR~ T ORERAE - R, VY F o~ TIREN R &
EZONDBE MBHEVYXIT~T O LRRIRIND 0T EHE S Thh - &
FIZBTL2V XU ~TOMRE AEFREICOVWTLE2—SNTENERNE LD D
nTns,

(3) HREF~OFERERRI & L TORERN

<ygH., BRIZEBT DEHFIEE>

1) N Y UNEY BARGER 55 2017 42[40]
(Harrison's Principles of Internal Medicine vol.19)
o smtEEMmBLOEMLmIck &M (LI, KX 5 5%E)
% RAE VR I 2 i
B L6 2 M A of 1 4 if
e

(AMS) B2 725 F BB TRV & X 12iE, Wil sy (e

RoEAEORMBEITREL Lok =y hOBICL > THINT5720), TLT, 7
L R=>Y> (Imglkg/H) I[ZXDEWBIENIBIITONDOILERND DL, VYT~
7 (P CD20 HUR) X “RIBHFRIEE B2 TV D23, kKA & (100 mg %3 1
H, 4M#EE) OV YFo~T L7 L F=Y rOFRIIREIC—RIBFIZRD S>obh
Do B, T, EMIBRICKE LA WEZIZIIMHEABE IR T TR 60,
A CRBITEIB LW, MO ELZD52W0 £ THOND BEITKE
<, BMZz%FE LY FMOBRONEE (BIZIE7LV F=y rofkhi) KT
SRV LT L, VYR TORE T, THFATYV o v I7rEA77I K, ¥
JRARY v RESe T Y UFEE, R UL ERIBERE E o7,

T BEAR SROE
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NTLEIHRBERHLZNOTHL, THTFTATI 07 aFR A7 7 I ReEHWE
SR IE RS EE ORI L > THRHEO iz T 5 2 &N TE 50, K
I RACIZR AR D Y AREPNEETHDL Z 2B ET L L. TORERITZ T A
N7, ATHA S8 a0 7L R=Y 0 LI RN 72w, Mg #IIHiik %
BrRET 20T, BEERICITEII N R o HIETHLIN, B HhEBEL, DRE2HLT-D
PN AT DR T X2 57w, CAD ORIV Y v~7 OBl TRELS AR
R, ZOEEIT ATHA T & TiEARWA, CAD BE D 60% N EICE L, Y
VR T LTI T ECOMFABEIETIIEML LV IELS o TV D, (41K)

(4) & IMBEDOBRITA R T4 v ~OFEHR I

<WMZBTDHHA T A &>

#:[E The diagnosis and management of primary autoimmune haemolytic anaemia. (British
Society for Haematology) [10] X% TMAIE Protocole national de diagnostic et de soins (PNDS)
An’emie H emolytique Auto-Immune. [111{Z DWW Tlk, FRKEE 6 25 T o HER i F R o
W% 2l

T, TARIFANHELDLEEZONHLUTOIHETRT,

1) EEa 2o AE8FEDO L a X7 — a2 (Diagnosis and treatment of autoimmune
hemolytic anemia in adults: Recommendations from the First International Consensus
Meeting) [26]

BIBREAT A FEITENX AIHA OF —RYIURIETH 508, HIEFIRAT v A
RCHEPELNLWVWEAIZR) YU~ T IREZEICEETILERNHDL Z L&
BENMLER CADICKH LT Y XU~ T NIV Y F v T EROXAATFT OO
W —IBPIEIE L T2 ENRENT VD,

(LLUFL B b k)

10. Practice points
AIHA is a heterogeneous group of diseases that should be treated differently.
A thorough diagnostic workup is required to characterize the subtype of AIHA and select
the appropriate treatment.

Corticosteroids remain first-line therapy in wAIHA. Addition of rituximab in first line
should be considered in selected patients.

In most patients with wAIHA, rituximab (if not given first-line) should be the preferred

second-line therapy.

In patients with CAD requiring treatment, first-line options are rituximab monotherapy

or rituximab plus bendamustine, depending on individual patient characteristics.

Atypical AIHAs (mixed and DAT-negative forms or AIHA driven by IgA or warm-1gM)
remain a therapeutic challenge, and some guidance for best practice are provided in this

review.

Complement-directed therapies remain investigational but are promising.
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10.

Patients with wAIHA not responding to first-line treatment, patients with CAD requiring
therapy, and patients with rarer AIHAs should be considered for clinical trials if
available.

