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via southeast China, Guangxi province, and Hong
Kong?*® There have been enormous increases in' the
amount of heroin smuggled into Taiwan and in the
number of intravenous drug users since 2002, when
five intravenous drug users from southern Taiwan were
diagnosed as the countiy’s first HIV-1 seropositive cases
infected with CRFO7_BC. Even though the Hong Kong
authorities identified three cases of CRF07_BC infection
in 2001, a serious outbrezk in that city's population of
intravenous drug users is believed to have been blocked
by a methadone maintenance programime.?
Clearly, close monitoring of emerging HIV-1 subtypes
related to intravenous drug use and implementing
- harm-reduction progratames are vital to preventing
similar outbreaks in other populations of intravenous
drug users in neighbouring countries. In 2005, Alex
Wodak, lerry Stimson, and other harm-reduction
experts were invited to Taiwan to share their experiences
with government officials, medical field-workers, and
public-health professionals. After careful study of
harm-reduction programmes in place in Hong Kong
and Australia, a pilot programme was started in four of
Taiwan's 23 administrative areas in September, 2005.
This programme has since been expanded nationally,
and consists of 427 service sites for syringe exchange
plus centres for methadone maintenance therapy. Free
methadone is provided to HIV-1-infected intravenous
drug users while HIV-1 seronegative intravenous drug

50

users have to pay about US$1600 a year. The Taiwan
Centers for Disease Control plans to provide methadone
maintenance to intravencus drug.users in prisons,
and the country’s Bureau of Controlled Drugs will start
producing methadone to assist in the govemment's
commitment to providing methadone maintenance to
30000 intravenous drug users by 2009,

All parts of Asia are reporting: rising numbers of
HIV-positive and AIDS patients in male homosexuals
and bisexuals. In Taiwan, HIV-1 infection rates in men

_ who have sex with men in gay saunas in different
cities currently range from 5-2% to 15-8%.°* The

same population has high rates of syphilis, 8-1-13-8%,
depending on the city.**" Taiwanese male homosexual
and bisexval HIV-1/AIDS patients have also been
diagniosed with significantly higher rates of syphilis
than have heterosexual patients® Furthermore, the

" percentage of homosexval or bisexual HIV-1/AIDS

patients under the age of 20 years is significantly higher
than that of heterosexual patients, 3-0% versus 1.7%.%
In addition to the stigmatisation of homosexuality in
Taiwanese society, the lack of accurate information on
homosexuality in sex education and on risk factors in
AIDS education increases the risk of contracting HIV
and other sexually transmitted infections within the
country’s population of men who have sex with men.
Whilst a community-based prevention programme for
such_men has been developed by a group of academic

and grass-roots non-governmental organisations,
a current chaflenge is the implementation of this .=

programme into a national programme, and making it
a priority. ' _

Taiwan's dinical spectrum of AIDS patients is similac
to those reported in other developed countries, but
significant differences have been noted in indidences
of opportunistic infections. For example, the incidence
of tuberculosis in patients with advanced illness is
high in Taiwan (24-6%) and the rate of endemic fungal
(Penicillium marmeffei) infections is increasing.®* On the
positive side, the effort b)'r the Taiwanese Government
since April, 1997, todistribute highly-active antiretroviral
therapy for free® has resulted in dramati¢ decreases in
morbidity and mortality from HIV-1 infection.™

Because of their high background prevalence,
HBY and HCV coinfections with HIV are particularly
important in Asian countries in terms of HIV
transmission via injecting drug use.” In a survey of
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459 jntravenous drug users infected with HIV-1, oﬁe
of us (Y-MAC) found that 456 (99-6%} also'had anti-
HCV antibodies and 77 {16-8%) were seroposmve for

HBsAg. The long-term impact of hepatitis coinfections

en HIV and. on morbidity and mortality from liver

" disease requires monitoring.

By the end of 2006, 19 confirmed cases of vertical
HIV-1 transmission have been reported to the Taiwan
Centers for Disease Control* tn Janvary, 2005, the

- agency " started a national ‘programme focused on .

prevention of mother-to-child transmission, and five
cases of vertical transmission were reported in 2005.
By June, 2006, the screening rate had reached 97-4%,

"and 47 of 338452 preghant women (13-9 per 100 000)

tested in Taiwan have been identified as having HIV-1
infections and have received antiretroviral therapy to
prevent mother-to-child transmission. To increase the

participation rate, there is discussion of changing the

voluntary counsefling and testmg strategy from-opt in
to opt out.

