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KRAS-Mutations in Metastatic Colorectal Cancer and the Effect of
Bevacizumab

Katerina Shulman, Ofra Barnett-Griness, Meira Melamed Frank, Leon Raskin,
Abraham Kuten, Stephen B. Gruber , Flavio Lejbkowicz, Gad Rennert

Background: Laboratory research of metastatic colorectal cancer subdivided the
disease into a number of molecular sub-types mainly based on the status of the
KRAS gene. There is an open question of the different biological behavior of a tumor
and the treatment effect of Bevacizumab.

Methods: Included were 397 colorectal-cancer patients from the Israeli population-
based MECC-Study treated for their first metastatic event with Irinotecan-based or 5-
fluorouracil protocols, with or without Bevacizumab, and no surgery of metastases.
Patients were diagnosed between 1998-2010 and were followed-up until October
2011. Mutations in KRAS codons 12, and 13 were identified by direct sequencing
and SNP assay-by-design. Date of metastases , death and treatment details were
extracted from the oncological follow-up records supported by computerized
pharmacy records.

Results: A total of 267 cases were treated with Irinotecan-based chemotherapy, 96
(36%) of these in combination with Bevacizumab. A total of 130 cases were treated
with 5-Fluorouracil (5FU) treatment, the majority (98%) without Bevacizumab.
Mutation in codons 12 or 13 in KRAS was identified in 162 cases (41%), with 16.4%,
10.1% and 7.1% harboring mutations in the codons G12D, G12V and G13D,
respectively. 1%-line Irinotecan-based chemotherapy and Bevacizumab showed
improved overall survival (OS) in cases with KRAS-WT tumors (HR=0.69;p=0.048),
and KRAS - mutated tumors (HR=0.68,p=0.07 ). This effect was not different across
sub-types of KRAS mutation. The assessment of the prognostic effect shows that
mutation in the codon 12 or codon 13, G13D (HR=2.4) and G12D (HR=1.8)
experienced a worse OS, while G12V (HR=1.3) and all other codon 12 mutations
combined (HR=1.2) did not.

Conclusion: Added to 1st line Irinotecan-based chemotherapy, the treatment effect
of bevacizumab on OS was not found to have a significant difference between KRAS
sub-types of metastatic colorectal cancer. The data supports a prognostic effect of
G13D and G12D KRAS mutations.
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A Somparison of Two New Technologies for Percutaneous Vertebral
Augmentation: Confidence Vertebroplasty vs. Sky Kyphoplasty.

Yoram Folman
Dept. of Orthopaedics B, Hillel Yaffe MC

Background : Cement vertebroplasty has been performed for over a decade to treat
painful osteoporotic vertebral compression fractures (OVCFs). Kyphoplasty is
considered a further step in the evolution of vertebral augmentation.

Objectives: To evaluate the efficiency and safety of two systems to treat

Ovce: Confidence Vertebroplasty (CV) compared to Sky Kyphoplasty (SK).

Metods: This prospective study included 45 patients with OVCF. Fourteen were
treated with CV and 31 with SK. An imaging evaluation using a compression ratio
(height of anterior vs. posterior wall) and local kyphotic deformity (Cobb angle) was
performed prior to the procedure and 12 months later. Evaluation of pain was carried
out using a visual analogue scale.

Results: The mean compression repair was 12% in the CV group compared to 25%
in the SK group. Mean kyphotic deformity restoration achieved using CV was 41%
compared to 67% using SK. In both groups the pain severity was equally reduced by
a mean of 43%.

Conclusion: The SK system is technically superior in restoring the vertebral height
and repairing the kyphotic deformity, an advantage that was not manifested in pain
relief - the most important variable. Both systems have a high level of safety. The
cost-benefit balance clearly favors the CV system.
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The Fixion Expandable Stem Hemiarthroplasty for Displaced Femoral
Neck Fracture: Technical Features and Pilot Study

Nimrod Ron, Gil Laufer, Yoram Folman
Dept. of Orthopaedics B, Hillel Yaffe MC

Background: Management of displaced femoral neck fracture in elderly patients is
challenging due to the patient’s high risk profile, poor quality bone stock and muscle
weakness.

Materials and methods: Fifty-one patients with displaced (Garden 3—4)
intracapsular femoral neck fractures were treated with a newly designed Fixion
expandable stem hemiarthroplasty implant and followed thereafter for a minimum of
6 months.

Results: Thirty patients (58.8%) had concomitant diseases graded 3—4 by the ASA
scoring system. Two patients (4.8%) incurred deep wound infections that
necessitated hardware removal. One case (2.6%) of dislocation was treated by
closed reduction. Forty-two patients (82.4%) survived >6 months and cooperated
with the study protocol. Mild groin/thigh pain was reported by 11 patients (26.2%).
Twenty-six (61.9%) had lost 1-2 out of 4 grades of mobility.

Conclusions: Fixion implant may be considered a further step in the evolution of
femoral joint hemiarthroplasty. In the short term, it has proven to be as effective as
cemented implant and to be user-friendly for the surgeon. It is also anticipated to be
feasible whenever revision is required.
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Skin Necrosis After Self-administered Intramuscular Diclofenac.

Ofir Uri, Ehud Arad.
Dept. of Orthopaedics B, Hillel Yaffe MC

Intramuscular diclofenac is used extensively for pain relief in medical practice. Tissue
necrosis is a rare but serious complication of intramuscular injections. The
pathogenetic mechanism is still not completely understood. A case of tissue necrosis
following self-administration of diclofenac inadvertently injected into an arterial
perforator branch of the superficial femoral artery is reported, supporting a vascular
pathogenesis.
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Nucleoplasty is Effective in Reducing Both Mechanical and Radicular
Low Back Pain: A Prospective Study in 87 Patients

Yoram Folman
Dept. of Orthopaedics B, Hillel Yaffe MC

Background: Nucleoplasty is a method of increasing popularity in the past few
years. It has a role when dealing with pain of spinal origin either radicular or both
radicular and mechanical after conservative treatment has failed and before open
procedure.

Methods: Eighty-seven patients with a minimal follow-up of 1 year were prospectively
followed after they underwent nucleoplasty procedure for either radicular or a
combination of radicular and mechanical low back pain. All patients underwent
physical examination and completion of visual analog scale score and Oswestry
Disability questionnaires after 1, 3, 6, and 12 months. Thirty-nine of them were
followed after 2 years.

Results: After 1 month, 66 patients (76%) were satisfied with the results. After 3
months, 60 patients (69%) had significant pain relief, whereas in 27 cases (31%)
there was no improvement. After 6 months of follow-up, 57 patients (66%) had pain
relief and in 30 cases (34%) there was no effect. At 12 months of follow-up, 55
patients (65%) showed good results and 30 patients (35%) had no effect. In the case
of the 39 patients who were followed for 24 months, 23 patients (59%) had significant
pain relief. A statistically significant reduction in the Oswestry index was also noted
for the series in all intervals. Minor complication occurred in 23 patients (26%) who
had transient discomfort and burning pain at the insertion site of the nucleoplasty
wire.

Conclusions: We concluded that the nucleoplasty technique is a safe and effective
procedure for radicular or combined radicular and mechanical low back pain and
should be used in selected cases before open surgery after conservative treatment
has failed.
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Radiofrequency Treatment has a Beneficial Role in Reducing Low
Back Pain due to Facet Syndrome in Octogenarians or Older

Yoram Folman
Dept. of Orthopaedics B, Hillel Yaffe MC

Background: Chronic low back pain is a disabling phenomenon that can cause a
severe reduction in quality of life, especially in elderly patients. Surgical treatment is
sometimes a big challenge for these elderly patients. Radiofrequency (RF) ablation is
an increasingly popular method for treating low back pain caused by facet syndrome.
The purpose of this study was to evaluate whether RF neurotomy is effective in terms
of pain reduction and functional outcome in elderly patients.

Patients and methods: Fifty-eight patients aged 80 years and older who had
chronic mechanical low back pain were examined after they underwent RF heat
lesion of the medial branch. Follow-up occurred 1, 3, 6, and 12 months after
treatment. Pain was measured on the visual analog scale and functional outcome
was measured using the Oswestry Disability Index.

Results: After 1 month, 43 patients (74%) were satisfied with the results. After 3
months, 38 patients (66%) had clinically significant pain relief. After 6 months, 33
patients (57%) had pain relief, and at the 1-year follow-up, 30 patients (52%) showed
good results while 28 patients (48%) showed no effect. The Oswestry Disability Index
score was substantially improved even after 1 year. Minor complications occurred in
eleven patients (19%), who had transient discomfort and burning pain.

Conclusion: RF is a safe and partially effective procedure for treating elderly
patients with mechanical back pain due to facet syndrome.
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Local Treatment of a Painful Knee with Cortiscosteroids: The Efficacy
of Intra-articular Injection Compared with Peri-articular Soft Tissue
Infiltration

Yoram Folman, Nimrod Ron
Dept. of Orthopaedics B, Hillel Yaffe MC

Background: Corticosteroid injections are widely used to palliate the symptoms of
knee osteoarthritis. However, no research involving the means of administration has
been executed to date. We tested the hypothesis that peri-articular soft tissue
infiltration is superior to intra-articular injection as it addresses the target tissue.
Methods: Sixty-three patients with osteoarthritis grade 1-3/4 were randomized to
receive intra-articular or peri-articular injection of methylprednisolone acetate [80 mg]
and they were followed for three months. The patients were assessed with pain
categories adopted from Western Ontario and McMaster Universities (WOMAC)
osteoarthritis index.

Results: Both the intra-articular and the peri-articular groups demonstrated
improvement in baseline WOMAC osteoarthritis index scores [a median decrease
from 56.6 to 24.0 points and from 62.5 to 21.7 points respectively; P < 0.001 for
both].

Conclusion: Peri-articular infiltration of corticosteroids is an alternative method of
local administration in knee grade 1-3/4 osteoarthritis.
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Application of Regulated Oxygen-Enriched Negative Pressure-Assisted
Wound Therapy in Cervical Necrotizing Fasciitis

Itzhak Braverman MD1, Galit Avior MD1, Narin-Nard Carmel3, Guy Topaz3,
Gershon Keren MD4, Moris Topaz MD PhD2

1. Otolaryngology Head and Neck Surgery Unit, the Hillel-Yaffe Medical Center, the
Rappaport Faculty of Medicine, Technion, Haifa Israel. 2. Plastic surgery unit, Hillel
Yaffe medical center, Hadera, Israel. 3. The Sackler School of Medicine, Tel Aviv,
Israel. 4. The Infectious Disease Unit, Hillel Yaffe medical center, Hadera, Israel.

Introduction: Cervical necrotizing fasciitis (CNF) is an aggressive, life-threatening,
deep neck infection frequently associated with anaerobic bacterial growth, requiring
antibiotic treatment, aggressive surgical intervention and a complimentary
hyperbaric treatment (HBO). Regulated negative pressure-assisted wound therapy
(RNPT) is a well-established method for wound treatment. However, it is
contraindicated in apparent or suspected anaerobic infections due to its inherent
mechanism of lowering the wound’s atmospheric pO2. Simultaneous administration
of oxygen, together with RNPT, as in oxygen-enriched negative pressure-assisted
wound therapy (RO-NPT), was proposed for treatment of anaerobic infections where
HBO was not feasible. Objectives: To present the role of RO-NPT in treatment of
CNF via a case of potentially fatal CNF

Case presentation: A 68-year-old male patient with previously diagnosed metastatic
bladder cancer was admitted complaining of sub-mandibular swelling and painful
neck movements. US and CT scan of his neck and chest revealed air collection in
the soft tissues. NF was diagnosed and treatment was immediately initiated with
broad-spectrum intravenous antibiotics, early wide cervical drainage and switched to
RO-NPT administrated under the skin flaps together with frequent, aggressive
surgical debridement. Skin flaps were stretched repeatedly by the TopClosure®, to
avoid skin flap retraction. Wounds were gradually closed by delayed primary closure,
without need for skin grafting.

Conclusion: This case report is one of a series of successful treatment of NF
patients by combined IV antibiotics, aggressive surgical debridement, and RO-NPT,
substituting for HBO. TopClosure® has assisted primary closure of surgical wounds,
alleviating the need for skin grafting, substantially simplifying wound closure and
shortening hospital stay. We emphasized the rationale for the clinical use of RO-NPT
for treatment and prevention of anaerobic wound infection and as a supplemental
mode of treatment in NF.
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The Correlation Between Spurling Test and Imaging Studies in Detecting
Cervical Radiculopathy

Yoram Folman
Dept. of Orthopaedics B, Hillel Yaffe MC

Background: Cervical spine symptoms are a major cause of visits to general or
spinal orthopedic surgeons or even primary care physicians. Although in this era the
imaging studies can precisely rule out or diagnose pathologies in the spine, all of
these studies have limitations. Computerized tomography (CT) scan consists of
radiation exposure to the patients and it should be done with caution. Magnetic
resonance imaging (MRI) is a highly effective imaging tool, but in many countries it is
still costly. The goal of our study was to determine whether a simple clinical test can
help the clinician to identify the patients who need to be sent for these imaging
studies.

Methods: Two hundred fifty-seven patients with clinical cervical radiculopathy
underwent complete physical examination that also included the Spurling test. After
that, all patients were sent to imaging studies of the cervical spine (CT and/or MRI).
Correlation between the physical examination using the Spurling test to the imaging
studies was done.

Results: Sensitivity of the Spurling test to nerve root pathology was 95% and
specificity was 94%.

Conclusion: This paper demonstrate that patients with positive Spurling test have
probable nerve root pressure and should be sent for further imaging studies. In
patients with negative Spurling test, the possibility of nerve root pressure is less
likely.
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Clinical Photograph: "A Third Arythenoid?"

Itzhak Braverman', Yuri Pastuhov’

'Otolaryngology — Head and Neck Surgery Unit, Hillel Yaffe Medical Center, adera,
Israel. The Technion — The Israel Institute of Technology, Haifa.

A 15-year-old girl with a foreign body sensation in her throat was referred for
examination. No foreign body was observed and her vocal cords showed good
movement. Following an endoscopic examination we found a round bulge near the
right arythenoid: is this a "third arythenoid?"

