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(Relapsing Remitting Multiple Sclerosis)

auviladefisnadls naudy@nanddfmuandninasinsdndierinvameunadaniu
fﬂ'ﬂ’;t‘Jﬂzx'mﬂmmwnazw%xmw 55\1’T’llﬂuﬁaﬂi"ﬁlﬂ’]ﬁﬂﬂl'fl‘gﬁf’lFJ?N 51001381 Rituximab Usgnaunle
Tsatinlsiluideia saviing Mldrevausianisdnuidiesifiu; §1u lsaaupgniauInninuiy
Aaun@ 13m Autoimmune myositis ¥in necrotizing autoimmune myopathy Tsadfulszamaniau
deteitlinouauesdesaiieresd waslsaonaafiioniiaijussaashinevausisosaii soud
Taganiunguiavzeasdiiunsameilounwndginnisinel g uazdstayanulusinaoa
ﬁﬁﬂ/’(vﬁ‘l"ﬁ‘su’u Neurology immune treatment program; NITP L‘wa‘uamm alnAne mauaﬂamu
n1sUnAe wisrenganiildo arununiivihasuildueumneannsdyinaratiun
(eniiugelsaiilsnivededa oawiing el fufinamabeulusyuu biologic agents uaz g 8109
N35NYIR8ET Rituximab @0 L‘U(J”tlU’JH’JG']U’V]alUﬂﬂ’]d’ﬂ'll‘S#"UUﬂ\mﬂ’I lamall) nagliidnine
AvalusruuingeasaanSnuine At giidndlaansoiluadasutunien Rituximab
yrfuinugusnsauieta vt mstiadnandeadulusudeulefousindmun Jaazanansa
dindreanmssinagle waslshonldliRudamiinsudnTnanaimun G
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NINUEAINANAANTNUA VBB Lwamuu Jdlﬂ FUASSNEWEUIARUA AL EL
Fuflu wazasandoRuUNITWAILNYDIC A MA NI G oty erfadvngauaIwluIng g o
V55 (r), KAZ2TIAED quw*i::mmqnqmm AR A AUNITINEIMENUNE WA, b dm
wariuilodudiy eSufinsudadnarlaglduuatdmnaanisuuaiiiniinggninmseds Saiuas
Uudgaraninamnmdndeatinumetuiadwiugihondulionassuudsgam Saduliudaadani
Ak ega loaring mmwmaul Nunnsiindnsaien Rituwdmab dmiunsinualsaiafiiasinanlsfe

ko 3}‘ o
gfipiiiinmanduiiua (R alapsing remitting multiple sclerosis; RRMS) Tuszuu NITP wiauviafiviue

wurmarif UM NaneneIRanE 1 Team deayin .j]@‘mmwa:mmm’.m Insaoumemnassnsad wlung
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wuIeIINUNITindneA1en Rituximab
b4 16 WS e = oa < o mis a/ <) H
Jouslilsndiasinaanaslsavyiantnisnauiudi
(Relapsing Remitting Multiple Sclerosis)
(aumiisdansudydnane dauflgn 7 na 0416.2/9 223 asiuil 23 wwiew 2567)

1. szuupydAnisiindedien
1.1 Wignuwaruradamiodiau, wJ\)HEI'U’]Ll‘V‘J’VIJJ’ N ANTsANYN WAZIATALINTTY daMIE9IY
insuinansueumneriediszuuld
1.2 Wvesydiinisidnileaien Rituximab 21n5gUy Neurology immune treatment program
(NITP) Tnglianuneurasamzilouunmd Uy uasdideyasivasiduanmiinumauluslenea
Afwun (Protocol RTX - RRMS) Aaunisaadnane
WAMN9NATRsIERULAZ NG At luTTuL NITP Sfuneudreluil
1.2.1 uwndginuaadayaniluslanoafiimuslinsuauieulsmeedindiflunusioyia
As0nTeA1e1 suudnunesadoususiduinsidedelse Multiple Sclerosis fatulagtu
wisajUUszianiounaniidady (official report) V‘!’%IEJ'JJ'V?\‘Iﬂ@l?f‘fl‘gm.lalu‘iBUU Lfa’l,mwuwiwaua
AnlUdddinasaumauinsgunm (@na.) waganmnsaingleviug
1.2.2 nsaldlduuudnunnysy LUdLJ[le’lUVlﬂW(’iJ‘Un}lJrl Tnwursndeululusianeanielu
7 Furnnaias NNz
1.2.3 szuvazdwvisivuartayaliluslnnoasanusunmdln ey uavmiuman1ingiveey
HusEUY NITP darumeuaainsnfunanimadeuainssuuiagiiliuenasiiuled
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S0 Undnsnen wagiiudannlsadafiamaaals i
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2.1 Wuamumenunaiismmvieulunisita
(Mulliple Sclerosis)

