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JRFITIFIRC AIHA, ZEmEE4EFRE (cold agglutinin disease, UL T, CAD) K&
OFEAEMEZ S ~F 7 1 B 2 JRIE (paroxysmal cold hemoglobinuria, UL T, PCH)
b A, 336 TR AIHA 273,

UTONENSL, AIHA O EEH % #) 1,200 A~1,500 A & H#EET 5,

1. JBAEGBE AR R B A BETE MR R BUR A ST 95 3 O RS I 1 1
FIZBIT 5 A IO A B MR MO ST A R[]I
5L AIHA (JR#%) OH#HEEBFESIL. 100 5 A% 3~10 A, FRIFEIE
X 100 HAXf 1~5 ANERrSTHEBY, HARDAMD%A 1% 2500 A&
L CHE L7 G . RIS 2 & BE HE 375~1,250 A, 4FHFIE
13 125~625 A CTh 5, FratEEN AIHA X, /NEB O E— 27 2R\ T
TS L. EAERE (10~30 5k TLMESENL) L BHTE (50 MLl
ZEML 70 5% B — 27 THEIT R W) 22 AHbhb, 72 CAD
O HEMERRFE M 40 LR ICIZIER OB I B S oW, e st id/hN R
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BXPRF R RERARENAEE RAGEBOE TR EZTET
L0 ENEE (IR KBFERZ) X 5FE&ETIE, AIHA (JA5%)
DR BEFHEEFEIL 1,500 A (95%(Z4E XM : 1,300~1,700 ) Tk -
72[2], £7=. AIHA (JRF%) X, PUARILER A PR o BOGFE IR EIC L -
T, RAPUE 37°C) Ick2bpe, MAPUL (4°C) 12X Db DITKA]
S, IRAGUARDFIA & 72 5T, RN AIHA (B O AIHA) L Sh
Lo WAPUEDRKNZ R 2L, HICCAD & PCHIZpHIN D, &
MM B (HEFHEE 02,600 A, 95%(E#EH X [# 2,300~2,900 A) 23
B BEEIASICHOWT, A AIHA 728 47.1%, CAD 78 4.0%. PCH 7% 1.0%
EHEN]IESNTE Y, BFEHITIEX AIHA 28 1,225 A, CAD 7% 104 A,
PCH 73 26 N L HEE S5,
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SLEXy ., SEDOEE AIHA, CAD ZLONPCH O ABIZOWTHEET D =
EITEELWR, RABRE LDV OO/ NRBBRENFEET DL Z L NHER
nTnsb,

[E N D &
RN R
(3 S 4
D Ir)

(Zhie I3 2h )

O CD20 Btk B fliflatEdEA o U v o3l

O CD20 [GtEDEME Y > /M H I

O AZEMELIREE T D CD20 Btk B Mtk U o /S EE Bl 4 95 2
O 23 MAE RYEWIENELE ., BB E &




IV-168

O #iatEox 7 v —BiEME (HEIHEH S 2 VIR T 1A NMRFEEZ TR
THE)

8 M ARE A T /NS 1 SR B 9P

% R i A% 2 i,/ N AR s/ 2 25 BE

4 B VRO R SE

VA YE O i M R IE I OV SE R R

BHREMR AT N7 AEE (FHREHMELET) OB TY
TRL O ABO iR A~ 3 & FEAE 12 35 1T 2 Ho A BE s A 5 s S s o #4711l
BRAE, TR

Ao (Mn) A7V VE~YT7 Foudkdr (Barl#z) &
FRKEOA > R 7L () A7V YEYT FUudtrr (EinTM
Hz) EHREG O G

OO0 O0OO0O0O0

O

URE R OV &)

(BHItEIER Y ¥ U )

HWE L RN, VYR T (Bis R z) & LT 1A 375mg/m?
Z 1 ERHRECAMHET 2, RARREEEIZ8EE 5, fhoFiEms
TEEA & PR 256 1E. FAT 2UEEEEAO&GREICA DY
TO1HA 7B 1LEEREGT 5, MFEIECHWISGEIX, B,
AT, VY dxv~7 (GEfaf#az) & LT 1E&E 375mg/m? % &
kT 5, HEMFEIL 8 MMA L E L, RREEEEIL 12 B L ¥
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L OFLEEMERESE A & OPFRICB W T, @, AR, VY xR v~ T (GB
faf## 2 ) & L CHIENC 1 A& 375mg/m2, 2 [A] B DL 1% 1 [5] & 500mg/m?
. PEHT D UEREER OB G A 7 VICHEDbE T, 1 YA 7 vbi
D 1EEEEFET D, RRESEEIL6E & T 5,
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WH AN Y YR~ T (Bis B 2) & LT 1 [E& 1,000mg/body
Z 2 BT 2 B A EET 5,
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WHE . RAIZIE, VY X ~T7 (B x) & LT 1EE 375mg/m?
Z 1 AMMERET 4 BRARERFET 2, 20%, #EERENS 6 7 AMEIZ 1
[6] & 1,000mg/body ([ & &) % 2 B T 2 BAREEET 5,
(ABO IR A5 A B il - IR AE)

W, VxR~ T (BEEFHEEZ) & LT 1[EE 375mg/m? % U #f ik
T5H, L, BEOREBICLVETEHET .
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1. WSRO EEM
V7 AEMICERREEND DEA (BN R)

T A HKROEITN AR T, HEAEFICE L WEEZ RITTHEA
U OB EAEICE LWEEE RITTHER

(EFEOREMEITEE N T D LB 2 - IRHL)

AHA 1%, FRIMERIE EO PR & KOS T 2 B EPURN % K EA S, it
JRHUR SR OFE R, RIMERDEEF 25 0F . RifEkF 3 L < EHE (&)
T5HZ LI Lo TA L B REMEE MR ORI TH 5[], A CPiiEo HEl
IZDRR N DR OFEMIT AR TH DA, FUkmER A CHEIL, KIREZ< Th
% 37C (IR AIHA OHFA) . H 5 WIFKIELL FOMKIESM (CAD, PCH @
Bt) THORMEKEFES L, BE, Wi, &2 0IH 7 e 7Y Mg o
Iz ko ClELE TR ZR OB TH H[1],

AIHA OFRIEBE IR . TR TOFMBIZIHIE L, WK - kg - 3 RE
TEEFICZHETH D, Rl L 2t HEERB X TZW»5 6 £ T
(ZFEAR) SOFIEME (HEERE SUIZWI D 6 4 A LL REBIE) | JREER Bk
B OAMIC L0 FRRME GEREEBZR DRV XdFist: (1T XLk
T 2 EBREAEZRED D) ICHBEEND, o, BWREOLEN L ~ES
BEVREICESS BEESENTINTVD[L

B AIHA O B 2 HUEIZEA 196G TH Y . 7 n— M2 nd, BIRGIT
SREVEICE 0 FIE DAL B B O EATHE E TIRIR < | BUBREE TII s,
BHER, DA, FREE, EREEEZMHE ZLRHY, ~ETrE VR
RZROZPZHE LD, BEMBEITNESCEEE L L, Bl TIRIET
PENZ L R 2315 b 2V, ZZRORAMIZEENZ | FEROBIIZITE
MmOMEFTIEREE, OfHEE R E 7R E BT 5 [1].
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CAD O HOHURITITE A EA IgM T, I MEARIE BE 2R U, IR
ZIEMEALT 2, BRARIEIRIE, il & RIHTERIEE Ch 5, HREFTOER &
LC. UK - &R - BhoFT /—8, EERE ., Raynaud H 570 &2
HHID, YK T 5 CAD X, HEMAMICHIEL, ~E/ 2 b VR
ZEVWEM G EE LS RD I ENZ Y, FEREMEEN CAD OFREITEITEN S
< VIBPEIRIL AN ER T 2 8 EARBEIC L ARMBIEARD D2 &b b 5[1],

PCH %, #F%72 1gG H C.#1{K TdH % Donath-Landsteiner Hif& (LLF, DL
k) BEERTH Y . P MR B AR T, DL HUARITFEM S ToR M Bk
EROS LIRS — iy b6 L. & OfE R NEM L S T Mm%, DL
PURIZIRTEEALBE 2 FE21EZ 0 @ IgM FLIR L 0 SRV IMIEE 2 7 L IKIR T
IFBERIEEEZRT e bH D, H<00REOBER MO TE Y,
MO ERHITIE, BIEEKEEO MENENE~E I n U RE & T,
FERNREE D DRy ~ ORI . . TBOR . MR, W . MR R
BREICIRWNT, R LEERLRBIT D, MY AV ZEG% O /N PCH
E5MUTICE < BRICEA T, FEiM, REEREROLILDH D, 5
FEDS S T MmIZM L <. M. DU, BIEHEE, 3 v 7 IRESLAE
HEL, ~NEZrEVRICHE S TAHEBRARA2Z2 ST 280 D[],

IR AIHA Tk, AR TIE, BYEEET RRIBRE AT oA FEIZX
DIRBEPTON IR NGB DT HRIT 31~53% E WL SN TEBY 51D
AETOLRINVETHRARRERTHD, A7 04 NEEZIToTEHED 1
FELURNOETHRIL 8.5~9.1% L HURIBR ZITORWIGEIZHNTE LK
<, BHIED 65~84% L BB RELTH Y | FEFEIMESER] D 80~90%I% A 7
A RIEHMCTEHENATREEZEXONDH[L], ENTA K714 [AICEIHE
TV DA ORRFLTIX, WY 2 IBEBPIT O WA O AIHA OFET N
31~46%. FEIEREFRNE VAN L DIBEEAT o125 6 O LR 28%, i
YIRIBREAT > 2B DT RN 14% (FUIR B OTREN A O FE TS RN
11%). 72 AIHA DHEM BRIzl s 2 L 2R LeHmEICRIT S 1
TN %, EORENFE LD TVDHI4],

EMT#% & BRBEICOWTIE, ENTERE S LR AIHA IR F %8 5
A MAE[L]BIC W T, 2R — 1 (RGEANIZE) Tix, 185 ] (Fr3etk
152 {5l #eFEME 33 f41]) T 9.67 FEDBLEEHIH] (1) (21T D IETHIA 75 4
(40.5%. HpF&M 53 5, HeFEME 22 #) . FrIEVEDRESI O 5 FEAF IR DS 80%.,
10 HEAETFHEN T0% TH D28, FeRMEOIER TIiX 1 £ F TIZ 40%03E 1T 5
ZERWESNT, as— b 2 (FIAGRAFZ) Tix. 223 # (FRRTE 160
Bl foe 3 M 63 51]) T 4.83 FFE O BIZE M (SF44) 123617 2 FET 25 63 141 (28.3%.
e VE 33 1], fe JE Mk 30 M) . R T D 5 AR D 80%., 10 FEAELER D 74%
ThHhoHN, MEEOTHRIIARTHoTZ ERREINL TS,

AHA JEGNZ 2 5 G OHEDZ < 1X, KEBKRICEL 260XV, AT AR
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FERREIH IO RIMERICEE T2 b DONIT & AL T, BHAEKYE, HkME
B, OMEREE, M E RS, B, BERAE., &, MR, &
FRRAE . KERBSHEESE, MM 2 End 0, T bIFERE L THEHET
HH[]. F-. BEL EORIEPICIEND H CRERBN D - THs Ra
DAY NJVINJRDY | SLE 72 Eo B CHRBEEBERATI56LH D
[1], /DNEFITIEFE L TatE—EmtEoREZ D LIELE~NEZr BV RE
2T50, ZULX3 VA ETICACKRENICKET D, O/, BT
GlER< D IRDOLGEIZIHETH Y | FRE~EFRHTIIRAEE L TE
PERRE 2 & DB 5, £ /NRD AIHA @ 80%IHIEA AIHA TH
#) 80%723 AT 1A NIZIIGST D05, 2 5kAdm = 10 R TITIRREiEL R L.
FELHIE 10~15% & S 4, T4 2~ 4%l EE L b OO JMESCEE OB
MAZ XD TREHE SN TWDH[],

CAD KO PCH IZHOWTIE, EHICHVRIRETH VKR RT — 2 242
RT D L IXEE LAY, etk O CAD R EBLTIX 2~3 3l 0% TIHIE L R
BT, U AEERICHEET 20 OIFEMERICE > TPRITR R, 1B
Frog Mt CAD 13EARICEEE ICZ < PRIZEB TSRV b o0, HARSGMm
ZELLEMTL2EIEBAICSWETI2HED H D[], T HF1E MR
CAD %, U v N8 Mt Y > /3 (lymphoplasmacytic lymphoma, LPL) 72
EOMRBEWHEY U NEE TR D, M LY N RE MR R

(lymphoproliferative bone marrow disorder, LPD) To 5 Z & 23302 [6].
WHO 3B 5 IR CH B 7 m— UM 7 a7 ) IE O —HE & ALEAT T &
T WD[T], 1BMRFE M CAD 22 b MY NI HE R T 5 613 10 4F T 3~
ARFEE L S, ZOREIENE D EEZ B TWS[8][9].

PlkXv, #E AIHA, CAD KO PCH I3 E D AR % Sk L CHEGIR &
LEHETHO EFIZE > T BFRBICEVETTIHELHDZ L0,
(7 AMICERREENGLHEBR (BN RER) ] TS L, iz, fitk
PEDREF CIXEMEENIFT D 2L AT A RARGREMHANC L 5K
WG RE BT HHA°. BHEMICELA RS 288080578 Ty 20
fli, BHABFICELWVEEL RIETHRE) T4 T &MWL,

2. EEELoOAHAM

7 BEAFOPIENENIZ 20

- A4 BRCKZEDOEIKABRICB W CTHIINE - ZeMENBEFORIEE T
NTHALMNIENLTWVD

U RORSEIC B WD TRERFRIEICMEST b Tl Y . EWNSDE
Fif@%ﬁ;ﬁg%w%%%iif%Vﬂa:%w‘éﬁﬁﬁ'r PHIfFCTE DL
A

(LFRoHEYEICHE LT 5 L& 2 TR
BRIZBWT, VY v~7 (B az) (T, VYy®r~7) &




IV-168

WA K OEWNIZEB T, AIHA X L CTRBZBSF L T,

B AIHAIZSW T, 3EH, (AEOHA K74 > Tix, wIHEFEE L CHl
REEAT oA FEAMMER S, A7 a4 FEEICK L CRERPIEZ RS
BAENIFTAT oA NRIETHREZBDOEZROFERELAT B A RRFME L 72
STEHGEITBNT, VY X~ 7O HIAHELE ST 5[10][11], (AE D
HA RTA NZBOTHINERBRFE~OHELRIZ O W TH R I TUv 5[11],

Flo, ENOTA RTA4 0 TiE, F—BRpKE L CRIBREAT A R
FERHELE I LTV D, BURIZE W CIE M 23 HE R 70 —ipiE & L CHEdE
ENTVDEN, FEEOREZEE L CREMFIELBRIND, 72,V
VR TR, AT A RIRFREGIEO AIHA 12X 5 2R T =k ORI
ELTTHEEBRBICMNEBEMT SN AREERSH DL Z R REINTEY, ML
A CTIEHEERBEBNER2D 0D ) YRy~ T OFAICOVWTRELIH D
[1].