CT scan of the neck showed an elongated and curved right side of the hyoid bone,

extending to the right arythenoid area . This finding did not disturb the vocal box.
Despite the bulge’s appearance as a "third arythenoid", it actually was an anatomical
variant projection of the hyoid bone into the supraglottic area.

A JTIX X

Emergency Airway Obstruction in Newborn due to Congenital Saccular Cyst
Itzhak Braverman MD', Michael Feldman MD? , Andrei Gubarev MD', Ronnie Stein
MD?, Zeina Abdel-Rauf’ and Hakeem Abu Ras MD*

Otolaryngology — Head and Neck Surgery Unit', Newborn and Neonatal Care
Department?, Department of Radiology® and Department of Aenesthesiology*

The Hillel Yaffe Medical Center, Hadera, affiliated with the Faculty of Medicine,
Technion- Israel Institute Of Technology, Haifa, Israel.

Neonatal airway obstruction during labor is a very rare condition caused by a
laryngeal cyst, which to the best of our knowledge has never been described in the
relevant literature. Congenital laryngeal cysts are a rare cause of airway obstruction
in the neonatal

population. Traditionally, these cysts have been treated surgically by endoscopic

excision or marsupialization. However, extension of the cyst beyond the confines of
the larynx often occurs'. Congenital laryngeal cysts are considered to be a result of
an obstruction of saccular ducts or to arise from atresia of the saccule itself*>.

We describe a case of a newborn female who during delivery became cyanotic due
to airway obstruction and respiratory distress. A senior aenesthesiologist could not
see the larynx during laryngoscopy and was unable to perform intubation. The
otolaryngologist and the senior aenesthesiologist aspirated the cystic material during

labour in the operation room, and the glottis was viewed for intubation. Further

evaluation revealed a large obstructing saccular cyst that was endocopically
removed.

To the best of our knowledge this is the first report of a saccular cyst obstructing
airway during labour with emergency aspiration of the cyst prior to intubation.

MRI revealed a large saccular cyst. Endoscopic removal of this congenital saccular
cyst was done under general aneasthesia, using a Stoz pediatric laryngoscope. The

saccular cyst was viewed and removed by dissection using Starion forceps and sent
to histological laboratory. The infant was treated with steroids and anibiotics for a
week and the extubation was done.

There was no airway problem and O, saturation was kept high. The patient was
discharged for follow-up in the ENT clinic. This case is a definite emergency that
otolaryngolosists, aenesthesiologists and pediatric intensive care physicians should
definitely be aware of.
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Complication of Tracheostomy: Tracheoinnominate Artery Fistula
Bleeding, Controlled by Stent-Grafts: Three Case Reports and Review
of the Literature

Waseem Watad, MD (1) ,Dan Hevron, MD (2) ,Isik Portnoi, MD (3) ,Itzhak
Braverman, MD (1)

Abstract: Delayed massive hemorrhage due to innominate artery erosion is a rare
complication following tracheostomy from which few survive. Incidence of tracheo-
innominate artery fistula (TIAF) is about 0.7% of all tracheostomies. Even with
appropriate management, the mortality rate reaches approximately 75%, and survival
carries the risk of significant morbidity (1). The surgical approach is very complex,
usually in already debilitated patients consequently with high morbidity and mortality
rate (2,3) .

Recently Deguchi et al (4) described the successful management of TIAF with an
endovascular stent graft repair.

We presented three cases with TIAF that was successfully managed with
endovascular stent-graft repair, and we review all the publications dealing with such
an approach managing TIAF

(1) Otolaryngology, Head and Neck Surgery Unit Helil Yaffe Medical Center, Hedrea,
Technion School of Medicine Israel

(2) Invasive Radiology unit and Technion School of Medicine, Helil Yaffe Medical
Center, Hedrea, Israel

(3) Vascular Surgery Unit , Technion School of Medicine, Helil Yaffe Medical Center,
Hedrea, Israel

23

A JNIX QX

Primary Solitary Intralabyrinthine Schwannomas: Case Series and
Review of the Literature

Avi Shupak, MD"?*, Yehuda Holdstein MD',Margalit Kaminer MSc’, Itzhak
Braverman MD>*

'Unit of Otoneurology, Lin Medical Center, Haifa, “Department of Otolaryngology
Head and Neck Surgery, Carmel Medical Center, Haifa, *Unit of OtolaryngologyHead
and Neck Surgery, Hillel Yaffe Medical Center, Hadera, “The Bruce Rappaport
Faculty of Medicine, The Technion, Haifa, Israel.

The Intralabyrinthine Schwannomas (ILS) are uncommon benign tumors, originating
from the Schwann cell sheath of the intralabyrinthine distal branches of the
vestibulocochlear nerve having no initial component in the internal auditory canal.
They might arise inside the cochlea, originate from the vestibule or rarely from
semicircular canals and spread from the cochlea into the vestibule, or vice versa, via
the anatomic connections between the perilymphatic spaces in the scala vestibuli
and the anterior vestibule. The presenting symptoms include progressive or sudden
sensorineural hearing loss, occurring in more than 95% of patients, tinnitus and
vertigo. MRI characteristics include sharp circumscription and hypointensity on thin
heavily T2-weighted 3-D images, with strong enhancement after gadolinium
administration on the T1-weighted images. A series of 7 patients with primary ILS
Schwannomas that have been diagnosed and followed-up in our institutions during
2006-2013 is presented. The need for comprehensive otoneurological evaluation
which encompasses the functional derangement along with the tumor location
delineated by MRI imaging is emphasized and treatment options are discussed.
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Sma-Related Pseudomass as A Form of Reverberation Artifact in A
10 Year Old Boy

Natalia Kokhanovsky MD', Abdel-Rauf Zeina MD', Nadir Reindorp MD", Yair Glick MD',
Alicia Nachtigal MD'.

"Department of Radiology, Hillel Yaffe Medical Center, Hadera, Israel. Affiliated with the
Faculty of Medicine, Technion - Israel Institute of Technology, Haifa, Israel.

Objective: Artifacts are encountered routinely in clinical ultrasonography practice. The
majority of them can be interpreted as "by-products” of the physical process of ultrasound
image generation. If misinterpreted as such, ultrasound artifacts can lead to serious
misdiagnosis. The ability to recognize and eliminate potentially correctable ultrasound
artifacts is of great importance to image quality improvement and optimal patient care.
Materials and methods: We describe a case of a 10 year old boy with acute abdominal pain,
an unremarkable physical examination and normal blood test. Abdominal sonography was
performed, which showed a hyperechoic intraluminal mass in the abdominal aorta between
the origin of the superior mesenteric artery (SMA) and the ostia of the renal arteries, closely
related to the origin of the SMA. Consequently, a computed tomographic aortogram (CTA)
was performed, which effectively ruled out an aortic intraluminal filling defect.

Results: Due to mismatched findings of US versus CTA, this aortic mass eventually proved
to be an artifact, probably due to acoustic reverberation, not a thrombus. We present the
ultrasonographic and computed tomographic findings and provide relevant discussion
thereof.

Discussion and conclusions: The incidence of an aortic thrombus or an intravascular mass
in children is extremely rare. The former can be seen as a complication of intra-arterial
catheter placement in a neonate and very occasionally in a young patient with structural
aortic anomalies, cyanotic heart disease or a prothrombotic state, or secondary to trauma,
dehydration or sepsis. Our patient had none of the above.

An echogenic focus within the lumen of the abdominal aorta just distal to the origin of the
SMA, specifically in a thin patient without relevant clinical symptoms, should always raise the
suspicion of an SMA-related pseudomass—a form of reverberation artifact (or possibly,
mirror-image artifact). This artifact is generated when the transducer, SMA and aorta are in
alignment .The fat anterior to the SMA is reflected in the aortic lumen, resulting in an
intraluminal echogenic artifact. When scanning the aorta outside this plane, no such artifact
can be identified. Therefore, the aorta should be scanned in multiple planes, both with and
without the SMA, to confirm whether the lesion disappears and can thus be interpreted as a
reverberation artifact from the SMA.
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Metastatic Carcinoma Occurring in a Gastric Hyperplastic Polyp
Mimicking Primary Gastric Cancer: The First Reported Case chronic neck
pain and associated headache

Gabriel M. Groisman," Roman Depsames,? Baruch Ovadia,? and Alona Meir'

"Institute of Pathology, Hillel Yaffe Medical Center, 38100 Hadera, Israel
%|nstitute of Gastroenterology, Hillel Yaffe Medical Center, 38100 Hadera, Israel

Hyperplastic polyps of the stomach are regarded as benign. However, in rare cases
they may contain incipient primary carcinomas. To our knowledge, breast carcinoma
metastatic to a gastric hyperplastic polyp has not yet been reported. We describe the
case of a 69-year-old woman to whom a gastric polyp was endoscopically excised.
The patient had previously undergone a right mastectomy for mixed, invasive ductal
and lobular carcinoma 5 years earlier. Histological sections from the gastric lesion
showed typical features of hyperplastic polyp with foci of poorly differentiated
adenocarcinoma including signet ring cells infiltrating the lamina propria. The
histologic findings were consistent with a primary gastric cancer. However, the
carcinoma cells were immunopositive for estrogen and progesterone receptors and
GATAS3 and negative for CDX2, Hep Par 1, and MUC5AC. E-cadherin showed
membranous reactivity in some of the carcinoma cells while in others it was negative.
Accordingly, metastatic mixed, lobular and ductal breast carcinoma was diagnosed.
We conclude that metastatic adenocarcinoma mimicking primary gastric cancer can
be rarely encountered in hyperplastic gastric polyps.

Case presentation

A 69-year-old woman with a five-year history of mixed ductal and lobular breast
cancer was found to have a polypoid gastric mass on a CT scan and was sentto a
gastroscopy.

Discussion

The occurrence of hyperplastic gastric polyp harboring metastatic carcinoma has not
been reported yet. This case involved the extremely rare association of a gastric
hyperplastic polyp and focal metastatic breast carcinoma. Histologically, the case
could have been diagnosed as primary gastric carcinoma arising in a hyperplastic
polyp.

In summary, to our knowledge this is the first report of carcinoma metastasizing to a
hyperplastic gastric polyp. It emphasizes the importance of obtaining a detailed
patient history and performing immunohistochemical stains in relevant cases to
prevent misdiagnosis and an unnecessary surgical procedure.
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The Role of Plain Abdominal Radiographs in the Evaluation of Patients
with Non-traumatic Abdominal Pain

Abdel-Rauf Zeina MD', Jalal Ashkar MD?, Saif Abu-Mouch MD?, Alicia Nachtigal MD'
'Department of Radiology, 2Emergency Department, and *Department of Internal
Medicine B, Hillel Yaffe Medical Center, Hadera, Israel. Affiliated with the Faculty of
Medicine, Technion- Israel Institute of Technology, Haifa, Israel.

Background: Plain abdominal radiographs are performed routinely as the first
imaging examination in the emergency department in evaluating abdominal pain.
However, the diagnostic value is questionable and very often there is no clear
indication.

Purpose: To determine the utility of abdominal radiography for non-trauma
emergency patients with acute abdominal pain.

Materials and Methods: Records of 573 consecutive patients presenting to the
emergency department with acute abdominal pain over a period of 6 months were
retrospectively reviewed. A total of 300 patients underwent abdominal radiography.
Only the first radiograph per patient was used for analysis. Only patients admitted to
the hospital were included in the study. The report interpretations of the abdominal
radiographs were categorized as normal, nonspecific, or abnormal. The patients’
medical records were also reviewed to determine whether further imaging was
performed (computed tomography, ultrasonography) and results were compared with
abdominal radiography. Chart reviews were conducted to identify patients in whom
abdominal radiography alone influenced treatment.

Results: Of 300 patients, interpretation of abdominal radiography was normal in
88% (n=264), nonspecific in 7.3% (n= 22), and abnormal in 4.7% (n=14). Further
imaging was performed for 55% (164) of all patients. Of 264 patients whose
abdominal radiography results were normal, 57% (n = 150) had follow-up imaging;
65% (98 of 150) of these showed abnormal findings. This number increased to 67%
(6 of 9) and 100% (5 of 5) for nonspecific and abnormal abdominal radiography
results, respectively. In 11 (3.7%) of 300 patients, abdominal radiography possibly
influenced patient treatment without any further radiologic examination.
Conclusion: Based on our study results, the diagnostic yield of plain abdominal
radiography in adult patients with abdominal pain in the emergency department
setting is low. Therefore, abdominal radiography should not be used indiscriminately
as a routine examination in any patient presenting with abdominal symptoms.
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Is Interval Appendectomy Necessary Following Conservative Treatment
of Periappendicular Mass? Sonography Evidence

Gershon Keren MD?, Nadir Reindorp MD®, Zvi Steiner, MD®

3Department of Infectious disease, "Ultrasonography Unit, “Department of Pediatric
Surgery, Hillel Yaffe Medical Center, Hadera, Israel, affiliated with the Faculty of
Medicine, The Technion, Haifa, Israel

Background: Currently accepted management of periappendicular mass consists of
treatment with antibiotics followed by interval appendectomy. However, debate has
intensified over the necessity of elective appendectomy. The purpose of this study
was to perform ultrasound assessments of patients treated conservatively for
periappendicular mass to examine remaining or secondary pathology.

Methods: We invited for ultrasound examination all patients who were treated for
periappendicular mass, exclusively with antibiotics, without drainage or surgery, at
our medical center during the years 2003 to 2012. Scans of the right lower quadrant
were performed in transverse and longitudinal planes, in the recumbent and left
lateral decubitus patient positions. Anatomic landmarks such as the right colon,
cecum, ileocecal valve, terminal ileum and appendix were demonstrated. The right
kidney was scanned to exclude hydronephrosis, and the pelvis for the presence of
free fluid. Color Doppler was used on the appendix and terminal ileum to detect any
hyperemia.

Results: Of the 1667 patients hospitalized with acute appendicitis during the study
period, 72 (4.3%) had periappendicular mass and were treated with antibiotics only.
Four underwent emergency surgery due to recurrence: 3 within 6 months and one at
10 months after discharge. Interval appendectomy was performed in 39 patients. Of
the remaining, 22 underwent sonography at a mean of 34 months, range 6 -105
months, after the original infection. Their mean age was 53 years, range: 5-86 years;
13 were males. Thickened appendices were detected in 2 patients. No other
pathologies were detected in the ultrasound examination. Peritoneal fluid was not
present and right kidneys were normal. All reported not having any symptoms since
their hospital discharge.