Several positive respanses to the HIV/AIDS epidemic
in Taiwan should be mentioned. In 1990 an AIDS
Preverition and Control Law was passed to protect the
rights of people with HIV/AIDS for treatment, education,

" and employment. Since 1992, 16 non-governmental

oraanisations registered or established in Taiwan have
provided shelter, care, counselling, anonymous testing,
and AIDS education. One in particular, the Peaple Living
with HIV/AIDS Rights’ Advocacy Assodiation, has been
addressing human rights issues related .to HIV/AIDS
since 1997, However, most such organisations have

their headquarters and facilities in northern Taiwan, and:

two-thirds of the country’s intravenous drug users live
in central and southern parts. In addition, many social
workers é_mployed by non-governmental organisations
are still unfamiliar with issuesrelated to drug.abuse and
inexperienced ininteracting with intravenous drug users.
There is a clear and immediate need for counselling

-workshops for medical staff and social workers.

As the Hiv-1infection threat intreases, there are many
signs of persistent denial and resurgent drscnm:nation in
Taiwan. Several important issues need to be addressed:
sentinel susveillance of fernale sex workers, sociat wel-
fare institutions and housing for homeless people with
HIV/AIDS, financial support .for non-governmental
organisations, training and re-education programmes
aimed at changing the attitudes of medical staff toward

www.thelancel.corn Vol 369 February 24, 20607

people with HIV/AIDS, and rﬁore_fun'ding for_.AlDS re-
search, esp‘ecially vacciné development.

*Yi-Ming Arthur Chen, Steve Hsu-Sung. Kuo-

- AIDS Prevention and Reszarch Centérand Institute of Public

Health, National Yang-Ming University, 112 Taipei, Taiwan,
(Y-MAC); and Centers for Disease Contral, Taipel, Taiwan (SH—SK)
Arthur@ym.edu v
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Ophthalmic
Surgery in Prion

Dlseases -

Tsuyoshi Hamaguchi,*1"

Moeko Noguchi-Sh'inohara,*
Yosikazu Nakamura,{? Takeshi Sato 32
Tetsuyuki Kitamoto,§? Hidehiro Mizusawa,{j2

- and Masahito Yamada*?

Eleven (1.8%) of 557 patients underwent ophthalmic
surgery within 1 month before the onset of prion disease or
after the onset. All ophthatmologists reused surgical instru-
ments that had been incompletely sterilized to eliminate
infecfious prion protein. Ophthalmologists should be aware
of prion diseases as a possible cause of visual symptoms
and use disposable instruments whenever possible.

isual impairment occurs in 10% to 20% of patients

with sporadic Creutzfeldt-Jakob disease (sCJD} dur-
ing an early stage of the disease (Heidephain variant) (7,2).
Some patients with prion diseases may visit ophthalmolo-
gists with visual impairment due to prion diseases or with
coexisting age-related eye discases (3,4).

Infectious prion protein (PrPS¢) was identified in the
retina and optic nerve in patients with variant CJD (vCID)
and sCID (5,6), and CJD has been transmitted by comeal
transplantation (7,8). In the World Health Organization
(WHO) guidelines, cyes were classified as highly infec-
tious tissues (9). : ‘

Secondary transmission of PrPSe through ophthalmic
surgery could possibly be prevented around the onset of
prion diseases, although swgery that is performed long
before the onset of prion diseases would not have that
potential. It i5 important to understand the current status of
ophthalmic surgery for patients with prion diseases and to
clarify the clinical features of the patients with prion dis-
eases who undergo ophthalmic surgery. Here; we describe
the relevant data from CJD surveillance in Japan.

The Study

We analyzed the patients with prion diseases who had
been registered by the CJD Surveillance Committee in
Japan from April 1999 through March 2005. We prospec-
tively investigated each patient with a surveillance proto-

*Kanazawa University Graduate School of Medical Science,
Kanazawa, Japan; t.Jichi Medical University, Shimotsuke, Japan
INationai Center for Neurology and Psychiatry, ichikawa, Japan;
§Tohoku University Graduate School of Medicine, Sendai, Japan;
and ffTokyo Medical and Dental University, Tokyo, Japan

f .
col that assembled information about lifé history, previous

medical history, clinical history, laboratory data, and .

results of molecular genetic and pathologic anaIyses
Written consent, approved by the Institutional Ethics
Committee, was obtained from all the patients’ families;

members of the Surveillance Commitice examined the

patients and collected the data.