R AIHA K T2 2T oA FEIEICL Y 70~80%D BE N L EEZRD D
N, ZD I HO IS%PIERILPIIE T, 60% N AT oA RRGFEEE 2D K
B E L THRMM AN I S b 2 L [12]. BRGS0 il 23 2 T & 22V iR
FTxt L CHaig il F a3 S5 DA NMEITR 30%TH 5 Z L [13] 03 s
INTWD, o, B AIHAIZH T H AT A NEEICE VT ROKT
ZRDLN, MERESLEMNEGICL - T, RAWR CTEERBENCAH
JEZ BT DAEEMER S D, AT a4 MIFRENAEREGA IR, BEHEREIC
L2 ¥EER QEEMEIEE . SRgerk . W A BRBFL., HE . B MRRIE,
PEACEHT R OBERP) . IBEMRMEE (SIEME) ., ANk, SNE, KRG
SHERSE) ICHEET D HEN B H[1],

AT 1. S BHIA & bk U CR 2 A < L RREE . AR E K OVE I
JE7e FORBLLBEINLI OO, 2O ORIERZZE L TH0E I
ARETH D0, BN RIEEE L EM T R TS, Lo e
O, HEOHKREMAT 52 LIXRETH Y | BFIC X o TR 2 F i
TERWEELH DL NG, HERIBKIENROD LTV,

Uy X7, B U U RERERINWICEE T 5 2 & CHUREAL % B4
HeBZzoh, TOERAEE» ORI & FREOAHENYHF T
[14][15][16][17][18][19]. T . HEMRAT 23 i T & 22 WV EBE ~DHEE N THET
Y R & i L TR S AR,

kX, RSO TA RT A 02BN T, VYo~ T7 13, BIBEEA
TuA FEOE - BRIUEE CTHRZRD 2o BE~OFEHABHEIN
THY ., WK AIHA T T 2R G EHTENAN THER W EB 2 Hiv, /R
BEICHTD2EDELHHETE D200, [0 BCKEITB W TERERN L
ALEM T O TEY | RS DOERREOE WV EZEE 2 THENIICERT
HHEMERMGFTCELILEEZOND] LY TIEEX D,
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CAD {225\ T, BRINDH A RF A4 > TliE, CAD IZxT 5 AT 1A Nk
F O AT XA 0K S WA (B EHRITIZEAEN IgM TH Y | Higfk
MCIEHRETERY) DOMEANHERINTE LT, TAF AT FEMEIC
FOEARHERI L TOWARY, =T, UYF~vTIConTiEk, AR
RENTE D [20][21][22][23]. JEfEM: DRI, 70 08 B e K OVl I 75 4%
FL20 6 OAER & LT 2 H#ELE S 70T 5 [10][11],

EWNHTA RFT A ] TIE, BIBREAT oA FEIZXD2RPENZ &
T AR 1 X —EB DO K A9 72 CAD (196G M%) OARITHIG & 72D T & TR
PEEYE CAD TITH 7 o — o Ph )V SBREMER BICHE U7 IRE N A B L D
DNREFT—EETIHFTCERVWI EERREINTND,

UV X< 7ICO0NTIE, FatEtE CAD IZXLTHEEEZ LI, §
—IRPUERICHERE T 5 L OB AN 208, RN @ TH 0 fki i 503 %
FECThbHZ L, KON CAD OEMMNERE TIXRWI EN LN DWW THEE
HE N KLETH DL Z EDRRINTWVD,

728, CAD IZ2W\W T 2022 6 HiIcATF AV ~7 (BizrH#z) (K
Fedh =Y v A A 1.1g) (LU, AF LU ~7) BERNTHD T (5
WRHERIE | Z208E - DR & L TORRENT, AF LY <~ 73k (Cls)
B/ 7 —FAHERTHY  FHRAOMERKAEEL, Bnzmb+o, X
FLY = TIZOoNTIE, SHROENNDHTA KT A4 O&ETT CAD 1237
DIRFERINLIT D 5 & PR EN D3, IRIGHZRIRHE TR <, B2z 5
flF 2703k E4 2 BMEICHET 22 ERMBBETHLIRTY Y X~
TEFRRSTWD, o, PiffikE/ Ju—F ik ThLZ End, #
TR EEDOKYIEICEBENLETH 58, CAD OERD H B, KimT 7
J —BEDORFBREIERICONTIIMERZ N L TR 53 HANRE TR
PNEENTNDEIZONT, VYFv~T L8> TEY([24]. KEIMK
%4227 THow | treat cold agglutinin disease.] Ti%. @B E I L TiXY Y
U THAIEEE S BIGAEE L TMEMTTRBY ., AF LY 2T
W TR B PUAE & ALE A T B [25],

ENNADTA FZ7 A4 28BN T, /M CAD ICBET D it#EIMR TE o
D, BEEPBDODTROENTWAZ LEEZBELEZLA, VYX U7 BRE
BREO—2IZRbEELOND,

UbXo, ERNFTA R4 ANCE T, CAD iZxt32 ) YFv~T D
FERIZOWTIHEEZRHE A RD 5N TWE R, ENADOT A KT A4 T,
CAD (Zxt T DR S #HZ K& e fliE T2 & /RO CAD O B#F Tk
LEAMMEERTREDNSHD I LEZRETH L. [T HOREIZB WD TIEER R
B BT O TEY BN OERREOEVE L E X THLENICEK
JAOERAMERHIECEDLLEEZOLND ] LN TDHEE XD,

PCHIZOWTIX, ENIDHTA KT A BT, oIl @& kg
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274 FEOFEHARTH SN TND, VY I~ T2 o0 TR T
RPEDREFNZ L TR v, AR TH o I2REFI AR ST 5 [1][26].
UEEXD T BOREICBW TEERFIEICAEMNT O T . BRSO
EIRBEOEVVEZEE 2 CHLENICRBI ARG TELEZD
N5 ST HLEERD,

BMmo
BT A
(fit 52
REH A &
lélx%f) LIR (PN rEFovr7T5,)

von] L AA]

E~DW

77

=

2. EENEITHR DK TOAGEED IR

% M AR N

E T D&
PR (BRKZE 6 0 [E CTOAENE]
GZ=EICT Bk T ORRBNE (EENEICBET 5 @7 T

=y 7 L, %

o || KE | RREA (gs) [KERL

T i - R
5e) ik - A
1 %5

JelE | focs (R4) | KR L
BhEE « 2R
ik - &
ik

ME | Bocsa (B¥A) | KRR L
ZhEE - R
ik - &
ik

LE | roed (E2E4) | KBz L

BRE « 2R

Wik - &

1 4
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INE | Mkge4 (B2E4) | KR L
ZhAE - DR
ML - &
eSS
ZM | ke (BEA) | KZBRL
ZhaE - DR
ML - &
eSS
. At
e et Tk R CE Ve T
POfE AR DL | (RRCK S 6 2°[E T O HERYfE FH N )
(A% 6 4 K 5 [ T O MR B A (NI B 2 EETIC TR
KE | A RTA S
AN VY g
ey B e X
354 (5 % )
(ETHE -
MAEICEED H
% FL U FT)
HARTA
D AR 3L
1§ % RRERED Y ,
CMS.gov @ Medicare Coverage Database Tix, A
T u A REIEMAE e & O BRI IR ECHL
e SR N B E WA R Lo i SRR e o = W | IR 5 < R R AT
T, WISHTH LN RREEO NG &> T
HZENREINTWD[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.qg., corticosteroid
treatment and splenectomy)
wKE | A RTA The diagnosis and management of primary
Vg autoimmune haemolytic anaemia.

(British Society for Haematology) [10]

10
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ZNHE » RhR
(E7=13%0%6E -
ZhRCBEE O B
2 R T)

Primary warm AIHA - second line treatment:

Recommendation

Rituximab (1B)

R PRI =8 AIHA IS4 2 ZRIE#
VY ®~7 (1B)

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)
R ME CAD 2R3 % 1
- AIREZR RV SR IREE A bk S (1C)
- RRE OIS - EEMEOE I, EERIEER
ZRIEMR . g MK AFAE (1C)
cHENEE VYR~ T | XiEs mr—F
JVIRHETER RO LI DG EIX TNV F T B
DBEMEZZET 5H_(UB)

Hik - H&
(E7=1xHE -
AEIZBEED B
2 R AT)

Specific management strategies
Primary warm AIHA

Rituximab
The standard regimen is 375 mg/m? 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.

R PR 2 AIHA (259 2 BARE 70 8 Bk
IS

VY xv~<7
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YR 2e L A 1% 375 mg/m2 &3 1 [A], 4
HEFETH LM, BORERBICHERT S
BEFRAED Y Y X~ 7 THEW B il
i % #Rk9% (Provanetal, 2007), U V%
=7 100 mg O 18] 4 BRI G I VR
=Y nu P L, FIERRE T ZRIGHR &
LCELG LG E TIE AEORHFELERL
7= (Barcellinietal, 2012), L2>L., ¥ &
TOBRFIZL AR LR L TY Y F o~
TIREYOEBRAT -V THHAINTEY,
RO ERNZHETH VBN E W
D, BT HICEBRARD D,

A RT74 v 1. = AIHA : [14] [15] [16] [17] [18] [19] [28]
D AR B G 2. CAD : [21] [22] [23]
fii % RRIEED Y

NHS England TliZ., JEFEMESRE RN RIEICE D M
A BE IOV TRRIEEDOHR L > T
LI ENRENTVD, HORENMEDMmERED
L MERICK T2 B EHUROELEZ R E L,
HofEm it m (AIHA) . B CRE LT
FERPADE  (AIN) . B &5 VE /MR e
(ITP) XiT b OEENEREIHF LTV DY
AME E5[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
immune response to fight infections.  (H7I%)
The autoimmune cytopaenias are characterised
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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%)

gL

A RZA
g

Zli

Zhie - ZhF
(E7= 13506 -
ZhRCBEE O B
2 o T)

ik - H&
(E721 38 -
HAEIZEED H
2 Rl & )

A RKTA
DR HLFR S

e

{INEs|

A K74
NE:

Protocole national de diagnostic et de soins (PNDS)

An’emie H emolytique Auto-Immune. [11]

ZHEE « R
(£ 13906 -
ZhFABE D B
2 RO 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
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 2¢me ligne, les
immunosuppresseurs (azathioprine,
mycophénolate mofetil...) ou encore la
splénectomie.

i NAIHA (A, /N

AT oA RIGEEPUE 3~4BE DIEFE%ZIC

i 1. 73 4 B2 72 2 I J OV L 28 R 3 2 55 6)
XIFAT A REAFAE (> 10 mg/day, 27 &
A RHPRE O PR I B M i 7S TR LA
EAT A FEOKREZHEFFT 2 0EDH D

13
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e, UTOWBRENERSNDNETH D,
YUYk ~7 (st Grade A) ., 4y # il
K (THFAFV o, Sadz ) —LBERET
= FV5E) ST

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 maniére
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 &tre évité et surtout sur le
long terme sous peine d’exposer les patients
souvent agés a d’importants effets secondaires.
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 I’érythropoicse
(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 releve d’un avis spécialisé
hospitalier.

A # K AIHA (5 A\ CAD)
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WE L, R e BRI T LB e | B0
WIR T 2l TR RARE T H UL, e
FT7T ) —BORELRERREEFEDY X M
T D7D+ FIRET DLERD D, B
T I L) Td 5, BIFE E ARV E CH O
HIZ, ZOHEDGENREH I N TN,
Bl BRI ISR 5 _R&ETH D, Eilin ik
FIXEVERRAEARBRICE IS Z
Ll D, THEDRWE M OA . 3TCIZH
BN L 7= AR BRI 2 35 2 LN TE 5, @&
&Rk AR ER BB A% T
U2rRTF U NRE) ORREER GG
S, ZL—FRC) Ly, #WIRRIMER L1
ISR A4y 70 BRE OB I S Wi IS T 5
el ziR{FCE 5 & T 5T —4
NEEHE SN T\ 5D, Hb <10 g/dl @ HEAE
B LT, VY v~ 7 OB 2 ik -
A& (375 mg/m?2 %3 1A, 4 \I#L) 2k
DHMEE (/L —FB) X7 V¥ TEer

L ofrEE (VL —FB), RO/ XLy
JRFRAT IR (FL—FRC) BREEIN
DN, HMFZOENLETH D,

Hik - H&

(E7=1xHE -
AEIZBEED B
2 R AT)

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 controlés 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 «

15
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polyarthrite rhumatoide » correspondant une
dose fixe de 1000 mg a 2 semaines d’intervalle
(31 et J15).