Conclusion: Normal sonographic examinations following conservative treatment for
periappendicular mass confirmed that elective surgery was not necessary.
Recurrence seems unlikely after a period of 6 months following treatment.
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Accuracy of Ultrasonographic Diagnosis of Acute Appendicitis in
Pregnant Women

Natalia Kokhanovsky MD', Abdel-Rauf Zeina MD', Nadir Reindorp MD', Alexandra Levit-
Kantor MD', Yair Glick MD ", Alicia Nachtigal MD".

'Department of Radiology, Hillel Yaffe Medical Center, Hadera, Israel. Affiliated with the
Faculty of Medicine, Technion- Israel Institute of Technology, Haifa, Israel.

Objective: Acute appendicitis is the most frequently suspected acute abdominal disorder in the
Emergency Department and the most common indication for emergency abdominal surgery.
Clinical evaluation of acute appendicitis is difficult in pregnant patients. Ultrasonography
remains the initial imaging study of choice in the evaluation of the pregnant woman with an
acute abdomen. The purpose of our study was to assess the reliability and value of the
sonographic examinations in the diagnosis of acute appendicitis in pregnant women.

Materials and methods: We obtained sonographic examinations performed on 68 pregnant
women with suspected acute appendicitis retrospectively for 16 months (Sep. 2008 — Feb.
2010). Study subjects' average age was 27.3, with an average gestational age of 26 weeks.
Sonography was the first imaging modality employed. Surgery or clinical follow-up was the gold
standard for the evaluation of sonographic performance. All examinations were performed using
gray-scale graded compression in the left lateral decubitus position for detecting an enlarged
appendix. The sonographic criteria for acute appendicitis were detection of a noncompressible,
blind-ended, tubular, multilayered structure measuring greater than 6 mm in maximal diameter.
Additional relevant findings, such as the presence of enlarged regional lymphatic nodes, free
fluid, cecal wall edema and highly echogenic mesenteric fat, were variably detected.

Results: 4 patients had positive sonographic findings of acute appendicitis (5.9%). Sonographic
findings were correlated with surgical findings and clinical follow-up. The diagnosis was
confirmed in all 4 patients (100%). In the 64 patients with negative sonographic findings of acute
appendicitis, the result for 1 patient (1.6%) proved false-negative, whereas the remaining 63
(98.4%) improved on clinical follow-up. Accordingly, sensitivity was 80.0%, specificity was 100%
and overall accuracy was 98.5%. Moreover, in 4 out of the 64 patients with negative
sonographic findings for acute appendicitis, a different pathologic finding such as acute
pyelonephritis was identified. We present the correlation of all the sonographic signs in the form
of comparative charts.

Conclusions: Our experience suggests that gray-scale graded compression ultrasonography in
the left lateral decubitus position, in addition to color Doppler imaging, is a highly accurate
method for the diagnosis of acute appendicitis in pregnant women and should be performed as
the first imaging test. We present the optimal study protocol, which allows not only to selectively
examine the right lower quadrant of the abdomen, but to diagnose other common pathologic
conditions in pregnant women as well.
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Differences in MCT1 A1470T Polymorphism Prevalence Between
Runners and Swimmers

Sigal Ben-Zaken', Yoav Meckel', Dan Nemet?, Moran Rabinovich', Eias Kassem®,
and Alon Eliakim?

Background: Skeletal muscle is the major producer and user of lactate in the body.
Therefore, transport of lactate across cells membrane is of considerable importance.
Lactate transport is mediated by proton-linked monocarboxylate transporter (MCT1).
The A1470T polymorphism (rs1049434) in MCT1 gene influences lactate transport,
with T-allele associated with reduction of lactate transport rate and elevation in blood
lactate levels.

The aim of the current study was to compare allelic and genotype frequencies of
MCT1 A1470T polymorphism among Israeli track-and-field athletes, swimmers and
non-athletes.

Methods: Genomic DNA was extracted from 173 track-and-field athletes (age 17-
50), 80 swimmers (age 16-49), and 128 non-athletes (age 19-29). Track-and-field
athletes were assigned to three subgroups: long-distance runners, middle-distance
runners, and power-event athletes. Swimmers were assigned to two subgroups:
long-distance swimmers and short-distance swimmers. Genotyping was performed
using polymerase chain reaction (PCR).

Results: T-allele frequency was significantly higher among long-distance swimmers
(45%) compared to long- and middle-distance runners (27% and 30%, respectively;
p<0.01). In addition, T-allele frequency was significantly higher among short-distance
swimmers (40%) compared to power-event athletes (25%, p<0.01). Overall, T-allele
frequency was significantly higher among swimmers (42%) compared to runners (27
%, p<0.001).

More research is needed to clarify whether this polymorphism displays advantage for
swimming performance.

Conclusions: The rationale of the current study was to explore the association of the
MCT1 A1470T polymorphism (which relates to lactatekinetics) with athletic
performance among runners and swimmers. We found that the MCT1 T allele, which
is associated with reduction of lactate transport rate in red blood cells, and lower
post-exercise blood lactate levels is more frequent among swimmers compared with
runners. More research is needed in order to clarify whether swimmers better tolerate
the decreased lactate transport due to the aquatic environment or that this
polymorphism displays some advantage for swimming performance.

1. The Zinman College of Physical Education and Sports Sciences at the Wingate
Institute, Genetics and Molecular Biology Laboratory, Netanya 42902, Israel

2. Meir Medical Center, Child Health and Sports Center, Pediatric Department,
Sackler School of Medicine, Tel-Aviv University, Israel

3. Department of Pediatrics, Hillel Yaffe Medical Center, and the Faculty of Medicine,
Technion-Israel Institute of Technology, Hadera, Israel
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Prognostic Significance of 2-Dimensional, M-mode, and Doppler
Echo Indices of Right Ventricular Function in Children with Pulmonary
Arterial Hypertension

Background: Right ventricular (RV) function may be a key determinant of mortality
in pediatric idiopathic pulmonary artery hypertension, (iPAH) and that associated with
congenital heart disease (cPAH) but echo indices of RV function have not been
adequately studied.

Methods: Children (0-18 yr) with iPAH and cPAH were retrospectively studied. RV
function indices (indexed RV end diastolicc area, fractional area change, tricuspid
annular excursion, right atrial volume) were analyzed at diagnosis and at last follow
up. Indices were compared between iPAH and aPAH pts at baseline and follow up.
iPAH pts alive (group 1) were compared with those dead/ transplanted (group 2) at
time of study. Cut points predictive of survival were generated (ROC) and Kaplan
Meier survival analyzed.

Results: 54 pts (36 cPAH (7.5£5.9 yrs; M:F 12:24); 18 iPAH (8.915.7 yrs; M:F 7:11;
group 1 n=12, group 2 n=6) were studied. Median follow up was 4.3 (0.2-7.4) yrs.
Despite similar PVRi, RV function was significantly decreased in iPAH vs cPAH pts
during follow up. Group 1 iPAH maintained RV function on follow up, while it
worsened in group 2. In iPAH survival was significantly different based on RV
function cutpoints.

Conclusion: Conventional echo RV function indices including RV end diastolic area,
fractional area of change and tricuspid annular excursion appear to be useful for
prognosis in children with PAH.

1. Department of Pediatrics, Hillel Yaffe Medical Center, and the Faculty of Medicine,
Technion-Israel Institute of Technology, Hadera, Israel
2. Sickkids Hospital, Pediatric Cardiology Department, Toronto, Canada
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Incidence and Risk Factors for Intussusception Among Children in Northern
Israel from 1992 to 2009, Prior to Universal Rotavirus Immunization

Khitam Muhsen’, Eias Kassem?, Sigalit Efraim, Sophy Goren', Dani Cohen', Moshe
Ephros®

Objectives: Determining the background incidence of intussusception is important in
countries considering implementing rotavirus immunization in order to assess the
safety of these vaccines. Rotavirus immunization was introduced into the routine
infant immunization program during late 2010 in Israel. Herein the incidence of
intussusception was estimated in Israeli children less than five years of age between
1 January 1992 and 31 December 2009, and possible risk factors were examined.
Design: Demographic and clinical data were collected from medical records of
children who were hospitalized due to intussusception (N=190), and from matched
control children (N=295) who were hospitalized for other reasons, at Carmel and
Hillel Yaffe hospitals in northern Israel, during the period prior to universal rotavirus
vaccination of infants in Israel.

Results: The average annual incidence of intussusception in Jewish and Arab
children less than five years of age was estimated at 36.1 (95% CI 17.0-76.5) and
23.2 per 100,000 (95% Cl 9.3-57.9), respectively; for infants less than 12 months of
age - 128.1 (95% CI 53.0-309.6) and 80.1 (95% CI 29.1-242.6) per 100,000,
respectively. The risk of intussusception was higher in infants aged 3-5 months
(adjusted OR 5.30 (95% CI 2.11-13.31) and 6-11 months (adjusted OR 2.53 (95% CI
1.13-5.62) when compared to infants less than 3 months of age; in those living in low
socioeconomic settings (adjusted OR 2.81 95% CI 1.45-5.43) vs children from high
socioeconomic communities, and in children with recent gastroenteritis (adjusted OR
19.90 (95% 2.35-168.32) vs children without recent gastroenteritis). Surgical
reduction was required in 23.2%. The likelihood of surgery was significantly
increased in patients presenting with bloody (currant jelly) stool, in Arab patients and
in those who were admitted to Hillel Yaffe Hospital.

Conclusions: The incidence of intussusception prior to universal rotavirus
immunization was documented in northern Israel. Despite the lower incidence, Arab
patients underwent surgery more often, suggesting delayed hospital admission of
Arab as opposed to Jewish patients.

1. Department of Epidemiology and Preventive Medicine, School of Public Health,
Sackler Faculty of Medicine, Tel Aviv University, Ramat Aviv, Tel Aviv

2. Department of Pediatrics, Hillel Yaffe Medical Center, and the Faculty of Medicine,
Technion-Israel Institute of Technology, Hadera, Israel

3. Department of Pediatrics, Carmel Medical Center and the Faculty of Medicine,
Technion-Israel Institute of Technology, Haifa, Israel
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Incidence and Characteristics of Sporadic Norovirus Gastroenteritis
Associated with Hospitalization of Children Less than 5 Years of Age in
Israel

Eias Kassem ', Khitam Muhsen *2, Uri Rubinstein®, Yaakov Schachter®, Adi Kremer?,
Sophy Goren?, llana Zilberstein?, Moshe Ephros*, Dani Cohen’, Lester M. Shulman’
# Equal contribution

Background: We examined the incidence and characteristics of sporadic norovirus
gastroenteritis (NoVGE) associated with hospitalizations in children < 5 years of age,
and norovirus genotypes causing such morbidity.

Methods: We performed a prospective study between November 2007 and
December 2010 on acute gastroenteritis (AGE) in 3 hospitals in Northern Israel.
Stools from 604 children with AGE were tested for the presence of genogroup Il
noroviruses by real time polymerase chain reaction. Demographic data were
compared between cases of NoVGE with hospital controls without AGE.

Results: Norovirus was detected in 108 children (17.9% 95% CI 15.0-21.1). 89.9%
were < 23 months old. Most patients (78.1%) had = 5 watery stools/day, 82.9%
vomited, and 64,8% had fever 238°C. Dehydration occurred in 38.9% and 72.2%
were given intravenous fluids. The risk of NoVGE increased non-linearly with age.
The estimated NoVGE incidence rate was 2.8 (95% CI 2.2-3.6) and 3.3 (95% CI 2.5-
4.3) per 1000 children < 5 years, leading to 2081 to 2516 NoVGE hospitalizations in
2008 and 2010, respectively. Overall genotypes GlI.3 (40.7%), Gll.4b, (21.2%), and
Gll.4a (18.5%) predominated, although relative distribution differed between 2008
and 2010.

Conclusions: NoVGE was the second leading cause of hospitalizations for severe
AGE in children < 5 years of age in Israel, and was associated with high burden to
health care system. Children 6 to 23 months old were at increased risk for NoVGE.
Determining NoVGE incidence and the circulating genotypes provides a basis for
developing and evaluating the need of norovirus vaccine.

1. Department of Pediatrics, Hillel Yaffe Medical Center, and the Faculty of Medicine,
Technion-Israel Institute of Technology, Hadera, Israel

2. Department of Epidemiology and Preventive Medicine, School of Public Health,
Sackler Faculty of Medicine, Tel Aviv University, Ramat Aviv, Tel Aviv

3. Department of pediatrics, Leniado Medical Center and the Faculty of Medicine,
Technion-Israel Institute of Technology, Netanya, Israel

4. Department of Pediatrics, Carmel Medical Center and the Faculty of Medicine,
Technion-Israel Institute of Technology, Haifa, Israel
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Satisfaction Questionnaire in a Neonatal Intensive Care Unit: Our
5 Years' Experience

Erez Nadir MD1, Vered Nir MD2, Sylvia Foldy MD1, Amit Hochberg MD1 and
Michael Feldman MD1

1Department of Neonatology, and 2Department of Pediatrics, Hillel Yaffe Medical
Center, Hadera, Israel, affiliated to the Bruce Rappaport School of Medicine, The
Technion, Haifa, Israel

Objective: To compile and analyze the replies to questionnaires on patient
satisfaction as a major parameter of quality assessment in the setting of a single
neonatal intensive care unit (NICU) over a 5-year period.

Methods: The NICU of Hillel Yaffe Medical Center (Hadera, Israel) has utilized the
ISO 9001:2008 standard for quality management system since 2007. The responses
of the neonates’ parents to a satisfaction questionnaire throughout a 5-year period
were retrieved and analyzed.

Results: The responses to a total of 1223 satisfaction questionnaire were available
for analysis. Most of the parents were satisfied with the service, and some of them
suggested improvements in features whose shortcomings were unknown to us and
could easily be remedied for the most part.