We classified the patients into 4 categories: -sCID,

infectious prion diseases, inherited prion -diseases, and
unclassified prion diseases. sCJD was diagnosed according
fo the classical criteria established by Masters et al. (J0),
Infectious prion diseases included CID associated with
cadaveric dura mater graft (dCJD) or other iatrogenic
opportunities for prion infection, in which the criteria for
sCJD were applied for the diagnosis, and vCJID, in which
the diagnosis was based on WHO criteria (2001) (7).

Regarding the accuracy of the diagnosis of inherited prion
diseases, cases verified by pathology report were defined
as definite, and cases with mutations in the prion protein
gene and neuropsychiatric manifestations compatible with
prion diseases were defined as probable. -

Among patients with a history of ophthalmic surgery,
we directed special attention to the patients who had a his-
tory of eye surgery within 1 month before the obvious onset
of prion disease or after the onset. Because the onset of
prion discases often overlaps with various kinds of prodro-
mal symptoms, determining the precise time point of onset
is. difficuit; therefore, we included the period of | month
before the obvious onset. To gather information about the
ophthalmic surgery, we mailed questionnaires to the oph-
thalmologists who operated on these patients, requesting
the following information: diagnosis of ophthalmologic
diseases, surgical procedures perforined, changes in the
symptoms after the surgery, whether the instruments were
reused, and methods of cleaning reused instruments.

To ascertain the clinical features of prion diseases, we
analyzed the patient’s age at onset and duration of disease
course, which was calculated as the interval between the
onset and the appearance of the akinetic mutism state or
deatti in the patients who died without akinetic mutism.
Among early clinical manifestations of prion diseases,
dementia and visual disturbance are major determinants
that wonld influence the indication for ophthalmic surgery,
so we grouped the patients according to whether they had

dementia or visual impairment within 2 months after onset.

of symptoms:
The sex distribution of the patients who had oph-
thalmic surgery around the time of onset of clinical symp-

Current affiliation: ishikawa Prefacture Central Hospital,

Kanazawa, Japan
zMember, Creutzfeldt-Jakob Disease Surveillance Committee,
Japan
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toms and those who did not was compared by Fisher exact
tests, and differences in age at onset and disease duration
were compared by Mann-Whitney U tests. We used 2
tests to compare the distribution of the patients with or.
without dementia or visual impairment within 2 months of

. dnset, Statistical significance was defined as p<0.05.

We found 597 patients with definite or probable diag-
nosis of prion diséases: 468 (78.4%) with sCID; 78
(13.1%) with inherited prion diseases; 48 (8.0%) with
infectious prion diseases, including 47 cases of dCJD; and
1 patient with vCJD and 3 patients with unclassified CJD.

Thirty-seven patients (6.2%) had a history of oph-~
thalmic surgery at some time in their lives. Among them,
11 patients (1.8%) underwent ophthalmic surgery within 1

- month before the obvious onset of prion disease or after

the onset. Except for 1 patient with Gerstmann-Striussier-
Scheinker disease, all of these patients had sCID. There
have been no reports of the development of prion diseases
in patients who underwent ophthalmic surgery after the
ophthalmic surgery of patients with prion diseases.

Ten patients with sCJD underwent ophthaimic surgery
within 14 months of symptorn onset, and 8 of them had
ophthalmic surgery within 4 months of symptom onset
(Table 1). At clinical onset, 4 -patients exhibited visual

"symptoms, 5 had dementia, and 1 patient had a gait distur-

bance. All patients underwent surgery for cataracts, €éxcept
for | patient who underwent surgery for a detached retina.
According to the reports on the surgical outcome by the
ophthahmologists of 7 patients, visual disturbance was
unchanged in 2 patients, deteriorated in 1, and improved to
some extent in 4 after surgery. All ophthalmologists reused
some surgical instruments and cleaned instruments by
either autoclaving or the ethylene oxide gas method, which
have been reported to incompletely sterilize PrPSe (9,/2).

Ophthalmic Surgery in Prion Diseases

¢

Clinical features were compared between sCID
patients who did and did not have ophthalmic surgery .
(Table 2). The patients who had ophthalmic surgery had a
significantly longer disease duration than those without
(p=0.0004). Regarding early clinical symptoms within 2
months after onset, the subgroup with visnal symptoms
without dementia was significantly overrepresented
among the patients who had ophthalmic surgery compared
with those who did not have swrgery (p= 0.0004).