50 AIHA (BRA ., /MR

U E~7 G

RIBRE AT v A REREN LT, 2 18 H 2L
RGO LT Em AL E RS A (F) 10~
15% 0 ) . RN P R L odih LT
RIRRERT T OB ERH D, RAEZXFR
EL1c2o0T F AMELEERBRIZ LD &
UYx<=7 (BERSN) PDiRbNET 4
FNAUVARZHEREWEAITHL (7 V—FA
/'B), 375 mg/m? % 1 [ [#]fE T 4 A4 59
LAy LY A 0 XX, 1000 mg/body
Z 2 HEMERT 2 E (dayl, 15) TR ET 5
B o~FROL AU ND D,

AHAI & auto-anticorps « froids » :

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) :

Hb <10 g/dl ® EIEGIIZXF L, VY Fv~T
O A& (375 mg/m? % 1 M RIEE T 4 5]
5 X 2HEMEE (V1 — RFB), XiT
INEZTE DO (ZL—FB) v
JuRA7 7 I REDHH (F/L—FC)
PRFISNDZ b2, EMEOYE
WZEDLRIT TR B0,

A RTA > 1570 AIHA : [14] [15] [16] [18] [19] [31] [32]
O AR L [33] [34] [35] [36]
Uz 33 5 & 1 [33] [34] [35] [36].)
CAD : [22]
5%
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E | A4 K74
N
hHE « h R
(E7=132h8E -
hRICEED H
2 FLH 5 T)
AL - A&
(E7=2 13208 -
ZhRICEED H
2 FL# )
A RTA v
DR HLFR S
k=

ZM | A RTA
N
NEE - Zh
(FE7- 13306 -
RN BHE D B
2 G )
HiE - HE
(FE72 TR -
HEIZBEED H
2 R T)
A RNTA
DR YL 5w
k=

Zli

N

3. HENRKITHRDENNADREILHR « lHEFITHOWT
(1) MAERALEGARR, KRB E ICFR 5 ARk E L TO SR

<XHRDOMFRIT1E RBACHRBRE) | Mg R, SOk - liEF o@Ee
H DAL I 5 >

FEWICERIT 2 Y F~T 0O AHA (T 2 BRRRER S O FZ MK >V Tadd
L7, 2022 £ 1 HIEA O PubMed 7 — # X — Z{ZH ) T “rituximab OR rituxan OR
mabthera” }2 (*“autoimmune hemolytic anemia OR AIHA” Z % — U — RIZFX & L. article type
& L T«clinical trial”, “randomized controlled trial” % 5 & L TR L., KR 11 FHRER D 2
HERZEY L, 7o, A RTA VB HI LTV DA (BN 9, /N -4 ) %
BL, 15 OS2 LLTIZR Lz,

<A I 1T D Bl IR AR T >
(1) | AIHA
1) EEIRES 11 AHEABR
a) 3C AIHA (5 2 HE4E 2 (LB R S I ARBRER (F v ~—2  REERKRMAEN A
FZ A O5H3CH) [15]
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IR AIHA L2l SHURIGED 64 Bl xf % L L= Sk, 7 v % Lk,
F =TTV BRIRE N FE R EKER (NCT001134432) T, 7> ~— 27 @ 8 fii
RITHUV T, 2005~2012 FF O WM THEf S iz, Fr¥PE AIHA BSRRTH 503,
H O R BRSO EMEE B M Y /S E TR ME O BEVEE S & OF RS L 72 e b & F
nic,

[ 5]

B — 2 23BR (1gG D&, XX IgG & C3) Bk, HoSEIRZ 38 % #iil
IR AIHA L2 RipFEOBEZ, 1: 1 OFET, YL F=Yyr U H
L 7L F=ynror VYo7 HBEICT XAk Llc, 2 TORET,
7L R=v rm 1.5mgl/kg/day %z 2 #H# 5 L. week 3 |2 0.75 mg/kg/day. week 4
\Z 0.5 mg/kg/day =5 L, IEWZR~EZ7 o B EEMEEL T A5 AI121E 4~8
W TR IR L7z, 7L R=Yur )Y d v~ HARICE VL T,
Uy X~ 7 375 mgim? 23 18], 4 [R5 Lz,

ARRBR O F72 530 2 BE O ROl & U, 15RBB 63 A, 64
AR ON12 71 AIZFHli & £ L7z, 58228%) (CR) 1%, M OMAEFT R 4237,
FEMEIRENERm S TR WREETO~NES B E B EFHIE L, #50
Z%h (PR) &, IBAEO L K=y 1 {5 (10 mg/H RKi) & EhiL T\
WE DD CR O EAR:Z i 7= T 356, ZE LI AUEME S 7o % & f o R ig T
HHZ . IT VL F=Y k8 (10 mg/ B Ri) &< th o 1RO M E )N
KANETEUENHRFGH THDHZ L L L, CR LW PR UAMIIERSBIE L
7=,

(s 2]

FLUR=Yu U HARLEORS L F=ya e )R~ AEICENRER
RFINT o Zafbeini (K1),

#1 BEER

ePllpiea O R p fiE
iE (51 32 15 32 {3
F liin 67 (35-90) 65 (41-89) 0.62
PER (T PEIZE) 17/ 15 20/ 12 0.61
U v/ TRV R B 2 13 4 151 0.35
H R 1 41 0 11 1.0
~EZmE Y (glL) 74 (48-128) 80 (48-112) 0.18
MR AR M BREE (X 10%/L) ™t 192 (2-715) 74 (48-128) 0.58
(X 109/L) ™1 317 (20*2-750) 327 (127-540) 0.96
ey (umol/L) ™ 35 (8-114) 51 (4-207) 0.44
LDH (U/L) ™t 511 (25-918) 431 (88-1566) 0.85
ALT (U/L) ™ 30 (6-300) 26 (8-88) 0.54
7 L7 F=> (umol/L) ™ 79 (47-122) 85 (45-142) 0.21
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b)

*1 HRfE (GEPHE)
*2  Evans JEERE

TEWREBAMEN D 3 7 H RS DR %HE (CR+PR) 1. WAL THKIS0% TH - 7-72%, 6
AABER O CRFIL, 7L =y CHARER 39% (95%(E4HIXH (Cl) 22-59) .
T R=yar U yx v~ 7R 63% (95% Cl 44-80) , 12 7 A B 5.0 CR
RKIFTZTN L 36% (95% Cl 19-56) & 75% (95%Cl 55-89) T, 'L K=Y nm
VYR U~ T CTHEICE -T2 (p=0.003), BIZHM 36 H A KF A Tl
AT A FHEAFETIE 45%TE%) (CR & PR) ZHERi L T\ izod _ﬁb\7
LR=y a7 0ABETIE T0% TR ZHERFL Tz, FohaR
DIEFOBERAGFYMITI 7L F=yar b VYU~ 7B TAER
FEL (p=0.02), ¥ — N1 0.33 (95%CI 0.12-0.88) TdH 7=, £7=.
XA ERD DIERE AR DT HIM . UTBHE T E ¢ oo #IfE o 7R i Bk i
DEFEZ I LS, MR TEZRO T, £, BRLIHERDOGE OM
FEM IR Z i L7 a . WA CRETH - 72,
AEFRLKOEE LA EFRS (SAE. BIEH IBIER Tk WHS) 1Ll #f
TAZRDT, ERFLIIFRKNE, HERR, RIRE, 3R, BRETHY |
FNHDELIET L R=y s OBEEREZ N,

WUIWLE ST SAE LT L R=y et VYo~ 7O HREET 4 6] (Mg, &
MmPERZE R, DARA QFD]. v R=y o o HARET 36 (EmMEmzE ., O
REeE BN Thotz, L F=yur VR~ 0D 1 HTREL
T ARIE, REMENAERIC L 2 A0HECTH Y BEERNEE S hoTz, o 6
BHZ DWW TIE R MGNRRICEET 2 L EBx oo, YL F=vnay
VYR U TEEHTT LUAX —SEERD SNt

i AIHA IS X3 2 BEVE 2L ERR S5 111 AHEER (RAIHA study) (A, {AEHT A
N7 A D5 D) [31]

FEICIER AIHA L2l S, 7L F=Y 9B N 6 BRI D 32 Bl 2 x5 &
L7, BiGHRY, ZHikdtcR, —HER., 7 ¥ M7 7 AR LBERRE 1118

B (NCT01181154) <. {AEIZIVNT 2011~2015 4E D ] CFE i X 7=,

[ 7]

FrEICIEC AIHA L2l S [~F 27 v B2 10 g/dL BL T, &1 o % %
WD (NT R m e Amgll Kl B2 — 5 ZFER (196G DA X 196
& C3) Btk]. 7V F=Y RN 6 A D 32 Flicxf L, U ¥~ 7 1000
mg Z 2 AMRIEC2EEET I8 (VYo ~T8) LT BREIC1:10OFE
HTTUE b LT,

BEATNIC AT A FRIZEEINLTEBY, 2 TORFETTL F=Y 2 10
rmkW%y%Z AL &S L QBRI CHEIRD LN WEEIZIE, 1.5~2.0
mg/kg/day (ZHIE AT HE) . day 15 LARE, PR (NEZ B EVENRR—AT A vk 2
WMEWMADMmﬁ&&otr%D% S T2 fERI T, 10 H Rl 10 mg 970 (&
K20mg) JE L., 20 mg 2> 5 10 mg IS s 2 BRid 10 H 43I 5 mg 37 D&
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L. 10mg 75 5mglliiEd 280 25 mg FoMiE L., 2E/MEHESA TS
AT 10 Bkl ik Lz, Bk 6 WE T L R=Y v OlEICHMb LT
PR Z G872 \WEAITIE, R A o> ) W7 ~C 1 o> 50 128 i) 1) 25 S0 LA % B 17 ] e
L7,

FEFAGE B 1L 1R O 2R%%E (ORR, CRHIE PRAIOAF) & L. CR
X, B — A ZARBROBGYE - BEIEICBERR S, ~EZ B UfER 11 g/dl (&
PE) F 12 g/dL (BiE) B BT, i oEs 72 < o IR AIHA (259 5 15
W4 FEBERES N TELT, WA {Thh TnrnZ & EEZSh, PRIZ, ~
FET7 B EMENRR—AT A 5 2 gldL AL 10 g/dL L E, L F=Y 10
mg/H UL PRGN DIBFEZFEKE L T 57, MM iThh T nWiEa &L ER
L7, JEZ I3 1 AR T CR XIZ PRICIET 5 Z LN TE LA IR AIHA
WCHE B (L F=Y U RO AR <) &% Lema. Bk 1 FEUN
W 2T o A L LT,

G

VYR~ THLOT TERBICENEN 16017 ¥ afbahvle (£ 2),

#2 BEHER

Uk~ 7Rt 7T v R p fE

A fin 70.1+16.6 71.4+16.5 0.678
s 7 (44%) 10 (63%) 0.288
LW ~F 71y (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
BeUrey (umol/ll) *2 34 (28-69) 50 (34-66) 0.274
NF hZuarey (mg/ll) *2 0.08 (0.01-0.1) 0.05 (0.01-0.1)  0.658
BT O MmEA (%) 8 (50%) 5 (31%) 0.340
IRIMERIR AL S > 7 O¥ () 2.0 1.3 0.397

*1 R AR YRR E
*2 PfE (HEEH)

T LMD 1 AEFES D ORR X, ITT T TIX, U Y F o~ 7T 75%

(95%CI 47.6-92.7%, CR: 11 #5l \ PR: 1 f5) | 77 Z & AN ¥ T 31% (95%CI 11.0-58.7%.
CR:5%]) T&»HY (p=0.032). per-protocol fE##T Tix., VY F 3~ 7 HE T 16 fih
12, 7Z7vFREETIELLHF 5B THREZRD - (p=0.224),

#3 Ak
VY kv TR 7T R p I
1 %KD ORR (ITT) 75% [47.6-92.7]  31% [11.0-58.7] 0.032
CR 11 /PR 1 # CR 5 4l
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2)

1 #HEF 5D ORR (per-protocol) 12/16 i 5/11 i 0.224
2 fEH > CR (ITT) 63% (10/16 f1) 19% (3/16 ) 0.029
R A A7 1 R - - 0.023
TV R=Y U REREGE 4.32+2.27g 5.94+3.169 0.14
7L K=Y &5 20.1 i [ 24.3 i [ 0.31
IUNIZ35E 4 51 (10 [1) 10 1 (23 [=]) 0.073
Nl 13 A[IQR 6-26] 28 H[IQR 19-61] 0.076
i 1. 1511 2% 4 15 5 f -
52 8 M AT S 272 AR 1 BK
o _ 4.0+2.82 5.6+4.15 -
IR <> 7 % (unit)
52 JEIRF L DEHE 7 — b AR 61.5% 20%
Bt (22 ) (8/13 i) (2110 ) ]
FECH GEBREIM 24 1 A) 6

0 0.017

84 BE[IQR 71-90]

IQR, WUy (r#tiPH,

*1 B h54% 12 1 A [ o BB

i £ C infusion reaction ®FEHRITR O -T2, BERAERLDN T 7 v REE
TT7H 104, VYR ~THTIAFROONTZ, VY FU~THD 262
BWT, YR G% 8 RS 4 5 H OMIC Grade 3 O & HHERISIE 278 D 7=,
Flo, 2B THRZRD, 1HlIT=2—FT AT R - A aXFTA iR EZH SN
oo 77 RBORELRAEFROIZEAENEPETH Y, — O FEGITEE
KIChHv, iz, LB TIHIAF R MEREZRD T,

% J7 R RO R AT

a) N AIHA (ZB 3 2 %% H P fENT (AE, EEECIAE T A K7 A4 > O 51 H k)

[16]

5 AIHA B3 27 il 2 56t G 1% 7 S RAT 84T o v Tz, ZetE7s 16 1 (59%) |
SERJEEER DY 49.7 121 5%, ZMIFO~F o v fEn 5.9 g/dl (P 2.2-9.8
gldL) . Hp3eME D2 AIHA 728 17 1] (63%) . fe &M DR 2 AIHA 28 10 1] (37%)
Tod v, 27 B 6 #iI2% Evans JEMERE & 2 S v, SEATIREE LT 21414 ff
HOIWRBENTON, 2FCRIBEREAT v FENREL S, 76 (26%) 1254
FEENHIA], 6 B TR T Tz, 17 I TR i BRI IR O fig ifn 231 T AL T
7=,

PR S U Y % o~ 7RG TOMMIX 403522 B A T, 24 #ITIE 375
mg/m? Z i 1 [A], 4 [ 52470, 2 Bl CHEFRICED 2B XT3 FEEE &7
V. o 1 FICIx, 2 MM T1000mg 2 2E#FE Lz, VYR ~THRED
BHEIX, A7 a4 RIEEEPME (L F=Y v 1mglkg/B UL Lo 2 @& 5 TR
BhaRBORNN) OO 56 (19%), AT v A NEkfFEE (L R=> 10 mg/
H B % fikfe) 7= 7% 16 4l (59%) . #llEl PR X% CR % O EFEITx T 216508 6
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B (22%) Thotz, VX~ 7 HRER, 26 I TROBEKE AT 1A REN
BEHhasnTtBy, 2 flcTr¥FATI o 1Tl aTye ) —VBEET = F L
(MMF) »AfhE ST,