1BIED KA > b

AIHA X heterogeneous 72 BEHETH Y | Flix DIBFENRMLETH D,

AIHA D% 7 2 A 77 ke iE LI 220 R 2 BT 272012, MUKy —
IT T RRETH D,

RIBREAT oA Fid, N AIHA OYIEIGRTH S Z LIZED VT, gl
BREL T YR~ T72BMT2Z L1, —HOBEICBVL TR IND &
Tho,

%< DR AIHA BEIZBWVWT, VY XL~ 3 “RkIEHFE L THERR SR D &
ThHhon WEIRETRVWEA),

ERP NI L S5 CAD BETIE, VYR~ 7 HAPRYE XiU?%yvf
+ N HBRATF PEAEFERIENEREA T g L e B DS, il & D BT EIC
CCERT S,

Atypical AIHA (JE&7 . DAT &ML 1gA Xix warm-IgM (2 & 5 AIHA) 13Kk
ELTHELOBER SV | KR TRA NS T 7T 4 ADTDOR#HZRLT
WD,

AR EIIRET TH L, AL TH D,

FIENAFR S SOG LW R AIHA B3, IRREASE L Shvd CAD B#F ., MU
D 7p AIHA BT, PR CHINITEKRABR ORI G L L TR SN DG XE Th 5,

5. Treatment recommendations

5.1 Warm autoimmune hemolytic anemia (WAIHA)

Recommendations for treatment of primary wAIHA:

The indication for treatment of wAIHA is symptomatic anaemia. Exceptionally, in the
rare patients with mild and stable anemia, monitoring may be appropriate (“W&W?”)
(Figure 1) (100% agreement).

First line treatment for warm AIHA is oral predniso(lo)ne starting at 1 mg/kg daily.
Predniso(lo)ne-rituximab may be considered frontline in selected patients with severe

disease or in elderly patients with comorbidities (100% agreement).

In patients responding to predniso(lo)ne at a dose >1 mg/kg, begin to taper after 14-21
days. Also begin to taper by 21 days in unresponsive patients. For patients responding
well to predniso(lo)ne, consider stopping the treatment after at least 3 months after a
complete response is achieved (see response criteria). Consider second line treatment in
unresponsive patients and those relapsing as the steroid is weaned (100% agreement).

The preferred second line therapy for wAIHA is rituximab 375 mg/m? weekly for 4

weeks. An alternative regimen of 1 g day 1 and 15 may also be considered. For patients

receiving rituximab first line, re-treatment may be considered in patients with a

response of meaningful duration (e.qg., 1 year or more), otherwise consider third line
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treatments (96% agreement).

Third line treatment options include splenectomy, azathioprine, cyclosporin and
mycophenolate and should be based on the individual assessment of the benefit over risk
ratio (95% agreement).
Patients with chronic refractory wAIHA not responding to at least 3 treatment-lines
(including splenectomy and or at least one immunosuppressant) should be referred to a
specialized center and whenever possible treated in the setting of a clinical trial (99%
agreement).
Other lines of therapy to be considered are cyclophosphamide, continuous low dose
prednisone, danazol, haematopoietic stem cell transplantation, and bortezomib (82%
agreement).
Management of transfusion-dependent life-threatening wWAIHA must combine
supportive therapies (ESA + plasma exchange and/or IVIg), active immunosuppression,
and emergency splenectomy/ embolization. Thromboprophylaxis is also indicated in
order to minimize the risk of venous thrombosis (97% agreement).

Recommendations for treatment of secondary wAIHA:
Management of CLL-associated wAIHA must take into account the stage and activity of
CLL. Patients with stage A CLL can be managed as primary wWAIHA, whereas for
patients with active CLL, combination therapies including rituximab+chemotherapy
+dexamethasone should be considered. Kinase inhibitors should be preferred in patients
with TP53 aberration and considered in other refractory cases. The use of fludarabine or
chlorambucil as a single agent should be avoided (100% agreement).

Rituximab is a relevant option for the management of corticosteroidrefractory or

dependent SLE-associated WAIHA. In case of rituximab refractoriness or severe

non-hematologic manifestations, mycophenolate mofetil may be effective. Splenectomy
should be avoided, especially for patient with an associated antiphospholipid antibody
syndrome, particularly regarding splenectomy) (88% agreement).

Rituximab can be considered as a second-line and corticosteroid-sparing strategy for the

treatment of CVID-associated wAIHA. Maintenance immunoglobulin replacement is

strongly recommended in patients receiving corticosteroids, other immunosuppression
and following splenectomy even without a history of severe or recurrent infections
(98% agreement).

