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[FI1] LATOEXERRLES . improve and promote active enjoyment of existing citizenship rights.

To summarize, we hold that, when an individual is taken into custody or otherwise (HAE © PAUL CRAIG & GRAINNE DE BORCA, BU Law: TEXT, CaSes, AND MATERIALS 77
deprived of his freedom by the authorities in any significant way and is subjected to 889(2020))
questioning, the privilege against self-incrimination is jeopardized. Procedural £ £ The Masstricht Treaty =— b J & b&#9
safeguards must be employed to protect the privilege, and unless other fully effective
means are adopted to notify the person of his right of silence and to assure that the TFEU 2 —u v SHERK
exercise of the right will be scrupulously honored, the following measures are required. The Lisbon Treaty ) %4 ¥ ek
He must be warned prior to any questioning that he has the right to remain silent, that
The Commission I % HL 2
anything he says can be used against him in a court of law, that he has the right to the
presence of an attorney, and that, if he cannot afford an attorney one will be appointed
for him prior to any questioning if he so desires. Opportunity to exercise these rights
must be afforded to him throughout the interrogation. After such warnings have been
given, and such opportunity afforded him, the individual may knowingly and
intelligently waive these rights and agree to answer questions or make a statement, But
unless and until such warnings and waiver are demonstrated by the prosecution at trial,

no evidence obtained as a result of interrogation can be used against him.

({88 : Miranda v. Arizona, 384 U.S. 436, 478-479 (1966))

[E2] LIFORLEMRLE S0, >

The Maastricht Treaty first introduced the legal concept of EU citizenship as part
of the attempt to move from a mainly cconomic community to a political union. In
addition to providing a stronger Treaty basis for the rights of movement, residence,
and equal treatment of EU nationals, and gathering existing entitlements together
under the umbrella of citizenship, Articles 20— 25 TFEU created a number of novel

political and clectoral rights.

The Lisbon Treaty subsequently linked EU citizenship more closely to the prohibition

on discrimination on grounds of nationality and situated EU citizenship in the context

of ive and participa acy. The Commission has attempted to build

on these provisions in recent years, not by introducing new law but attempting to



—fix —XR 1TEUEF

go £ G s
Wt % B H 1TBE S

X I, Bk, REERDEEICD X 60 ﬁzi%ﬂ%%ﬁntm\tﬁi REEE, A6 EEL D, (R, BIEE 10 F4 bo TEEE L, 0
A IR AR Ly 2 O] SRR BT D AR IIRN & 5 ST 2 i 10 R A AT 5 b & U, SBIRAHLE K Ok SR % S L
7o

XAbid, A TE 3 A, AR AR L, FALRIRAHIRIC & 0 BN 10 FIE L b0 & LTilMkE GUF TAEMES £015,) 2381, Zh
AT b LTI IR 5 T84 A L7, ARG 026 2 %0 72 A 1, Z0%% b X FHIT5] & 6l 808 L. (a0, K5, Ak
D EROREBIC IR . FEARRROE 0 X b Shimot,

A BIHANE AR, BB b BRI L LTib RS A, (1) SRRSO (2) BRERRE (HAVRAOARE) O bk L7 S

W

[BE%x]

CGRIHT#3)

PRI 30 & GRIRATA L 13, SR, IR Z OMOBRKC LY —HHIRT AR5 RO IS OB AT i (LR ZoFICHW T LREE

LE] LWVI,) ITRDFIEEN S,

2 RETG O RAE, O D OIRIET S O RN G IR FTIHER A A YERR L7 " 0TS T el (M4
BT D AITIEROF FIHT DB ORSIIE CLSHA STED 585 8 L, Bk BRI Y % Th 5 5A I3y
TRRFTAGEBRAR AP0 L7 RIS AR S T 2 @E T°5,) LT2

— Uik M$é%®WA@ﬁ# SRIRPTRHERE A R LTS = L T Th 2556 SO 50— TS 584

R 25BN OSHE  H i+ & YRR T Y S OUAREAD & = B 5 TR PTHERAAZ NG U - @A A R LT/ & oA G

3 HiFHIC ﬂm#ékﬁﬁ%WWKi WO DB DR BITIE USRS ED S84 LT 5,

= EATEDSEHHER AT OB O CHICB N T Mg & ),) BEHELTTH LG W75 IS i F5a e U Casi L
pscox i

IR CAHERBA SIS NE A &b I SR & TR A YRR LT AR R U TR L & oA

I SRR VAN R S S
BRI T S OULA A IR

PR BERE

REETRZ SEA TR WA

A1 8 FELE W A Qe PeigeTecony & °
KBTI ER LA RBR i '

Ve

—sssesimecon il | I

AR ) B B W ) i ;
DS ORI W ”"‘"DQE’WO*S i HE
.

