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Table 2 Summary of the major changes in the 2016 CNS WHO

Formulating concept of how CNS tumor diagnoses are structured in
the molecular era

The 2016 World Health Organization Classification of Tumors

of the Central Nervous System: a summary Mijor restructuring of diffuse gliomas, with incorporation of geneti-

cally defined entitics

David . Loni e Perry?  Guido Reifemberger™ - Amdreas voe Deimling! - Major 1 of med with i
Dominique r‘man.eH Wehster K. Cavenee” - Hiroks Obgaki® - genetically defined entities
u
Otmmar B Wiestler” - ol Klelhes'™ - David W. Elizan’ Misjor restructuring of other embryonal tumors, with incorperation
of genetically defined entities and removal of the term “primitive
neuroectodermal tumor™

Incorporation of a genetically defined ependymoma variant
Receivei: 2 ey 2016/ Revil:§ Fbrcmy 3016/ Aceepl: ebary 3016  Pblished a9 May 1016

& Sprmpe-Verlg Herkn HeidTheng 36 Nowel approach distinguishing pediatric look-alikes, including desig-
nation of novel, genetically defined entity

Abstract The 016 World Heahih Organizsion Classi-  and the induction of a saft issustype graing sysiem for Adiion of ey ssogaiaedentiis, varians nd s

fieatan of Tamars of the Central Nervous Sysem s besh 3 e now corsbined eniity of solitary fbwoes tumor / hemans 5

concegeaal and practical sdvance over its 2007 predeceseor.  giopericysama—a deparmare from the mannes by which cher IDH-wildry d IDH-mutant

Foc the firs time, the WHO clasifiction of €NS tmors NS smors e graded. Oveall, i s boped shat the 2016 Diffuse midline glioma, H3 K27M-mutant (entity)

e e e e o Embryonal tumour with mulilayered rosettes, C19MC-altered
tumor diagnoses should be structured in the molecular era.  of patices with bain tamors. {entity)
As such, the 2016 CNS WHO presesss major restrictaing of Ependymoma, RELA fusion-positive (entity)
e diffase gliomas, medalloblasiomas and esher embrycnal
tumors, and incopecates new enitics Sat are defincd by both
histology and molecular fentures, including glicblastoma,
IDH-wikitype and glioblasaoma, IDH-mutant; diffuse miline
glicma, H3 KXIM-mun; RELA fasion-posisive

: medulloblastama,

Diffuse leptomeningeal glioneuronal tumo (eatity)
Anaplastic PXA (entity)

Epithelioid glioblastoma (variant)

Glioblastoma with primitive neuronal component (pattem)
Multinodular and vacuolated pattern of ganglion cell wmor (paern)
Deletion of former entifies, variants and tesms

newly recognized neoplasms, and has deleted some emiites,
variames and pusiems thed oo langer have disgnossic mdfor
biological relevance. Other notable changes include the addie hemical expression of lineage-
fion of brain invasicm as a criterion for wypical meningiom and izai ic and fibillary ¥ varisnts

Gliomatosis cerebri

Cellular ependymonma variant

E2 Daid . Lasis * Dot gy s Nty Ly i “Primitive neuroectodermal tumour™ terminology

s Wengh vt s Hunill, s Manlle Uner N R - ¢ -

E I Addition of brain imvasion as a criterion for atypical meningioma

! Dipariment of Palholoey, Massachusclis Geaeral Hospilal, (om Cumees Wt

v Miedical St WRNE5, 53 Fra Swee, B, T R e v Restructuring of solitary fibrous tumor and hemangiopericytoma

MAO2114, USA " Inmasional Agemcy o Rcscarch i o (TARC), Lyom, {SFT/HPC) as one entity and adapting a grading system 1o accom-
* Dipariment o Ptioogy, Usiversy o Cafrnia San . modate this change

Foami, Son Feciun CA,USA r.._z_.,nx.l.cmmxm.a.,m,; . ge o .