Uk~ 7OFMEIT 25 6] (93%) TRH HIL, CR (JA%H 1L TEIMm D
RE2RBOT~EZ 1 B AEA 11 g/dL 48 (Zctk) /112 g/dL 48 (5 4E) ) 23 8 il (30%) .
PR (i . 2 F2 i & 3" ~F 7 v © L ENRR B AGRT 22 & 2 g/dL LA | E AL 10 g/dL
B, mERIEX TV F=Y 2 10mg/H L F O S T, Wi o#E (N7~ 7 e
EARAE I/ KO LDH SifE) 23 FRkE) 23 17 5] (63%) Th o7, UV F i~
TGRS 1 ALNIC 14 4] (56%) TRHROFEHZBD GHEEHET
O JAE - 6 B, FEPH : 2-16 WE) ., BAFICIIB@LARETH o7, ~
TR, REBBITE LT YR U T REHZ THEEZR
(8.3 g/dL[2.2-12.9]/> & 13.3 g/dL[11.3-15.5], p<0.0001), VY F o~ 7 # H.# b
e U CREBIRE ST BV LV E L EEEO % EEZ RO (3.1 mg/dL 7» 5 0.82
mg/dL. p<0.0001) . #ME:IR IR i BRE L IF A L7z (276 X 109/L 7> 5 120 X 109/L,
p<0.0001), VU Y  ~ 7G5 OB EH 23 20.9+10.2 7 H B H T,
25 Bilh 18 BN A MR L CRB Y, 1L BINRIBEE AT oA REEFIEL, 5
BITHIEEZRD, 2H O AR LTz, 3FTY VI v~ T HIBENTOIL, 1
Bil23 CR, 2 I CPR Z§ 7=, LBITIEL, VYF v~ 7 FHIBEIK 1FEEIC 3 [
IThil, TNENTPRZRDT, BERDOBRN-T22680 55 1HIIX, B
fatbdEAR vV N EE O LURRICE Y CRZRD B 9 1 HNIEIED IgA
IR AIHA TH YV | MMF TR ZZB DR o723, T PR 27807,
BRMEIZONWT, 24 (T%) THEMB KO RN ZREBEHREZED, B
PEY o PER My (CLL) (Stage A) Z0fF3 2 16 (74 5%) THE 724 BRI
WRERRD (VY X< 7 2EBES O 4 HEIZ04X10%L), 57 H%ICEE %
BT, 2B CEERBMYIELZ RS, LH (73 5%, BB A OBEE, BEIRF SO
17 Mg s 1% B R AR Z B XY Yo~ TR E O 2 1 ARICKIEE
DM GE S SEBREZRIA L, £, VYU~ T7 G0 2 D A%kIC==
—ETVRAFT A A B _XFAfiliRk (PCP) Z5EBLL | HHHH T PCP IX[EIE L7723,
PRIl & 5 BEER M T 6 A AKICHT Lz, &9 14X, VY dv~7HhE
D25 A HBITOHEENRK LB X ONLETEZRBOI,

b) IR AIHA ICBHT 2% F T (T ANV T K, RERMAETA FI74 O
g1 H SCiEk) [19]

WIHIRE TR Z RO 2o 1210 AIHA OB 34 6] (FpFeit. wigett) |
DNT, VY F <7 375mg/m? Z i 18], 4 B G L2560 a0k, ééfi
RO RFr I DWW T, BTSN A Tz,

I AIHA OZ WL, WIRIZWERE O ~F 27 1 v 27 100 g/l Kiik, EHE7 — A
ARG, Wil oBEEZRD HEF L L, Fiih Il 59 % (A 14-38
) BT 1 1.2, 47% (16/34 f5]) ([ZEERER BN & 0 iz tE AIHA (16 fi
8 B2 CLL) IZnanic, BFICTRIBREAT vA FEICIDREIITOAT

22




IV-168

BY,29FITY Y X TIRERFIZHFH SN (L =Y % 10 mg 7> 5 100
mg). 11 4 (32%) T. U Y F I~ 7IEKATNIC 2 B EOWRBEBIIThb Tz,
BRI S fE X 36 7 A (#PH 6-90 W H) Th -7z,

T, WBIEMR% 6 VALLE, ~E7 o HERR—ZAT 45 209/L k
Fo XX, ~EFZm B E 100 g/l BAMEE, CRIINEZ7nEfE, BEULE
Y ROYXIE LDH O IEFEALA 6 7 A LL Efkfe & EFR L. HRIT~NEZ v B ER
100 g/L % FEI D XIFF 72216 (AT A ROFEAKRTHEEL HTr) D0NE
AL L,

ORR % 70.6% (24/34 f5]) . CR % 26.5% (9/34 5l) T, Bxh%#D D E TOH
X, U Y ¥~ 718 1 7 A RF LT 87.5%(21/24 ) .3 71 H I i C 12.5%
(3124 B) DIEFITRENZRDT-, Bl 87.5% (21/24 #) XV Y F v ~7
BIE P 5205 28 BLANIZH R EZR D, 3 W AR S TRfINEH 2RO,

ZZh B oo B BRI g i 30 4 A (&P 3-60 7 H) KEsi T, 24010 50% T
R RO, FRE TOYM PRI 165 4 A (KiPH 9-60 7 H) Th o7z, 1B#
B 467> 5 90 H "C 70.5% (24/34 ) 23 28 %) % M F5 L TUN7= A% 36 7 H IRE ATl 28.5%
(6121 ) BT %= MeFs LIRIER N AE TH o 72,

3BT, FRRFIZY Y XU~ T EIEE (375 mg/m2 &8 18], 4 Bl 5) % Eif
L, BFhaRoiz, LEIEIZPR T ZHRZRICHRE LEBEEZITV, 32 V%D
HRETHENETHY, 2FHIZCR THAEMBNA2MEFL., HIBE%K 3D
A OEN AR LTHY 3B FIZCR THREETIONAMBEN AR L, &
BRI E CR 280 41 # A CR Z#fF L T\ 5

VY kU~ TIRIEO BRI E Do 72 (infusion reaction (ZEIEAH & L THLY
bieinotz), &P EREERUE 2 15 TR,

(2) CAD
1) E&IREE 1 AERER
a) CADIZXKTH I Y XU ~T7 ODEMELE VLML MR T D EASE | AHRER (7

vv—7r BEEIA KT A L OFHCHK) [23]

CAD BHEICXT DV Y X v~ TIREOH M & ZaME MR T 5 Sl L H
(Fr~—270O7ZHER) . BRSNS EE S v, 2002 4= 10 A 25 2003
4 IR E 20 GBI BRERS Tz,

B R R OVEAL S B9 S s I oD e 22 380D . ZER R 2 MM 28 64 DL bds K OVELB%
7 — L AREROMAR) Ip X & — 2 (C3 Bk, 19G f&tE) %7~ L7- CAD & &%t
Gl Uiz, I, FRRMEOTEEMEE L LT G B MlaEEEX AT 5
HERE LT,

Uy X< 7013375mg/im?2 &3 1[0, 4 EFE LT,

AHEFIZEHBWT, CRIINEZ v B U ERERIL, wWiosE (572
o—JF L7 IgM &) 2R ® T, CAD ORFEIEIRN/H L LZHEA L L, PRI
NEZ O MEN 1L AR E 1.0g/dL UL ED EREFED | @S A%, CAD O
BRRGESR Otk L, MLiE 1gM 23 B E O REF] Tid 50% L LR F 2R -84
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L. CREUPRIZEEY LAAWEEAIXIERDF & LT,

20 23 gk S v, 15 B 2S 2o, AR P LS 75 5% (REPH 54-86 %) . 11 i T
ek 3 7 A ORI 2 L TRV, 12 FINFRRME, 361280 v B E M
PEU L RBE, 2 BIR/NY oRERPEY R fE, 2 BISIERFRA R Y R R A
ROl (LHNIEMMRAEREMO - DML SN, 91§J75§ﬂ%%f€{ﬂ 2 A
BIBREAT A REOHBEN DY . 861X v T AT 2 VK LRI G
ATaA4 REELEOJFHBEMTOATEY, 1/ nTdrT vty r7akA
77 I ROPFHBEIITOI TV e, 2RO~ 7 1 v i I X 10.3 g/dL

(#ipH 7.3-15.3) TH o7,

16 51T 1 4ELL FIBBR 2N T4, 4 A3 CAD & 1 BE L 72 WELH C R 1235k
Zilk L7z [EBENAA, BREEA&0FLZBULE, Mk FEL). AP GEL) ],
9 B (45%) M7=, 1A CR, 8Bl PR Th oo, UL Bl MERE 7 B
D5 H5H (71%., PR 4 ), F¥E CAD 13 6D 5 H 4 5] (31%, CR 1%, PR3
Bl) TEHNEROZ, BRDEEZRDDLETOYM P RT3 I H (FEPH 1-5 4
H) Thotz, EREHEIO LFITY Y Fo~ T FHIBRERNMTbNIZN, BohEiEd
TR 1 FITITELNRE L ~NES 2 EEDEEEZRD N, PRICITED
T YFRUSTHBR QEKRES) 2TWELOHEEREZRO T, £z, Ik
CAD DJERITiX, &f] TH 8 O T AN T CR XX PR 2D 7= (F&htED
aﬂﬂﬁrﬁx#ﬁxﬁ@ﬂﬂ%a@)

Rl 9 filh 6 Bl TEBMIF D 48 W D 5 HIZHIEEZFE D, %%xﬂﬂ;ﬁf“ﬁ
EPH%FﬁiGS 1A (P 2-10 # A) ThH ., BEhEHEFFL Tz 1 4] (PR) |

WO RMEBIEBITO RS ZMERL, oo 28] (W v PR) cﬁ%f;ﬁa%%@
Wi 14 I ABICHEERD T,

VY X~ T7 ORARMEITEETH Y, EEZ infusion reaction 13580 72 0v > 72,
8 Bl CHEE, B, FEHFR. L. FHL, RESUIDENEROIN, RIGHE THEIE
L. 72, 3HICTEHERE/KEARFOKINEZFE DT,

b) CAD IZxtT 2 U Y XI~T DHNER LA RS 5 KRS 1 AHRR (/

Ny x—, BEKMAEIA FZ7 A4 OFHCHED) [22]

CAD BEIZXT 2 U Y X~ TIRIED AN & LM% ffEsd 3 5 2 gk 2L

(/v =—0 10 figk) . EERE 1 AR A F 0 X 4v, 2001 4= 10 A 75 2003
5 JICHBRE 27 BBk S iz,

BRI 278, BINERESE M A 64 UL EE X OEBE 7 — & AR B o iR )
7Rz — (C3 gRBME. 196G BEMESULFIMEME) ZoR L. 16 A E3 2 R

(B, v 7 —JEdR) 2D CAD BEEXRE Lz, £/, miFH o IgM
kN REBEHFOCD20" k"D 7 v —F L7 BIFEIC L W EFHE SN D CD20 k * D
7 a—F 7 ) RIS K IE T E B LR A feRE L7z, 7o ds . ke sk CAD
BE TR LT,

U ¥~ 701 375 mg/m2 &2 1 (6], 4 IEI%E’%LL TR D 3 7 A LINIC
R EBD NG EORRPICHREEZROZE AT, Y Y F 2 <7 (375 mg/m?
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ZHE1ME, 4EFEE) L2 —7x=m (IFN) (500 /5 HA7 2 08 3 [\, 20 ¥ )
O OF AR IE A FEhie L7,

ANEFHIZ V) T, CRIZE I K& VA i D5 2 580 37, B AER 23 L,
B/ 7R —FNVMIESZ N7 2RO T UEREERE T v —F L Y o i GE
RO WEGEELE L, PRIFANEZ B EEN 20 g/L L EZEIC BRI ER
L L. Ifii% 1gM 2% 50%LL B SUZIER AL L, BEEA 2 ER S S L, Hif o
BEBLSFTREZR 855 & L. CR AN PRICEEY L2V IXIERBI & LTz,

21 BN 37T a—AD Y Y ¥ ¥~ TIRFEN FENE S vic, 18 Bl Ltk SEE R
71 % (HPH 51-91 7%) . 12 IS ARIEHE T, 10 il T 1 FEHORE N ERM I TR,
54 C2FEL EOWRENEMIN TN, R=ZAT7 L DO~EZ 1 U fEFR
fE1X 82 g/L (#iPH 62-123), IgM fEH 1% 5.0 g/L (#iPH 0.6-51.7), FEMEEETFR
Fifi (4°C) "HfE X 6,000 (#iPH 64-256,000), HE#iD /A R dRfEIX 8.4 (%
4.7-77.0) THO ., UV NEEMAMEY o E 15§, Ak E MR Y o3 E
R2BI, ND RERPEY o8 iE (B M) 28 2 4l FERERA T m—F ARl v
VAR 6 B, BUSYED Y RERIZE 7 m—F v U SRR Y 2
FlTHoT=,

27 Bl 14 B3 WIEl U Y o~ TR CTRL L (CR2S 1HI, PR 213 41) . %)
RE2BORhol282) X ~<~7 L IFN OFHIBENMTHOIL, 16123 PR, 1
BHIBRAERBO D o7, 8BITHIEARD, 3 Y F~7 L IFN O H
BREMTDOIL, 5B L TU Yo~ 7 HARENTHOIL, 561 TPR ZiR9D,
IHNINRERD o7, 2L, 2 EIHOHFBRICIH LTI YU vTH
FIGEAFEM L, PR 2RO, VY X~ TREITAF 37 a— 2 Efi&h, CR
M1a—A PR a—ATRDOIN, 2IREZRBD D E TOHFE P IRALIT 1.5
A (%P 0.5-4.0 7 A) ThoT=,

TR 1T BlORNE (E 2RO H%OmE XL 12 WA B2 55
) P, 11 v A (P 2-42 W A) THY . 1] (28 7 AT PR & HEFF)
EREZOMOIEF TIX 12 W A 2B CHEEZE O, CR 2R D 7= iEH
TIE 42 AWM, BEhEMR LTz, 1261TU Y X~ 7B %ICEREEOHER
TR,