2.2 mnmmmTﬂ-’ﬂ'w'ﬁaiommmm’nmdwsmﬁwmiwﬁnﬁ:uaﬂ*m’%a‘lfuz-“ﬁméi'-:chﬁw”

2.3 fluwmednauise Alude 3 Aannsonsivss yifiuennseouns A emAngn lduwd
Sy aneniay wisauTanTiatansuaadiuld wasaimisausziiuan Expanded Disability
Status Scale (EDSS) ot

2.4 TR NI NN TN Tiwyanaei wananelwiinsnden itoranfiaenlsanaz/vien1s 3

laun Uszamusmd qm..'LJ';.-ue-nw.l."v'\lvm Ll,aéﬁ)‘ﬂ‘iglLL‘WVIFj
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4. wnaiaygiRnsiinineen
auN@in1iinaeme1 Rituximab luisastadifaanasisdvuiaitiinsnduiludn (Relapsing
Remitting Multiple Sclerosis) Taudiinmsinsunnde el
4.1 hiudUressezganie (terminally i)'
4.2 fheldFunsemaitedeidulsmiafiiamaaelsfudianmg McDonald 2017 (n1asuan)
vissldinast McDonald fiusudgasngs
4.3 Foabudheiidunaminisldornsunnde dseluil
4.3.1 finsnduiiugwadsanaus 2 addululurng 2 Btk
4.3.2 EDSS ﬂﬂ']llLﬁ@ﬁ‘wﬁlﬂaﬁﬂ'ﬁﬁ’]l.%'LJﬂ%{Wﬂﬂ‘l;l"lEJ TadvAu 5.5
4.3.3 snmsvaegthylbildfnnnedusuiivy (pseudorelapse)
4.4 rg{hu‘[:u'mauauanﬁanw%’mméﬁwmﬂmﬁﬁmwﬁlﬂuvmqLéﬁ'aﬂmﬂ wialideviulunisldennani
Alfdumadenusn ﬁll‘ﬂ’ﬂ'lTﬂfﬁlE)ﬂl‘%”lﬁl,ﬂﬂ'vnﬂlﬁaﬂLLﬁﬂ’-ﬁuﬁ’Uﬁ]aH‘W‘ICN‘UENLL'VvH/]Ej[‘é"nijﬂ"t}’}

5. quangfinuzdazdsnaslen

wuzainglien Rituxirmab Ty induction therapy fivuna 1,000 dadnsunravasmidendn luiui 1
WA Ui 15 vide 375 Dedndu/Muiiweianiemiiodunignauns vavasadendidlaiaznsa
Juan 4 e ndaantulyien rtuximab lu maintenance therapy Avuia 500-1,000 dadn5

<y

WavRaALEBAA TN 6 1ABY ﬂsﬁimﬂﬁwﬂwgﬂnméﬁnmumﬂ%’m Ritusimab lugune 375 Sadn3u/mudiin
219931901 EMU S TUR1TUUN T

VUGN

1) AsdifianIanTesssy CD19 18 vansesu CD19 Yosminfasas 1 annsafiussasinuosns e
1nAI 6 thaula

2) f’]?iﬁﬁ'&f%‘l]'lﬁlﬁaﬂﬂ’]‘ﬁL’ffl.l??l”lﬁaiiﬁﬁJW_l 81 6 iiou mnsufiudadien Rituwdmab 41 Sudiudaaany
5eiy CDL9 a1T¥auuINingosas 1 w58 s¥au CDI9/CN27 unninsasas 0.05 989 mononuclear
cell w2 Dusn wazuinndrdesay 0.1 Wldaly awnsalion Ritwdimab dald 1 ade weiiluaag
sepva 12 Wty WusliiAu 3 ada (eglisa induction)