Commamy Expansion and clarification of entities included in nerve sheath

N
Diprsentof Newwputiciogs. Heich Heire Unnenily w . “ .
[ — ® Mtical Facully, University of Zarich, Zarch, Switserland tumors, with addition of hybrid nerve sheath umors and separation

* G Cances Comentions (KT, Pt St Esind e of Pl S ke il R of melanotic schwannoma from other schwannomas
Dicsacidint, ermimy Hupill, g, T 3 - ) L ]
Expansion of entities included in hematopoietic/lymphoid wmors of

T et e A e the CNS (lymphomas and histiocytic umors)

[—siAl]

- KRIE R R P RICE R - PR RIEIM A I 2 7o e Bz Wr - 5%

* 7744 13 histopathological name M1%(Z genetic feature % {5295, () :
Oligodendroglioma, IDH-mutant and 1p/19q-codel) , &= « 73 T FHIFHII 23 A+ T d % 556 1% not otherwise
specified(NOS) & ff 73 %,
FHFRIZHE & genetic feature |[ZTERENNE U 2554 (ex FLi%kIL DA 72 @12 IDH mut, 1p/19q codel 72 E' 73 &)
— ”The genotype trumps the histological phenotype.”
TliX. Genotype 7217 C2WralgEn 2 =A< A (f5] : histological (Z DA &5z 775 IDH-wild 72 »>7=, —3%£%
ganglioglioma 72> 72, AA &% %77 IDH wild type — 52(% GBM % underestimate L CT\\7z, 7272 L)

[diffuse glioma]

- DA,AA,DO,AO 2 IDHIDH2mut <° R132H LI#+ @ minor 7 mutation 237F/E3 572 IDH R132H @ THC
THBEEDOLEN & 5H, THC TRI4372355 1% sequencing £ T) & 1p/19q codel T,

« OAAOA TR LTI EARMICITEB G RIS AR+ 43 72355812 5415 O T NOS designation TOADI L &
7R éo FEARMNIT Z ORI F L < 22, (R IZ R — B NIC astro/oligo 2NEAET D b D b H 5 D TE
EATIEOFRTIEZR )

- Protoplasmic Astro, Fibrillary Astro |34 < 72 ¥ Gemistocytic Astro ( variant & L TF 5%,

- gliomatosis cerebri DEEE S 72 < 725, (RO OB, DAAADOAO, GBM T4 [REkDHER D %

OG5, —DOHRBHAL & § HARMPBLERE Tldlev,)

[GBM]

- IDH T43¥8, IDHwt 23 2KD 90%., primaryGBM (ZFH24, ©F Y 90%1% IHC THF 572\, IHC 7217 T
% (BRERH DD T) KA NOS 1272 > T L% 9, IDH §Hii % sequencing % full TT 95 Z & NEEN
TWDA, JRESCHER, thoBE-1FH (P53, ATRX @ IHC 72 &) 75 secondaryGBM % £ 9 47217 T
DTIE?  (FRZH)



Histology Astrocytoma Oligoastrocytoma Oligodendroglioma Glioblastoma

IDH status

=
|
1
1DH mutant 1DH wild-type : 1DH mutant [DH wild-type
1
1
I
| | Glioblastoma, IDH mutant |
Ip/1%q end ATRX loss* 3 1
other genetic P53 mutation® 1p/19q codeletion 1
parameters : l Glioblastoma, IDH wild-type I
1
! .
1
I
Diffuse astrocytoma,DHmutant | 4, = | memmsmsssssssse- 3
)
Oligodendroglioma, /DH mutant and 1p/19q codeleted Genetic testing not done
or inconclusive

L]

i

After exclusion of other entities: H
Diffuse astrocytoma, IDH wild-type 1
1

1

1

Oligodendroglioma, NOS

v

Diffuse astrocytoma, NOS
Oligodendroglioma, NOS
Oligoastrocytoma, NOS
Glioblastoma, NOS

* =characteristic but not
required for diagnosis

Key characteristics of IDH-wildtype and IDH-mutant glioblastomas

Synonym :glm;?dmﬂastoma, %ﬁ?:,ﬁ?a%gﬁomasm' (1830)
Prcusrlesin Sk dasioeo K et 120
Proportion of glioblastomas ~90% ~10% {1797}
Median age at diagnosis ~62 years ~44 years {22110;}1 CESAIRT,
Male-to-female ratio 1.42:1 1.05:1 {214,1417 1797}
Mean length of clinical history 4 months 15 months {1797}
Median overall survival