72 infusion reaction DR ILILFRD HiL7e o 7203 1 B THIEI % 5-FF I A
WMERD, VX~ 7ICHEOH D MmEENEN 161 (Grade 4 O 4f H BRI
JiE. Grade 2 DFEEL, Grade 1 DEYLEFRBL) IZRO LTz, VY F o~ 7 HANG
WA FEhtE L7z 2 B3 TR & BIfR e WIRBIC K VET L, T OMOREF I, 1H#
%, 3~43 W HOMH CAFEZRBO TV D,

(3) AIHA 3@
1) BERIRES 1 FHEER
a) BRMEAHAICH L UEAEY VX~ 7285 LEBA ORI, ZaERW
ZAN IR A iR 3 D EEIREE AR (A X U 7 mEROMAENA KT 4 D7

25



IV-168

JH3CHR) 18]

FRICZE Sz, T, PIENRE O 7 L K=Y UIZE 5 L= H%ME AIHA ©
230l &t LT 7L R=Y U PRI W T Y Y ¥ <7 100 mg/lal %3 1 [A],
A[EG-T 2 BT — A TG 2 2[R O BEIR S 11 AHEER (NCT01345708)
W, AZ VT O3MERITIHWT, 2008 4 6 A 75 2011 42 5 H £ TOHIM CHEhi
SNz,

[ 5]

18 mLL E O L I HIEEFR O 7 L K=Y CTH% L7220 AIHA X1 CAD
DEBET, VMR BEOREMERENES AMOER1 DY | BT —
L ARBRGIE D BF Z s, AR Y&~ 7 100 mg/lal %3 1 [8], 4 [[]#
H L, 7V F=Y % 1mglkg/lday % day 1 7>5 day 30 £ THEH L. £ D#%1% 10
mg/week 2> % 0.5 mg/kg/day § & L, Hik F T 5 mg/week TH 5 L7,

[ R]

IR AIHA 14 5l % O CAD 9 il 3 %6k S iviz, BT 5 & BRI b Jefl 15
A1 H (#iH 6-35 7 H) R OFNMEOHKERITE 4 DLBY THhDH, EEFAHE
HIZORR, CR PR & L., CRIZNEZ B BN 12 g/dL #8 T, wilLlc 4
DIEENEFALEEFE L, PRIZANEZ 0 E U EA 10~12 g/dL i 2 g/dL Bk
O _EF L OV 2N R B 2R AE & EFE L. sustained response (SR) (X, RIGET
ANEZ B EED 10 g/dl ZHERF L TV OHRRE L B L T,

# 4
RS AIHA CAD
I 151 14 3 9 il
BT 5
BRI 6 %l (43%) /8% (57%) 1% (11%) /8 % (89%)
LEEY Ta 46.5 (27-75) 7% 61 (30-71) 7%
R (CGRIBHEH) 6 %l (43%) 141 (11%)
7l 8 f3 (57%) 8 5] (89%)
NS YR
8 (0-122) 7 46 (7-276) %
7B E T M (0-122) 2 ) (7-276) 71
~NF 7 v v v iE
8.7 (4.4-13.2) 9.4 (7.1-12.2)
(g/dL) ™1
O R Bk # (X
205 (40-320) 140 (52-269)
109/L) *1
LDH (u/L) ™ 623 (314-1961) 629 (420-2173)
M ey 1L e v
1.66 (0.4-6.4) 1.66 (0.6-3.6)
(mg/dL) 1
A "2
2 4 F RS ORR: 100% (14 f51/14 1) ORR:55.6% (5 f51/9 1)
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6 &7 H S

1 IR R

CR: 78.6% (11 #i)
PR: 21.4% (3 f31])
NR: 0

PR 0%

SR: 100% (14 f3i/14 f5)
CR: 71.4% (10 f31))
PR: 28.6% (4 f3)
NR: 0

P 0%

SR: 100% (13 f41/13 f5)
CR: 69.2% (9 )

PR: 30.8% (4 f5)
NR: 0

R 0%

CR: 44.4% (4 f1)
PR: 11.2% (1 1)
NR: 0

R 0%

SR: 77.7% (7 #1/9 1)
CR: 44.4% (4 1)
PR: 33.3% (3 f3i])
NR: 11.5% (1 %)
FFEF: 11.15% (1 %)
SR: 50% (3 f4/6 1)
CR: 16.6% (1 fi)
PR: 33.3% (2 f3))
NR: 0

PR 33.3% (2 f51)

*1 o pfE (EEDH)
*2 No response

24 71 A W s O HEE T AR AR .
7=,

10 AIHA 73 81%, CAD 7% 40% T & -

VY v~ TREO DRI RL Th Y | infusion reaction DFEHLIZFR D 720>
Too BBREAR B, RRYMRE ., Mk TErE. FEMEEE. £, AMEREE Y »oRER
BoE, MLk OB EEERE DA ERENITRD 2 >72, CR TR EHE
Ff (SR) LCWi 1 HITY Y F o ~T7 b 7 0 A %ICaMEO R DI EA
HKE L, Lz, 20, BIBEEAT A REICXHEERM (546) &BE
FESE O @ E O AL (1 4]) 23D,

Fo. KBRS N AHRBRIC I T 2 MEFLEN L OB el 25 0 A (DA
6-54 7 H) FEROBFEYEFZLOEREFIESOEY THDH[37] B, ~1 FY=
VHEE 7 — A ARER (MS-DAT) 12 X 551 RBC HUiAEAEIZ %925 ex vivo %h
B RO RBC PUAPEAICK 5 invitro I B R ICET 2 8HENH 5[21]).

#5
158 AIHA CAD

iE 151 18 15l 14 15
B G IR D R ARG F

S /A = B < - | 9.4+1.7

8.9+2.2

(g/dL) ™1

MR R i Bk B (X 208126 215+ 157

109/L) *1
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CR: 86% (6 f3)
RFS: 76%

LDH (U/L) ™t 740+ 434 750+472

M vy 1rer 2.3+1.8 2.1+1.1

(mg/dL) ™1

A "2

6 7 A KR ORR: 94% (17 f1/18 1)  ORR: 85% (11 f5/13 f51])
CR: 67% (12 f) CR: 54% (7 f1)
RFS: 89% RFS: 85%

12 77 H W ORR: 100% (14 #5/14 #]) ORR: 100% (7 #i/7 #i)
CR: 71% (10 f) CR: 44.4% (5 f)
RFS: 89% RFS: 67%

24 71 H W 5 ORR: 100% (12 f/12 f51) ORR: 100% (5 fi/5 f31)
CR: 92% (11 #1) CR: 80% (4 f5)
RFS: 76% RFS: 57%

36 1 A KA ORR: 100% (7 /7 f51) ORR: 50% (1 f51/2 31])

CR: 0
RFS: 57%

[37]

*2 Relapse-free survival

Fl 4BITY YR THREMTON (L ENIEEREAL 2 [FI%EH) . B34
Weh, BRWIM P A 18 4 A (FiPH 9-30 W H) TH DL Z LGS TWVWD,

BRI PO 53 2 A (ELPH 6-120 7 H) B ofE R & LT, 54 o fE R

WG S TVv5HI38],

54 it E 20 AIHA 23 27 1] (50.0%) . CAD 73 20 5] (37%) . & DAt (mixed type.
atypical type) 73 7 i (13.0%) Th o7z, Bz %, X AIHA L Z o (CAD,
mixed type. atypical type) Z btk L7354, IR AIHA THE < (p=0.05) ., fEF 38
AAHFIZ OV T H R AIHA TREUVWMERNIZ & - 7= (A AIHA:64 7 A [95%ClI
26.6-102]. % Ol : 25 77 H[95%CI 9.4-41.6]. p=0.004),

% < OFEFI TG 2 W HUNIZEZ D 2580, 6 W AURICS BT8R
NEETLIMMICH D Z L ARMEREN & VY F v~ 7 FIBE Eii vl b
THME (K 60%) HLRH LD L, CAD (B W TIERA AIHA Ll LT
HOMIGHE B fllangnEBxons 20, EENRY YU~ T REE
THMENRKETEZDAEERS D 2 ERRENTVD,

2) 1% R BFENT XL IE B HRE
a) BERMEEXAIHAICKH T AU YU ~7 0% FHISE (f 2 ) 7. EHEHA K
A O5HCHEY) [17]
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E#H 7 a7 ) UikBr (DAT) e R OYAMER AR D 5723 AIHA 11
Bl (BrESHD IZxt L, FITHIENEEE LTATF AT L R=ynrnkhin
TR L. AIHA O 6 959 B (CEHfE, #iPH 20-5110 H) 2V Y%=
7 (375 mg/m? &3 18], 4 [E]) AEEIh, VY XU~ T ofEEEIZE
WTHE L], EEN LB Lz, 2T Yo7 IKIGL, ~ES
g EN ER Lz CE¥ME 3.3 g/dL, 95%IEFEXM : 2.1-4.4), VY F o~ T
RN 3B CRMERE M A LETH o708, 2B TR Y ¥ ~7 2[EH
BHEZIZ, 1BV CR I Y XU~ 7 3RBEEGBICAE L o7, VYT
~ 7 ARG T%, 56 (45%) T DAT & 7c0 . 641 (55%) T CR, 54l
(45%) T PR Z@R®7, 2FlIF~E/ o fHEEFILETIC3I D HZELE,
BRI ERIE IRV T, 86 (73%) T CR. 34l (27%) TPR BB H LTz, 2
BHCBWTIR ) Yo~ THEERE QA LE, 3000 BNEEShk,
Bl MEIX 604 A (#iPH 30-2884) ThH v, RIEFIAAAF L, Hif A L
ol IPNIEHAEDOKR A AT v A FIZKDHEFRHEEGZ LTz, AIHA %
B2 LZBEITIRD N> 7-, AIHA FBIERTIC ITP OBEREREN & > 72 1 612
BWT, AIHARIE 10 T ARICITP BERE L, AF LT L R=yua> Vg, V
VXU T AR EZITE A, I/MNMOXEIE Lz, ITP OFRNS 8 7 A
B, KO A THBICHEITP AER L, ThEn ) Yo~ 7 iREE %), M
INBOIZIEE U7z, B IR AR SO R A B 5 172 < . DAT [T HFEfEETH -
oo 707 U U EREL CTOEM T, VY F v~ 7 itk cRE %D
bLETITHEO N2> T,

b)) BHEVY X~ T7OREICHT oY CREROA X VT EEANAL FTA
D51 SCHER) [28]

B A% P i BR S E CBEAFIRRIZ L0 R b7 11 Fli st LT,
V¥ <7 100 mg/lal & 18], 4L L2GE, AIHA EfTiRE . 7L
K=y v ROE 7 a7 ) s (IVIg ] O 1EICEBWT PR (NEZ R E
VﬁﬁZgMLuL ZELTEAL, IFHBRRELFIE) 280, VYFo <7

\Z B339~ % infusion reaction XUXEEFRMED BENEO RN o T2 2 & PREE S
NTWD, RDEDBFONZREIITY Y X~ 7B D 12 8k T, &
WIRIE 8 W HUL L TH -7z,

c) AIHA I35 U Y % o~ T OH MR NLE M % 1% FHEI T L 2 #E (X
NEX— (LEHBA FT7 A4 > OFHLHER) [32]
AIHA BE UL ITP BEICxT 2 U Y X o~ 7I5RICBET 2 £ sk LR o % 7
BEOREAT 23 M S v, 17 fiig% 7> 5 AIHA 53 Bl O fiEFTIC W Tl S iz,
SR IE, RN IR RO BE T, LHEEL EOITIER TR NES
NT VYR~ 7 iBEN LRI, EEE SN BE L L, ot 28 61 (53%) .
U v~ TR B A RE O A P Je 2% 65 % (FEPH 1-87 %) . 18 5 (34%) T
A RO T A AIHA 23 36 ] (68%). CAD 2% 14 il (26%). KBS 3
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d)

Bl (6%) . JEATIBMEEL P defE 2y 2 (FPH 1-4) . MR EREGI2Y 10 61 (19%), 2K
MOMEY Y v~ T HREETOMM P IAEL 10 # A (FPH 0.5-132 7 H) ., U
VX T RGNS A BT S T REB A 26 61 (49%) . ~F 7 B
fEAS 8.8 g/dL (#ilfH] 4.0-14.2 g/dL) TdH - 7=,

U~ 713,92.7%DERNC X LT 375 mg/m? O 1 7], 4 A1 #5237 D4,
Uy~ T HAIR G 12 6] (22.6%) TENUNOBE TIRIBEREEAT 1A
NI 2 & et iR’ IThbhi,

CR 1L MHEIE DN FEhE S 72 VRRE T~ 7 1 B U EDN IEF L & OV I o
@@% LD GEA & L, PR IR & S L TV 7ER TS AE L 7e o
e%a. KOIXEF~EZ e B 18 2 gldl EH &L, b BAMI R L &
uto
IE ) Y 2%~ 75K O ORR 1% 79% (42/53 #il, CR : 47%. PR : 32%).,
VX v 7T HANRKO 12 flIcB W TH, ORR 2% 75%, CR 7% 42%, PR 728 33% T
bole, MIEIY Y X~ TG00 BHHIH P JME 15 7 A (&P 0-62 7 H)
REalC, 15 Bl CHABE . FR XIS T 2RO, LAFEREKR O 2 RO M A 7313
2% & 56% THh o7, 9B TY YU ~T7HFEN MTb 2=2—2 58], 3
— A2, 4a—R 14l 53— 14]) THIRENEEE OB TH O,
FREORIWM N EL R EMAICHY . £/, 1B THENEE CIERER
RN, FHIRE TPR 25802 s Sz,

HOomEEmtEgimo/NEBFICHT L) YR~ T OHMERZE LS
s L e SE s (A MIﬁ% N7 A4 o5 JH3CHER) [33]

1999 4£ 8 H v 5 2000 4E 2 A2, 7L F=Y BBk L TR 2 R
T/ ATHABE 6 FIC LT Y X~ 7 285 LBEOA IR N2 erkic
OWTHRE SNz, BIRLIRNA 36, ik 7~35 7 AT, #RAEWRIT 2.5
~10 7 A, 2T 1 L EOEE L@ ATh TR Y | 2 6 THMERITHON
Tz,