Conclusions: The replies to the questionnaire identified components of care that
parents found to be satisfactory and others that they wished could be changed. A
satisfaction questionnaire is an easy tool for the improvement of service, and the use
of the one we constructed and describe is recommended to guide the enhancement
of quality medical care in an NICU.

o,

A Novel Host-Immune Protein Signature for Diagnosing Bacterial
Infections and Guiding Antibiotic Treatment

Kfir Oved, Olga Boico, Asi Cohen, Roy Navon, Tom Friedman, Liat Etshtein, Or
Kriger, Yura Fonar, Renata Yacobov, Ron Wolchinski, Galit Denkberg, Yaniv Dotan,
Amit Hochberg, Yoram Reiter, Moti Gruper, Paul Feigin, Isaac Srugo, Irina
Chistyakov, Adi Klein, Israel Potasman, and Eran Eden

Bacterial and viral infections are often clinically indistinguishable, leading to
inappropriate patient management and antibiotic misuse. Traditional host-proteins
such as procalcitonin, C-reactive protein, and interleukin-6 can help determine
infection etiology, but their performance is negatively affected by inter-patient
variability. Our goal was to develop and validate a host-immune signature that
measures both novel and traditional viral- and bacterial-induced proteins, and
computationally combines them into a predictive score that distinguishes between
bacterial and viral etiologies.

Methods: We prospectively recruited 1002 hospitalized and emergency department
patients with acute infection, and controls with no apparent infection. Patients
underwent comprehensive clinical and laboratory assessment, and the final
diagnosis was determined by a panel of three independent experts. We quantitatively
screened 600 circulating host-proteins and developed a multi-parametric signature
using logistic-regression on half of the patients, and validated it on the remaining half.
Results: The cohort included 319 bacterial, 334 viral, 112 control and 98
indeterminate patients (139 were excluded). The best performing signature had an
area under the curve (AUC) of 0.94+0.02. It consisted of the following novel viral-
induced and traditional bacterial-induced soluble proteins: TNF-related apoptosis-
inducing ligand, Interferon gamma-induced protein-10, and C-reactive protein. The
signature was superior to any of the individual proteins (P<0.001), as well as
routinely used clinical parameters and their combinations (P<0.001). The signature
was robust across different physiological systems (respiratory, urinary and systemic),
times from symptom onset (0-12 days), and pathogens (56 species), with AUCs
between 0.87 and 1.0.

Conclusions: The present host-signature based assay provides valuable information
over routinely used clinical variables and is readily usable on blood samples drawn
as part of routine care. It has the potential to improve the management of patients
with acute infections and reduce antibiotic misuse.
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Postnatal Follow-Up of Newborns with Prenatal Diagnosis of Isolated
Hydronephrosis

Sylvia Foldi MD?, Rima Krawitsky MD°, Renata Yakubowich MD°, Erez Nadir MD?,
Amit Hochberg MD?, Michael Feldman MD?

Departments of 2Neonatology, "Radiology, “Pediatrics, Hillel Yaffe Medical Center,
Hadera, Israel, affiliated to the Bruce Rappaport School of Medicine, The Technion,
Haifa, Israel.

Objectives: To examine the correlation between the degree of renal pelvic dilatation
(RPD), as well as the presence of bilateral dilatation detected within the first 2-5 days
of life and the postnatal outcome and to consider decreasing the number of
unnecessary postnatal imaging examinations.

Methods: All term newborns with antenatal hydronephrosis who were born in our
institution between1/1/2011and 12/31/2012 were recruited. These babies underwent
one ultrasound evaluation at age 2-5 days and a second one at age 4-6 weeks, after
which they were referred to our nephrologist.

Results: Out of - 8370 live-births, 143 infants demonstrated antenatal
hydronephrosis on ultrasound studies. Six babies never completed the exam
because the parents refused to remain hospitalized after giving birth. The first
ultrasound was normal in 69, while 62 had mild, 3 had moderate and 3 had severe
RPD. The second ultrasound was normal in 76 babies, while 36 had mild, 8 had
moderate and 12 had severe RPD. Of those 132 babies completed both
examinations, the first ultrasound detected bilateral hydronephrosis in 33 and the
second ultrasound detected bilateral hydronephrosis in 27. Nine of the 11 infants
with ureteropelvic junction obstruction had severe RPD. Ten babies had
vesicoureteral reflux and only six needed surgical intervention.

Conclusion: An ultrasound that was performed within the first 2-5 days of life cannot
be used as an accurate predictor of the need for further investigation. However our
results can be useful for parental counseling.
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Paracetamol Treatment of Patent Ductus Arteriosus in Preterm Infants

Nadir E', Kassem E?, Foldi S', Hochberg A’, Feldman M".
'Department of Neonatology, Hillel Yaffe Medical Center, Hadera, Israel.
2Unit of Pediatric Cardiology, Hillel Yaffe Medical Center, Hadera, Israel.

Objective: To determine the effectiveness of paracetamol in closing patent ductus
arteriosus (PDA) in preterm infants of our population.

Study design: Infants with symptomatic PDA who failed or could not get ibuprofen
treatment, and who were candidates for surgical ligation, were administered oral
paracetamol 15 mg kg™ every 6h, for up to 7 days and were monitored for clinical,
echocardiographic and laboratorial courses.

Result: Seven infants, between 24-27 weeks' gestation, were included. In four the
DA was closed while treated by paracetamol-in one of them the DA reopened,
treated with paracetamol again, and closed. In one infant, the DA almost closed,
symptoms disappeared, and the DA subsequently closed spontaneously later. Two
needed surgical ligation. There were no hematologic or biochemical abnormalities.
Conclusion: Although there is the possibility that PDA may have closed
spontaneously, it is proposed that paracetamol could contribute to the closure of PDA
in preterm infants.
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Effect of Teleradiology upon Pattern of Transfer of Head Injured Patients
from a Rural General Hospital to a Neurosurgical Referral Center:
Follow-up study

Ashkenazi |1, Zeina AR", Kessel B!, Peleg K2, Givon A2, Khashan T', Dudkevich
MM?, oren M1, Alfici R1, Olsha 03.

Introduction: The objective of this study was to assess the effect of neurosurgical
consultation via teleradiology on the need to transfer victims of head injury requiring
hospitalization but referred initially to a rural level Il trauma center without a
neurosurgical facility. Preliminary results were published following a two-year trial
period, 2003—2005, after teleradiology became available. The aim of this current
study was to retrospectively evaluate the long term impact of this system.

Methods: Patients admitted for head injury during 2006-2011, were analyzed and
compared to patients admitted during 2003-2005 after teleradiology became
available. Late transfer of patients initially hospitalized in the level 2 trauma center
was evaluated for treatment failure.

Results: 1028 patients were treated throughout the two periods. After neurosurgical
consultation via teleradiology became available a shift towards fewer immediate
transfers over time was evident, from 60.3% to 31.4%. However, the number of late
transfers increased from 2.4% to 8.5% in the second period. Evaluation of the late
transfers revealed that only 23 (4.1%) represent real treatment failures due to either
clinical deterioration or radiological deterioration. The clinical course was altered by
primary intent to hospitalize the patients in the level Il trauma center in only one
patient.

Conclusions: Selected head trauma patients who have a pathological CT scan may
be safely managed in level Il trauma centers following neurosurgical consultation
using teleradiology.

1 Hillel Yaffe Medical Center, Hadera, Israel

2 National Center for Trauma & Emergency Medicine Research, Gertner Institute,
Israel

3 Shaare Zedek Medical Center, Jerusalem, Israel
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Maternal Non-compliance in a Well-baby Nursery: Family Characteristics
and Other Reasons

Erez Nadir MD', Vered Nir MD?, Sylvia Foldy MD', Amit Hochberg MD' and
Michael Feldman MD'

'Department of Neonatology, and “Department of Pediatrics, Hillel Yaffe Medical
Center, Hadera, Israel, affiliated to the Bruce Rappaport School of Medicine, The
Technion, Haifa, Israel

Objective: Neonatal recommendations include medical follow-up, metabolic
screening, vitamin K, eye drops/ointment, and vaccinations. Most but not all parents
follow these recommendations. This study aimed to characterize the non-compliant
mothers in order to understand the reasons behind that non-compliance.

Study design: All mothers who refused any routine treatment of their infant or who
asked for early discharge of their infant were included. They filled-in a questionnaire
on socioeconomic items, previous births and those children’s health status, current
pregnancy and delivery, and their beliefs.

Result: Three non-compliant subgroups emerged according to the responses:
Muslim mothers requesting early discharge to care for children at home, Jewish
mothers requesting early discharge because they disliked hospital environment,
Sabbath/holiday, and children at home, and Jewish mothers who rejected guidelines
because they believed the treatments were unnecessary or possibly harmful to their
infants.

Conclusion: Socio-economic factors could influence maternal compliance in a well
baby nursery. Several interventions to enhance maternal compliance to medical
recommendations are proposed.

41

40



2NN

NN oMNN-NNT N01I2 W NATTIA NRUTX W (MIP) NUWN9-1'vT nNMD
nn1AJn (PHPT) omnin-nn1 Noi111 Jw 1179 11" 719'09 N'N1pPN nNTIn
NNUTIN T IV

JOO7N ITIP™ ,0TA im , TIRNN TANK ,011' XINIY 01X 780N
N9'N1 |1D0VN1,NMITNA "ND* 770" 'KIDIN 1O N NN wnn

MINIMALLY INVASIVE ) onn nnir nuiza 7w nawlio 1wt nntd ianTzn

NN NLIA 7w NI 1N 719'0%7 n'nan nina o X0 (PARATHYROIDECTOMY
AXINN AT N2 .annTx My onan ( PRIMARY HYPERPARATHYROIDISM ) onn
Jmign nnTin nnn MIP yixaaa mron

AIXN .2 .NINAIN YIXA? DIMINN A .nmipn anTin nnn MIP yixa no'w Ik X :nnon
"My 0'DIA'0N NINDYI ININ'VY ,NMIPA AMNTINA yyiaw MIP nima nikxim

oy .0"71n 496 1nn (91.5%) 454-2 ( MIP) nw'7219 7'yt n0'wa yXIa NINMAN pnnn DIy
MIP nina .nmipgn nnmina MIP nina nx 0*2in (37.4%) 170 nay 1t axing Jimn .nninTx
NU'YA NININ YIXY DX DX IYANY IR, DM DNTIN WAT MIRNAN DAvAY 071N YN
8 -1,0'7in 170 Yyinn  (95.3%) 162 7w 197 x'an nmipn nnmina MIP yixa :nixxim v
MR X7 (1.8%) onn 3 -1 ,n'77 nnTin? ( CONVERSION) q19'ha 1ix 0 0'7in
(8.2%) 15-2 nant NITAX I'N NININ NPV 1I9XIY 0DI2'0N .NY7'7D NNTINA DA NNITRN
X7 071N N2 .0*71n 3 -2 2 i ot o'in (11.8%) 20 -2 nanr nny%1o'n 071N
A'WN N0 ’KIn NMign nnTna MIP nima :nnpgon .nyiajp NIy IX N'ny7Iiohn nnqn

oy ,0"7innn 88.2% “w 191 a'win N7 nnTn 7w neomai ,0™7innn 95.3% -1 1on
.00 7w NdINI NINDY

IT NTIAY NIRXIN .1¥IXAI D71V 2NN WIN'YY? 1Ty 0121 X7 nmijm nnTina MIP yixa :jirr
.N7INN NOTYN 97 IXLIVIXAY? NRID NRIIN W IWRD  Nizn nnTina MIP yix'aa nonim
1wt no'wa ( PHPT) oanin nanir noi7a 7w ni7'yo N7 nniian nnin T NNND :Did'o
NI LD NNINN 7Y N12a TINKA NNYxNn ,NNI0A KD, Nmin nnmna ( MIP) naw'7io
.NYI¥] 0 0'NNIN 'Y NYNIAN XD YR 0120 7W NdINd NiNDYA

43

‘2NN

Routine Prophylactic Level vi (central compartment) Lymph Node
Dissection in Papillary Thyroid Carcinoma

Ashkenazi Itamar, Surgery B Department, Hillel Yaffe Medical Center

Objective: To evaluate a single institution’s experience with prophylactic level VI
lymphnode dissection in patients suffering from papillary thyroid carcinoma.
Design: Retrospective chart review. Patients undergoing therapeutic dissections
and no dissections served as control.

Main Outcome: Of 30 patients who underwent prophylactic level VI lymphnode
dissections, 11 (37%) patients were found to harbor metastasis. This led to an
increase in the dose of radioiodine in 6 patients. In half of the patients, post-
treatment whole body scans did not reveal residual disease in the neck.
Postoperatively, permanent hypoparathyroidism developed in 4 (13%) of 30 and 3
(30%) of 10 patients undergoing prophylactic and therapeutic level VI lymphnode
dissection respectively. Age, tumor size and multicentricity did not differentiate
between patients with and without occult lymphnode metastasis.

Conclusions: Surgery alone may eradicate disease in the neck in a substantial
percentage of patients. However, higher morbidity is of concern. Long term
prospective studies are needed to know whether the added morbidity is real and
whether any added benefit upon existing adjuvant therapy justifies this approach.
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Is Routine Brain CT Scan, Performed for Early Follow-up in Head Trauma
Patients with GCS 14-15, Always Justified?

Kessel B, Ashkenazi |, Zeina AR, Nachtigal A, Korin A, Khashan T, Alfici R.

Hypothesis: Routine repeat head computed tomography (CT) for patients with
traumatic head injury, initially presenting with GCS of 14-15, does not change
therapeutic policy in these trauma patients.

Methods: This was a retrospective cohort study of trauma patients with Glasgow
Coma Scale (GCS) of 14-15 on admission, suffering from different types of
intracranial bleeding who were admitted for observation in a level Il trauma center.
The size of hematoma on initial head CT was measured and compared to findings of
repeat CT performed following 12hours. Patients were evaluated as to changes in
neurologic status and treatment.

Results: 68 patients treated over a period of 5 years were evaluated. Forty two
(61.8%) were male and 24 (38.2%) were female. Mean age was 56.2 years and
mean ISS score was 12.615.1. Initial GCS was 15 in 51 patients and 14 in 15 other
patients. CT scan revealed 7 epidural hematomas, 20 subdural hematomas, twenty
eight intraparenchimal bleeding, and 13 subarchnoid hemorrhages. Repeat CT
revealed an increase in size of the hematoma in 8 eight patients. None of these
patients suffered from clinical deterioration. Repeat CT in 12 patients who’s GCS
deteriorated, did not show any significant changes on the repeat CT scan. None of
the patients underwent intervention after a routine repeat CT.