5. #ESEIRE

5.1 & AIHA

R TR 20 AIHA O 7R

LaRArsy—iay
I AIHA OIRHR OIS TIEBEYEO B M Th 5, BMPBE TLZE L TV 5D ik
BETIE, PBICE =2 Y 7R R SERH 5 (TWa&W]) (X 1) (100%
A&
B AIHA OFIEFEEITRE O 7L R=> (1) > (1 mg/kg # H 525 Bl4hR)
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Thbd, BREODBELEIIEOSH 2 mlmEET O —HTIE, 7V RF=y (7)) “ K&
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Gz EpnEEFLL, RBELYA L LT, 1g%1HH, ISHAICESTS
B GEbELEBEREINDZTHS I HENER T YR~ T N H Sz BH
~OFREIZOVWTE, BOHEAREWESE (Fl - 1) TEESh, 20
S ChNIE =R A Ritd 5 (96%HE) .
ZWBWDOA T a e LR, SN, 7Y F AT o v ormrARY o R
a7 /) L= ERDY LDV R XX T ¢y MEEOFIC HE DV THRES
SNHMENH D (95%[FE) .,
PD7p by 3 o0EEE (AR, KOOI &b 1 D8 Lol %2
Eie) (TR LW BN 7o MERMETR N AIHA BB IR, M BERR IR S b <
XTHY, WHERRY BEERBRICBMLUIEREZ T H_&ETH D (99%[FEE).
ZTOMDIEFEEELE LT, vraAA7 7 IR, KRHAET LV R=Y VR, &
;v BRI, N7 YR T ERMTRETHD (82% ).,
WA FEE TH 5 A2 E 0TI AIHA OB T, XERE (=) 2Rz F
VLK AR R O T g a7 ) v REFERE (IVIg)) . R 72 %
AL ROV BRI R A A A DY DN EN D D, Eo. FRIM
BIED Y 27 Zig/NRICHZ 57012, MEFHRALETH D (97%FHE),

e R MR AIHA DR

LaArysr—3irgy
CLL B AIHA OEBIL, CLL O L IEBIME A BE T 50BN HDH, AT
— Y A D CLL BFIZHOW T, FRMEiRX AIHA & L CEBATREZS S, THEhE
O CLL BEICH L TUT, VYRV~ T HEBEELT IV A X ) V2 G0 0EA
WIEZ RS T 20BN H D, TP53 R 2T 2 BHEE OO HERHEGNIZ 1T ¥
FT—EBHEAOELGEZRFTTOIRETHDL, 7AVFXTEL XTI T LT IO
HAE I b2 XX Ths (100%[[E),
VY ~T71 3 AT oA FERGlE A FME D SLE (2 BHE L 72 iR AIHA OIR
WA T a v Thb, VYF~T7 RIS ITEE DMK FHIERZ RTHE,
a7z /) —VBRET = FARHEHTHD RN H 5, BRI, FFic, Y
VIEERMIEGEREE AL TV BEE T OND & TH D (88%[FE),
Uy X ~71E, CVID B wAIHA OIRIEICHEWC, Z“RipFE L LT, AT 1
A ROMHEZBOTHNTERIND D, AT 7 A FOZ O 522 i 7 A3
B 5 &7 B O AR 4 0 BRIkt LTI, B 7 S R0 L O T3S
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DEERER VG RICBNTH, 7 a7 ) VI X DHERFRIEN R HER I N D
(98%I[7 &) o

5.2. Cold agglutinin disease
Recommendations:
Rituximab, alone or in combination with bendamustine, is the best documented first-line

treatment (100% agreement).

Rituximab can be repeated as monotherapy or in combination with bendamustine or

fludarabine as second line treatment. Bortezomib has also shown efficacy (100%

agreement).
In case of severe and life-threatening hemolytic anemia requiring repeated transfusions
despite high dose of corticosteroids and rituximab, the patient should be managed in
intensive care unit in a tertiary referral center. The use of either IVIg and/or plasma
exchange can be considered as a transfusion-sparing strategy (99% agreement).
Other potentially useful agents include tyrosine kinase- or BCL2-inhibitors (94%
agreement).
Complement inhibition at various levels of the complement cascade is a promising novel
approach for later treatment lines or emergencies (100% agreement).