U ~703 375 mg/m2 &0 1A, 4 @S L., 261 TiX 14 HMOFT
Hlz 8 ML LT,

Infusion reaction [TFE T, KFHEIC L DB LBR EBIMERE XX ES 1
B TROIA, REICEVETE LT,

KA H o CD19 3 L U CD20 BEPEMBE I R AA D 2 BRI LANICH T
/<720, o BMEE 6~13 7 AMEIEZRBD o7 (VY Xy ~T
DERMEEGNS 5~9 W H) 23, £D%, 2F1T 10 HUNICIEFEEIZEE L,
MmiEHFHofHE a7 Y fEik, B MlEAE L WA HMICEREE2 FEY ., 5
BITU Y X~ T ik 5% 9~10 B AR, TP 7 TVIg i Fo e ik & fkie L 7=,
MR AR M ERHE, 51T Y Y v~ 7RG D 2~4 AMZICBHE TR T L,
BV o1 BT, YRR AR MERJRAME 27 L7, Bl RIE T 2810, HH#
2 7 A BIZRIRAR MR B 3 g L, 8 7 A BIZITIEFEICEIE Uiz, JR i Bk i
E. U YR~ 7EEMRGN S 14 BUWIZHIES L, 4 B AUNIZ, ~E7 1
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Bl & AR AR M Bk E (100X 100 /LK) OIEE(ZMAR L, Z4ix) Y Fs
~ TR E D D REBIE TR L. TOHIMIX 15~22 WA ThH -T2, 7
— AARBITEME L 20 BEHT A A CRE R 12 BRILINICIHA LT,
TV R=Y UEEREIFT, AFITHEEINL., v/ a AR L ETFEFAETY &
THLTWE1IHITIE, 2 6 HE% S 3 W ARICPIENARETH -7, U
VX TIRER S R S LB REFNT e v o T

e) M= AIHA IZ ITP 3 0f{F3 % Evans SEBEREO/NRBFEICHT LI YR~ T DH
B R OV Ve % 4% 5 RIS R AT U 7o s (IAE ALE T A B F A o 51 SCHEk)
[34]

The French Society of Pediatric Hematology and Immunology @ /N2 (15 7% A i)
Evans JiE {5 B 6% 845 T 2 5512 8% 5 IR O BEAT 23 FE it S iz,

7T AO/NRMERE S Z—25 b T —Z 2N L, 2004 - FE TOE#
% ITHEWICIENT U, = ORBITATTERICE R 2 IEE L7z, 2006 4 12 H 2T —
By NAT7HL, VYFU~TRNELGINT, GEREIZOMOH RE
PEBDOHT L7 17 B 2 XF RASRAT L7z,

U v~ T YE G R O gefE X 7.7 B (#EPE 0.7-15 %) . &l T L
R=yrighbgan (Fv =y U BA: 8, SEmEIHA & OFH - 96, 7 41
TR ITONTEY . REANETIHETHREZRBD T I Y F o7 R KL S
NO3BITHRRICY Y XU~ T HIBENMIbhiz, VY F v~ 7HROx 81,
6 175 AIHA, 1 61725 ITP, 10 54 AIHA & ITP T, 375 mg/m? % 3 [A] (% 4 [A]$%
HxhvTniz,

AIHA 12563 % CRIZ.~F 7 17 B i 11 g/dL #8 J ONE:R 77 i Bk % 120 X 109/L
HRiiti 2 4 WREEfE . PRII~NEZ 0 B Ul 7~11 g/dL XIiE~F 7 1 v U fE 11 g/dL
MR N HEIR R M ER B 120 X 109 # % 4 MRk L= 6. L EFRLTIZ, 2B,
ITP @ CR X /M2 150 X 10%/L #8 % 4 W FEpE. PR (X /M 2 5 E5-
L 50~150X10%L 7% 4 WEFHE L2 hmH & ER LTz, £z, BERFIES SRR
ERFENE ST W WA IZEZME & LT,

AIHA JE#] TlZ, ORR (CR+PR) 7% 75% (12/16 f5]) . AIHA & ITP 23 ffF L 7=
10 BTk 6l Ck#EE D, CR XTI PR ZRH 5 £ TOHMIT. AIHA & ITP
EObEl7T—2T15 A (CEYE, #PH0.2-4 W H) THY., FHHMIL 2.4
£ OCEYE, #PH 0.5-74) Th o7, AIHA O 2 Bl THIEZEO, 1HITY V¥
Vv T HIBENTDIL, FE CRAZRDT,

3BITY YR~ THEERICHEEOREN (M., BEEFE, FEHE - 92)
ZRRDTN, REFRIETHEE L, 1T Y XU~ T EEND 2 HMUNIC—
RE 72 i FERI D E 2380 6 9 LB TIXY YR v~7 4R L0 7 H%IZ 1IVIg
B EERMA ZRO, VYF U~ T ORRMEITIBETH -T2,

) AIHA O/NREBFICkET A ) Y X2~ 7 OANMERKR LS5 % 7 BRI RN L
s (A2 VT AANEHTA R T A D5 k) [35]
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/NE AIHA B 15 1 (R AIHA 28 13 6], CAD 28 2 i) (1Zx9 5 U Y F
~ TR O A NE R OV 2 % Al 5 BB iR AT L 7=,

BIREOLRZNZI 5 B KO 10 B, W R H B AS 2 5% (#ipH 0.3-14
%) . 6 52 Evans SEMERE & 2 S v, 4 61T AIHA 2RI SRR /8 (SLE 28 1
B, BAEGY v~ F 8 2, SEMEAKES 1H) 23D, 160134 3 ZREERED
AR B HE 7412 AIHA 2 385 U 2] C 2 FREE DL b oo 50 2 i 8 vk 23 B <
11 B Cid 3 FEFHLL b DS iR IE 2 32 S dv, 2 Bl TR 23T hiu Tz, 10
Bl clma{fThn T (FRE 4 X 7§ 2-11) . 4 BlLE A&7 Z R
LCWiz,

UY*~70% 375 mg/im? %, i 1 [EI#H 5T 2 B#E52 3 4], 3EHE2 10
B, AEEG R 26 THY 2 FINEFEE . 13 Fl3 A & OPFE (BIE B A
TuA RENH, BIBEREAT oA NEEQEMEIFIOGHA? 46]) T, U
XU~ TIREEIC IVIg (3 fEIZ 400 mg/kg 2 6 7 AM) Z#&E L7-,

ZMIV Y o~ TIREBRBND 2 5 ALNIZ, ~F 7 1 B ED 1.5 g/dL LA
EEF U, DoMRARMERE S 50%IK F Lizga L Lz,

VY X~ 7 ORFMIT R T, 3 B H % @ infusion reaction (FEEAAS 2 il
FRGEVFIED L)) RO NRGEETEE L, £, 1T YR~ TR
NS 2 B B KIEHRIEIE U A L A RYIE RO T HL 7 A L ZTRE Tl
WLBBEILRD o7z,

15 R 13 5l (87%) mZEsh L., BFIZHITH~EZ7 v B O 1.5 g/dL I
FIEMENY Y R~ TRENG 12 HiE (PRfE, #PE 5-72 HiR) TR D b AL,
HER AR ML ER B D 50%IRA T HIE U Y % o~ T He s 5 21 H 1% (rp Je il #iDH 5-82

At) I bz, BEICIX, 0P LRI ERE A7 7 4 R 3K O il
FIOWIL « PILR AR T 7o, BB 3 FITHREZRD (FE Y Y F~T
B 7T A%, 8 W A®%RXIL10 W AK), 2FNCH L TYU Y F v~ 7 g
DIThI, 2FTEN 2RO, 1P TIXHEREICH LTI a—AKN4 a—2H
DFRBENFER SN NTH LR E2RO, 580 O 10 Flid, 1h#% 13 7 A% (F
JfE, #EPH 10-28 7 H %) REA THRIEZIMGIA N N ZEIDRE TEFLHER L TV D,

g) E Co MR R L O/NREBFIC T D VY R v~ T OH MR O % b
o L7oal R Bl sl BR I B4 2 ey ((AE, (AEF A FF7 A4 o5 HCHK)
[@1

ATHA X% Evans JEGEREO/NEEFIZHT LY Y X~ 7 OF MR NZR
M & R 2RI T RAEEZEER (OBS'CEREVANCE cohort) Df5SH 12>V Tk
HEant,

2000 4E 1 H 75 2014 4F 12 H O REiC, Evans SEMERE (ATHA (2 ITP 2 0fF X
FEETEN D 5 15 1) Xk ATHA (46 ) &t 2Wrshiz 61 flzxtgic, VY%
U TREMTbNZ, VY F U~ 71X 375 mg/m2 & 1 [A], 4 FE5 L,

ARMEOFEIEL, FEFER) (NR., ~E 7 = B EAR 70 g/L Kiif) . PR (~E7
o B AEAY 70-110 g/L K O S HE IR AR i ER 28 120X 109/L ). CR (E 27 —

32



IV-168

I AER N ORI BER 72 < ~F 2 | BB 110 g/L VL B} O OE M8 47 i
BRECAS 120X 109L LLF) K OFRkiAI72 CR (CCR, MER#M THIEZRHT CR
Eike). ORRIZ PR & CR &R E LTz,

61 Bl OB OFEE P RfEIX 5.5 5% (IQR 2.7-12.4), ~E 7/ 1 & U E P RE
55 g/l (IQR 43-73)., #MatKR M BkE H Jefim 23 288.1 X 109L (IQR 139-440) ., &
By — o 23R 1gG B2 28 4l I1gG+C3d Byt 28 31 5], C3d @ 7 Jr 1) IgG+C3d
& IgA BN ZERER 1 Bl ThH o7, VY F 2~ 7R B bR RO 4 fn I fE X
8.5 (IQR 3.3-14.9), Wb U Y v~ 7K EHE £ TCOMM P RfEIL 9.9 4 H

(IQR1.6-28.5), U Y ¥ v~ 75 EHT 4 0] (#FH 2-12). LATIREOFEEIL
1 fi%H (§PH 1-5) Tod o7z, BEMHIM P REIE, 25 6 4 (IQR 3.8-9.3) .,
Uy kv~ 7RG E N D 4.3 4 (IQR 2.5-7.8) TH- T,

ORR X 75% (46/61 f5l, CR 40 f5l. PR 6 i), /5 E 2580 5 £ TOHIM
HEIL 1.6 7 (IQR 0.9-2.8) THVH ., VX ~vT7OHEEN 4 FIRED 7
Bl 4 125 CR Th o7z, 20 BITHIEZRD, VY X~ TIREMBEE L
FETOHB P RMEIZ 10.8 7 H (IQR 3.9-18.7) TH Y., PR HITHEITHWHE
& - 7- [PRAI:2.7 % A (IQR 2.3-5.7), CR 5] : 15.3 7 A (IQR 6.5-28.5) 1,
6 I AR (RFS) 1L 48% TH -~ 7=, 44 (72%) TAT aA Kb O
i3 ATRE T o 72, Evans JEMEREO B & i L, ATHA O 4O EFH Tl CR *
E < (ATHA O 7 : 74%, Evans JEfERE : 46%., p=0.02). 6 4 RFS £ A&
W@ o7 (ATHA O : 53%, Evans JEERE : 36%, p=0.04), 10 fFliIFLIET
Ho, ZOH>L THITEYEZRD, 64 RFSHEIX T1% Th o7,

2HITT LR, 1HITHIER 27D, 11 4 08B P I T2 R
PEREMIEIZRD o7z, bHITHLEZRD, 16T VX ~TIHEERT
FTCOHHEEBE L, IBREOBENRD D LB 2 b, UiZERNIL, Evans i
BRHOBEHHNELS, VX U7 HEMCEARORIEREAT 1A R,
BT VRAF UK 7B ARY AL DIBFENTHOITE Y | KWL O 4
BRI 2 Wikt 91238, VY X~ T7 D 4 mFEENS 2.5 B A%, BEERERAE
WRAE T Tk R B ML E B OVl % & F80E L SRR ERE IC K W BB L T,

1 A OREF] THIEH 2 FERITFRO 2o T2,

< HARIZBIT D R ABREES >
L,

MICH-GCP #EM D K ABRICOWTIE, TOEREHTHZ &,

(2) Peer-reviewed journal D#RFEE, A & « 7 F U T A EDOH LR

EWMMCBIT L)Y X <T7OAIHAIZKHTH L Ea— AZ -7 F U U 2EOHREIR
DAZ DWW TCIHE T 5 72 8,2022 4F 1 A KD PubMed 7 — & X — X |23 T “autoimmune
hemolytic anemia OR AIHA” % # 5%, article type % “Review”, “Systematic Review” |Z5% /& L
7L 2 A, 1,102 5% L., article type & ”Meta-Analysis”ICRRE L7 & 2 A, 16 ED7%4
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N7 TORMMBLIEELMAELTA T A4 B HEINTWS Y Y X~ 7 1REICHE
THERARHFTFIV A MAENTNA RIA4 B HENTWAE L E 22— A2 LI FICR
‘a—o

1) A% - T7FV R
a) AIHAJEBNC KT 2 VY X~ T OFHEICOWTCEIIi LI A X - 7F U R (L[FH,
PeE KR OMAEA A KT A o5 k) [14]

2014 - 3 A I i D MEDLINE 7 & fiHT et Gkl 2 4R L L 2 44 OANL L 7245 4 &8
REBRT VA v, BET R, WRNEY (AIHA oA REMM., ZITH8 . VY
U7 OME - HE, B - BB, BEMHICET 7T — 2 2 L,

UYXo~ T OENETT — X Z#A L7z ORR XX CR R Taifli L. AL
PIZOWT BEMAEZE LBEEHIRET VLT VX L RET ML INE VY
BEFEERT LT,

21 RBRD 409 Bl A MRICA K - TF VU RAEFE R LTz, ZHbDH b, 4 KBRO
25 BN NR R R L LR CTh o 7o, K2R — FOEFE I, BYED 43%,
ln P LB 50 m%. MR A ST TERI O HLPHIL 0~50%THh v | FEFEE AIHA, E
AIHA, ANBE DN R G ZhoTlc, FU X LRET VIV EM L7 ORR IX 73%

(95%CI 64-81%) T&H V. CR HIL 37% (95%CI 26-49%. 20 #ER D 397 Hil Dk F)
Th o T, M QR 5s%/ Fe R RIIZ & % ORR KON CR 4 % 6 (2777, CR =%,
VY X~ THEEHRD 2~4 7 A DO THRb @D 7213 B D 203 il T — % [ 70%

(95%CI 57-80%) 1.