Conclusions: Routine repeat CT scan of head, performed 12 hours after the initial
scan did not change the therapeutic policy in GCS 14-15 head trauma patients.

The need for mandatory CT of head in mild traumatic brain injury should be
questioned.
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The Effect of Heparanase on Endotoxemia Induced Acute Lung Injury in Rats

Aviad Rotenberg, Dalit E. Dar,’ Victoria Cohen-Kaplan,” Neta llan,” Israel Vlodavsky," Miri
Bidder,” and, Michael M. Krausz.”

"The Laboratory for Surgical Research Hillel Yaffe Medical Center, Hadera, Technion-Israel
Institute of Technology, SRambam Medical Center, TCancer and Vascular Biology Research
Center, The Bruce Rappaport Faculty of Medicine, Technion - Israel Institute of Technology,
Haifa, Israel.

Introduction: Heparanase is an endo-3-D-glucuronidase capable of cleaving heparan sulfate
(HS) side chains at a limited number of sites. HS proteoglycans (HSPGs) are abundant
components of the extra cellular matrix (ECM). We have previously demonstrated that pre-
treatment with heparanase attenuated acute lung injury induced sepsis, and significantly
improved the survival of affected animals. The present study aims were to examine whether
post-treatment of lung injury with heparanase will decrease neutrophil accumulation in the
septic lung and will result in decreased permeability of the pulmonary endothelium and
decreased levels of adhesion molecules.

Methods: Rats were treated with increasing doses of intra-peritoneal lipopolysaccharide (LPS)
Escherichia coli O111:B4. After induction of sepsis -for one hour-, heparanase was injected at
several doses (62.5, 125 and 250 ug/kg) via the tail vein. Leukocytes numbers and CD11b,
CD18, CD29 integrins expression were measured by flow cytometry. Leukocytes and protein
levels in lung tissue and bronchoalveolar lavage fluid (BALF) were determined for
myeloperoxidase (MPO) levels, histology and neutrophils counts.

Results: Mortality rate after 24 hours in the SHAM group was 0% (n=8), in the heparanase
groups were 0% (n=24), in the LPS groups were 12.5% (n=24) and in the LPS+heparanase
groups were 12.5% (n=64). Heparanase treatment was followed by increased lung neutrophils
counts in healthy rats (13.7+£3.1 compared to 7+£1.2, p=0.001). MPO activity in the treated
groups was 0.37 OD/min/mg+0.07 compared to 0.14 OD/min/mg £0.02 (p=0.0006) in the
untreated rats. The expression of CD11b, CD18, CD29 integrins on leukocytes between the
heparanase groups and the SHAM group were 194.4+29 compared to 98.5+20 (p=0.002),
135.1£15.7 compared to 52.3+9.1 (p=0.0001), 104+2.7 compared to 40+1.65 (p=0.0002). An
improvement of CD11b, CD18 was observed in the treated groups, 253.8+27.7 compared to
453+29.4 (p=0.0004) and 98.3+9.2 compared to 136.7+5.8 (p=0.008).

Conclusions: Heparanase treatment of healthy rats led to an increase in the expression of
CD11b, CD18, CD29 integrins on leukocytes, which facilitates transmigration of inflammatory
cells towards the injury sites. Heparanase plays a versatile role, acting either in facilitating or
decreasing inflammatory responses.
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Rib Fractures: Comparison of Associated Injuries Between Pediatric
and Adults Population

Kessel Boris, Dagan Jasmin, Swaid Forat, Ashkenazi Itamar, Olsha Oded, Peleg
Kobi, Givon Adi, Israel Trauma, Alfici Ricardo.

Background: Rib fractures are considered a marker of exposure to significant
traumatic energy. In children, due to high elasticity of the chest wall, higher energy
levels are necessary for ribs to fracture. The purpose of this study was to analyze
patterns of associated injuries in children as compared to adults all of whom
presented with rib fractures.

Methods: A retrospective cohort study involving blunt trauma patients with rib
fractures, registered in the National Trauma Registry.

Results: Of 6995 trauma victims who were found to suffer from rib fractures, 328
were children and 6627 were adults. Isolated rib fractures without associated injuries
occurred in 19 children (5.8%), and in 731 adults (11%) .More adults had four or
more fractured ribs compared to children (p<0.001). Children suffered from higher
rates of associated brain injuries (p=0.003), hemo/pnemothorax (p=0.006), spleen
and liver injury (p<0.001). Mortality rate was 5%, in both groups.

Conclusions: The incidence of associated head, thoracic and abdominal solid organ
injuries in children was significantly higher than in adults suffering from rib fractures.
In spite of a higher ISS and incidence of associated injuries, mortality rate was
similar. Mortality of rib fracture patients was mostly affected by the presence of
extrathoracic injuries.
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Increasing Number of Fractured Ribs is Not Predictive of the Severity of
Splenic Injury Following Blunt Trauma: an Analysis of a National Trauma
Registry database

Kessel Boris, Swaid Forat, Ashkenazi ltamar, Olsha Oded, Peleg Kobi, Givon Adi,
Jeroukhimov Igor, Israel Trauma Group, Alfici Ricardo.

Background: Association between rib fractures and incidence of abdominal solid
organs injury is well described. However, the correlation between the number of
fractured ribs and severity of splenic injury is not clear. The purpose of this study
was to assess whether an increasing number of rib fractures predicts the severity of
splenic injury in blunt trauma patients.

Study design: A retrospective cohort study involving blunt trauma patients with
concomitant splenic injuries and rib fractures, between the years 1998 and 2012,
registered in the Israeli National Trauma Registry.

Results: Of 321,618 patients with blunt mechanism of trauma, 57,130 had torso
injuries, and of these 14,651 patients sustained rib fractures, and 3,691 patients
suffered from splenic injury. Concomitant splenic injury occurred in 1,326 of the
patients with rib fractures (9.1%), as compared to 2,365 patients sustaining splenic
injury without rib fractures (5.6%). The incidence of splenic injury among patients
sustaining 5 or more rib fractures was significantly higher compared to patients
suffering from 1 to 4 rib fractures. Among patients with splenic injury, the tendency to
sustain associated rib fractures increased steadily with age. Patients with
concomitant rib fractures had higher Injury Severity Score (ISS), but similar mortality
rates, compared to patients with splenic injury without rib fractures. Among patients
with concomitant rib fractures and splenic injury, there was no relation between the
number of fractured ribs and the severity of splenic injury, neither as a whole group,
nor after stratification according to the mechanism of injury.

Conclusions: Although the presence of rib fractures increases the probability of
splenic injury in blunt torso trauma, there is no relation between the number of
fractured ribs and splenic injury severity.
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Concomitant Hollow Viscus Injuries in Patients with Blunt Hepatic and
Splenic Injuries: an Analysis of a National Trauma Registry database.

Swaid F, Peleg K, Alfici R, Olsha O, Ashkenazi |, Givon A, Israel Trauma Group,
Kessel B.

Introduction: Non-operative management of blunt hepatic or splenic injuries has
become the standard approach for stable patients. A major dilemma encountered
when selecting such patients is the probability of missing an associated hollow viscus
injury (HVI). This study aims to assess the incidence of HVI in these patients, and to
evaluate whether it is correlated to the severity of hepatic or splenic injuries.
Methods: A retrospective study involving blunt trauma patients with splenic and/or
liver injuries, registered in a National Trauma Registry.

Results : Of 57,130 patients with blunt torso injuries, 2,335 (4%) sustained hepatic
injuries (H group), 3,127 (5.4%) had splenic injuries (S group), and 564 (1%) suffered
from combined hepatic and splenic injuries (H+S group). Overall, 957 patients
sustained 1,063 HVI. The incidence of HVI in the absence of splenic and hepatic
injuries was 1.5%, compared to the S (3.1%), H (3.1%), and H+S (6.7|%) groups. A
clear correlation between the severity of organ injury and the incidence of HVI was
demonstrated in the S group, but not in the H group.

Conclusions: The presence of blunt splenic and/or hepatic injuries predicts a higher
incidence of HVI, especially if combined. The incidence of HVI correlates to the
severity of splenic, but not hepatic, injury.
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Severity of Liver Injury Following Blunt Trauma Does not Correlate to
the Number of Fractured Ribs: an Analysis of a National Trauma Registry
database

Swaid Forat, Peleg Kobi, Alfici Ricardo, Olsha Oded, Jeroukhimov Igor, Givon Adi,
Israel Trauma Group, Kessel Boris.

Rib fractures are a marker of severe injury, predicting a higher incidence of
associated injuries. The purpose of this study was to assess whether an increasing
number of rib fractures predicts the severity of liver injury in blunt trauma patients.
Methods: A retrospective cohort study involving blunt trauma patients with
concomitant liver injuries and rib fractures, registered in a national trauma registry.
Results: Of 57,130 patients with blunt torso injuries, 14,651 patients sustained rib
fractures, and 2,899 patients suffered from liver injury. Concomitant liver injury
occurred in 1,087 of the patients with rib fractures (7.4%), as compared to 1,812
patients sustaining liver injury without rib fractures (4.3%). Six or more rib fractures
predicted a higher incidence of liver injury. Among patients with liver injury,
concomitant rib fractures was associated with higher Injury Severity Score (ISS), but
similar mortality rates. Among patients with concomitant rib fractures and liver injury,
there was no relation between the number of fractured ribs and the severity of liver
injury.

Conclusions: Although the presence of rib fractures increases the probability of liver
injury in blunt torso trauma, there is no relation between the number of fractured ribs
and liver injury severity.
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Vertebral Artery Revascularization

The Hillel Yaffe Medical Center Experience
O. Galili, A. Kantarovski, Z. Kovzantsev, S. Sabetay, |. Portnoi

Background: Symptoms of vertebrobasilar ischemia (VBI) can be caused by both
flow limiting lesions and embolic phenomena of the vertebral arteries. VBI is often
under diagnosed and under treated since, quite the opposite with carotid artery
stenosis, the optimal management of vertebral artery (VA) stenosis has received
limited attention with controversial results in the literature and, therefore, is currently
poorly understood.

Methods: We present a retrospective review of our medical center's experience with
VA reconstruction. Between February 2006 and November 2013, 9 patients
underwent 12 VA reconstructions, including transposition of external carotid artery to
VA (V3) at the C1-2 level (n=7), bypass from common carotid artery to VA (V3) with
great saphenus vein (n=3), and relocation of VA origin (n=2). The presenting
symptoms were attributed to flow limiting lesions in 8 cases (66%), embolization in 2
cases (17%), and ischemia after penetrating trauma in 2 cases (17%).

Results: All the procedures were performed under general anesthesia with no intra-
operative complications. One patient required re-exploration for bleeding. There were
no peri-operative death or strokes and no cranial nerve injuries. During follow up, two
bypass procedures required endovascular treatment of stenosis in the distal
anastomosis and return of VBI symptoms. The symptoms resolved in all patients but
one (92%) with no late strokes. Death was recorded 7 years after the procedure in
one case — unrelated.

Conclusions: Although our experience includes a small number of patients, our
results are in line with the reported in the literature and suggest that VA
reconstruction provides good symptomatic relief with acceptable risk in carefully
selected patients.

Based on our experience and on the literature the Unit of Vascular Surgery and the
Department of Neurology in the Hillel Yaffe Medical center developed a
comprehensive protocol for evaluation and decision making in patients with
suspected VBI.
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First Experience with Aorta Balloon Occlusion for Trauma in Israel:
an Old Concept, New Implementations, and Still Many Questions.

Boris Kessel, Dan Hebron, Tal Horer, Forat Swaid, Alexander Korin , Ricardo Alfici

Aorta Balloon Occlusion (ABO) is used widely within vascular surgery in ruptured
abdominal aorta aneurysm to gain temporary hemodynamic stability. It is also used
for other purposes, such as stent-graft alignment within endovascular surgery .The
first use of ABO in trauma was described by Hughes in 1954 in soldier's victims of
Korean war. Since then small case series and few animal studies were published
which demonstrate the efficacy of ABO in rapid increasing of systemic blood
pressure and afterload augmentation following injury. Nevertheless , this tool is still
not widely used in current trauma practice. Recently, Brenner reported the single
series of six patients from four large-volume trauma centers who were treated with
IAO without bleeding related mortality .We present here the first case of ABO done in
Israel to our knowledge. The decision of the trauma team was that this trauma victim
will not survive thoracotomy and aortic clamping and ABO was used. We think that
performing of the aortic occlusion in our case was relatively late. May be early
emergency room application of the device was able to change final outcome in this
patient. Possible placement of the balloon in the descending aorta and gradual
replacement to infra-renal position under fluoroscopy should be strongly considered.
However, the ABO allowed us to achieve effective blood pressure and allowed us to
continue to on table angio-embolization. This case raised many questions concerning
possible indications and future of this technique.

In summary:

IAO is an effective alternative of resuscitate thoracotomy in selected patients. In a
well prepared setting IAO may be performed quickly after admission to the trauma
room.

Sended for possible publication.
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Recurrent Versus First, ST-Elevation Versus Non-ST-Elevation Myocardial
Infarction: Results from National Israel Surveys ACSIS 2000-2010

Avraham Shotan MD', David S Blondheim MD', Michael Shochat MD', Aharon
Frimerman MD", Yaniv Levy MD", Lubov Vasilenco MD', Marc Kazatsker MD,
Shmuel Gottlieb MD*?, Shlomi Matetzky MD?, Simcha R Meisel MD", for the Working
Group on Intensive Cardiac Care, Israel Heart Society and the ACSIS investigators.
'Heart Institute, Hillel Yaffe Medical Center, Hadera, Israel

’Neufeld Cardiac Research Institute, Sheba Medical Center, Tel Hashomer, Israel
®*Department of Cardiology, Bikur Cholim Hospital, Jerusalem, Israel

Patients sustaining a recurrent acute myocardial infarction (AMI) are at an increased
risk for complications and death. Patients with ST elevation MI (STEMI) and

NSTEMI differ in their management

Objective: We compared the outcome of recurrent to first AMI, STEMI to NSTEMI
patients hospitalized in coronary care units in 2000-2010.

Methods: We performed biennial 2-months nationwide AMI/ACS surveys, collecting
data prospectively from all patients hospitalized in all CCUs in Israel

Results: Our cohort comprises 7,507patients: 3,908 STEMI (52%) and 3,599
NSTEMI (48%) patients. In-hospital complications occurred less frequently in first AMI
patients.

