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X 1.

natalizumab-treated

Patient cohort
RRMS

L

Jcv Hucviitk
seronegative,
AR SeRE e E R
HY ZL
JCV index BucviR IR
<0.9 >0.9
, PR

CD62L || CD62ZL CDE2L Jw >INl CD6ZL || CD62L [shl7B CD62L
normal low | | normal BT E: Ml normal || low normal T 3 |

| Patients with high PMLrisk |

Schwab N et al, et al. Mult Scler. [Epub ahead of print] 2015

d\

MEHT JOV HRIEE & 1) /8D L-selectin RIRZ A HHET-
+45 1) X7 JBEEPIL REY XY D&st

RJCViInikiBET
LigTicREwBAERAHYDBERE
(REE#RO@IMrHHET)

L-selectin®FEIRHYEL VB

2. RENHBERLZLOBEIX
HiEfEooLl EHhD
L-selectinMFHEIRHYEL VB

TPMLEFEDY RV BERTH-T-.

B2 i JOVIARERTH T T2 VAT TEEPILDRE XD

ZOMETIEF AT T®’E25A LB T, RICVIRIKIEHAISLLET
PMLEAEY R 2h &ELE5.

>HEAFZE R

PML Risk Estimates by Index Threshold in Anti-ICV Antibody-Positive Patients with No Prior IS Use

Anti-JCV Antibody Index PML Risk Estimates per 1,000 Anti-JCV Antibody-Positive Patients by
Naralizumab Treatmenr Durarion, No Prior IS Use
1-24 Months (99% CI)  25-48 Months (99% CI)  49-72 Months (99% CI)

<0.9 0.1 (0-0.15) 0.3 (0-1.28) 0.4 (0-1.25)

<1 0.1 (0-0.23) 0.7 (0-1.85) 0.7 (0-1.98)

<13 0.1 (0-0.28) 1.0 (1-2.38) 1.2 (0-2.56)

<L5 0.1 (0=0.30) 1.2 (0.20-2.61) 1.3 (0.24-2.78)

>15 1.0 {0.84-1.07) 8.1 (7.06-8.98) 8.5 (7.41-9.46)

No index* 0.6 (0.42-0.88) 5.2 (4.28-6.19) 5.4 (4.03-7.14)

PML risk estimares across and-JCV antdbody index thresholds were calculared based on the PML risk strarificarion algorithm
(from September 2012) and predicted probabilities shown in Table 1 for the anti-JCV antbody—positive population at or below
respective index thresholds from 0.9 o 15, For index thresholds at or blow 0.7, PML patient numbers were insufficient to allow
for calculation of nisk estimates.

“Based on existing PML risk stratification algorithm using September 2012 dara for the and-]JCV antibody posirive group with no

prior IS use.

ClI = confidence interval; 1S = immunosuppressang JCV = JC virus; PML = progressive multifocal leukoencephalopathy.

o
i

T Plavina et al, Ann Neurol 2014;76:802-812

519



3. +4 1) X< JHE asymptomatic PML M EEER MRI

Logistic Regression Analysis (Asymptomatic NTZ PML as Outcome}

Analysis and Parameter Estimated Coefficient  PYalus {idds Ratio
Univariate anaysis (7= 51)
{ll-defined borders® 3.40 00010 29.91{5.4,164.9}
U fiber invohement i 0604 247 {5.3,114.7}
T1-weighted hypointensity 195 00375 7.0(1.9,26.1)
DW hyperintensity 420 0000 B6.5(10.9, 404 2)
Corfical invelvenent 1.58 20874 438(0.4,578)
Wultivaniate analysis (7= 51)
OW hyperintensity 351 = 0001 33.714.9,229.7}
Ufier invalvemnent 216 0aus0 E7 (1.2,61.4)

Note —Data in parenthasas are 95% Ols, The likelihood rafio test was used to provide the most parsimonious mulivanate made
to assess which fealures were significant independent prediciors of NTZ PML

* Wl-tefined borders boward white matter conirasting with sharp lesional borders toward gray matter,

Hodel ] etal, et al. Radiology. [Epub ahead of print] 2015

+41) X7 7 8 asymptomatic PMLOBEEBMRIT, SUAFERIGATRELT

« HBHEAEGKTOEES

*  U-fiber~Mi%iFE
HsgsAzshTNVS.