# 6
AIHA ORR CR =%
o 79% (95%CI 60-90%) 42% (95%CI 27-58%)
= AIHA . .
(11 #Br > 154 ) (11 3 Br > 154 1))
67% (95%CI 49-81%) 32% (95%CI 17-51%)
Kot AIHA - A\
(10 B 161 1) (11 #Br > 176 1)
. 72% (95%CI 60-82%) 46% (95%CI 30-62%)
KGR FEME AIHA . .
(8 B 66 1) (9 #Br > 87 f5i])
CAD 57% (95%CI| 47-66%) 21% (95%CI 6-51%)
(6 @B D 109 ) (7 3 Br o 118 f)

ZAREMIZE LTI, 19 R B 364 51T 38 HHOFEFERNED LU [14% (95%Cl
9-21%) ], D56, 16 1 (42%) PEANICHETLIHAEFLTHY ., TDIFLEALLE
IR E~ PR OIIE B TH oo, 22 4 (58%) MNEJE L HWi Sz, ==
—EVAT 4 A A BT APHRD 1RO DAL, 364 FilH 17 #] (4.6%) HEIE
Iz T LT,
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b) X AIHA A BF I T EEBICBI DV Y~ T OMEM T ULX— (LH
A RF A o5 HCHL) [39]

I AIHA BN BE ST 2B FICB T2 ) VX v~ T OMEMNTFICONT, VY
FUTOERAKE, VY X~ T ORuEgME - AR VYU~ TIRRD ol &
BEZONHEE MRHEYV XU ~TOELLRRNEI NS0T A
BICBID2VYFRI~TOHPRAEFFRECIONTLE2—SNERNERE L DL
nNTWnW3b,

(3) #REF~OFEER R E L TORERN

<A, BARIZET D HFEE >

1) ~NUYUNRY AARGER  H5HR 2017 45[40]
(Harrison's Principles of Internal Medicine vol.19)
o Rt LOAMLmICL s (LT, FTHh5HE)
e R M MR 2 1
B O 5 M i i M I
ED S

(AN BN 725 E HICHSEH TR & &2, mifmidEzx e sy (8

ROEAMEOMBEEEMD L=y FOREIZL > THENT 5720), LT, 7
L R=v>Y (Imglkg/H) \ZXDE DBIENREIAITONOILERH DL, VY X~
7 (P CD20 Hifk) X WRIBEIEE B2 b TWH A, KA & (100 mg ## 1
[, 4EEE) OV YXFv~T LT L R=Y v OfFHIIKREICRIGFEIZRY 5obh
Lo B, T, EMBRICSOE LR WEF MR BE IR T T s,
PR CHEABITZEIR LR WA, WO X255 200 552 THLNADL BEITRE
<, BMZHBELLLY FIMOBREOLEE (B2 IX7 L F=y o5 &E) KT
SHEV LT D, VYRS TORE T, THFATIV o IRkl A77 I N, &
7 ARY v, wEZIaT Y OFFEE, SR UTERIBEE E o T2,

e e B E

(RS X0 EAEA O CAD IZB W CTIXZ OIRFIIAE S Tk, Wiz niE s
B EIT WA, 28RS, R F—oRMmERIT 1 FUEBMETH 0 BIEICHRES
NTLEIARERSDINOTHL, THFATY v rrFiA7 7 I REH0E
RIS IS EEOIRFIC L > THAHEO iz TP 5 2 L3 TE 508, K
I RACIZIR AR D Y AEBEPNEETHDL L E2BET DL L. TORERITZITA
N0, ATHA L3RR 7L R=Y o LI RN 220, A Ik %
BRETHOT, BEmMIICITEIE N 2o HIETHLIN, HHEEL, IREH/HI D
I ENCAT DR T ER 5720, CAD OB YR v ~T OB TRELS LS
RS, ZOEEIT ATHA T & TiERWa, CAD BE D 60% 8B ICK L, Y
VXU T ETNNE T ECORFIETIIEMRL LVIES o T D, (151K)
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(4) %S FHMHMEOBRIA R I A ~O Ll

<WHZBTF DA RTA FHE>

% [E The diagnosis and management of primary autoimmune haemolytic anaemia. (British
Society for Haematology) [10] % UMA[E Protocole national de diagnostic et de soins (PNDS)
An’emie H emolytique Auto-Immune. [11]IC W T, KCKEE 6 73 [E T o K= HE R FR 5L D
Wi & 2

T, TARITANTHELDEEZONDUTD IHETRT,

1) EEa v A2EDO L a A5 —3 3 (Diagnosis and treatment of autoimmune
hemolytic anemia in adults: Recommendations from the First International Consensus
Meeting) [26]

RIBREAT A FEIZENX AIHA OF —RIUFETH 208, HEFIRAT v A
FTRHENEONRVWERICITY YR~ T RELZRYICEETAILENDHD Z L,
BRI/ CADIZXI LT Y FR =T LY Y F v T ERUVELRAT OO
ME—BIUFIELE T HZ LR RINTVD,

(LAFL RS B i Fr)

10. Practice points

« AlHA 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-IgM)
remain a therapeutic challenge, and some guidance for best practice are provided in this
review.

« Complement-directed therapies remain investigational but are promising.

« 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.

10. JBFEDORA >k

« AIHA (I heterogeneous 2R EHETH Y | flix OIRFEBNLETH 5,

« AHA OB 7 2 A T & E LEUIZ2IER 2 BRT 57012, MES N2 Y —
IT T RRETH D,

 BIBEREAT A NI B AHA OYIEER TH D Z LICED Y T3, #lEl
BEEL IV YR~ T HBNTLHZLE, —HOBRFICBV R SN DX
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THod,

%< DIEAAIHA BEZEICBWVWT, U YR U= 13 RIBEE LTRSS X
ThHod WIENEE TRWVIGE) .

BENPLE L S5 CAD BE T, VYU~ 7HARE, IV Vv ~7
+ R FBAF U PEFARENYIRIRRA T g v e B A Hx O BAE T RIDIG
CCERT D,

Atypical AIHA (JRAL. DAT MR 1gA X% warm-IgM (2 £ 5 AIHA) 13K 5%
ELTHELORERDHY , KR TRANT T I T 4 ADEDOREZR LT
Wb,

MR RTRREIIBE R TH LN, HFETH D,

MENEHEIZ B L2 WIRF AIHA B3| 1RIERDBNE L Shvd CAD 3. KU
Die AIHA B X, AR CTHOIIZHERRBOX G L L TR SNDEIRETH D,

5. Treatment recommendations

5.1 Warm autoimmune hemolytic anemia (wWAIHA)

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.g., 1 year or more), otherwise consider third line

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
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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 wAIHA, whereas for
patients with active CLL, combination therapies including rituximab+chemotherapy
t+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. HELEIRHE

5.1 #E: AIHA
BRI A AIHA O 1R
LaArysr—3irgy

IR AIHA OB OIS IEBEE OB M Th 5, BMAEE TLE L TWD Rz
BETIE, I E=2Y I RENRGERH 5 (TWE&W]) (X 1) (100%
[F ) o

I AIHA O#IREIERITRE D 7L R=> (1) > (1 mg/kg & H #5205 B 1A)
Thd, BIEOBRERLEIIEOH D EBEEDO —HMTIE, L=y (1) “&
R~ T HBEEAPIENER E 3252 L 2ZET 5 (100%I[F ).

1 mglkg b7 L K=Y (v) YIIKGELERAEFETIE, YL =Y (vn) VB
D 14~21 BZICHERA G T 5, KO RWEFIZBNTEH, L =Y
(m) UBAtEAS 21 HEEE CICEARET 2, L =Y (7)) Y~DORG
NEIF R BE T, BRRYBELNTHD 3 ABUKICIHEFES IEEZ R 5
(RN EWEE SR, BEILOBESLCAT B A ROBERIZEVERT 5 BEHE ot
L CEZinRa et 4% (100%[F &),

HENAIHA © “REHFEE LT, VY Xy ~7 375 mg/m? %38 1 (8], 4 #@R#
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5352 EeREELY, BFLVAELT, 1g%1HH, ISHEICELETS
B GEbERLERINDZTHA I, HIENRIE T Vv~ T 3G S B
~OFEGICHOVTE, BOHBAEVESE Bl 142 TEESh,. £h
PUS T H L = RIGR AR5 (96%IFE) .

SRIRFEOA T g & LT, WfEN, TV TFA T 0 e AR o0 R
a7z /)= NERBY lax DY AT S RET 4w bEEOFHMIZ ISV TR
ENDHHLERDHD (95%FAE),

Dip &b 3OoDIEEE (MR, KO ixd 7 &b 1oL Eofmg sl %
Eie) TG LR W B PER 22 MR TEIR XU AIHA BBE 1, BMERICHE T S b~
ETHY, AR ERRABRICZNMUBEELEZ T LXETHDL (99%[FE),
ZOMOIEFRIELE LT, ¥ZursA7 7 IR, KAEY L F=Y U RS, &
T = v, EIEBMBEBA, AT Y I T ERMNTRETHDS (82% ),
WA A T d 5 A 2 B 1 AIHA OF BRI, KEplEE (m) 2nRzF
VHRIAl AR AR L O g a7 v K EERERE (IVIG)) . B 725
EHRE . RO BRI BRI A EAG DI MNEND D, Fio. FIRM
IED Y R 7 Z /N NBICH 2 572010, MBETFHRSLETHD (9T%FE),

fe a2 AIHA D15 IE
LaXys—vg v

CLL BIHEIR A AIHA OE T, CLL ORI L TEEMELZBE T L2 LERNH D, AT
—Y A D CLL BEFIZOWTIX, FREMEIRN AIHA & UL CEBLRTEES S, 1R8I
D CLL IR L TE, VYR ~T HHbFEE T XA XY 2 G0 0FH
BIEERE T o0 ENH D, TP3 BRAEZAGT HEFEE OMOEIRERIZILX
F—BHEROEGERFTIRETHDL, 7AXTELNF 70T AT VLD
HAERHIZ# T o2& THDH (100%[FE) .

VY xR~ 73 AT v A PRGSO AFEME D SLE (2B L 72 iR AIHA DR

WA T arThod, VX~ T RIS XILEE QMR FIERZ R T5HE .
RaAT ) —NVBRET 2 FUVBREHTH D ARREND D, BRI, FRic, sty
VIBRERRIERERE E AL TV D EBE TR O N RETH D (88%FHE),

Uy X ~71d, CVID B wAIHA OIRFIZEWT, “RIpE L LT, AT H

A FOFEHEZBOTHN TERRIND 5, AT B A RLZ O o 5z il 2
5 &z BE MR % o B I L Cid, EE 72 B YL E R0 R YL E O FE %8
DEEENRRWEAICBWTH, mEs7/ a7 ) Vi L AMEERENBR IR IN D
(98% A &),

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%
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5.2.

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).

CAD

LaRXAysr—vay

5.4.

YUY XV~ T OHAl, IR FLAF L OB EIE, FIRNE#EE L TR D
F<mohnTund (100%[FEE),

VYR ~=T 1, BRAXEBRXV A ARAT IVET e O ToRIBE L
LCTHYVIRLEGAETHDL, RVT Y ITHEELANMEN RSN TS (100%
A &)

BHAEAT A REQRY Y X~ 712X DREICH B b3 5HEE o8 % 058
ETHEIETEMEE N TIRMIEE M OHE . BE T =R EER GO EPIERE
TEHEHTLOILERD D, VIgE MR AEHT 22 & Tl EREZHROE5 2
ERARETH D (99%[A ) .

ZOMOEIRRIRA L LCiE, Fu v F—FBIHEA i BCL2 LERI 22
b5 (94%[FE),

iR D Al — REJRICHR T 2 H 2 OLERNT. RIEE T 4 v LB ARICE
WCTHERHHOT 7o —F HiETH 5 (100%—%),

Mixed AIHA with diagnostic and clinical features of warm and cold antibody mediated
disease

Recommendations:

5.4.

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%

agreement).

Splenectomy seems ineffective and is not advisable in mixed AIHA (as with CAD) (99%

agreement).
Mixed AIHA D2 K & B IR #Y JE {5

LaXys—va v

Mixed AIHA I3 —xAJICHIETH Y, HHIRREICHE LIV BB L2 md 790,
AT RV VX ~TIC L LN i e R ICBT 2 _X&ETHY B
HOBGKABR~DZ I REITXE TH S (100%[FE) .

Mixed AIHA Tl IZ A% T <, (CAD & [RIER) HELE S u7ewy (99%][A ) .
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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’®78. In cases with
chronic or refractory disease, particularly in adults, immunosuppressive treatment with

rituximab has been used successfully!82.186, 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 suppressed®®’. 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 FAEMEEMB~T 7/ 1 v U RIE
INROBRRFERIZIZ, ~E7 v R (FERER) 2045 BRI, B, HEN
& % 7678180 IFMEAEILA 25%IC b D, LA —BlG EREKE, BAANE D
HH1H D5, RGEEEOBBIILT UL LTI, AT, FHEICHE,
HORERRER, UV SRR, FRI3MONW ONDEENREZEENDIZ EBH D
181—185O

PCH 1%, L L IRIR O X0 | R £ 72380 %ICEREET 5 8 CRE
PETHDHZ ENL, HIEFTIL, BEERAEMOO ., INRLERE & FV 72 i 23 202
LD 7678 B F T X EERE O IEF TIX, FRICRADOEH S, VYR TIC L AR
EHNEE D O F AT T2 182186 iR EAI O HIZIZ, A =X L8R
Wrnd s, ZFRMEEHMELEBRE L TOIRARE T, =7 VXA~ 7IHBEICLD M
BRI IE S, Ho EOSFIIZEL o772 87, UL, RiEERIN
7 ARy 72 /N PCH OJEFIEIZRCTlE, =7 V XA~7 1 RoOEETHELICKEL, &
MU R LT 2 &G ST 5 188 BIEGAICIE, 7 LAY 70 B BE O F & & ik ) A 7
AREPE T H D03, EOMRITELME L TR,

2) KEMEKY= TOHEMFHES (Autoimmune hemolytic anemia)  [41]
VY d T~ 7N, BUE, FRRMEIRR AIHA © ZRIGHE . K OWE%ME CAD O —kik
WL LT, BARIEE R IIR_N U A LA AF U ORI EmAHR S TS Z L
DRI TS,
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(LLUFL R 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.67

Although AIHA is rare, with a weak evidence base to quide 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.® 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*2 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.?® 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.?

