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Anastrozole for prevention of breast cancer in high-risk
postmenopausal women (IBIS-Il): an international,
double-blind, randomised placebo-controlled trial

Jack Cuzick, Ivana Sestak, John F Forbes, Mitch Dowsett, Jill Knox, Simon Cawthorn, Christobel Saunders, Nicola Roche, Robert E Mansel,
Gunter von Minckwitz, Bernardo Bonanni, Tiina Palva, Anthony Howell, on behalf of the IBIS-Il investigators™

Summary

Background Aromatase inhibitors effectively prevent breast cancer recurrence and development of new contralateral
tumours in postmenopausal women. We assessed the efficacy and safety of the aromatase inhibitor anastrozole for
prevention of breast cancer in postmenopausal women who are at high risk of the disease.

Methods Between Feb 2, 2003, and Jan 31, 2012, we recruited postmenopausal women aged 40-70 years from
18 countries into an international, double-blind, randomised placebo-controlled trial. To be eligible, women had to be
at increased risk of breast cancer (judged on the basis of specific criteria). Eligible women were randomly assigned
(1:1) by central computer allocation to receive 1 mg oral anastrozole or matching placebo every day for 5 years.
Randomisation was stratified by country and was done with blocks (size six, eight, or ten). All trial personnel,
participants, and clinicians were masked to treatment allocation; only the trial statistician was unmasked. The primary
endpoint was histologically confirmed breast cancer (invasive cancers or non-invasive ductal carcinoma in situ).
Analyses were done by intention to treat. This trial is registered, number ISRCTN31488319,

Findings 1920 women were randomly assigned to receive anastrozole and 1944 to placebo. After a median follow-up of
5.0 years (IQR 3-0-7-1), 40 women in the anastrozole group (2%) and 85 in the placebo group (4%) had developed breast
cancer (hazard ratio 0-47, 95% CI 0.32-0-68, p<0-0001). The predicted cumulative incidence of all breast cancers after
7 years was 5-6% in the placebo group and 2-8% in the anastrozole group. 18 deaths were reported in the anastrozole
group and 17 in the placebo group, and no specific causes were more common in one group than the other (p=0-836).

Interpretation Anastrozole effectively reduces incidence of breast cancer in high-risk postmenopausal women. This
finding, along with the fact that most of the side-effects associated with oestrogen deprivation were not attributable to
treatment, provides support for the use of anastrozole in postmenopausal women at high risk of breast cancer.

Funding Cancer Research UK, the National Health and Medical Research Council Australia, Sanofi-Aventis,
and AstraZeneca.

Lancet 2014; 383: 1041-48

Published Online
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Cost effectiveness of home ultraviolet B phototherapy for
psoriasis: economic evaluation of a randomised controlled

trial (PLUTO study)

Mayke B G Koek epidemiologist, medical doctar,” Vigfls Sigurdssan, dermatologist,’ Huib van Weelden,
investigator photodermatology,” Paul H A Steegmans, dermatologist? Carla AF M Bruijnzesl-Koomen,
professor of dermatology/allergology,’ Erik Buskens, professor of medical technology assessment™

ABSTRACT

Objective To assess the costs and cost effectiveness of
phototherapy with ultraviolet B light provided at home
compared with outpatient ultraviolet B phototherapy for
psofasis.

Design Cost utility, cost effectiveness, and cost
minimisation analyses performed alongside a pragmatic
randomised clinical trial (the PLUTD study) at the end of
phototherapy (mean 17.6 weeks) and at oneyear after the
end of phototherapy (mean 68,4 weeks).

Setting Secondary care, provided by a dermatologist in
the Netherlands.

Participants 196 adults with psoriasis who were clinically
eligible for narrowband (TL-01) ultraviolet B phototherapy
were recruited from the dermatology departments of 14
hospitals and were followed until the end of
phototherapy. From the end of phototherapy onwards,
follow-up was continued foran unselected, consecutive
group of 105 patients for one year after end of
phototherapy.

Interventions Ultraviolet B phototherapy provided at
hiome (intervention) and conventional outpatient
ultraviolet B phototherapy (control) in a setting reflecting
rouline practice in the Netherlands, Both treatments used
narrowband ultraviolet B lamps (TL-01).

Main outcome measures Total costs to society, quality

0.291 QALY (home v outpatient) by the end of
phototherapy (difference 0.0052, —0.0244 to 0.0348)
and 1.153 versus 1.126 QALY by one year afterthe end of
phototherapy (difference 0.0267, -0.024 to 0.078).
Incremental costs per QALY gained were €9276 and
€4646 respectively, both amounts well below the
normally accepted standard of €20 000 per QALY. Cost
effectiveness analyses indicated that the mean number of
days with a relevant treatment effectwas 2.4 versus 55.3
by the end of phototherapy (difference -12.9, -23.4 to
=2.4). By one year after the end of phototherapy the
numberof days with a relevant treatment effect were
216.5 and 210.4 respectively (6.1, -41.1 to 53.2),
yielding an incremental cost of €20 per additional day
with a relevant treatment efect.
Conclusions Home ultraviolet B phototherapy for
psoriasis is not more expensive than phototherapy inan
outpatient setting and proved to be cost efective, As both
treatments are at least equally effective and patients
express a preference for home treatment, the authors
conclude that home phototherapy should be the primarny
treatment option for patients who are eligible for
__phototherapy with ultraviolet B leht
Trial registration Current Controlled Trials
ISRCTNA3025173 and Clinicaltrials. gov NCTOO150930
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Clinical Outcome of Endoluminal Treatment of Unr a in Elderly Patients