5.2. CAD

Laxysy—ay
YUY XL~ T OHA, XEI_RFLAAF L O AERIT, wBEEE L TRb
E<HmbnTnd (100%[HE) .,
VYR ~7F, BRRXENC X LIRATF o IAET e E QTR &
LT RLFEGRETHD, AVT Y ITHELAERRIN TN D (100%
A& o
MHBEAT A REOQY Y X< 72 X250 B o 3 5 o i 2 222
ETHEIETEMEE N THMIER M OSE, BE X =ZRBEAHBEOE FIRE=E
TEHTLOILERD D, IVIgHMBEZH LT 25 2 & Tl 2o ¢ 25 2
EIMFRETH D (99%[FEE) .
ZOMOFFRIEANE L TE, Fu v —BHER XL BCL2 BLERIN 2
bihd (94%[AFE) .
RO T 2 r— RIS KRE T 2 F 2 ORFERIT. BENEE T 1 v OIBEARICE
WCTHERFHOT o —F HETH D (100%—H),

5.4. Mixed AIHA with diagnostic and clinical features of warm and cold antibody mediated
disease
Recommendations:

Aggressive therapy with corticosteroids and rituximab should start early and inclusion in

clinical trials with new drugs should be considered, since mixed AIHA are generally

characterized by a severe onset and relapse/refractoriness to several therapies (100%
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agreement).
Splenectomy seems ineffective and is not advisable in mixed AIHA (as with CAD) (99%
agreement).

5.4. Mixed AIHA D2 Wi & B IR 89 Jk i

LaRArysy—iay
Mixed AIHA |3 —fxBYICEIECTH Y . SHEIERICHFE LV BIRTEZ2 "9 720,
ATuA RRVY X~ T2 K DEMARIREZ RIICHHBET XX THY |
HKOBHRRR~DOZIM G RET XETH L (100%[FE) .
Mixed AIHA TIEMHITIZ A% T2 <. (CAD & FER) HEBEI 220y (99%[F E),

5.5. Paroxysmal cold hemoglobinuria (PCH)

Clinical symptoms in children include recurrent fever associated with hemoglobinuria
(leading symptom), hemolysis, and jaundice’®78180  Hepatosplenomegaly occurs in
approximately 25%. Raynaud’s phenomenon, cold urticaria and kidney failure occur in some
cases. The connection to cold exposure is not always evident. In adults, medical history may
include syphilis, autoimmune or Ilymphoproliferative diseases, or several other
conditions!81-185,

PCH is frequently self-limiting with spontaneous recovery after a few days or weeks with
supportive measures and avoidance of cold temperatures. In severe cases, profound anemia
will necessitate blood transfusions administered with warming device’®7®. In cases with
chronic or refractory disease, particularly in adults, immunosuppressive treatment with

rituximab has been used successfully*®218. Mechanistically, there is a rationale for the use of

complement inhibitors. In an adult patient with underlying multiple myeloma, eculizumab
therapy failed to improve Hb levels although intravascular haemolysis was suppressed8’. A
recently published case observation of typical childhood PCH, however, reported an
immediate improvement and rapid resolution after one single dose of eculizumab?®®. In
theory, classical pathway modulation is also an attractive possibility, but the effect remains to
be determined.

5.5 FAEMEFEMB~T 7 1 U RIE
INROBERFERIZIZ, ~E7 v R (FERER) 2045 R, B, HEN
& % 767880 FME LAY 25%IC RO D, LA S —BER, EMEKEZ, BARAENE D
LHb 5, EHEREEEOBEIILT LEW LTIV, AT, HEICHER.
HOMERE, U S ERE, RN ONORBEREEND LR H D
181-185O

PCH . SRR LARIR ORI XV . $H F 7213 80E M % 1C B REE T 5 B CRE
PETHDZ NV, BEFMTIE, BEEREMOZ O, IRLEE 2 V7 i 23 202
Lp % 8T8, BYEFE T IXEERYEORER TIX. ISR ADYE S, VYR~ TICL DM
EHENEIE S O F AT T\ 2 182186 WKL EAIOM AT, A =X L89ITR
Wb, ZRIEFHELEBEB LT OIRABRETIE, =7 VX 7HKICEV M
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BNEIIZIHE SN, HoEOREICIIES o7 187, UL, iIERSH
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KEME PR CTOHE#FEET (Autoimmune hemolytic anemia)  [41]

Uy x w7, BUE, FREERIAIHA O ZRIEHR, KON CAD O — ki
WL LT, MAIRIEE LIV L L AF U L OFRICL DIRERM RS LT 2k
DRI TN D,

(LLUFL RS B k)
Primary warm AIHA
Although most patients require treatment, watchful waiting may be appropriate in a minority of
patients with mild asymptomatic anemia. For many years, the standard first-line therapy has been
glucocorticoids, typically prednis(ol)one at a starting dose of 1 mg/kg. The response rate is
~80%, but ~60% of these lose their response upon weaning or discontinuing steroids.¢7

Although AIHA is rare, with a weak evidence base to guide treatment, 2 phase 3 prospective

randomized trials have compared predniso(lo)ne with predniso(lo) ne-rituximab as first-line

treatment for warm AIHA, although not all cases were primary. A Danish study randomized 64

patients to prednisolone or prednisolone with rituximab (375 mg/m?2 weekly for 4 weeks). The

response rate to prednisolone-rituximab was significantly higher (75% vs 36%; P = .003) at 12

months, with no difference in adverse reactions.'’® A French study randomized 32 patients to

prednisone-placebo vs prednisone-rituximab (1 g on days 1 and 15). Again, the primary end point

of overall response at 12 months was significantly higher (75% vs 31%; P = .032) in patients

receiving rituximab, without excess adverse events.1® Ideally, larger studies of longer duration,

powered to determine the impact of rituximab on transfusion requirement, cumulative steroid

exposure, and health-related quality of life, would help to inform the first-line standard of care.