3) nsldelunsansnliiEudesnsid 50 dadndudedalus mnliifnoinisuienaiunsoi
Samuialunislieniudn 50 fiadnuded-lue wn 30 Wil @nsuSilunsWiegeaalidiu 400 fadnd
sodalu)

4) ABUNILEINITVEY infusion reaction 31nen Rituxirnal 'V}ﬂﬂ%\ndaumﬂﬁm nsiAiinMg infusion
reaction a1 rituximab Whmsuiudasialunsliswtenyganislisrhesnauenmsiiuen

vaabia guselaanansdaiinasa funld Gncaable) varbinmrsode T Fiadue v

(ryavors e lusenzoainugi
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6. N15Us2IUTENI1N1T5 YT
6.1 nsUsEuAIUTSAMBHATBINIS N
‘LJ'&:;L:EWET\‘H]m’ﬁrﬂ'ﬂlw‘b’fﬁ“‘um”(.u°1114"1G1ﬁ1,mm:i"13,JLL’rfﬁl.§ﬁw.nxumm 12 \hiou Tmarﬁm‘uﬂua-&ﬁa
N3N (respondler) vanefamunamideladontdil
6.1.1 Samnsifiutiansanaunnninfosay 50
6.1.2 A EDSS Aeiivsoanad
6.1.3 soulsAann MRI Wigusswinaneudundaldiuen dswnuseelsandiivioana
6.2 NsUTEEuAuAINNUABANY
6.2.1 fiaumsiven dedhifinmeAndeilimuaamunild
6.2.2 9799 CBC uaw LFT Asumilsismdausnuasmnafadaunislisrluseudaly
6.2.3 9327 HBsAg, Anti-HBc, Anti-Hepatitis C, Anti-HIV, CXR for TB, stool exam for parasite
Reun sl ynesawunsaai awa s dudadinssmnmsAnieviseliendasfuteusunis s
Alee Rituximab
6.2.4 sginamsbien Rituximab T ssTadya aidw Lf(ammnéfﬂw'wmua”m:fia'wﬂ‘m,lﬂﬁia"fléa

7. AN 1TNE AL
Tofmgaen Rituximab Wemsiawudsladanil fwelull
7.1 ufUaeszezgariny (terminally ill) ‘
7.2 elnghineuauearan1sinyl (non-responder) wdsldsuelurunaiivmizaundniusyazinn
12 iou TnefiinaminsusaihulSeuliisudounasndaldsuan daunaeidaladandielui
7.2.1 fidnsnsduwddiordannnirfosas 50 Wiouduteulyn
7.2.2 ilA1 EDSS MGG 1.0 wdsiinasifiugunnnds 3 @ou vdeannnia 6.0
7.3 fUheufjimsnaslden
7.4 1Anp1as bidsussaaasoussauliasnsaldoineld
7.5 dangsd ("L'{/l”r;{‘lh&J‘wqﬁEn'vf&"amm.teﬁ"qcz}"mmfr»num'w::ﬁ:aam)
7.6 naRadguss Whavgmewdonousainsnaund wusssyhivaeadevidomeannsdoie
FULTY)
7.7 thenamidaamuaniiinu loghilivenadumunis Mraglunpufitiauasunmd
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HAANUIN
NEL9IN15IRRY 989 McDonald criteria 2017 d@1usulsn Multiple sclerosis

1. oA muamsnazaevessaslsn (dissemination in space) fie wusaeisnulin T2W 7 2 W 4 v
Town

1.1 seulsniiaueauiinnseudealnsseie (periventricular) sghaise 1 you*
2 seulanfiausrudian cortical w3e juxtacortical adhatlos 1 508

o~

1.3 seulsafiease USM infratentorial agetioe 1 sou

1.4 soulandilodumds Tunm T2W agnatios 1 508

* psdfduaengunadn 50 U vieiltaduidsdlsavaonidenauas saufslsalunsy wugili
AFuneumds periventricular area u1nnin 1 998 wazlitiusamseslsnveadulszaima (optic
nerve)
2. inEimvunnInszaeIaslsnnnan (dissemination in time) wudnuoe 1 Tu 2 dnune laun

2.1 pm MR afausnmusenlsn viin Gd+ was non-Gd wiesndulneannsaduldiaseols afiil
89117 (symptomatic) uagliiionnis (asymptomatic) laelifuiiunnsidulssamandnieau

2.2 aw MRl fiasaaiina (ollow up) Taglisadaainesnsas wianusestsaluduin T2w
viRutin Gd+
3. nakiwu AQP-4 1gG meib cell-base assay
4. biasoesueldeholangu 7 87 SLE, Behcet's disease, antiphospholipic syndrome Wie lymphoma
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4.0

ynauinsUsELin Kurtzke Expanded Disability Status Scale (EDSS)

- Normal neurological exam (all grade 0 in all Functional System (FS) scores®).