STEMI NSTEMI

First Recurrent| p First Recurrent| p

n=3,107 | n=801 n=2,305 | n=1,294

(80%) (20%) (64%) (36%)
Age (yrs) 61 65 0.00001 | 65 69 0.00001
Women (%) 23 20 0.06 25 19 0.0001
Diabetes 26 39 0.00001 | 34 46 0.0001
Hypertension 50 60 0.00001 | 60 74 0.00001
Current Smoker 45 40 0.02 34 25 0.00001
Chronic renal failure | 5 12 0.00001 | 11 26 0.00001
Coronary 81 77 0.02 74 65 0.00001
angiography
Any PCI 85 82 0.09 68 63 0.005
Killip 22 19 27 0.00001 | 15 28 0.00001
Hospital mortality 4.9 7.4 0.007 3.3 5.2 0.006
1-year mortality 8.7 16.2 0.00001 | 9.7 16.4 0.00001

Conclusions: Patients with recurrent AMI are older and have more co-morbidity,and

higher rate of hospital complications and mortality. NSTEMI in comparison with STEMI

patients are older, have more co-morbidity, a lower hospital mortality but a similar 1-
year mortality. It seems that these AMI cohorts aren't similar and may warrant a
different therapeutic approach
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Novel System and Method for Real Time Co-Registration of IVUS
with Coronary Angiography

Aharon Frimerman' MD, Eitan Abergel’ MD, David Blondheim' MD, Avraham
Shotan’ MD, Simcha Meisel' MD, MSc, Michael Shochat' MD, Pritesh Punjabi? MD,
Ariel Roguin?, MD PhD.

[1] Hillel-Yaffe Medical Center, Hadera, Israel,

[2] Rambam Medical Center, Haifa, Israel,

Rappaport-Faculty of Medicine, Technion-Israel Institute of Technology, Haifa, Israel.

Introduction: During coronary angiography and percutaneous coronary interventions
(PCI) only the lumen of the coronary vessel is imaged. The complete pathology of the
vessel wall, namely the extent of calcification, soft plaque and lesion length cannot
be accurately determined. These can be imaged using IVUS. We aimed to
investigate the accuracy, feasibility, safety and value of a novel method of co-
registration of IVUS and coronary angiography images. The method is designed to
seamlessly integrate into the routine catheterization procedures and provide
information to assist in decision making during the interventional procedure.
Methods: Phantoms simulating the coronary tree were used to test the accuracy and
potential of co-registration. We included patients who underwent IVUS during cardiac
catheterization. Analysis and feasibility was performed first offline and then is 36
patients and 42 arteries. The registration result was displayed on a separate screen
in the catheterization laboratory.

Results: Preclinical validation showed that the co-registration of the coronary tree is
feasible, and measurements of length and diameter are precise. Co-registration in
the catheterization laboratory was successful in all cases and aided in selection of
strategy, the length and size of balloons and stents and other device usage.
Conclusion: This is the first report of a novel method for IVUS and angiographic co-
registration. In this pilot study, we found that this method is feasible, accurate, and
easy to use. It can be used for determining stent size and location, and providing a
reference vessel pathway and structure. The automatic co-registration is done fast
and in a user- friendly way. It may reduce patient exposure to X-radiation, the
number of injections of contrast material that are needed to visualize the coronary
vasculature and the overall duration of the PCI.
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Lung Impedance-guided Therapy of Patients with Chronic Heart
Failure Improves Clinical Outcome

Michael Shochat MD, PhD', Avraham Shotan, MD" Mark Kazatsker MD", Viadimir
Gurovich MD', Elena Noiman MD", Yaniv Levy MD", Aya Asif MD', David S
Blondheim MD', Simcha Meisel MD, MSc, FACC'

"Heart Institute, Hillel Yaffe Medical Center, Rappaport Faculty of Medicine,
Technion, Haifa, Israel

Background: decompensation of patients with chronic heart failure (CHF) leading to
re-hospitalizations for pulmonary congestion or edema (PCE) is an unresolved
problem. At the initial stages of decompensation, patients have neither complaints
nor overt signs of PCE. Current methods for PCE monitoring such as implantable
devices, are invasive and of low sensitivity (35-76%) and monitoring by chest x-rays
is both impractical and detrimental due to radiation exposure. Decreasing lung
impedance (LI) is the result of an increase in pulmonary congestion. PCE monitoring
was done by device which is 25-fold more sensitive than current ones due to
measurement LI instead widely used transthoracic impedance.

Aim: To evaluate the effectiveness of treatment guided by the new LI device of
patients with CHF.

Methods and Results: We have shown previously that an LI decrease of more than
24% from dry (baseline) LI reflects the clinical threshold of lung fluid accumulation
that signifies the evolution to PCE and hospitalization by >90% probability. We
recruited 222 patients during the first month after hospitalization for PCE (age 67111
years, male 85%, LVEF 26+7%) at NYHA II/III/1V (97/86/39, respectively) and
followed them in an outpatient clinic for 32+21 months on a monthly basis. Initial NT-
proBNP level was 3771+5185 pg/ml. Patients were randomized (1:1) into 2 well-
matched groups according to treatment policy. Group 1 included patients treated
according to measured LI while group 2 patients were treated by clinical assessment
alone. There were 16 cardiovascular deaths and 5 non-cardiovascular deaths in
group 1 and 30 and 6 in group 2, respectively (p=0.006). The average annual
number for PCE in groups 1 and 2 were 70 and 139, respectively (p<0.001). In
patients whose treatment was LI-guided (group 1) preemptive therapy was intensified
3 times more frequently than in group 2 (p<0.001). The average annual non PCE
hospitalizations were 74 and 85 in group 1 and 2 respectively (NS).

Conclusion: Preemptive LI-guided treatment in CHF patients reduced recurrent
hospitalizations due to PCE and improved survival.
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Short and Long-term Outcome of Impedance-guided Preemptive
Therapy Provided to Prevent Pulmonary Congestion-edema in the
Course of Acute Myocardial Infarction.

Michael Shochat, MD, PhD, FACC', Avraham Shotan, MD', Mark Kazatzker MD",
Vladimir Gurovich, MD", Yaniv Levy MD', Elena Noiman, MD', Aya Asif, MD', David
Blondhaim, MD', Simcha Meisel, MD, MSc, FACC'

Heart Institute, Hillel Yaffe Medical Center, Affiliated to the Rappaport School of
Medicine, The Technion, Haifa, Israel.

Background: Patients sustaining an acute myocardial infarction (AMI) frequently
develop pulmonary congestion-edema (PED) during their hospitalization. Currently,
treatment is initiated after the appearance signs of PED.

Aims: To find out whether non-invasive lung impedance (LI) guided preemptive
diuretic treatment of AMI patients developing PED improves clinical outcomes.
Methods: LI was measured by using a new impedance monitor (RSMM Company,
Tel Aviv, Israel). Previously we have found that a decrease of 12-14% from normal LI
value reflects the beginning transition from interstitial to alveolar edema. In the
present study we prospectively randomized 222 patients (2:1 ratio) admitted for AMI
without signs of PED at admission and who expressed more than 12% LI decrease
from normal baseline to conventional or LI-guided preemptive treatment.

Results: 148 patients were treated conventionally (group 1) and 74 preemptively
according LI (group 2). Groups were well matched.

In group 1 all patients developed different stages of PED. Treatment was begun only
at symptom onset. In group 2, LI-guided preemptive treatment halted development
PED in 89% of patients. Unadjusted analysis shown that hospital stay, 1-year re-
hospitalization rate, 6-years development new CHF and survival rate was better in
group 2 (p<0. 001).

Adjustment for age, LVEF, maximal CK, diabetes, hypertension, hyperlipidemia,
smoking, level of creatinine and hemoglobin shown that LI-guided treatment
improved clinical outcome. Length of hospital stay reduced (OR=5.35, CI: 3.2-8.1,
p<0.0001), 1-year re-hospitalization rate reduced (OR=3.7, CI: 2.2-6.1, p<0.001), 6-
years occurrence of new CHF reduced (OR=3.5, Cl: 1.3-7.5, p=0.002) and 6-years
survival rate was better (OR=3.2, CI: 1.2-9.1, p=0.027). Off different clinical and
laboratory parameters the major influence on clinical outcome had age, diabetes
mellitus, LVEF <30% and maximal CK (>2220 mg/dl), (p<0.001).

Conclusions: LI-guided preemptive therapy halts progression to PED in 89% of
patients, and significantly reduces hospital stay, recurrent admissions, evolution of
CHF and mortality.
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a-Defensin induced atherosclerosis
Abu fanne Rami, M.D., PhD (1,2)

1- Cardiology department, Hillel Yaffe hospital
2- Clinical Biochemistry department, Hadassah medical center

Background:Atherosclerosis has features of an inflammatory disease. Neutrophil
activation plays a pivotal role in the inflammatory milieu. The hydrophobic peptide
alpha defensing is a major component of neutrophil granules. Because alpha-
defensin is expressed in atherosclerotic lesions and negatively promotes
atherogenisis, we tested the hypotheses that transgenic mice over-expressing alpha
would enhance atherosclerosis formation.

Methods and Results: male Def+ mice fed regular diet spontaneously developed
lipid streaks lesions. High fat diet for 9 months resulted in significant augmentation in
atherosclerosis in the aortic sinuses (4-fold). Colchicine treatment suppressed
atherosclerosis development. Def+ mice showed a heightened inflammatory state by
means of increased cathepsin staining and macrophage recruitment. In both Def+
and WT mice, traditional risk factors did not differ significantly between groups.
Conclusions: the present study provides strong evidence for a cause and effect
relationship between release of a-def from PMNs and progression of lipid streaks in
Def+ mice. Inhibiting PMN degranulation with colchicine attenuated lesion
development. a-def should be considered as a novel risk factor providing the missing
link between inflammation and atherogenisis, and a new target for future treatment.
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Usefulness of Non-invasive Monitoring of the “Net” Lung Impedance in
Chronic Heart Failure Patients in out Hospital Clinic.

Michael Shochat BSc, MD, PhD, FACC', Avraham Shotan, MD', Mark Kazatsker
MD", Iris Dahan, MSIT*, Lubov Vasilenko, MD*, Elena Noiman MD", Yaniv Levy MD',
llia Shochat BSc', Tatiana Sigalov, MD', Aaron Frimerman, MD', Aya Asif MD',
David Blondhaim MD', Simcha Meisel MD, MSc, FACC'

"Heart Institute, Hillel Yaffe Medical Center, Rappaport Faculty of Medicine, Technion,
Haifa, Israel

Background: Prevention of hospitalizations for decompensation in Chronic Heart
Failure (CHF) patients is an unresolved issue. The accuracy of existing devices in
predicting deterioration is only 38-76%.

Aim: We evaluated the ability of the new a non-invasive method for lung impedance
monitoring to predict decompensation in CHF patients.

Methods: Monitoring CHF patients was accomplished by a device which measures
“net” lung impedance (LI) instead of traditionally used transthoracic impedance. A
decreasing LI reflects accumulation of lung fluid. Changes in the clinical status and LI
were recorded at each monthly outpatient visit. Normal Baseline Lung Impedance
(BLI) was calculated according special algorithm for each patient. LI changes are
represented as percent from baseline according equation: MLIR= (LI/BLI-1)x100%.
Results: 222 CHF patients (67+11 years-old, male- 85%, LVEF-- 26+7%) at NYHA
I/IN/1V (97/86/39) were recruited after index hospitalization for acute heart failure
(AHF) and followed in an outpatient clinic for 3221 months. Initial NT-proBNP level
was 377115185 pg/ml. During the follow-up period 48 patients (23.4%) died due to
cardiovascular deaths. 99 patients were not hospitalized while the other 123 required
388 re-hospitalizations for AHF. 345 hospitalizations for other causes were recorded.

MLIR= (LI/BLI-1)x100% decreased progressively before hospitalization. Values of
MLIR= (LI/BLI-1)x100% at 1 month, 3 weeks, 2 weeks, 1 weeks, 3 days prior to and
at the day of hospitalization decreased by 23.7+11; 24.7+11; 27.8+13.2; 33.1+12.2;
34.1£10.5 and 36.8+10.5% (p<0.001) from BLI. At the time of hospitalization for a
non AHF cause, MLIR diminished only by 12.9+5.9% (p<0.001), (figure). Importantly,
in all cases of AHF hospitalizations " LIR decreased by more than 24% from baseline
while in 90% of non-AHF hospitalizations, MLIR decreased by less than 20%. In CHF
patients who had no hospitalizations for AHF during the monitoring period, MNLIR
decreased only by 10.245.2%.

Conclusions: invasive “net” LI monitoring is a very sensitive to predict
hospitalization for exacerbation of CHF. MLIR decrease by more than 24% from
normal baseline represents a high risk zone for re-hospitalization for AHF with 100%
sensitivity and 90% specificity. anges and intensification of therapy is mandatory
when LI decreases by more than 24%.
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Prompt Pharmacological Reperfusion Followed by Early Mechanical
Revascularization in Selected STEMI Patients

Aaron Frimerman', Michael Shochat', Rinat Malka', David Blondheim', Avi Shotan’,
Simcha Meisel’

[1] Hillel Yaffe Medical Center, Hadera, Rappaport-Faculty of Medicine, Technion-
Israel Institute of Technology, Haifa, Israel.

Background: Most patients allocated to thrombolysis in the studies that established
the superiority of primary PCI (PPCI) over fibrinolysis for the treatment of STEMI, did
not undergo definitive revascularization during their admission.

Aim: We assessed the short and long-term survival of STEMI patients that presented
2-3 hours after symptom onset, and were treated immediately by thrombolysis (THR)
followed after reperfusion by definitive PCI to the infarct-related artery (IRA) within 6-
24 hours. These patients were compared to STEMI patients treated by PPCI.
Methods: From 2008 to 2010, 316 patients underwent reperfusion therapy for
STEMI at our hospital. 183 patients (58 %) were treated by PPCI and 133 (42%) by
THR. Patients were selected for THR only if symptom onset occurred within 3 hours
prior to CCU admission and in the absence of hemodynamic compromise, and all
underwent PCI to the IRA within 6- 24 hours after THR. In all aspects patients were
treated according to current guidelines.