However, given that steroids are often used to rescue relapsing patients, and prolonged steroid

use carries a significant risk for infection, diabetes, and fracture,’”?° the use of first-line

rituximab with a relatively short course of steroids has been suggested for elderly patients or

those with comorbidities.*®

In patients receiving first-line steroids, the long-standing second-line treatment of choice was

splenectomy.?! However, recent United Kingdom*? and French?? guidelines have instead favored

rituximab. This reflects the relatively large number of published case series that have increased

certainty in its effectiveness and tolerability. In a meta-analysis of 154 patients, the overall

response rate of warm AIHA to rituximab was 79%, although not all cases were primary, and

some received concomitant steroids.2® Adverse events occurred in 38 of 364 (14%) AIHA

patients receiving rituximab, including 18 severe infections. Approximately 25% to 50% of

responding patients will relapse within 2 to 3, whereas long-term response rates are unknown.!?
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Approximately 70% of patients with primary warm AIHA respond to splenectomy,*? and this
continues to be a useful second-line option when economic restraints limit access to rituximab.2
The infective and thrombotic complications following splenectomy are well recognized. Small
series suggest ~30% relapse in the short term,”:2% but unlike splenectomy for ITP, the long-term
durability of remission is unknown. Alternative, relatively nontoxic immunosuppressive
therapies, such as mycophenolate mofetil, azathioprine, and cyclosporin, can also be used as
third-line treatment. Response rates are difficult to estimate because evidence of efficacy is
limited to small series that often lack detail, but they are likely to be lower than with rituximab or

splenectomy.

Patients who are steroid sensitive, but refractory or relapsing after third-line therapies, may
tolerate longer-term treatment with low dose predniso(lo)ne (#10 mg), which can be used in
conjunction with a steroid-sparing agent.?8 Alternatives with greater potential for toxicity include

cyclophosphamide,?”:28 alemtuzumab,?® and hematopoietic stem cell transplantation.3°

e MR 2 AIHA

2L OBETIHFEZET 50, BEOBIEEMER LA HF T 20 HOBEITB N TIE, &
ﬁﬁ%ﬁ U THLHEND D, REICDEY | BEXZRYENGRIIRBREAT oA R
Thy, BESLVF=Y (7)) v I1mgkgz Bt E & LELGE SN TE 7, BERITH80%
THDHN, ZD D HKIE0WEAT 1A FOMEN., FIEICK Y BRET L, 187 AIHATH 22K
BCHVIBEORH LR DT BT VARGV, 20O HAE 2 LER IR IR IV T
Frggtt (=8, iRt E ) EAXAIHAOHBIRHR S LTV F=> (1) VHHE TV
F=y (a) Y+ IV ~THABEEEZREL TWD, To~—7 ORBRTIE, 64
BIORZEN T L F=Y o VBRI L F=Y o+ U v x o~ 7% E (375 mg/m?
ZiELEl, AERES) ICEESICEID ST DN, 2D ABRORGREIS L K=o+
)/%/v7ﬁfﬁ% i < (75% vs 36%. p=0.003) . AEFRICHL TEEFRD LI
ehote, BAEORBRTIE, 2600 BEN TV R=V  + 7 TR, L R=V 1+
YUY R~ T (YR~ 21IAHEI5HBEICKL g ) ICBIEAICEIY (T b,
FHEFIEA TH D12 HRAICB T2 2RBIRIFII Y I~ TR EHTHEICES
(75% vs. 31%, p=0.032) . AHEFLLEK ThH o7z, 1 U VX~ 7 3G o S B
2T7aA ROREES &, KOEFEREHEOQOLIZX L THX ZHEZHLNIT LD
2. FYEME o KB ARRE Eiid 5 Z ENHBENTHY . ZORKBE, YR OEAES
BHELELTRINDZLIIRDLTHAI, LML, AT RFHBEFLZHS HICHH
ENDHZENEL AT uA RO EEAIRYEE, BRE, BITOKRERU X7 %5
ZENBT mmAECHIHEE AT HBHF T, WENEORATa A RELIZY VX
V7 EMENEE L L TCHEHT A ERRBEIN TV DS,