Surgery + radiotherapy 9.9 months 24 months {1797}

Surgery + radiotherapy

+ chemotherapy 15 months 31 months {2810}
Location Supratentorial Preferentially frontal {1417}
Necrosis Extensive Limited {1417}
TERT promoter mutations 72% 26% {1801,1830)
TP53 mutations 27% 81% {1797}
ATRX mutations Exceptional 1% {1519}
EGFR amplification 35% Exceptional {1797}
PTEN mutations 24% Exceptional {1797}

7= 72 variant

- Epithelioid glioblastoma (younger adult , children,IDH-wt, rhabdoid cell ,BRAF V600OE .etc PXA & ®B
H??),

« GBM with primitive neuronal component ()>>C? GBM with PNET-like component  PNET (%72 < 72
%, fREHmE ~a 43 {EfE]A : Homer Wright rosette,synptophysin+,GFAP-, MYC or MYCN amp .etc)



Fig. 2 Epithelioid glioblastomas (Ep-GBM). Although the neu-
roimaging features are not specific, many cases show a superficial
localization and sharp demarcation, as seen on this post-contrast
Ti-weighted MR image (a). Histologically, the Ep-GBM may also
show a discrete border with adjacent brain, often suggestive of a
metastasis (b). This mimicry is further complicated by the tumor
cytology featuring large cpithelioid cells with abundant cosinophilic
cytoplasm, vesicular nuclei, and large melanoma-like nucleoli (c).
Not uncommonly. a subset of tumor cells display eccentric nuclei
and paranuclear inclusions that overlap with rhabdoid neoplasms
(arrows). Some Ep-GBMs show features of a lower grade precursor

in adjacent tissue; in this particular example, there was focal evi-
dence of pleomorphic xanthosstrocytoma, including bizame giant
cells despite lack of mitotic activity. numerous cosinophilic granular
bodies, and xanthomatous appearing vacuolted astrocytes (d). GFAP
expression is often limited (€) and may even be lacking eatirely. In
contrast, S100 protein is strongly expressed (1), whereas other mela-
noma markers are typically negative (not shown). Other glial mark-
ers. such as OLIG2 may also be positive (g). bat many lack this pro-
tein as well. Roughly half of Ep-GBMs express BRAF V60OE mutant
peotein as seen in this cxample (h)

[Pediatric diffuse gliomal]

- DIPG ® (T histone H3 K27M mutation % £9 % T#% K~ R 72 #f : diffuse midline glioma,H3K27M-mutant

& L THIT=72 entity & L CH¥A,

Acta Neuropathol (2012) 124:439—447
DOI 10.1007/500401-012-0998-0

Fig. 3 Glioblastomas with primitive neuronsl components (GBM-
PNC; b and e—g show the astrocytic component on the lefr and the
primitive neuronal component on the right). In this GBM-PNC.
the imaging was essentially identical to that of conventional GBM,
including a rim-enhancing mass: however, the markedly restricied
diffusion on this DWI MR image highlights the more cellular primi-
tive component (a). The primitive clone in this GBM-PNC is evi-
dent as a highly cellular nodule within an otherwise classic diffuse
astrocytoma (b). Well-formed Homer Wright roseties were seen in
the primitive portion of this GBM-PNC (¢). Large cellianaplastic
features (similar to those of medulloblastoma) are seen in a subset of

ORIGINAL PAPER

K27M mutation in histone H3.3 defines clinically and biologically
distinct subgroups of pediatric diffuse intrinsic pontine gliomas
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GBM-PNC: note the increased cell size, vesicular chromatin, macro-
nucleoli, and cell-cell wrapping (arrows) in this case (d). The primi-
tive component typically displays loss of glial marker expression,
including GFAP (not shown) and OLIG2 (e). along with gain of neu-
ronal features, such as synaptophysin positivity (f: note also staining
of Homer Wright rosettes). A subset of cases demonstrates features
of secondary glioblastoma, including IDHI R132H mutant protein
expression (g). FISH revealed MYCN gene amplification limited to
the primitive foci of this GBM-PNC (h; centromere 2 signals in red
and MYCN signals in green)

Fig. 1 K2TM-H3.3 is associated with worse overall survival and

analysis (Log-rank, p = 0.0027). Notably, all long term survivors

higher age of diagnosis in DIPG. a Kaplan-Meier curve of overall
survival for all DIPG patients (n = 39). b DIPG patients carrying
K27TM-H33 mutation have worse overall survival compared 10
paticnts wild-type for this histone as determined by Kaplan-Meier

were wild-type for H3F3A_ ¢ Age distribution of DIPG paticnts based
on K2TM-H3.3 mutational status. DIPG patients mutated for K27M-
H3.3 have a higher age of diagnosis .13 years (3.75) as compared
1o wild-type paticnts [4.57 years (£4.07), p = 0.010]