- No disability, minimal siens in one FS* (i.e., grade 1).

'

No disability, minimal signs in more than one FS* (more than 1 FS gracle 1).

Minimal dlisability in one FS (one FS grade 2, others 0 or 1).

Minimal disability in two FS (two FS erade 2, others 0 or 1),

Moderate disability in one FS (one FS$ grade 3, others 0 or 1) or mild disability in three
or four FS (three or four FS grade 2, others 0 or 1) though fully ambulatory.

Fully ambulatory but with moderate disability in one FS (one c¢rade 3) and one or two

FS grade 2; or two FS grade 3 (others 0 or 1) or five grade 2 (others 0 or 1).

ey

- Fully ambulatory without aid, self-sufficient, up and about some 12 hours a day despite

(o2
o

relatively severe disability consisting of one FS gracle 4 (others 0 or 1), or combination of
lesser grades exceeding limits of previous steps; able to walk without aid or rest some
500 meters.

Fully ambulatory without aid, up and about much of the day, able to work a full clay,
rnay otherwise have sorme limitation of full activity or require minimal assistance;
characterized by relatively severe disability usually consisting of one FS grade 4
(others or 1) or combinations of lesser gracles exceeding limits of previous steps;

able to walk without aidl or rest sorme 300 meters,

- Ambulatory without aicl or rest for about 200 meters; disability severe enough to impair

full claily activities (e.o., to work a full cay without special provisions); (Usual S

equivalents are one grade 5 alone, others 0 or 1; or combinations of lesser gracles

usually exceeding specilications for step 4.0).

- Ambulatory without aid for about 100 meters; disability severe enough to preclude full

6.0 -

o\

)
(O]

daily activilies; (Usual FS equivalents are one grade 5 alone, others 0 or 1; or
cormbination of lesser grades usually exceading those for step 4.0).

Intermitient or unilateral constant assistance (cane, crutch, brace) recuirect to walk ahout
100 meters with or without resting; (Usual FS equivalents are combinations with

more than two FS gracle 3+).

-~y
b3

- Constant bilateral assistance (canes, crutches, braces) required to walk about 20 maters

7.0 -

without resting: (Usual FS equivalents are combinalions with more than two FS grace 3+,
Unahle to walk beyond approximately 5 melers even with aid, essentially restricted
Lo wheelchair; wheols sell in standarcdh wheelchair and transfers alone; up and about
in wheelchair some 12 hours a day; (Usual =5 equivalents are combinations with

more than one FS gracle 44 very rarely pyramical grace 5 alone),



[.1 7.5 - Unable to take more than a few steps; restricted to wheelchair; rmay need aid in transfer;
wheels self but cannot carry on in standard wheelchair a full day; May require
rotorized wheelchair; (Usual FS equivalents are combinations with more than one
FS gracle 44:).

L1 8.o- Essentially restricted to bed or chair or perambulated in wheelchair, but may be out
of bed itself much of the day; retains many self-care functions; generally has
effactive use of arms; (Usual FS ecquivalents are combinations, generally grace 4+ in
several systems).

[J 85 - Essentiatly restricted to bed much of day, has some effective use of arm(s); retains some
self-care functions; (Usual FS equivalents are combinations, generally 4+ in several systems),

[L1so- Helpless bed patient; can communicate and eal; (Usual FS equivalents are combinations,
mostly grace 4+).

Llos- Totally helpless bed patient; unable to communicate effectively or eat/swatlow;
(Usual FS equivalents are combinations, almost all gracle 4-).

[} 10.0 - Death due to MS,

* Excludes cerebral function grade 1.