ZBES K 4

;)/t‘/‘/ //5.\»»

Musculocontractural Ehers-Danlos Syndome (meEDS) is a type o EDS, caused by

biallelic pathogenic variants in the gene for D E

4-O-sulfotransferase 1 (CHST14/D4ST1, meEDS-CHST14) (MIM#601776), or in the gene gg o Normal D4ST1-deficlent

for dermatan sulfate (DS) epimerase (DSE, meEDS-DSE) (MIM#615539). These disorders 32w [-GIcUA-GBINAG(SS or 65}, CS

were defined as subtypes of EDS, based on the International Classification of the EDSs. EE G

Clinical features are highly cl ital iz~ FOUA-GURASY Glon-GaAsl  Chondrolin
such as craniofacial features (c.g., large fontanelle, hypertelorism, short and downslanting g{ "

palpebral fissures, blue sclerae, short nose with hypoplastic columella, low-set and rotated §s i OLRGRE L,  Prollimicy, D
cars, high palate, long philtrum, thin upper lip vermilion, small mouth and micro-retrognathia). H

multiple congenital (e.g.. adduction—11 of thumbs and talipes g‘

0

N g% %
equinovarus), and visceral and ocular malformations. cj“ Qf ‘/ ./ [HdoUA-GaINAC(4S)-].  [-idoUA-GalNAC(4S)}-]. DS
Normal biosynthetic pathways of chondroitin sulfate (CS) and DS are shown in

Figure A. Fibroblast cultures of skin from a patient with mcEDS-CHST14 caused by Figure. Biosynthesis of CS/DS and glycobiological analysis in meEDS-CHST14,

compound heterozygous p.(Pro281Leu)/(Tyr293Cys) substitutions in CHST14, as well as (A)  Biosynthetic assembly of CS and DS chains by gly epimerases, and
those from a patient with mcEDS-CHSTI4 caused by a homozygous p.(Pro281Leu) > It st with the  biosynthesis  of a tetrasaccharide  linker  region, glucuronic
substitution in CHST14, showed a marked reduction in D4ST1 activity (Figure B); this acid-B1,3-galactose-p1,3-galactose-B1, 4-xylose-1-O- (GlcUA-Gal-Gal-Xyl-), onto serine residues of specific

change in activity resulted in a negligible amount of DS and an excessive amount of CS
(Figure C).

Decorin, which consists of a core protein and a single glycosaminoglycan (GAG)
chain, is a major DS-proteoglycan (PG) that plays an important role in the assembly of
collagen fibrils in the skin; it also plays roles in the pathophysiology of mcEDS-CHSTI14.
GAG  chains  of decorin-PG ~ from skin fibroblasts of a patient with
p.(Pro281Leu)/(Tyr293Cys) substitutions, as well as from skin fibroblasts of a patient with a
homozygous p.(Pro281Leu) substitution, contained only CS and no DS; in contrast, GAG
chains of decorin-PG from skin fibroblasts of healthy controls contained mainly DS (Figure
D). 4-O-Sulfation in CS and DS chains functions as an inhibitor of DSE. Thus, impaired
4-O-sulfation inhibition due to D4ST1 deficiency enables back-epimerization from L-iduronic
acid (IdoUA) to D-glucuronic acid (GIcUA) (Figure E). These results suggested a systemic
depletion of DS in patients with mcEDS-CHST14.

core proteins of PGs by f-xylosyltransferase (XyIT), GalT-I, GalT-Il and p1,3-glucuronosyltransferase-1
(GICAT-I),  respectively. Subsequently, a repetitive ~disaccharide region [N-acetyl-D-galactosamine
(GalNAc)-GlcUA], of chondroitin is elongated by the actions of N-acetyl-D-galactosaminyltransferase-1
(GalNACT-T), N-acetyl-D-galactosaminyltransferase-II (GalNACT-I1) and glucuronyltransferase-Il (GleAT-1I).
by chondroitin 4-0 (C4ST),
chondroitin 6-O-sulfotransferase (C6ST) and uronyl 2-0- (UST). A D

regionof dermatan is synthesized through epimerization of a carboxyl group at C5 from GICUA to IdoUA by
DSE. A mature DS chain is synthesized through modification with sulfation by D4ST1 and UST. (B)