Fig. 4 Diffuse midline gliomas, H3 K27M-mutant. These tumors
most often involve the brain stem (especially pons). spinal cord (a—
d). and thalamus (ef) in children and young adults. The morphologic
spectrum varies widely, as in these two examples. This spinal lesion
presented as a hancing i y mass with expansi

strongly expressed the H3 K27-mutant protein (¢) and also showed
loss of ATRX expression (d). In contrast, the thalamic example
showed a rim-enhancing mass on post-contrast TI MRI (e) and his-
tology demonstrated classic features of glioblastoma with prominent

and signal abnormalities on T2-weighted MRI (a). There was only
minimal hypercellularity and cytologic atypia (b), but tumor cells

[Other astrocytomal

giant cells (). In addition to H3 K27M-mutant pro-
tein expression (g). there was strong p53 staining (h)

- Anaplastic PXA WHO gradelll (/>>C PXA with anaplastic feature, 10HPF |Z mitosis=5 )28/,
+ Pilomyxoid A @ grading 723#% (Pilocytic A WHO grade I & genetic 72 overlap 7232\>,)

[Ependymoma]

- RELA-fusion-positive(grade IIorll)73#7=72 entity & L Co¥E, (EI/NED7v/ B, LICAM 35

» clear cell ependymoma /3 delete

+ o

Posterior fossa group A/B (PFA—CIMP+ 5 43 65%

DNA methylation (lllumina Infinium 450K)

B Under 4 years
[ 4-18 years
Above 18 years

B Male
B Female

Nature. 2014 February 27; 506(7489): 445-450. doi:10.1038/nature 13108,

ependymomas of infancy

0.0 11,0

B-value

methylation level

Epigenomic alterations define lethal CIMP-positive

PFB—CIMP- 5 4=3£ 95%) (%2 ?



Cancer Cell

Delineation of Two Clinically
and Molecularly Distinct Subgroups
of Posterior Fossa Ependymoma
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[Neuronal and mixed neuronal-glial tumors]

- new entity : Diffuse leptomeningeal glioneuronal tumor (DLGNT) 3B/,
—disseminated oligodendroglial-like leptomeningeal tumor with or without parenchymal component, most
often in children and adolescents.

—BLAF KIAA fusion gene (+) - + + - genetic (Z/Z pilocytic astrocytoma & overlap T 5 & Z A3 11??

Fig. § Diffuse leptomeningeal glioncuronal tumors (DLGNT). At with oligodendroglioms-like cytologic features (d). DLGNT cells are
autopsy, this DLGNT patient had widespread expansion and fibrosis  OLIG2-positive (e), along with variable synaptophysin immunoreac-
of spinal (a) and cerebral (b) subarachnoid spaces, along with intra- tivity (f). Common genetic alterations detected by fluorescence in situ
ventricular masses and varisbly cystic, mucoid (FISH) include ch 1p deletion (g: tumor cells

extensions along perivascular Virchow-Robin spaces (gross photos  showing roughly half as many red Ip as green 1q signals) and BRAF
courtesy of Dr. William McDonald, Minneapolis, MN, USA). The fusion/duplication (h; increased red BRAF and green KIAAIS49
DLGNT biopsy specimen showed a leplomeningeal infilirate (d)  copy numbers, in addition o yellow fusion signals)

[Medulloblastoma]
« WNT, group4, group3,SHH(TP53-mut+/-) + histology (Classic, D/N, MBEN, Large cell etc.)

