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Project Summary

Preliminary study for the development of new treatment modality for

Title of Project . . .
leptomeningeal carcinomatosis

Key Words leptomeningeal carcinomatosis, intraventricular chemotherapy, ventriculolumbar perfusion

Project Leader Heon Yoo

Associated Company| N/A

<Objective>

Development of new therapeutics for leptomeningeal carcinomatosis

<Objective of this year>

1. protocol development for determination of optimal perfusion rate in VLP for leptomeningeal
carcinomatosis

2. protocol development for CSF marker discovery for leptomeningeal carcinomatosis

3. Drug delivery port development for intraventricular chemotherapy

— Optimization of perfusion rate in VLP

1) In phase II clinical trial, we used 20 ml/hr perfusion rate for all patients.

2) Some patients suffered with vertigo, nausea, vomiting and insomnia, especially in
patients with normal intracranial pressure.

3) So, we need to optimize and personalize perfusion rate according to ICP state.

— Development of CSF markers for Leptomeningeal carcinomatosis
1) MALDI-TOF and PCA—DA analysis
2) HMDB search
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A FdsE A Al oF 6719 AR o F7F Yma (Bokestein, 1998), Hdsoz A3k 3
EAol REESHA &= AR FE, TE, thdd HAA mhe], oA Ao so A A EH
SdE wRkste] ghxke] KPS 9 4o A& w9 ASHA AstAl.

- 719 #7249 (intrathecal) A H5E HAW J7HHEE AdsiAY 55 HAAE &
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CLINICAL ARTICLE

Chemaoport with a nen-collapsible chamber as a replacement
for an Ommaya reservoir in the treatment
of lep ingeal carci is

Ho-Shin Gwal - Chang-Hyun Lee - Hee Seok Yang -
Jungaa loon Shin - Heon Yoo -

Deep solid Shallow friable
chamber chamber

NSCLC
—VLP
Conventional
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ARHS : HALSUAEZS B X0 A methotrexate HA-LPAIRYBUHAM =
UEsN =285 E ZH6H| |8 0l A+
Title : determination of optimal perfusion rate in Ventricular-Lumbar Perfusuion therapy
for letomenigeal carcinomatosis; preliminary study

Principal investigator : & &

Co—investigator : OI&Z, &S 4, A=

Objectives :

Primary objectives : H=8 24EZ X0 A Methotrexate TAQLREXAE A RS
0l 243 Tle 2 =8tE5E8 23

Secondary objectives : 4= 2=Z SXI0M Methotrexate SIALERAR S AXS YO £
20| 243 He M =SE5T0AHe LABIESES RS,

Rationale : g8 AES (F= HHS0 H0)2 D B2 4-15%0 AN 2MolH €9 =&
YRMEI|ZI0l 2B 2 2 XIYHOICH =2 &Y QYo 24X et LEite HE7MEEOQ]
SOlotHA O SHMEQl SItot] UL L M N2 A42t0] M=J(2F AZE (4HE)2
g &= AS =OICH. Xt 100 @2 A8 NMOIE X JEHE £ Us P2 HO| g
oLt Xg¥2 EOUE MAMO| S MBS Ls 20t A A &l 10 RUCH.

STHMA Ot SuFECl X2s AU S2H LB SOZ Methotrexate (MTX) HSE L=
cytosine arabinoside(Ara-C)@t HE5t0! &AW (intraventricular T= H=2=ZU
(intrathecal )2 =4 FSICH. MIXe HluE AMESH0| H0 &l FLAHME HSHIY/JAS
T APESHO R LA 28 12mg/m’S AMS FO0E = JUCH. E£& RFES XS A
IOl eEz HAEEI|= oL =55, otAl 0tdl & &g 0tHl 2 A9 H0|
S&o =2 J|Uot) HedRH 82 22 248 £= 2AXIIs8 Mot 22 XNHE HES

()

(encephalopathy)O0l E2X &ZH 210 =30 QUCH (Rubnitz, 1998; Bokstein, 1998).

JIZES SIALh Z=AFE (intraventricular injection)22= 1) AW s=JF 2236 =022

Z2M A S A E (brain parenchyma) 2+l sEJI2D| (gradient)Jt MH RAX| 2= MTXS Sl A

& ) FEI 2MEI HIY8Se 2MASE0| =0tX= O Bleyer S(1978)2 1mg2l Methotrexate

E 12A12F 2HH o2 322t US0 AU SN E AL SLSUE RNGHAE SH2
(=}

2 4 o™
158 L0 KASHH ZA5HACID ENGHACH. 2) AW =LY E 2F HFUNX DE
3

fol

- =
MTXSl 2XZZ2 0|F)J| 8E10 (Blasberg 1977) [etA &t 2= 322 0|0|6HYLH. 2Hs
SIMOZ2 L|ELMY 22X XNZSHIF 2EoIE= ofAH =M 29| 25%(35cc)0l4t Tle= X
SHIE =20 Z0oF &ls ARZ NI JAAJD (Rieselbach, 1962), Nakagwa S(1996)=2 13H
O A9t MO XA BLESLMUE OlSst 2R S AXNEE Aol 50%2 otXl OtEl =
A SHEZ2 EH6IFoL 2AE0| Aol O olae AdMNMEE SAIst " QUCH
QAUSIH HARE 2= (ventriculo-lumbar perfusion; VLP) &2X=¥ 2 M, XNF2U5t 2
2H0ll ZEMote ZMEE ZHRE Sofl JIHECOR HAE = UD, SM, 2N 28
SZ2HHIDER &2 H 2 Ol2 &= JUD, AWM, DA DsT MTX0 28 HHEHs=s =2