YIEEW CTAT A RAFRG SN EEICH L, JRIEEE LTEHMICEY BIRS
TWrD XM Th o722, L, REOFEEELEOIA KT 4 22201, (b
DIV YR~ TPER SN TVD, Zhid, NS < OEFIERIRESN, TOH
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Primary CAD

Patients with mild asymptomatic anemia can be monitored without specific treatment, which
should be reserved for symptomatic anemia, severe circulatory symptoms, or transfusion
dependence. Because exacerbations can be transient, a period of support with transfusion may be
useful before determining the need for pharmacological intervention.

First-line treatment is usually rituximab (375 mg/m? weekly for 4 weeks). Approximately 50%

responded in 2 prospective case series, but complete responses were rare.® This lower response

rate_compared with warm AIHA may be due to the presence of an underlying clonal

lymphoproliferative disorder and/or because the response criteria used required improvement in

cold associated symptoms and the clonal disease, as well as hemolysis. Unfortunately, the median

response duration was only 11 months (Table 3), although 6 of 10 responding patients also

responded to a second course.*°

Rituximab has been combined with bendamustine (BR) or fludarabine in 2 prospective
uncontrolled studies (Table 3). Although the studies are not directly comparable, the response
criteria used were the same, and there appeared to be a higher rate of complete remission and
fewer infections in patients receiving BR. Combination therapy provides more opportunity for a
durable response but with a greater risk for toxicity. BR is a suitable second-line option for fit
patients or a first-line option in selected patients with severe disease.

¥r¥6 M D CAD

WL O BJE MR ML, FrICBRT 2 2 L < RBEBET L LNRARTHY | JERE
PEoB M, EEOBERIIER, MIKFEOREIZORIGREEITOIRETHDH, HEIT @
PETH D2 FHE P A OB Z {3 280, #im Ty R— b 28R A28
THLHEND D,

YIENER @ T, )Y ¥~ (375 mg/m?Z&iElle], 4@EE#E) CTH 58, iRAAIHA
CHHR L CRGEMNMEVOIF EBRA L LTy — oY Vo EAMERBNFET D
7o AT EE L L T2 TR A HEERSC 7 v — U IRBOSES ZD 6
NCWp7ebeEZbND, ZOOMMBE T RMEIE 11 WA ThHo/en (K 3) BHHL 10
Bl 6 Blixz VY <=72 a—2AHICHLENERD 4,
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Wi oW EIREICE T 5 L 2 A 5 —3 3 > (Immune Hemolysis: Diagnosis
and Treatment Recommendations) [42]

Yk <= 75 CAD It T HHEEH & L CTHEE S T s, iR AIHA 1T L
T, IEF, VXU~ RIBFEE L TOERAPHEML TS Z RS
Do
(LU RS & k)

TREATMENT OF WARM AIHA

Corticosteroids represent the first-line treatment and should be given at the initial dose of
prednisone 1-1.5 mg/kg/d for 1-3 weeks until hemoglobin levels > 10 g/dL are reached. After
stabilization of hemoglobin, prednisone should be gradually and slowly tapered off, over a
period no shorter than 4-6 months. Side effects should be treated rather than discontinuing
the drug too early, as patients receiving low doses of corticosteroids for more than 6 months
have a lower incidence of relapse and a longer duration of remission than those
discontinuing the medication within 6 months. Moreover, an earlier onset of corticosteroid
therapy correlates with a lower probability of relapse. In patients with particularly rapid
hemolysis and very severe anemia, or complex cases such as Evans syndrome, intravenous
methylprednisolone at a 100-200 mg/d for 10-14 days or 250-1,000 mg/d for 1-3 days may
be indicated. First-line therapy with corticosteroids provides a response in 70%-85% of
patients; however, it is curative in 20%-30% of cases only. 181° Patients unresponsive to
first-line therapy, with early relapse, or requiring inacceptable high (more than 10-15 mg
prednisone per day) and protracted corticosteroid doses require second-line therapy. In this
case they should undergo a diagnostic re-evaluation for a possible underlying disease, since
AIHA associated with malignant tumors, with benign ovarian teratomas, or with IgM warm
autoantibodies are often corticosteroid-refractory.*®