Results: In-hospital, 1 month, and 1-year mortality of the PPCI patients versus the
THR patients are presented (Table).

No intra-cranial hemorrhage occurred in the THR group.

Patient In-hospital | 1-month | 1-year
number (%) mortality mortality | mortality

PPCI | 183 (58%) |5 (2.7%) | 11(6%) |17 (9.3)

THR | 133 (42%) |1(0.7%) | 1(0.7%) | 1(0.7%)

p-value ns 0.016 0.001

Conclusions:

Early-arriving STEMI patients, with no signs of hemodynamic compromise, can
benefit from prompt reperfusion by thrombolytic therapy followed by early IRA
revascularization. We call for a multi-center, prospective study, to substantiate the
validity of this strategy.
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Device Motion Indicator, a New Feature to Evaluate Relative Axial
Stent Movement Inside Coronary Artery Prior to Deployment

Aharon Frimerman', Michael Shochat', Rinat Malka', David Blondheim', Avi
Shotan’, Simcha Meisel’

1] Hillel Yaffe Medical Center, Hadera, Rappaport-Faculty of Medicine, Technion-
Israel Institute of Technology, Haifa, Israel.

Aims: The cyclic movement of the heart and the coronary arteries induces relative
axial movement between the artery and a pre-deployed intra-luminal device such as
balloon or stent which may cause mal-positioning of these devices. The exact nature
and extent of this phenomenon is not known yet. Using new feature called Device
Motion Indicator (DMI), in patients undergoing PCl, we measured the pre-
deployment, relative, intra-luminal stent axial movement in the different coronary
arteries and their sub-segments.

Methods and results: The Sync-Rx System is an add-on image processing system
with unique enhancement and stabilization power. The DMI is part of this system,
and it can detect the intra-luminal device in the X-Ray image stream and measure its
relative axial movement in an enhanced and stabilized background. In an on-going
study, 160 patients underwent regular PCI with the support of the Sync-Rx image
processing system. Eighty eight with MI, ACS, or primary PCI, 49 with chest pain
and objective evidence of ischemia, and 23 with chest pain only. The DMI feature
identified relative stent axial movement in 190 treated segments: 77 in LAD, 41 in
LCX, and 72 in RCA and measured the proximal and distal markers (over the stent
carrying balloon) mean displacement span (DS) in millimeters. The mean DS in
decreased order were: distal RCA 3.942, mid RCA 3.5+1.9, OM1-OM2 2.9+0.8,
proximal LAD 2.3+1.6, proximal LCX 1.6+0.8, mid LAD 1.3+1.2. DMI technique and
updated data will be presented.

Conclusions: Intra luminal relative axial movement of a stent during its positioning at
a lesion site, prior to deployment, is a significant phenomenon seen mainly at the
distal and mid RCA, OM1/OM2, and proximal LAD segments (in decreased order).
This movement can cause stent mal-positioning. To minimize this relative movement
effect, a proper method to optimize stent deployment site, should be developed.
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A Case of Unusual Arm Swelling in a Young Man

Paget-Schroetter

J.Ashkar MD, P.Peschansky MD, M.Medvedovsky MD, |.Tulchinsky MD,
E.Deraghme MD.

Emergency Department Hillel yaffe Medical Center,Hadera

Spontaneous thrombosis of the veins draining the upper extremity was postulated by
Sir James Paget in 1875 as a cause of acute pain and swelling of the arm ,but von
Schroetter, in 1884 ,was the first to relate the clinical syndrome to thrombotic
occlusion of the axillary and subclavian veins .

It was not until 1949 when Hughes, in a review of 320 patients, recognized this
disease process as a unique disorder and named it Paget- Schroetter syndrome .

Although rare (1%to 2% of all cases of deep venous thrombosis), this disease cause
significant disability in a predominantly young, healthy, active patient population.
Moreover, there have been several reports documenting a significant incidence of
disability, ranging from 25%to 75%,in untreated patients who develop chronic upper
extremity venous hypertension and /or recurrent venous thrombosis .

We report this case of effort thrombosis of the upper extremity (Paget- Schroetter
syndrome) caused by hypertrophied muscles. This unusual cause of extrinsic venous
compression and intimal injury leading to thrombosis was treated with good
outcome.
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A Common Complication of Uncommon Disease

J.Ashkar M.D", M.Medvedovsky M.D? P.Peschansky M.D?, I.Tolchinsky MD* ,
E.Deraghme MD°.

Emergency Department, Hillel Yaffe Medical Center

Hypoglycemia is a common emergency condition that is often seen in the emergency
department. Acute hypoglycemia should be immediately considered in any patient
with altered mental status. Unexpected and recurrent hypoglycemia in a non-diabetic
patient necessitates further investigation.

We present a 30-year-old young man who was treated in our emergency department
because of recurrent hypoglycemic episodes related to glycogen storage disease
type la (Von Gierke disease). This is an extremely rare cause of hypoglycemia,
especially in adult patients.

GSD is clinically manifested with fasting hypoglycemia — a hallmark of the disease, in
addition to hepatomegaly, growth retardation and bleeding diathesis. The
biochemical manifestations of this disease are: rapidly decreasing fasting blood
glucose values, lactic acidosis, hyperlipidemia, and hyperuricemia. Long-term
complications include hepatic adenoma, osteopenia and nephrolithiasis.

Von Gierke disease is an autosomal-recessive condition. It may be explained by
mutations of the phosphohydrolase catalytic unit gene of the G-6-P complex, unlike
GSD type Ib and GSD type Ic. Deficiency of G-6-P blocks the final steps of
glycogenolysis and gluconeogenesis.

This results in severe hypoglycemia.

In this case report, the patient presented with a common symptom — hypoglycemia —
of an unusual disease - Von Gierke disease (GSD type la).

An emergency physician should keep in mind that Von Gierke disease may be
manifested with additional emergency conditions, such as, gastrointestinal bleeding,
nephrolithiasis, acute renal failure and osteoporotic fracture.
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Thrombin is a Selective Inducer of Heparanase Release from Platelets
via Protease-activated Receptor-1

Ma'anit Shapira', Elena Axelman?, Anat Keren-Politansky?, Lilach Bonstein*, Yona
Nadir?

'Hematology Laboratory, Hillel Yaffe Medical Center, Hadera, Israel. “Thrombosis

and Hemostasis Unit, *Hematology Laboratory “Blood Bank, Rambam Health Care
Campus, Haifa, Israel

Background: Heparanase, known to be involved in angiogenesis and metastasis, was
shown to form a complex with tissue factor (TF) and to enhance the generation of factor
Xa (Nadir et al, Haematologica, 2010). Platelets contain abundant amount of heparanase
and were the primary source for the protein purification.

Aims: To identify the inducer and pathway of heparanase release from platelets.
Methods: Pooled platelet rich plasma from platelet units obtained from the blood bank or
healthy donors was incubated with ADP, epinephrine, collagen, ristocetin, arachidonic
acid and thrombin. Level of heparanase released from platelets was studied by ELISA and
western blot analysis. The effect of selective protease-activated receptor-1 (PAR-1)
inhibitor (FR171113) and thrombin receptor activator peptide (TRAP) were assessed
using platelet aggregometry and heparanase procoagulant activity assays. In-house
synthesized inhibitory peptides to TF / heparanase complex were used to evaluate platelet
heparanase involvement in activation of the coagulation system.

Results: Heparanase was released from platelets only by the induction of thrombin while
ADP, epinephrine, collagen, ristocetin and arachidonic acid exerted no effect on
heparanase release. Level of heparanase in the plasma after thrombin induction was 250
folds higher compared to heparanase baseline plasma level. Activation of PAR-1 by TRAP
dramatically increased heparanase procoagulant activity and was significantly decreased
by the addition of PAR-1 inhibitor or TF / heparanase complex inhibitory peptides.
Conclusions: Heparanase is selectively released from platelets by thrombin via PAR-1
receptor. Platelet heparanase is involved in activation of the extrinsic coagulation
pathway. The present study widens our understanding regarding potential anticoagulant
effect, in addition to anti-platelet effect, of the new clinically studied PAR-1 inhibitors.
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Recurrent Anaphylactic Shock in the Young Man

J.Ashkar MD, P. Peschansky MD, M. Medvedovsky MD,l.Tolchinsky MD,
E.Deraghme MD.
Emergency Department Hillel yaffe Medical Center,Hadera

Systemic mastocytosis is a clonal disorder of the mast cell & its precursor cells. The
clinical symptoms & signs of systemic mastocytosis are due to the accumulation of
these clonally derived mast cells in different tissues, including bone marrow, skin, the
Gl tract, the liver & the spleen.

Systemic mastocytosis , often termed systemic mast cell disease (SMCD), is
characterized by mast cell infiltration of extracutaneous organs, which is in contrast
to cutaneous mast cell disorders, which involve only the skin.

We present case of an asthmatic 40- year- old male who been treated several times
in our Emergency Department for unexplained anaphylactic shock with diffuse
urticarial lesions. It was decided to investigate the reason for this unexplained
emergency condition. The patient's laboratory blood test revealed a borderline
normocytic anemia with mild eosinophilia & an elevated sedimentation rate. In light of
these finding, a bone marrow biopsy was performed & revealed an excessive
proliferation of mast cells.

These clinical & pathological findings confirmed our presumptive diagnosis of
systemic mastocytosis.

Because of the patient's broncho-spastic clinical picture, he had been treated with
large doses of steroids.

While undergoing this treatment, the patient had developed an acute psychotic state.

The question arose as to whether the patient's symptoms were related to neuro-
psychiatric manifestations of systemic mastocytosis or as a known side-effect of
large doses of steroids?

This case illustrates the complex & problematic aspects of diagnosis & management
of systemic mastocytosis.
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Transient Bullous Rash - a Rare Form of Severe Dermatologic Adverse
Reaction Following the Administration of Tissue Plasminogen
Activator (TPA) in a Case of Acute Stroke

S. Sabetay, Y. River, W. Zoabi
Hillel Yaffe Medical Center (Hadera, IL); Hillel Yaffe Medical Center (Hadera, IL)

Introduction: Tissue plasminogen activator (TPA) represents an effective treatment
for patients having acute stroke. However, the administration of this drug is linked to
some important side effects such as intracranial hemorrhage, anaphylactic shock,
angioedema, and rash. We would like to report the case of an unusual and severe
dermatologic adverse event - transient bullous rash - following the administration of
TPA.

Case presentation: 72 year-old female patient with previous medical history of
hypertension and obesity, treated with Ramipril and Disothiaside, presented with
dysarthria, dysnomic dysphasia, right hemianopia, and right moderate flaccid
hemiparesis. On admission NIHSS score was 11. Brain CT at admission showed no
evidence of an acute infarction. The patient was started on 90 mg IV TPA treatment
165 minutes following the appearance of the neurologic signs. Sixty minutes after
starting TPA several asymmetrical cutaneous papules and vesicles overlying normal
skin were noted in the right chest area with minimal pruritus. The vesicles rapidly
became confluent, forming large, tense bullous lesions, measuring up to 3.5 cm,
containing clear fluid. The eruption was observed to spread in a caudal direction over
the shoulder, neck, face, chest and hand. It persisted for 4 hours and gradually
disappeared without any treatment. There were neither oral lesions nor angioedema.
Blood pressure was stable and there was no respiratory distress.

Results: A possible explanation for this dermatologic reaction could be the
simultaneous activation of complement system and kinin cascades by plasmin,
produced by alteplase-cleavage of plasminogen. Complement cascade activation is
direct, causing mast cell degranulation and histamine release with consequent
vasodilatation. Another explanation might be extracellular proteolysis by
plasminogen\plasmin system and metaloproteinases. Lateralization might be
triggered through acute changes in the vasomotor tone of the hemiparetic side.
Contralateral autonomic imbalance might be secondary to the presence of lesions in
the insular cortex, postcentral cortex, basal ganglia and internal capsule.
Conclusions: Bullous rash with lateralization to the paretic side following
thrombolytic treatment for acute stroke represents an unusual complication of this
treatment. Several possible immune mechanisms are presented as well as a review
of the literature of other immunological based adverse events to thrombolysis in
acute stroke.
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Flexion relaxation ratio, neck posture, joint position error, and pressure-
pain thresholds following tailored three dimensional computerized
mobilization of the cervical spine for the treatment of chronic neck pain
and associated headache.

Yaron River M.D, Shelly Aharoni M.P.T
Yaron River, Neurology Department, Hillel Yaffe Medical Center, Hadera, Israel.

Background: Various therapeutic approaches for chronic neck pain have shown
limited efficacy. Two previous studies showed that computerized mobilization of the
cervical spine, a novel therapy, is safe and potentially effective treatment of chronic
neck pain and associated headache .(River et al. Clin. J. of Pain 2012; River et al.
Pain Medicine 2014)

Objective: Investigate several physiological measures, efficacy, and safety following
individualized, computerized mobilization of the cervical spine in a three
dimensional space for the treatment of chronic neck pain.

Methods: pilot, open trial. Participants: 9 patients with chronic neck pain. A control
group without neck pain for the assessment of flexion relaxation ratio, Intervention: A
computerized cradle capable of 3-dimensional neck mobilization was utilized.
Individualized treatment sessions lasted 20min, biweekly, for 6 weeks. Main outcome
measures: Pain visual analog scale (VAS), cervical range of motion (CROM), neck
disability index (NDI), joint position error (JPE), Pressure pain thresholds (PPT),
Forward neck tilt (FNT), and flexion relaxation ratio (FRR) measured by surface
EMG.

Results: Comparing baseline at week 1 with week 6 (end of treatment), the VAS
scores dropped by 2.3 points (p=0.040). A significant reduction of Pain VAS was still
detected on week 12, 6 weeks after the end of treatment, (p=0.018). The 6 directions
of movement studied by CROM showed a marginally significant combined increase
of 11% (p=0.061). NDI decreased with marginal significance (week 1 vs. 8) from
15.42 t0 9.42 (p=0.086); JPE decreased significantly from 2.88° to 1.14° (p<0.01);
Pain threshold increased from 1.27 Kg/cm2 to 2.44 Kg/cm2 (p=0.043); Forward head
tilt decreased from 20.36 cm to 19.02 cm (p=0.104). Left sided FRR significantly
increased (P=0.017). Conclusions: This study provides preliminary physiological
evidence suggesting that individualized computerized, 3-dimensional cervical
mobilization brings about a positive change in neck posture, cervical neuromuscular
control, and the processing of nociceptive and proprioceptive information.