Conclusions .

Qur study showed that, in 1.8% of the patients with
prion diseases, eye tissues were operated on within |
month before the obvious onset of prion disease or afiter
the onset. In addition, the sCID patients who underwent
surgery had a significantly longer duration of the disease

- course as well as significant overrepresentation of visual

symptoms without dementia in the early phase, compared
with patients who did niot have ophthalmic surgery.

The prevalence of ophthalmic surgery around the fime
of clinical onset of prion diseases in our study is similar to
that (2.0%) in a report from the United Kingdom (/3). In
the UK study (/3), patients with Heidenhain variant cases
constituted 40% of sCJD patients who had ophthalmic sur-
gery. Barly visual impairment (due to prion diseases)
would prompt ophthalmologists to perform surgery.

Currently, cataract surgery is recommended to
improve physical or cognitive function in elderly patients
(74,15). It should be noted that, after performing eye sur-

" gery on patients with prion disease, all ophthalmologists

reused surgical instruments that were sterilized with proce-
dures that are incomplete for the sterilization of Prpse,
although the WHO infection control guidelines for prion
diseases (9) strongly recomimend single-use surgical

Table 1. Characteristics of sCJD patients and ophthalnic surgery”

- Disease Visual .
Patient Sewxfage, duration, Symptom at Cphthalmic Interval, symptoms Reused
no. ¥t meg sCJD onsel disease mo§ after surgery  instruments  Cleaning method
1 M/gt - 8 Visual Cataract 4 . NA NA NA
2 . MF61 15 Demenfia Cataract 0 Improved Yes Autoclave
’ i {135°C for 9 min})
3 Fis4 20 Visual Cataract 14 Not changed Yes EOG
4 F/5g 3 Dementla - Detached retina -1 Improved Yes EOG
5 Fi57 10 Dementia Cataract 10 NA NA ) NA
8 Frrs 5 Dementia Cataract - -1 Improved Yes - Seles
7 W74 16 Visual Cataract 3 Improved Yes Auteclave {132°C
for 10 min), EOG
8 F/g3 5 Visual Cataract 1 Deteriorated Yes Aufoclave
{132°C for 10 min)
9 Mf79 6 Gait disturbance Cataract 2 Not changed Yes Autoclave
. {121°C for 60 min)
10 F/68 3 Dementia Calaract 1 NA NA NA
*sCJD, sporadic Creutzfeldi-Jakob disease; visual, visual impairment; NA, not availabile; EOG, ethylene oxide gas.
At sCJD onsel.
1Disease duration, the duration from onsef {0 akinetic mutism state or death il the patients rever displayed akinetic mutism.
§Between surgery and sCJD symptoms,
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DISPATCHES

Table 2. Clinical symptoms of sCJD within 2 mo after disease onset* f
) Ophthalmic surgery -

Characteristic " No,n=458 Yes, n=10 Total p value -
Female/male - ‘ ) 263195 . 64 269199 0.57
Age al onset, y; mean+SD . : 66.8+9.9 " 68.3%9.1 66899 074
Disease duration, T mean £ SD 42+48 8.1+6.0 43+ 49 0.0004
Clinical symptoms (%) )

Dementia (+)/visual impafrment (+) 153 (34.2) 4 (40.0} 157 (34.3)

Dementia {+)/visual impairment {-) . 239 (53.3) 3(30.0) 242 (52.8) 0.0004

Dementia (~)/visual impairment (+) 16(3.6) + 3(30.0 19(4.1)

Dementia (—)}/visual impairment {-) 40-(8.9} 0 40(8.7)

*sCJID, sporadic Creutzfeldt-Jakab disease; SD, standard deviation; +, with; -, without,
‘tDisease duration, the duralion from onset to akinelic mutism or death if patients never d:splayed akinetic mutism.

instruments for procedures involving highly infective tis-
sues. The fact that no secondary iatrogenic cases that could

5.

be attributed to surgical procedures were found during our ; .

investigation does not diminish the need for ophthalmolo-
gists to be aware of CJD as a cause of visual symptoms
(including symptoms mimicking those of cataracts) and
highilight the importance of using disposable instruments
whenever possible to avoid cross-contamination.
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