Sulfotransferase activity toward dermatan in fibroblast cultures of skin from two patients with mcEDS-CHST14,

Chondroitin chains are matured to CS through

the mother of the patient, and a sex- and age-matched healthy volunteer. * p < 0.0001 by two-tailed unpaired
ttest. (C) Total amounts of CS and DS derived from fibroblast cultures of skin. Total disaccharide contents of
CS (white box) and DS (black box) were calculated based on the peak area in the chromatograms of the digests

with AC and B, respectively. (D) Proportion of the disaccharide units in the

CS-DS hybrid chain in decorin-PGs sccreted by the fibroblasts. Cyan, green, red and orange boxes are
GIeUA-GaINAC(4S). GICUA-GaINAC(6S), 1doUA-GalNAC(4S), and 1doUA(25)-GalNAC(4S), respectively.
Abbreviations of 25, 48 and 65 indicate 2-0-, 4-O- and 6-O-sulfate, respectively. (E) Schematic diagram of the
biochemical mechanism in the replacement of DS by CS in meEDS-CHSTI14. Defect in D4ST1 enables a
back-epimerization reaction that converts IdoUA back to GIcUA to form chondroitin by DSE, followed by the
4-O-sulfation and/or 6-O-sulfation of GaINAc residues in chondroitin by C4ST1 and C6ST1, respectively.



Q1I: Explain of Ehlers-Danlos syndrom

Q2: Explain clinical manifestations of musculocontractural Ehlers-Danlos syndrome.

Q3: Explain why chondroitin sulfate is synthesized instead of dermatan sulfate in the patient
with musculocontractural Ehlers—Danlos syndrome.

Q4: Consider the treatment methods of this disease.
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% of frail patients identified by G8
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Fig. 3. Sensitivity and 1-specificity of the original G8 for frailty on geriatric assessment
(GA) based on the presence of one or more (cut-off 1+) or two or more (cut-off 2 +) geriatric
conditions on GA for the different studies.

The sensitivity of the G8 to detect potential frailty ranged from 38% to 97% with a median of 85%.

The specificity was lower, with a median of 64% (range 28%-100%). Thus, the G8 yielded 15%
false-negative results, meaning potentially frail patients were incorrectly identified as fit and
36% false-positive, i.e. fit patients identified as potentially frail. Positive and negative
predictive value ranged from 37% to 100% and from 19% to 86% respectively (with medians of 86% and
56% respectively). There did not seem to be a difference in performance of the G8 comparing the cut-off
of 1 or more impaired domains versus 2 or more impaired domains; for studies using a cut-off of >1
to define frailty on GA, median sensitivity and specificity were 85% and 65% respectively (range
45%-90% and 35%-100%), while for studies using a cut-off of >2, median sensitivity and specificity
were 84% and 61% respectively (range 38%-97% and 28%-80%)
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144 : A systematio review on the assaoiation of the 68 with geriatrio assessment, prognosis and oourse of
treatnent in older patients with cancer, J Geriatr Oncol 10(F),847-858,2019 (1)

ABSTRACT
« Aim: The aim of this systematic review is to summaries all available data on the use of
the G8 screening tool in geriatric oncology, focusing on the diagnost

¢ accuracy of the G8
to predict the presence of impairments on geriatric assessment (GA) and on its association
with different clinical outcomes (survival, course of treatment and patient- centered
outcomes).

- Methods® A systematic search in MEDLINE and EMBASE for studies on the use of the G8 in
older patients with cancer.

- Results: The literature search identified 8987 reports, of which 54 publications from 46
studies were included (including 18 conference abstracts). 19 studies compared the
diagnostic characteristics of the G8 with GA. Median sensitivity and specificity of the G8
for frailty on GA were respectively: 85% and 64%. Out of the 24 studies addressing the
association of the G8 with survival, 15 (63%) found the G8 was associated with survival.

Six out of fourteen studies (43%) reporting on treatment-related complications found an
association between G8 scores and risk of complications. Treatment completion, health care
utilization and patient-centered outcomes were investigated less frequently.