Good prognosis

WNT activated " Classic

group4 memez| DESMOplastic/ Nodular
SHH p53(-)

x " Extensive nodularity
(MBEN)

SHH p53(+) -

group3 520

prognosis

{ Large cell / Anaplastic

Bad prognosis



Summary of the most common integrated medulloblastoma diagnoses. with clinical correlates

' Genetic profile Histology

Classic

Medulloblastoma, WNT-activated i
Large cell / anaplastic

(very rare)
Classic

Medulloblastoma, SHH-activated,
TP53-mutant

Large cell / anaplastic

Desmoplastic / nodular
(very rare)
Classic

‘ Large cell / anaplastic
Medulloblastoma, SHH-activated,

TP53-wil
Hipe Desmoplastic { nodular
Extensive nodularity
Medulloblastoma, Classic

non-WNTinon-SHH, group 3 Large cell / anaplastic

Classic
Medulloblastoma,

non-WNT/non-SHH, 4
i Large cell / anaplastic (rare)

[Medulloblastma LAA: D G Vet ]

Prognosis

Low-risk tumour; classic morphology found
in almost all WNT-activated tumours

Tumour of uncertain clinicopathological
significance
Uncommon high-risk tumour

High-risk tumour; prevalent in children
aged 7-17 years

Tumour of uncertain clinicopathological
significance

Standard-risk tumour

Tumour of uncertain clinicopathological
significance

Low-risk tumour in infants; prevalent in
infants and adults

Low-risk tumour of infancy
Standard-risk tumour
High-risk tumour

Standard-risk tumour; classic morphology
found in almost all group 4 tumours

Tumour of uncertain clinicopathological
significance

« PNET &9 terminology (X< 72 %, £ @ variant T 5 medulloepithelioma, ependymoblastoma,

ETANTR(embryonal tumor with abundant neuropil and true rosettes ) —#if5k=Fr) 72 M

P & R 72 3@

P (C19MC-amp) — % & ® T, ETMR(embryonal tumor with multi layered rosettes ),C19MC-altered
- AT/RT—INI-1 (F 721382 BRG1) [2YEAGER Sl b2, W bit S nWgEix

CNS embryonal tumor with rhabdoid feature &

ok,

RSO FRITEED S 72l H D, ZHLE T wastebasket category & L CTHUWH L TE 72 CNS PNET
(2% LT CNS embryonal tumor, NOS @ designation 23#% 1} & 4172,

[Nerve sheath tumors]

- melanotic schwanoma—malignant behavior & genetic profiles(Carney complex and PRKAR1A gene) />

HL72 % variant 205 O & DD entity (2,

« Hybrid nerve sheath tumors

- malignant peripheral nerve sheath tumor (MPNST)|Z 2 ->® subtype % B/,
—epithelioid MPNST, MPNST with perineurial differentiation

[Meningioma]

- classification / grading — no revision

* brain invasion 23 H UL Z FVHI T Atypical meningioma WHO grade Il & 27 7],
(Z #UFE CiX major criterion : mitosis>4/10HPF & 72/% minor criteria 5 2D 9 5 3 DLl L2~ 72,)

[Solitary fibrous tumor / Hemangiopericytoma]
- NAB2-STAT6 fusion gene—[il— A7 K7 A

- SFT/HPC grade 1/ 11 / I & &K, (WOREARIEEIZHE U7z grading 238 )

[Lymphomas and histiocytic tumors]

Hematopoietic/Lymphoid WHO classifications (Z#E5" %,



WHO classification of tumours of the central nervous system




Malanctic schwannoma o560/
9400
Atypical neuratbroma 5S40
Plaxiform 65000
Pernauncea w710
Hybeid nerva shaath
Malgnart perpheral nanee sheath tumour 564003
AENST L6403
MPNST weth perinpunal difarersation e
Maningooa SE300
Maningothelial menngioma SE310
Fhirous meningoma o632
Transitional menirgioma S6370
Psammomatous 86330
Angiomasous meningioma 86340
Secretory meningomsa 6300
Lymphoplasmacyte-ich meningioms L6300
Melaplastic manngioms 5300
Cherdod meningiorna 653471
Claar cell meningioma S638/1
al meningioms 6330
Papilary maningioma 865330
Icid meningicea 66340
Angplastic (Malgnant] meningioma 263013
Wwmours:
Sclitary fibecus umour ! hasmangioparicyloma*
Grage | ES150
Graga 2 5151
Grage 3 B8150
Haemangioblastorms a181/1
Haemangioms 21200
Epmaicid haemangioendothatioma 91313
Angiosarcoma 91203
BAICOMA 914003
Ewing sarcoma { FNET 96543
L €500
Angiolipoma ES510
Hibernoma 83000
Lpcsarcoma B850
Desmaid-typa thromalosis Bs21/1
MyalBratiasioma EE2500
Int mystibrablastic tmaut BE251
Banign fibrous histiocytoma 8300
Undffarensated plomenphic sarcoma /
Lanmyoma 8900
Lalomyasarcoma B89
Rnabdomyoma BROOD
Bhabdomyosarooma 250003
Chondroma 220
Chondrosarcoma S0
Osteorna o180