Splenectomy is considered the most effective second-line treatment of warm AIHA with
an early response rate in approximately 70%, and a presumed curative effect in
approximately 20% of cases.'® It is performed in about 10%-15% of both adult and pediatric
cases, particularly in Evans syndrome.!#:10.20.21 The drawbacks of this option are the lack of
reliable predictors of outcome, the associated surgical complications, and above all the
overwhelming sepsis, with a reported risk of 3%-5% and a mortality rate up co 50% even
after the recommended introduction of preoperative vaccination against pneumococci,
meningococci, and hemophilus. 22-2° The role and efficacy of antibiotic prophylaxis remains
unclear, and it is not recommended by all investigators.'2¢ Splenectomy is associated with an
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increased risk of thromboembolism and pulmonary hyperrension.#27:28 Thrombotic events
occur in 10%-15% of AIHA, independently from the presence of antiphospholipid
antibodies, whose role is still a matter of debate.®#2° In older and small series, 9% of
patients with AIHA (all splenectomized) died from pulmonary embolism,° but more recent
series do not entirely confirm these data.* In any case, we recommend to be aware of the
increased thrombotic risk, particularly in severe cases associated with intravascular
hemolysis and/or in splenectomized patients, and we suggest an anti-thrombotic prophylaxis,
although prospective studies are required to give precise recommendations.

In recent years, rituximab is increasingly preferred among second-line treatments (~60%

of patients). 41819 Several case reports, retrospective studies, and meta-analyses indicate that

the drug is associated with an overall response rate of about 70%-80% (half of cases

complete responses), with a median duration of response of 1-2 years and a disease-free

survival of about 70% at 1 year and 55% at 2 years.31-33 Thus, the response rates co

splenectomy and to rituximab seem equivalent, even if no prospective studies are available

comparing them. Although fewer patients treated with rituximab seem to maintain a

long-term response compared to splenectomy, most of them respond to additional courses of

rituximab at relapse. Median time to response is 4-6 weeks following the first rituximab

dose, although responses after 3-4 months are not common. At recent prospective

randomized trial showed that approximately 70% of patients treated with glucocorticoids and

rituximab were still in remission at 36 months, compared with about 45% of those treated

with corticosteroids alone?, strongly suggesting that rituximab combined with corticosteroids

as first-line treatment is superior to corticosteroid monotherapy. Moreover, a prospective

pilot study has shown that first-line treatment with low-dose rituximab (100 mg weekly x 4)

plus a short course of corticosteroids compares favorably with conventional doses and has a

corticosteroid-sparing effect.>” The drug has a well-established safety profile (infectious

events in roughly 7%), although rare cases of progressive multifocal encephalopathy, mostly

in onco-hematologic conditions, hepatitis B reactivation, and other viral infections have been

reported. To prevent hepatitis B reactivation both after rituximab and prolonged

corticosteroid therapy, antiviral prophylaxis is now recommended. 14:31.32

As regards conventional immunosuppressive drugs (such as azathioprine,
cyclophosphamide, cyclosporine), response rates are reported in 40%-60%, but partially
attributable to concomitant corticosteroid administration.%* Although their use may be
associated with serious side effects (Table 3), immunsuppressants are still used in the
clinical pracrice,* and may be considered mostly as corticosteroid-sparing agents when
splenectomy is not feasible and/or rituximab unavailable. Mycofenolate has raised
increasing interest because of proven effectiveness in approximately 90% of refractory
immune cytopenias in children34 and in post-hematopoietic stem cell transplant AIHA
together with rituximab,®® although larger confirmatory studies are needed to give precise

recommendations. Concerning other treatment options, it is worth reminding danazol, with

responses reported in older studies in about 40% of cases,3¢:3" not confirmed in more recent
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series,® and intravenous immunoglobulins (IV1G), frequently used in children for their low
incidence of adverse effects, with responses in about 40%-50% of cascs.®® Finally, EPO has
been successfully used in patients with therapy-refractory AIHA, and may be indicated
particularly in the presence of reticulocytopenia. 44

As regards last option treatments for the few patients refractory to previous therapies, it
is worth mentioning high-dose cyclophosphamide (50 mg/kg/d for 4 days)4l and
alemtuzumab (particularly in CLL-associated AIHA), whose efficacy is anecdotal and needs
further confirmatory studies.*?>-** The results reported in the literature about the efficacy of
plasma exchange are controversial, with favorable effects generally short-lived, so that it
represents an "heroic or last-ditch efforts on behalf of a patient.””4%46 Information on
hematopoietic stem cell transplantation (HSCT) is limited, this option being used in very
severe and ultra-refracroly cases (mostly Evans syndrome). The overall complete remission
rate is approximately 60% in allogeneic and 50% in autologous HSCT, and a continuous
remission is reported in 3/7 allogeneic and 1/7 autologous HSCT, with a transplant-related
mortality rate of approximately 15%. 47-4°
153 AIHA D59
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TREATMENT OF CAD