- Conclusion: The G8 is a useful diagnostic tool to identify older patients with cancer who
require full GA and is associated with survival and treatment-related complications. Future
prospective studies should investigate whether the G8 is predictive for other relevant

clinical outcomes such as treatment completion and patient-centered outcomes.
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Discussion

This systematic review of 46 studies on the performance of the G8 shows that, although the G8 was
originally developed as a screening tool to detect vulnerable older patients with cancer who may
benefit from more elaborate GA, many studies also evaluated its association with survival and
treatment-related complications. We found a good sensitivity for the G8 compared to GA to detect
potentially frail patients. In addition, almost two-thirds of the studies that assessed the
association of the G8 with survival and 43% of the studies on treatment-related complications found

that low G8 scores were associated with poorer outcomes. Evidence on treatment completion, health

care utilization and patient-centered outcomes was limited, but a trend towards more functional

decline and poorer QoL in patients with low G8 scores was observed while an association between frailty

based on G8 and treatment completion or health care utilization was not found.
This

systemat
investigating different levels in frailty status, a wide range of cancer types, stages and treatment

review has limitations. First, study populations were heterogeneous,

modalities, thus hampering extrapolation of these results to individual oncology practice.
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In this study, we succeeded in the preparation of co-amorphous mixture-layered pellets
by simply mixing indomethacin (IND) crystals and L-arginine (ARG) crystals with
microcrystalline cellulose (MCC) spheres using a high shear granulator, without using
solvent and heating. The co-processing of IND crystals and ARG crystals increased the
amorphization rate of IND crystals and full amorphization was achieved in a shorter
processing time than for 120 min. At higher temperatures (20°C and 30°C), the
composite particles exhibited a single glass transition temperature (Tg) that
approached the theoretical value predicted the modified Gordon-Taylor equation,
indicating the formation of the co-amorphous mixtures of IND and ARG. Because
izati due to the enhancement of

is at higher
molecular diffusion, the amorphization tendency of IND crystals in the systems with
ARG increased with increasing jacket temperature in contrast to the systems without
ARG. At molar ratios of IND to ARG of 2:1 and 1:1, full amorphization of IND
crystals and co-amorphization were achieved, indicating that the threshold of the molar
ratio of IND to ARG was 2:1 in the formation of the co-amorphous mixture of IND
and ARG using this technique. The surface of the composite particles without ARG
was covered with micronized IND particles but was transformed into a smooth surface
by the co-processing of IND and ARG, indicating the formation of co-amorphous

mixture-l; d pellets. Recr of IND with ARG on the pellets
was not observed for at least 4 weeks. The concentration of dissolved IND from the
pellets exhibited ion and the increased with

increasing ARG to IND ratios. Although the dissolved concentration of the drug
decreased largely immediately after reaching the maximum, the addition of
hypromellose (HPMC) (10 % of the total weight of IND and ARG) to the pellets

d solvent-induced recrystallization of dissolved IND. Taken together, these
findings demonstrate the potential of this technique as a solventless approach for
preparing co-amorphous mixture-layered pellets through a one-step process.
Furthermore, this approach does not require using solvent and heating, and therefore it
of the devel of s products.

is expected to enhance the
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Purpose The intravenous injection of Ibi

often causes venous irritation
such as erythema, injection site pain, and phlebitis. The purpose of the present
study was to investigate the risk factor associated with the vinorelbine induced
venous irritation and to establish a suitable administration method of vinorelbine
Methods We analyzed the risk factor associated with venous irritation in 63
patients administered vinorelbine from April 2006 to September 2008. We
subsequently changed the regimen of vinorelbine and examined the incidence of
venous irritation in 24 patients administered vinorelbine from October 2008 to
March 2010. Results A multivariate logistic regression analysis revealed that the
dose of vinorelbine (>40 mg) was a significant predictor for venous irritation
(adjusted odds ratio=4.39; 95% confidence intervals, 1.33-14.49; p=0.015).
Moreover, the grade of venous irritation in patients administered vinorelbine at
the doses of 240 mg was significantly higher than that in patients administered
vinorelbine at the doses of <40 mg (p=0.011). Based on this result, we altered the
volume of normal saline for vinorelbine dissolution from 50 to 100 mL. After the
change of regimen, the grade of venous irritation induce by vinorelbine was
significantly decreased (p=0.034), although the incidence was not significantly
changed (46.0% versus 33.3%). Conclusions The change of regimen of vinorelbine
based on the analysis significantly decreased the grade of venous irritation.

Pharmacists can contribute to the ma for the I induced

venous irritation.
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