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.?*
The infective and thrombotic complications following splenectomy are well recognized. Small
series suggest ~30% relapse in the short term,*”25 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.
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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.2® Alternatives with greater potential for toxicity include

cyclophosphamide,?”:28 alemtuzumab,?® and hematopoietic stem cell transplantation.2°

%5 1 TR 2 ATHA

ZL OBETIHFELZET L0 BEOEEFRMEALAZG T 20 OBFICB NI, &
BWEENEY THILERD D, BEFEICOEY | EENRYIENERIZBIEREAT 2 A F
Thy,mBE7L =Y (r) v ImgkgZtsHEE LES SN TE 2, BRRITH80%
Th2R, ZD ) HLHKIEOWEAT 1A FOBEB., HIEIZ XY BT 5, 107 AIHAGTH R 5%
BTHVIBEORH LD BT ANV 20D MIEAEER B NHBERIZIS W T,
Rrggtt (—f, SRt E ) EAXAIHAOHBIRR L LT T L F=> (1n) “HHE T
F=y () Y+ VYR ~THAEEEZREBEL TS, Tov~—7 ORBRTIE, 64
BIOBRENRTL Ry o VERA IS L FR=Y o+ )Y x o~ 70HHEE (375 mg/m?
ZEAE], 4 BES) ICEELICEIV T b, R2IABORGRITIT L =+
Uy~ 7R CAHEICE L (75% vs 36%. p=0.003) . AEFELICHL TEFIRDOLN
ot, BULEORBRTIE. 260 0BFEN S L =YL+ 7 TR L =Y+
VYR ~TH (I YX~T%1HH LI5HBICKL g L) ICEERICHIYF T 65T,
FEIMEEEA CTH D120 HRERICBT 22BN R IV VX o~ TR EHTHEICHE<
(75% vs. 31%, p=0.032) , AHEFLLFEK ThH o7, 1 UV X v~ 7 P3N o S B
2T7uaA FROREES &, KOEFEREHEOQOLIZX L THEX 2 EZHLNIT LD
2, L0 EHIMo KRB ARRBREERST L2 ENHBANTHY, ZOEE, YHOEER
L TRENDZ LI THAI, L, AT a4 RIFHBEEEZRS ZDIZHEA
ENDZENEL AT A RORWIEFIEGE, WRFE, BITOKRERI A7 %45
ZENBT mmACHIHNEER AT HBF I, WBENEHOXRT oA RESFICY Y
VT YRR E LTS Z LRI I TV 5,

WMENEFE CTAT A RREGINTEBEFTICH L, ZREREE L TEMMICEY @RI
TV DM T o722t Lovl, REORELLEON A FF7 4 2201 b
DIZY Yo~ T AR SN TS, Zhld, NS OEFIEEPRESN, TOH
ML ABEMOMEMENEE ST I L2 LTS, 14FIOBEEZHFRLE LI A S -
TFYVATHE, VYF~T 12T 2EKAIHAD TR RIZTIN TH o 7248, 2FIN
MEOE#E E L CTiER, —#HTAT oA REFHL T8, FHL BT OK25~
50%IF2~3FELNICHIET 22, RMOREHRIFIALHTH 512,

R MEIR NAIHA DI 70% 28 IR AT IS SO L2 RERI R BERIC Z D VY v~ T O
DHIBR S D5E . BEHITA A28 RIRE 20 BT TWa2, UL, ITPICxT 2
A & Be v . RN BNORRMEIIRACH L, I3 7 ) —VBET =TV, T
YVIFA7 Vv, 7 aARY OB EEO RO REMHRIED, ZRIGELE L
THEATLZENARETH D, AL RT BT v A T/MBBLO®E TR S, FEHD
KRR Z N LN, BNREHET D Z L IXREEZR, VYo~ 7 LM IC A~
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3)

LLEBENWEEZEZDBND,

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?2 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.

¥ D CAD

8 OO MEE R PR I, RRICTRIR T 2 &f£<1‘iuﬂ7§:§ﬁ RT DO LM AETH Y | FEM
PEOE M, EEOEERIFIER ., Ml KFEOLGEICORIBEEZITI XEThH D, WEIT R
PETH D7z, B I A D 2 2 i%#ULﬁﬁ“éﬁu L i YA — b2 B AR
ThHhLHEND D,

WG IEE . VY ¥ ~7 (375 mg/m? A& 1A, 4EMES) TH 53, ENAIHA
CHE L CHEEDMMEOE RIS ERER L L a— oY VONEREER B FIET
D7 MAFREHFLAE L | CYR I 720 Tl < FEMBIEERSC 7 n— VR B Ok EL & F
NTWaebsEZoN5, ZFOHMBEHRMEIL 11 WATHo7n (R 3) BHhLE 10
Bl 6 flix U YF =72 a—ZXAICHLENERDEY,

YUY Xy~ T ERVEAAFY (BR) , XIFVYFU~T oA TECEHALE
TRART T 47 Tary br— IR TWARWEKRHREBRS 2% e (R3) ., 2b
ORFUIEHELL TE 2O TIEAVWR, HSNERZHEEIRETHY . BRERS
ENTHBETIHCRENEL . BPEN VR NhoT-L 9 Th D, JFARIEITRIEN 2R
EROMENL N, BV A7 bEE D, BR IT, WIS E 2D BEO KIBE, XTE
JEREF OYIENAFE L Tl Th 5,

WIMEE I OZ W EEEICEET 512 A7 —3 3 > (Immune Hemolysis: Diagnosis
and Treatment Recommendations) [42]
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Uk <75 CAD IZxt T HEEH & L TS h T s, iR AIHA ITxF L
T, IEF, VXU~ BN RIBFEE L TOERAPHEML TS Z RS TWn
Do
(LLUFL B B 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.14:10.20.21 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. 222> The role and efficacy of antibiotic prophylaxis remains
unclear, and it is not recommended by all investigators.'2¢ Splenectomy is associated with an
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.342% 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%
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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.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. 143132

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 children®* 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
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. 440

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.*?-*4 The results reported in the literature about the efficacy of

plasma exchange are controversial, with favorable effects generally short-lived, so that it
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represents an "heroic or lase-ditch efforts on behalf of a patient.”’#>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°

I AIHA DR

BB RE AT v A FIPENGRICALES T Hh, ~F 7 1 U fE7 10 g/dL & T
LZFET. 7LV =Y 1~15mglkg/ H DN &% 1~3 BEE5TO50LERH L,
NETBEUVENGE LTk, TV =Y 0k 4~6 1 ALL O Z 00T T~
WRT 20 ERHD, KHEATeA N2 6 W AU EEE I EEIX, 6 W ALUN
WHIEL2EBE LD b BEEMMES, ZOHMRRWZD, A7 A N& BRI IE
THEDEEMERICHT 20BN INLIRETH D, LI, AT 1A B OB IGR
WA RT TRV, FEESENE WO HEEMRH 5, FICEm? R, KO"E ML
D CTHE TH HEF S, Evans JEBEREO L 5 REMERIEF TIX, AT ATV R=
Y1 % 100~200 mg/H T 10~14 HfH, Xi% 250~1,000 mg/H T 1~3 H [H © #iE
ERREINDGERN DL, AT rA RIZK2FENRFE L. 70~85%D B#H TR N
RO HIDHN, TBRICE D DX 20~30% D FEFNZ R H AL 5 1819, FH D F{I BE O
RreBzxl-mME (LY R=Y2 1 H 10~15mg B k) #5280 58 70 R H 5 1) [ 1R R
WEIS L2 WEE KORBORIBREAT oA N5 2 0E LT 588 Tld, 2K
BRELELESND, TO%E, EIEEGEE AIHA ° BN & P B E AIHA,
i oIgM BERSC AIHA 13, LIELIEAT A RIRFETH 5720, FEEEE B O ATEE
2B LZWOBMEZZ T2 LERH L 18,

PRAR T 1%, N AIHA O b A2 72 IR EZE 2 6N TR Y | K 70%DIEH THR
2. K 20% DIEF] TR T 5 L HEE STV D 8 PRI IZ R A L OVNE | FFIZ Evans
JEBRE D 10~15% T Ffi S 4L TV 5 14102021 sy D R & LT, AR TH TR
RF B2 2 ER0ANBFINIC L D EPHEN T D08, FRICUGE X, A 4 ERE
BIERE ., ~F 7 A NV ZABOMBE T DMETY 7 F oGP TH,
A7 1% 3~5%, SETHRITHRKE50%TH D EHE SN TND 225, HLAEFNIZ L5 TEio
FHHEOHENMETIAATHY | TXTOMEEDHERL T D01 Tkl 42128
AR A <2 NI Y CARBEHUROIFIE & X EBIFRIZ AIHA O 10~15% TR ELT 2 23,
ZORENZOWTIT@ERORMMN H 5 3429, i EDDEFI OWAE TIT, AIHA BH D
9% (&JEF CRFMTEM) NHZERIE CHLE Lz OB, oG TcInboT —
2R T 2WMEIT RV, WTADEEIZE W TS, FFICmE NEE I 2 1 5 BEAEFS
ML IR FE R FE G Tl MARTED U R 7 0n|mE S 2 & 2glik L, sumie3 o 7217 5
Z L EHELE T B3, IEMEZ: recommendation A $ERT D ICIEATA X RN LETH
%o

FE, VYR~ 73 “REBICBWTHATHEAEN D X512 >TWn D (£
60% D M) 4181 BHOIEFIWME, VB AT T 4 TR, AZ - T F VAT
L5L. VYR ~TIFH 70~80%D LR CEEIT CR) . FRAN I R fiid 1~
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24, MR AR 1 R TH 70%, 2 R T 5% THDL Z ENRINTWVD
B, TuAXY T 4 TR CEHELEIISR TRV, i VY X ~T 0
EHRIFEETHLIEEZOND, VYR TIT L DIRETIE, ML ik LT
EWIM BB CEX2BETVRVEITHEN, ZL OBETHERIZY XV
~ 7 ENEE SR, BHEROTWDH, FOhE TOMM PRI, FEDY Y XS
~ 7 H5% A~6 WA, 3~4 WABICENT L L3 TH D, HITOHIA X E
TEAALHEGRBR TIZ. AT oA REYY Y&~ 7 OHHBREE £ L7288 0K 70%
25 36 WAHBLEHHREBIZH SOOI L, AT e A REFTHERE L2 BT TEN
BRI EPRTRINTEY 4 FENEEE L TAT e R+ VY X~ THEHE
ENRAT oA FEALIVENTWD Z ERRTBINTWD, B, e xXrF
4 T ay FakBrick Yy [KHEY Y X ~<~7 (100mg 23 1[0, 4 E5) +
RIEREAT A FOEH o — 22 L 2 WENEEIE, ERO Y Y X~ T OFEREH &
TOHREGEHBLTCBETHY AT A FHKNEREZETLHZ BN RSN TWD 87
VY X =T, BENT 0T s A VRS L TV 5 A RO R B RGBT
A 7%) . FRICHESS - i RIS s CHETT R S B EUBOE S B R AR FRIE MR
oD AV AEGIEN, DB THRESNTVD, VYF L~ THEEHBRPAT A

RO EWE 5% 0 B AR OBIGEHALZ B <7212 BUETIEPLY A VA TR #
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RO GEMEF (TFFATY o v rmaBRRAT IR, Y7 AR V&) (I
DONTIE, BAIRIT 40~60% & HRESNTWDHNB, AT 04 FOPHANE I E S
LTWg ¥, Ia7=/ b— ML, /NEOHEEMER O mERBEAE DK 90%IC
B THDHZ L3 VY Fv~7 Lo CiEmEaMRBEAEE O AIHA 12X L TH )
ThdIENEAINTEY 3 BELREE > TWDHN, IEMEZ: recommendation &
LCIEART D720, L0 KRHERHEREBRAMNETH D, MOREA T a &
LCTEFFTY =D K A0%DIEFNCZZNNRBO LAV & W) HTWRERH 503
637 FITOMIIE TIIMR I T W B8, FiEomE 7ar U v (IVIg) 1TAEFF
LN LN D/ NRIHEBEICHW G, ) 40~50%DEFI CEMENRBD LTINS
¥, Fxtkic, =V AR F UomE (EPO) X, 1BFEIMED AIHA BEICEI S HEA
ENTEY ., FRICHRRMEREAD 2 H T 256 IC#HIGE 720 5 5 449,

B OWRFRICIERIUE 2 R T AOREE TR T O REOBREA T a e LT, milE
Y/ mR A7 7 I K (50mg/kg/H & 4 A& LE) 4 ROT LAY X~7 (FFIZ CLL
BE AIHA) B3 o508, TOAMMEIXEMITFICRIT TBY, i RN
MELE SN TWD 24 MERBOAEHEORE/BRICOVTIIBELRE RSV . BAF
BRI EBETH Y | EEDOELOIFEIMET D 54, EiMmeMiasE (HSCT)
BT A ERIIREN THY . KIRFEL T a VIZEFICEE TH Y HROIER (=
|2 Evans JEERE) IC@®INE 5, CR F(L[AFE HSCT THK 60%. HZ HSCT THJ 50%.
ZN & Fifoe L 7IE G FFE HSCT T 3/7. B HSCT T 1/7, BAH BH A8 T 134 15%
THDHIENHREIN TG 4749,

TREATMENT OF CAD
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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.1:1519.50 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.155! 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,®35® interferon- o, or low-dose
cladribine.®® Splenectomy is usually ineffective, 1446 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 drug 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).%° Since hematological toxicities
and infective complications were common, this regimen is suggested for cases refractory to
one or two courses of rituximab.® 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,%4° although its effect is transient.
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