Note 1: EDSS steps 1.0 to 4.5 refer to patients who are fully ambulatory and the precise Step

number is defined by the Functional Systern score(s). EDSS steps 5.0 to 9.5 are defined by

the impainment to ambulation and usual equivalents in Functional Systems scores are provicled.

Note 2: EDSS should not chanee by 1.0 step unless there is a change in the same direction of

at least one step in at Lleast one FS.

Sources:
1. Kurtzke JF. Rating neurclogic impairment in multiple sclerosis: an expanded disability
status scale (EDSS). Neurology. 1983 Nov;33(11):1440-52,

Haber A, LaRocca NG. ecls. Minimal Record of Disability for multiple sclerosis. New York:

No

National Multiple Sclerosis Society; 1985,

YA~
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2.1 Wuwmdgid gy ildsunidosuiifnieditasanumeaniluaimenysmanlsassu
madumslanaznnzdngdlsnssuumaiumele vieargsmanslsagdud Jaufdaan
Tuaomumeuianiuda 1

2.2 ogswmdmluiildsuneumnenngennenslsmeiuna Widuuwmdiaua fanumssnm
wagliuinisnisinundiaslsafiaduguuseiildon Omatizumab 91 Benralizumab %3 o8
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3. inugin1satiadelsanazA U UL IURelsn
3.1 fUasldfumsidadufulsafintusuus (severe asthma) uaslianuisnniuquainisld
fA7wg1 inhaled corticosteroid u19ge $91AU long-acting beta-2 agonist 11 GINA guideline
step 5 vuluszezia = 6 1fou
3.2 griheldanusonrunuanisiald andalatenis deluil
3.2.1 137% spirometry WU FEV1 anindosas 80 vaed1Und
3.2.2 ingldavariamula (intubation) %3 mechanical ventilatory support
3.2.3 figm3i 3 uetinaguLss (severe exacerbation) lnatUiedadls systemic corticosteroid
Wieuin oral prednisolone > 30 mg Ansiafusaus 3 TUiulU » 2 ads sal
3.2.64 fiuszianasldenamseadviniuuszniu (prednisolone) > 10 mg nafu Ansaniu

UIALNIT 30 U
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4.1 9yffEn11Gnd18a187 Benralizumab dmivlsafiadusunss viadladluilaga (severe
eosinophilic asthma) Tihduenfiusufunisfaunda (add-on maintenance treatment)
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4.1.1 {5240 blood eosinophil = 150 cell/ul
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4.2.1 inawana sensitization s antigen 1aa3§ skin prick test u3o specific IgE
4.2.2 Total IgE luidion fiazdu 30 - 1500 1U/ml
aud@nisilnaiganen Dupilumab ’1’1%31JT1"11W1°UU§14LLJ\'1 yiindladlulage (severe
eosinophilic asthma) M dueningiuiun1ssnundu (add - on maintenance treatment)
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4.3.1 H386U blood eosinophil = 150 cell/ul wag/v3e if1 FeNO = 25 ppb
4.3.2 finnnsiiamdadniau (Atopic Dermatitis) sgAutunanefiaguise uag/v3e de1n1s

Sadenaayn (nasal polyp) Wulsasau
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6.3

““ﬁmmﬂﬁ'm Omalizumab ¥11a 75 - 375 mg @alaimti yn 2 - 4 dUav TaguTuvuia
mmnw N wazszeu serum gk

finsanlven Benralizumab 9u1a 30 mg Aalarmvia v ¢ dUai Tu 3 afausn uavvdeanniiy
livn 8 dUami

finr3mnlHe1 Dupilumab lugUasorguinnit 18 9 July sunneaild 300 Hadndy
Aalafavds yn 2 dUai

vinewve Nsiindrerngn Dupilumals ‘Lmun‘n 1 @ stennaldata snidu nsalisuldonadausn
Tadinuuna 200 fiadnn 2 vl wise vuim 300 dadniu 2 Wi 38 200 Hadnsu wae 300 dadni
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sl sio wasussidfiusaudalunn 24 FUami lasiinnsinisnavausdsion
Falatoni desalut
- INIVEANS VIR UVALEARY = SauAz 50
- anuuAg corticosteroids wfinfulsznldlaglavinldainisiaugas
- pannauaulanie (asthra symptom control) ¢ 'duaJi WNAUNA LU aui‘ui ﬂU
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