Oateochondoma
Ostexearcoma

umours
Maringaal melanccylosis
Maringaal melanccytoma
Meningaal melancma
Maringaal melancmatans
Lymphomas

DS refed détuss lrge B-cel hymphama
iﬂ'l-pllhn dffuse large B.cell ymphoma,

Fapllary cranlopharyrgioma
Geanudar cell jumour of tha seflar region
Pilulcyioma
Spinala csll cncocytoma
Metastatic tumours

92100
21803
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Ependymoma, RELA fusion-positive
Anaplastic ependymoma

Other gliomas
Angiocentric gioma
Chordoid glioma of third ventricie

Desmopiastic infantile astrocytoma and ganglioglioma |
Papiliary glioneuronal tumour |
Rosette-forming glionauronal turmour |
Central neurocytoma ]
Extraventricular neurocytoma Il
Cerebellar liponeurocytoma

Tumours of the pineal region
Pineocytoma _
Pineal parenchymal tumour of intermediate differentiation llw:e

Pingoblastoma
Papiliary tumour of the pineal region Heelll

Embryonal tumours

Medulloblastoma (all subtypes) v
Embryonal tumour with muitilayered rosettes, C19MC-altered IV
Medulioepithelioma v
CNS embryonat tumour, NOS v
Atypicai teratoid/rhabdoid tumour v
CNS embryonal tumour with rhabdoid features v

Tumours of the cranial and paraspinal nerves
Schwannoma |
Neurofibroma |
Perineurioma |
Malignant peripheral nerve sheath tumour (MPNST) I, or IV
Meningioma |
Atypical meningioma ]
Anaplastic (malignant) meningioma n
Mesenchymal, non-meningothelial tumours

Solitary ficrous tumour / haemangiopericytoma 1, o il
Haemangliobiastoma |
Tumours of the sellar region
Craniopharyngioma

Granular cedl tumour

Spindie cell ancocyloma



RIS 2 (T D BRIC ~TPROBIRIEICE T D15 & 51 & 72012 THC THIR S 95~

@®Medulloblastoma
[ B -catenin] ; 5%LL EDHIEIZ B -catenin [H1E DG CTNNB1 ZEGMED RIREME S H W, D F Y
WNT-activated type (Low risk) D RJREMEDNEV,
[TP53] ; SHH-activated type,TP53-wild type — Standard risk~Low-risk
SHH-activated type,TP53-mutant type — High risk (Li fraumani JE@ERE & o BHsH)

@2 glioma
[TDH1] ; WZH,
[TP53] : 1p/19q codel & IFEEARIZHH APEMAY, FISH 23R 580 T,
Secondary GBM (%% < IZ p53 B, primary GBM Tlifat,
TATRX ] ; TERT| &FAEYHMA, Astro~ & Oligo~,GBM DRI,

BRAF V60OE| ; R glioma 72 12 L < 541508 Ep-GBM 2 8¢~ =581 b A M, 40 LA, 1BE
FEHHBEE 525 bOTIRRWAR, AT/ —< TIFER BRAF (25T 2 5 FAERISE
(Vemurafinive) [ AKFER C promising RfERAZHLTEBY, b LT DHE45%

Ep-GBM Tt « + - 2

@ A E

—

(TP53) IMIB-1] ; SJERL FEABIEOZWIELE © pb3 itk & Ki67 index>3% (TFIHMAEIT Z 512N A=
WRisks) , AR RN IR L,

[CAM5.2] ; densely granulated GHoma & sparsely granulated GHoma TldHsta /X ¥ — 32 & 720
9, (densely type & sparsely type TITFERRLTHENIELY £97,)
[SSTR2A] ; GHoma (X35 Y~ h A X F o7 1 7 OhETFRIHATHE,
@ SFT/HPC

[CD34) ; HEMEIZRDEGEDITW,
[STAT6] ; NAB2-STATSG fit &8s 11X SFT/HPC I[ZHF R, 7272 LEENICYY % % 5, meningioma &Ko7z

BEIZ,