Dong Kil Hong, M.D." ung Cho, M.D. - Seung Hun Sheen . - Byung-Heon Lee

Department of Vefemn@eparﬁnenf agnology College of Medici ookyung University, Gangsan, Korea




ZU Mo olgvto] XY XM WY DHo| obyr] B
OFA}

O O

olfstista A, 'MeHd A} JISANIS2 S ENS|
SZE - HxM' - FRA LARIIA] Ré.

Establishing Chronic Stroke Rat Models by|MCA|Occlusion Using Intraluminal
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BH(‘kglUlllld : The I)I"E‘\'H.EEHCE of intracranial aneurysms i the elderly i1s mcreasing. However. most freatment .strategies for

?» ABSTRACT

the elderly iNcontroversial and related research in the elderly has been msufficient.| Methods |: Eighty-four patients = 65 years

of age with intr ual aneurysms who received definitive freatment at our hospital between March 2007 and June 2010 were

subjected to this s hirty-seven patients who had undergone endovascular treatment (EVT) were categorized into group I

while 47 patients wh mdergone microsurgical treatment (MST) were categorized into group II |Results |: When the

Glasgow Outcome
_I"—.I—'IT. 0S=4) when the Hunt-Hess grade (HHG) is good (HHG=2) and the size of
ObJeCtlve G] and p=0.000 [aneurysm size]). In the two groups in which EVT and MST
were performed, the average values of the GOS scores by Student’s t-test displaved a significant difference (4.54 [EVT] and

Eﬁ-—.xo.' O-": wvas independent to rupture, was evaluated at the time of discharge there was a
trend of acquiring i

the aneurysm is s

4.13 [MST]. respectively. p=0.046). However. univariate and multivariate analyses were not statistically significant. Conclusion :

If the clinical results are siumilar in th Winrracmnial aneurysms. then EVT i1s less invasive with less

[ opoiofat

OFA| Pl

» ABSTRACT

FaT¥els
Results

Actenistics and treatment outcomes of DAC ysins. | Materials and Methods|: The

Objective|: Distal anterior cerebral artery A) aneurysms are wgical management presents some

unique technical difficulties. We retrospec yvsm cases. their clinical features

and treatment outcomes to assess the ¢

medical records of 33 patients with 34 ruptuwred and uwnruptured DACA anewrysms were 1
surgery and four were treated b}-'embolization at our institution between September 1992

presentation. radiologic features and surgical and endovascular treatment outcomes were analyzed.| Result|: In our series. the

ed. Of these. 29 had undergone

d January 2010. The clinical

mcidence of DACA anewrysms was 35 of 1106 (3.1%) aneurysms. The most common location of these 35 aneurysms was the

associated vascular anomalies such as azygous anterior cerebral artery and Moyamoya disease were found m six patients (18%).

Ninety four percent of the anewvsms| Al =|.°.I = ameter. Twenty nine patients were treated by surgical clipping
(= Fumling el

-3
(o] I:O-I —_ = R{A]
— = Ta= rable outcomes (modified Rankin Scale <4) in 29 of the 33

patients with a tailored surgical approach and coil embo Therefore. DACA anewrysms should be treated aggressively even

to the aneurysmal surgery or endovs bserved. Conclusion : DACA aneurysms have a tendency to

rmupture before becoming large or gia

if they are <10 mm in diameter and early surgery can D Nce the rate of rebleeding.

KEY WORDS : Intracramal Aneurysm - Anterior Cerebral Artery -|DACA
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and Methods

Patients
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rysms (HHG < IID). with

Between March 2007 a1 ¢ 2010. 101 patients = 65

yvears of age were hospitali iptured or unruptured

intracranial aneurysms at venteen natients

the exception of those with unruptured anewrysms (20
[54.05%]), while there were 9 patients (24.32%) with
high-grade aneurysms (HHG > III). The main associated

risk factors and pre-existing illnesses included arterial

with incomplete data. tl SF_ A AHl=
and those with multiple

discovered when both

Materials and Methods

ertension. cardiac disorders and diabetes. Arterial
ertension was present in 12 patients (48%). cardiac

rders in 5 patients (20%) and diabetes in 4 patients

same patient, were exclided. In all circumstances, both
the neuroradiologist and neurosurgeon jointly assessed the

aneurysm primarily for complete occlusion. The standard

(16%). Other factors were smoking and gastrointestinal
disorders. Thuty-three anewrysms (89.19%) were in the

anterior circulation and 4 aneurysms (10.81%) we1‘e| i

In this report. we present detailed angiographic find-
ings and ftreatment outcomes of 33 patients diagnosed

with DACA aneurysms.