Of DAIA AW =AMYE 20 o &80l2t] Jltidt= 01 0ICkH.
ARTES 20099 23O A BXE Aoz A H1aS AEGIH 1) daily MTX
dose of 24 mg ¥ VLP rate of 20 ml/hour2 maximum tolerable doseE FoIYUSM,
HAHS S =

2)
continuous infusion methodE &HEZ06I( 2E LMES ZSO0/HMHME HHE AdAFS A=
2= AU, 3) Systemic absorptionOll CHSF monitoring & leucovorin rescueS Sot0 &HAISE

£ NS
=
o

2
I
B

Ol

2 g0l X2 % Y= DREZTS HUGUC EF ALY YEZO=2 Qs

=] — T T 0o o — —
(increased ICP)E KON 82%2 Z& BISE (X8 5M%)S ZESI0 A AES X2

A SEZ2 IIUE = UA ZACH
ARXNES F& A9 2ES ST0A HEF2 (continuous infusion) TALEZF (VLP)
SAXNSHO UMSA SHES2 S0t MEAHSUE ZESIDA L& H 242 A6



APOL L QEARSO OHoll 75%2 SEES 2% 10, 0H0IE4(cauda

2 B0 otXgt Xg & 24 2
CHotRE2 M grade 1?&%8 19%, grade
529 9| i*ﬂ = 3% 0lMeH ol 2H

equina symptom
et0] UIP2M CTCAE grade
grade 32| KA s=gt2 ZEs &ths &
(2 2 I0 12 A QREAE XE &g 29 F ISsLACH. 2 %'QAIO'OiH

ot= JI&Ql CTCAE 3. & grade 32 2&EZ0| RS XA 2H JAJUE 2= 1
Ol AL,

ool 2 AXE2 1,28 SHASUA 2EEHJAE £, 248 H 7E, SHS, NS g
S2 REAES xA4F ot fet A =552 26| Al = FYAES HEotH &tk
DX &tCk.

Study design :

Wholespine MRI
RI cisternography Response
evaluation
1stVLP Zrdv|ip
Stereotactic
Chemoport MTX continuous infusion (0.96mg/h)
installation CSF MTX level (lumbar)

serum MTX level with leucovorin rescue

Pl |

Day 1,2 and 3 Day 8,9 and 10 Day 14

Fl
. |

Eligibility :
Inclusion Criteria :

1) CSF cytology L= Btain-MRI A0IA HEUAEZS  (leptomeningeal carcinomatosis,
LMC)e 2 &Ith B2 &
2)

oF ¢S ANOol SH(FS, dY&S(intracranial pressure, ICP > 15 cm H20),
=F5, & ABES, 0t0I5Y) S 2 &I 014 U= &Kt
3) ME & €82 €1 ANYHECZ &t 22 L= X elelol M s8It

Exclusion Criteria :

1) wholspine MRl S=&= Rl cisternography2 AFOI A CSF pathway blockE 2
intradural mass lesionOl /UMM CSF flow patencyldt HMIHZ OIFNH XA L= A,
2) Brain MRIZAF &b LMCQ &St 0|20l impending herniation®@ K|EE %= U= space
occupying lesionOl U= BHXF.

3) &84 4 HOl(Hemorrhagic brain metastasis)Jt /U= &HAL.

4) grade 30142 leucopenia (ANC < 1,000) L= thrombocytopenia (< 50K) JF /U= &AL

-

Treatment Plan :

1) Day OOl &tXtS| LMC related symptomS HOISHCH (€& E 1 &X)

2) VLP AI& 2A12HE Gl lumbar drainageS XA & AISHH constant CSF flowEE &

3) Day 1~4 (72A12H)0 MTX 24 mg S artificial CSFOl mixol Olcl X< SO dF S& U
NS &I (subcutaneous intraventricular reservoir)S Soll =& AlZ2ICt.

4) =8 £S0 Ot OsS 20 3222 U=l
- 12 (N=5): 15cc/hr =%, 360 cc2l artificial CSFOI MTX 24 mgS mix
- 232 (N=5): 10cc/hr =%, 240 ccQl artificial CSFOI MTX 24 mgS mix

- 32 (N=5): 5ee/hr &5, 120ccll artifical CSFOI MTX 24 mgS mix
- lumbar drainage rate= inputE2CH 2HLF &H ZHS&HT
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1. AgrerE3 Aol A methotrexate HA-QFTF AW A HA o YFHFN F3lEr =
A7gst7] fg dujAT-

2. AT Ad 9 A5agd B34S gk A2 NS 95 v AT

ek ol A= 4, S, T S% HAs E AAA E AFAEAE FHE
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4 Q74 2 BRYAE
(1) A7

ZE Ul 2 A A gteA] = AA 2 A

A A Year; 2) =3
o g ( B o3
Y (A A7) ABAE) Vol(No):Page T | AN

Analysis of treatment outcomes of Journal of

intraventricular chemotherapy in 105 h : 2013-05-01:

patients for leptomeningeal TF ¢ 10 raczz A7 8?5)'58;6005 ?g% Gy
carcinomatosis from non-small-cell lung oncology 4. ‘

cancer. 3)

1) AAEE - 2L AL, FE

2) % I, I3 SCI, 5l SCIE, =9, =9|SCI, =9 SCIE %
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