4. + 45 1) X< JBE asymptomatic PML M EEER MRI

Hodel ] etal., et al. Radiology. [Epub ahead of print] 2015
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5. 72 1) X< JEE early PML-IRIS MEEER MRI 4544

Imaging characteristics of early PML-IRIS

Number of patients (%)
Mass effect 10 {38.5)*
Sians of oedema 7 26.9)"
Perivascular T2 lesions 9 (34.6)*
Contrast-enhancing lesions 24(923)
Localisation of contrast enfiancement
In the centre of PML lesions 4 (16.7)t
In_the border of PML lesions 23 {95.8)f
Qutside of PML lesionst 3 (1251t
Punctuate perivascular enhancement§ 8 (333t
Pattern of contrast enhancement
Punctate 11 {45.8)t
Homogeneous ¢ Ot
Patchy 17 (70.8)
o

Signs of meningeal inflammation

P

BRIk DIEAETHR :92.3%
PMLIBZEE R :95.8%
mEEEA :33. 3%

BE sk :45.8%

BEK :70. 8%
Mass effect :38.5%
IERE :26.9%

Wattjes MP et al, ] Neurol Neurosurg Psychiatry. [Epub ahead of print] 2015.

6. 741 X< JEE PML-IRIS MEEER MRI

}| Foux<omE

PML

: v
F4a) X7 TEE

PML-IRIS

Wattjes MP et al, | Neurol Neurosurg Psychiatry. [Epub ahead of print] 2015.
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Tre:atment of progressive multifocal leukoencephalopathy—
immmune reconstitution inflammatory syndrome with intravenous
imrnunoglobulin in a patient with multiple sclerosis treated with
fingolimod after discontinuation of natalizumab

2 Cale™", C Cappeler-Smih™ ™ & - @, 5.2 Hodgkinzon™ ", A WMeDougall °, . Cuganesant, 8.4, Sraw’

FJEtE CD4+ U 2 2SEREUE O B AR S horz
AN R E TS B R E D 1 )

g BT mE Y B FY
fE —AT mEE BT M R

Development of Primary Central Nervous System
L.ymphoma Associated with Human Immunodeficiency
Virus and JC Virus Infection

o Kawakami,” Kaoko Sakai™ Yoo Mimura,” Yasushi Senco," Yukio Hirabayashi,”
Higdeyuki Naknzawa.” Hiroshi Koshibar,? Kenya Omuchi® Yo-ichi Taker,” Shimi Chara,”
Nobuaki Watanabe," Kou Nakazawa" Kivomitss Ovanagi” and Kivoshi Kitano®

Progressive Multifocal Leukoencephalopathy in
Patients with a Hematological Malignancy: Review of
Therapeutic Options

Kalisch &%« withelm M« Etbauth B - Birkmenn 12

FEHIV-PML (NAT-PML)
WEHY.

J Clin Neurosci 22:598-600, 2015.

FEHIV-PML (CD4+ A E)
HEHY.

EEEE 2. 55:345-348, 2015.

HIV-PML?
PCNSL
HELL.

J Clin Exp Hematop 54:211-217, 2014

FEHIV-PML (24
HELL.

Chemotherapy.60:47-53, 2014.
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Patient Age at death Prpse Log SDsy/ &
number Sex (years) Type typing (Mean =SD)
1 M 64 sporadic MM1 10.64 £ 0.40
2 M 70 sporadic MM1 10.17 £0.51
3 M 73 sporadic MM1 10.15£0.32
4 F 75 sporadic MM1 9.96 £ 0.44
5 F 64 sporadic MM1 9.88 £0.25
6 M 74 sporadic MM1 9.88 +0.54
7 M 69 sporadic MV2 9.88 £0.18
8 M 35 sporadic MM2-C 9.92 £0.38
9 M 67 sporadic MM2-T 8.79+0.19
10 F 43 genetic GSS 9.96 £ 0.44
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