The decision to treat CAD should be reserved for patients with symptomatic anemia,
transfusion dependence, and/or disabling circulatory symptoms. In fact, non-severe
asymptomatic forms may require only protection against cold exposure and occasional
transfusion support during winter.1:151950 Erythrocyte transfusions can safely be given in
CAD, provided appropriate precautions are taken; in particular, the patient and the extremity
chosen for infusion should be kept warm, and the use of an in-line blood warmer is
recommended.>1%51 Corticosteroids are effective in a small fraction of cases (14%-35%) and
usually at unacceptably high doses. 1:1550.5253 Therefore, this treatment, although still widely
used in the clinical practice, is now discouraged. Concerning conventional cytotoxic
immunosuppressive drugs, monotherapy with chlorambucil or cyclophosphamide has shown
some beneficial effect in small series (16% of cases),%354 whereas no convincing responses
were observed in the few patients treated with azathioprine,5355 interferon- o, or low-dose
cladribine.%® Splenectomy is usually ineffective, %446 due to the fact that clearance of
C3b-opsonized erythrocytes primarily occurs in the liver. Rituximab is now recommended as

the first-line treatment of CAD,'® although complete and sustained remissions are

uncommon.?” The druq is effective in approximately 60% of cases (5%-10% complete

remissions), with a median time to response of 1-2 months and a response duration of 1-2

years.31:57-59 However, responses are observed following a second and even a third course in

relapsed cases. Furthermore, combined treatment with rituximab and fludarabine orally (40

mg/m? on days 1-5) resulted in higher response rates (76% of cases) and sustained
remissions (estimated median response duration 6.5 years).5° Since hematological toxicities
and infective complications were common, this regimen is suggested for cases refractory to
one or two courses of rituximab.5® As regards new experimental approaches, improvement of
anemia has been observed in two patients following monotherapy with bortezomib®! and in
two cases after administration of eculizumab®263. However, these observations need
confirmation in prospective trials. Finally, plasmapheresis may be useful in acute hemolytic
crisis and before surgery requiring hypo-thermia,®*5 although its effect is transient.
CAD DG H#

CAD (ZOWTIE, JEMMEDOEIM, WK FE, KO/ UIHRGRICHEE 2 & 72
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“UwX <7 0OR VY FH 2 ORrituxan OR mabthera” KO8 “H R mMM4EE L OR
AIHA OR autoimmune hemolytic anemia” T 5E & 201 (425 14F), AICBIT DV Y v~
7O AIHA Zx T A AwmEEZHE L, TO/ENL L E 2 — LFRIEEZHFHALT
WAHHE, AIHA 12X LT Y F o= T2 E LTV RWVWEE X BN LMEZBRWIZHE
RAHAZH LTI Y o ~T7 0 M4 EOERHRERHZ LN, V72 A TP L
S TWedEIZB W TIE, R AIHA 28 11, CAD A 35 TH Y, ZOMIZIRH, X
IX. mixed AIHA TH - 7=,

FRABNZ DWW T, AIHAIZKT 2 U Y &2~ 7 0 104 RO H @S 2™ 5D (BT
E NIERF — S MR,

(6) Lo (1) 226 (5) ZHEALEEDZYMEIZHONT
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ERNNDOTA KT A2, LERHE, RIELOAY « T FIV U RENDL, JYXFT~<T D
I AIHA X OV CAD I T 2 HIMER R SN TV D, WTIhd AIHA IS £, EN
HDOTARTANZBNTH, FAl—HTA RTAOFITRENTEY, /o, TiOELE
ik - HENAFRICTHD Z b, [MORhEE - R LT TAFEDO A O MEEm i
g R, BXE2Ede) ) &35,

B E OEnELEE D (R AIHA) 12250 T, 6 BIRBROBIBREAT 1
A FEOHRBED B, EIZAT A RIS AIHA 23T 22848 E S i,
TETUALHDLN, AT A RBREHTER2WEFIITREICENT, VX o~
TREEINDAREENH Y, BWESEFIE (CAD) 2oV TIE, @R KE LT
WU RAFHEIRR S <, UV F U= T NE - @IRIpRE L THREI ATV D 2 b,
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50




IV-169
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728, PCH IZ oW TIHIRX AIHA, CAD & kbl U CIEFITIERIZ N D72 <. EWNS D
A RTANZBNTHHER SN DBFEICET 2RI, 20 X5 Riof T,
)/%/77%&5Lﬁmfaot1M#ﬁnémfk@-fm%ﬁi®#ﬁkﬁﬁﬁé
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H O M Mg i OB RICEIRT 2 /R Em W E B 2 D,
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Do
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