Materials | and Methods

Thirty-three patients with DACA aneurysms underwent
surgery or endovascular treatment at our institution be-
tween September 1992 and January 2010, We performed
a review of the clinical and radiologic records of all pa-

tients with DACA aneurysms.

recanalization 6 months postoperatively.

mRS was used to assess the clinical outcomes for all
patients at the time of discharge and at 6 months
post-operatively.

Results

1. Clinical characteristics
DACA
aneurysms from 1106 surgically treated aneurysm patients.

We i1dentified 33 patients (3.1%) with 35

There were 19 women (57%) and 14 men (43%) and the
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were properly dissected. the extracrania

=

was ligated by tying. and the emissary communicating

vein was coagulated using a bipolar coagulator.

Conclusion

SP 1s a rare vascular malform Although 1t 1s rare.

diagnosis 1s possible based on its v mical features.

oten| LielA AIATL
QIR| o

vel is located around a hematoma with
the fluid-blood level

could merely indicate bleeding of recent origin. The flu-

significant peri-hematoma edema.

id-blood level could also be due to coagulopathy when it
is located in the center of a hematoma with less peri-
hematoma edema. Patients with occult pathology have a
Thus.
ICH with a flud-blood level should prompt a thorough

poor prognosis and require special treatment. an

Moreover. because SP may caus

E—l—lx o.lln_
cations and cosmetic problems.

Conclus1on°| =)

cular management is required.

search for occult pathology.
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Table 3.|ASAS|c

tion criteria for axial spondylarthritis

(in patients with b:i\,ﬁ pain =3 months and age at onset <45 vears)

Sacroiliitis on imagi or HLA-B27
+ =1|SpA [feature®* + =2 other SpA features™*
** SpA features: * Sacroiliitis on imaging
[nflammatory back pain Active (acute) inflammation on MRI
Arthritis o highly suggestive of sacroiliitis
I i B :

Enthesitis (heel) associated with SpA

MZEE°| 1S

Uveitis . or
Dactylitis Definite radiographic sacroiliitis
Psoriasis according to mod. New York criteria

Crohn” s disease/ulcerative colitis
Good response to NSAIDs
Family history ofr SpA
HLA-B27
Elevated CRP
Sensitivity 82.9%, specificity 84.4%;: n=649 patients with chronic back pain and age at onset<45 years. Imaging arm (sacroiliitis) alone has a
sensitivity of 66.2% and a specificity of 97.3%. **Note: Elevated CRP is considered a SpA feature in the context of chronic back pain




Table 1. Demographics and clinical risk factors (N = 116)

Demographics | I 1=l

i + standard deviation

Age (vears) M=E0| U=, ) 645 + 8.7
Height (cm) 1553 £ 6.2
Weight (kg) 562 + 94
Clinical risk factor Numbers (percent)
Previous fracture 18 (15.5%)
History of hup fracture in parents 6( 5.2%)
Current smoking 2( 1.7%)
Glucocorticoid = 3 months 0( 0%)
Rheumatoid arthritis 0( 0%)
Secondary osteoporosis (type 1 DM) 5( 4.3%)
Alcohol 3 or more units/day 2( 1.7%)

DM, diabetes mellitus



Fig. 1. (A) Map of the Tg—BRAF transgene. A Spe I/Sal | fragment containing the bovine thyroglobulin er, rabbit h—globin
intfron 2, and the myc—tagged BRAFT17394A cDNA containing the endogenous human BRAF polyade/4lation signal was used
for injection., Upper arrow, transcriplion start site: blue boxes, 5 V untranslated regions (Adopted from Cancer Res
2005:65(10):4238-4245). (B) Gross inspection of thyroid glands derived from 27 week old thyroid specific BRAF™"" ransgenic
mouse, Removal of the central compariment of neck including skin and strap muscle exposes the trachea and thyroid gland,
Thyroid glands are located on each side of frachea (arrows). (C) Gross inspection of thyroid gland extracted from a wid type
FVB/N mouse, Thyroid glands consist of two vamus tabes without an isthmus (arrows). (D) Gross inspection of thyroid gland
exiracted from 39 week old thyroid speciiic BRAF"® ~ transgenic mouse. Thyroid glands are noficeably lager than wile type




Fig. 4. Representative figures of thyroid gtands from 39 and 44 week plaDoaCVEE Gia mice, (A~E) Thyroid glands

of 39 weeks old mice. (A) On asures about "ll-=<o-|| .u.AI bes of thyroid gland fuse in
the midiine of trachea, (B) Th asis to the ly AMoO| —2ts] ind and surrounding skeletal
muscle. (C) Thyroid gland con egular shape “E I T /83 ) celis focaly grow as a solid
mass of cells. (D) Follicular ce ed and sized cell. (E) Ciia— ctures of folicular cell are maore
prominent (arrows), (F~K) Thyroi of 44 weeks old mice. (F) Thyroid gland measures ut 5 mm in the largest length.
Thyroid gland is a large solid G ~|) Thyroid follicular cells nearly entirely grow as a solid s, Irregular shaped follicles
are rarely founded among Dmﬁmn There is a infiltate of inflammatory cells in folicules. (J) Folicular cells with cilia—like

structures are noted.
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