NNy

"Epileptic Patients Have an Increased Risk of Carbamazepine
Toxicity During Triple Therapy for Helicobacter Pylori Infection - Case
Presentation and Review of the Literature"

S. Sabetay, L. Kaplan, B. Weller

Background: Over 50% of world population harbors H.pylori in their upper gastro-
intestinal tract. H.pylori testing is recommended especially in persons suspected with
peptic ulcer disease. Triple therapy administered in peptic ulcer disease patients with
positive H.pylori tests includes proton pump inhibitors, the antibiotics clarithromycin
and amoxicillin. When starting triple therapy in epileptic patients the drug- drug
interactions between clarithromycin and proton pump inhibitors on one hand and
carbamazepine on the other hand are sometimes overlooked, predisposing to
carbamazepine toxicity.

Methods: Male, aged 58, with generalized tonic-clonic epilepsy treated for two
decades with carbamazepine and phenytoin presented with acute ataxia and vertigo.
No previous adverse effects related to his antiepileptic medications were reported
and drug blood levels were always in therapeutic range. A week prior triple therapy
(omeprazole, amoxicillin, clarithromycin) for peptic ulcer disease and positive H.pylori
testing was started. Toxic carbamazepine blood levels in ER were obtained and the
drug was temporarily discontinued. Clarithromycin-carbamazepine, omeprazole-
carbamazepine drug interactions were considered as causing carbamazepine
toxicity, therefore triple therapy was interrupted and, after two days, the patient was
asymptomatic and carbamazepine levels returned to therapeutic range

Results: Carbamazepine- clarithromycin and carbamazepine- omeprazole
interactions determined acute carbamazepine toxicity in our patient, symptoms
disappearing following interruption of the triple therapy.

Conclusions: Carbamazepine toxicity represents a definite risk for patients started
on triple therapy for peptic ulcer disease due to drug- drug interactions. This risk
should be known by neurologists and gastroenterologists, and dose-reduction of
carbamazepine could be considered during triple therapy for H.pylori
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Wernicke Encephalopathy Following Sleeve Gastrectomy in Obese
Atients

Sergiu Sabetay, Yaron River
The Neurology Department, Hillel Yaffe Medical Center, Hadera, Israel

Background: Wernicke's encephalopathy is caused by a nutritional deficiency of
thiamine (vitamin B1) and usually is found in chronic alcoholics. Obese patients
undergoing sleeve gastrectomy are at risk for developing thiamine deficiency after
performing the surgical procedure due to reduced dietary intake, malabsorbtion,
recurrent vomiting. This quite rare clinical picture of Wernicke's encephalopathy
usually appears several weeks after gastrectomy, atypical neurological features
being common.

Methods: We present two cases of Wernicke's encephalopathy appearing
approximately 2 months after sleeve gastrectomy. The first case is of a young man,
18 years old, complaining of recurrent vomiting, dizziness, gait impairment, binocular
diplopia, without any symptoms affecting his cognitive status. His neurological
examination showed multi-directional nystagmus, binocular diplopia, and severe
ataxia. The second case is of a 44 year old woman, presenting to the emergency
room due to recurrent vomiting, confusional state, weakness of legs, gait impairment,
visual impairment appearing two months after sleeve gastrectomy. On examination
the patient was mildly disoriented in time and place, with binocular diplopia, multi-
directional nystagmus, mild paraparesis, and ataxia.

Results: In both patients the treatment with intravenous thiamine gave a definite
good clinical response, with a gradual improvement of the neurological signs.
Conclusion: Wernicke's encephalopathy is a rare but potential severe complication
of sleeve gastroplasty in obese patients. Several cases reported in the literature
showed that not always the adequate medical treatment totally reverses the
neurological deficit. Nevertheless, this complication is preventable by increased
awareness of the surgeons, close monitoring of the food intake and of the
neurological status and an adequate vitamin supplementation following bariatric
surgery.
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Three dimensional computerized mobilization of the cervical spine for
the treatment of chronic neck pain and associated headache

Yaron River M.D, Shelly Aharoni P.T, Jill Bracha P.T., M.Sc, Tamir Levital M.Sc,
Department of Neurology & Physical therapy, Hillel Yaffe Medical Center, Hadera,
Israel

Background: Physical therapy has been successfully used for the treatment of
chronic neck pain (NP). However, various manual treatment interventions share a
common disadvantage. They are imprecise and inconsistent.

Objective: Investigate the safety and efficacy of computerized mobilization of the
cervical spine in 3-dimensional space for the treatment of chronic NP.

Methods: Pilot, open, non controlled, trial utilizing the Occiflex device (Headway Ltd.
Misgav, Israel). We recruited patients with chronic NP due to facet joint disorder,
myofascial pain syndrome, and whiplash injury. We excluded patients with
myelopathy or radiculopathy. Treatment sessions lasted 20 minutes, twice a week,
for 6 weeks. We evaluated patients with weekly visual analogue score (VAS), neck
disability index (NDI), neck range of motion (CROM), and joint position error (JPE).
Results: We recruited 7 women and two men, with a mean age of 50.5+13.5 years.
Treatment was not associated with any significant adverse effects. Comparing
baseline (wk 1) to the last week (6) of the trial we have found that pain scores
dropped by 2.9 VAS points at the end of the trial (p<0.01); CROM increased by 11%
on the average of the 6 combined movements (p=0.01); NDI showed significant
reduction (p=0.03); JPE significantly decreased at the end of the study (p<0.05). Five
out of 7 patients with concomitant headache (tension type headache, migraine, and
cerbicogenic headache) reported that their headache improved during the trial and 2
weeks following treatment completion.

Conclusions: Preliminary results of this trial and our previous pilot trials show that
computerized mobilization is safe and potentially effective for the treatment of chronic
neck pain and associated headache.

The co-occurrence of neck pain and headache in this trial and in our previous trials,
the response of both pain syndromes to treatment, and the known presence of
common biomechanical abnormalities suggests shared pathophysiological
mechanisms.
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Rate of Risk Factors for Fetal Anomalies in a Rural Hospital Population

Yael Yagur, Alon Shrim, Motti Hallak
Department of Ob/Gyn, Hillel Yaffe Medical Centre, Hadera, Israel

Introduction: The prevalence of Major anomalies in the general population is estimated at 5%.
Prenatal diagnosis which is based on prevention (folic acid consumption), biochemical, ultrasound
and cytogenetic testing is an important scientific tool that allows reliable consultation and improves
pregnancy outcome.

In 2008 congenital malformations were the leading cause of death in Muslim infants and the second
cause of death in Jewish infants.

Objective: To assess the rate of risk factors for fetal malformations in the population attending
“Hillel Yaffe medical center” and evaluate whether this rate varies between it's sub populations.
Material and Methods:

+ A cross section observational study, conducted at the Department of Obstetrics and
Gynecology at the "Hillel Yaffe medical center."

* Pregnant women in the second or third trimester of pregnancy or within 3 days after birth
were interviewed in Hebrew and Arabic, answering questions regarding demography and
risk factors for fetal anomalies.

+ The main variable measured was the usage of folic acid.

» Demographic variables and the rate of prenatal testing were assessed among women who
reported non consumption of folic acid (study group) and in women who consumed folic
acid (control group).

Results: 382 women participated in the study, 71% of them reported consumption of folic acid.
Using Multivariate analysis model, the following parameters were independently significantly
associated with folic acid consuming:

+ Every additional year of maternal education increased the chance to consume folic acid by
13.5%.

* Planned pregnancies raised the prospect of consuming folic acid by 2.28.

» High parity decreased the chances to consume folic acid.

Women who were not consuming folic acid tended to perform less prenatal tests during pregnancy.
Conclusions:

+ The rate of folic acid consumption in our study population is similar to the Israeli
consumption rate which stands on 77.4%.

+ Low maternal educational level, unplanned pregnancies and high parity are related to low
consumption rate of folic acid.

*  Women who were not taking folic acid had lower rate of prenatal testing.

Religion (Jewish) 173 [(G5%) A5 (41%)

Level of education 14 243 12,154 08
Parily 2.0:1.8 (2) Sda 1.9 (3}
Plannad pragnanciess 2710 (871%-=) G0 (58 %<)
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Trends in Termination of Pregnancy in Women With Positive CMV IgM in
the 1st Trimester

Alon Shrim" , Rachel Bachar?, Ron Beloosesky'?

"MFM Division, Department of Ob/Gyn, Hillel Yaffe Medical Centre, Hadera, Israel, 2 Maccabi
HMO, Medical services, Israel

Introduction: Cytomegalovirus (CMV) is the most common perinatal infection affecting about 0.2-
2% of all neonate worldwide. The risk of infection manifested by sero-conversion during pregnancy
is 1-4%. Following primary maternal CMV infection in the first trimester, the virus is transmitted to
the fetus in 40% of cases. Of all infected fetuses about 25% may develop some sequelae. Optimal
workup and consultation are mandatory before making decisions in pregnancies affected by CMV.
Aim: To evaluate trends in termination of pregnancies in patient with suspected CMV exposure
during the 1** of trimester of pregnancy.
Methods: Retrospective computerized cohort study. all blood tests for CMV IgM done between
January 2008 and December 2009 on pregnant women in Israel second biggest HMO (“Maccabi”)
were retrieved using computerized database.
For all women with IgM positive result, IgG Avidity was measured and women were classified
according to the risk of acquiring CMV during pregnancy;

High risk (avidity 0-35), moderate risk (Avidity 36-44)

low risk (Avidity 245).
Results of Amniocentesis (if done) were mined and documented. Termination of pregnancy was
determined by a either specific report to the HMO and/or by the absence of Glucose Challenge
Test (GCT) or OGTT in the relevant pregnancy and/or by non reporting of a newborn to the specific
family .
Results: During the study period 109,439 women were pregnant, of which 76,712 (70.1%) were
tested for CMV.
Positive IgM results were documented in 792 women IgM (1.03%).
Among women with Positive IgM, only 206
(26%) underwent amniocentesis. The rate of Termination of Pregnancy was doubled in women
with positive CMV IgM (28.3%) Vs. women with negative CMV IgM (14.3%) p<0.05. It was mostly
elevated in women with high risk of acquiring CMV (42.3% termination of pregnancy rate)
Among women with positive CMV IgM (n=792), those who did not undergo amniocentesis were
more likely to terminate pregnancy compared to those who performed amniocentesis (35.6% vs
7.3%, p< 0.05). This trend was consistent in all risk groups for acquiring CMV during pregnancy.
Conclusions: A large proportion of women with suspected CMV infection during 1st trimester of
pregnancy elect to terminate pregnancy before all means of workup were utilized to rule out or
confirm fetal infection with CMV

Perfo i Terminated pregaamcy {Ta)
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Laow Risk 427 (R4%) 19%% 1.2% 184 19.2%
Moderate Risk E?(10.27%%) E LUK bt 55% AS.HK% 23.6%
High Hisk 55 (32.2%) 34.5% 1.3.6% 57.58% 42.3%
Lot to Tl wps 21 (2.6%%) am =a = -
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Making Cervical Ripening EASI: A Prospective Pontrolled Comparison
of Single Versus Double Balloon Catheters

Elad Mei-Dan, Asnat Walfisch, Constanza Valencia, and Mordechai Hallak.

Objective: To compare the efficacy of two mechanical devices for cervical ripening:
double versus single balloon catheters, both with extra-amniotic saline infusion (EASI).

Methods: Women at term with a singleton pregnancy presenting for labor induction
were assigned to receive the double balloon catheter (with EASI) or the single balloon
catheter (with EASI). Outcomes included time from device insertion to delivery, rates of
successful vaginal delivery and occurrence of adverse events.

Results: One hundred and eighty six women completed the study. Ripening success
was comparable between the double and single balloon arms (96.4% vs. 92.7%,
p=0.55, respectively). Balloon insertion to delivery interval was significantly shorter,
and cesarean section rate was significantly lower in the double balloon arm compared
to the single balloon arm (14.3 hours vs. 15.8 hours, p=0.04 and 8.3% vs. 20%,
p=0.05, respectively). There were no significant differences in maternal characteristics,
satisfaction or adverse outcomes.

Conclusions: This study is the first documented assessment of the double balloon
catheter combined with extra-amniotic saline infusion. Our findings suggest that the
double balloon catheter results in reduced time to delivery and higher vaginal delivery
rates, compared with the single balloon catheter with EASI, without compromising
maternal or fetal safety.
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The Unborn Smoker: Does Response Relationship And Adverse Perinatal
Outcome

Elad Mei-Dan, Asnat Walfisch, Mordechai Hallak, Richard Brown, Alon Shrim

Objective: To evaluate a possible dose response relationship between active maternal
smoking during pregnancy and adverse perinatal outcome.

Methods: A population-based cohort study using the McGill University Obstetrics and
Neonatal Database was conducted. Data was collected for all deliveries occurring
between 2001 and 2007. Maternal characteristics and pregnancy outcomes were
compared between active smokers of different levels and non-smoking controls.
Results: During the study period, 20,938 births occurred. Nearly 8% of the cohort
reported active smoking (1,646 women). Preterm delivery rate was significantly more
frequent in the smoking group compared to controls (22.2% vs. 12.4%, p<0.0001), as
was intrauterine fetal demise (1.4% vs. 0.3%, p<0.001). Newborns of active smokers
were more likely to weigh less (3150+£759g vs. 337716049, p<0.001), suffer from
respiratory distress syndrome (2.5% vs. 1.3%, p<0.0001), suffer from a cardiac
malformation (1.5% vs. 0.8%, p=0.008) and die (neonatal death 1.2% vs. 0.6%,
p<0.006). A dose response relationship was demonstrated between levels of daily
cigarette smoking and several adverse outcomes. Some adverse perinatal outcomes
were present even in the subgroup of women who reported smoking no more than 5
cigarettes per day. Using multiple regression models, smoking was found to be an
independent predictor of preterm delivery (OR 1.79, 95%CI 1.56-2.06), NICU
admission (OR 1.35, 95%CI 1.13-1.61) and intrauterine fetal demise (OR 1.96, 95%CI
1.17-3.29).

Conclusion: Any amount of daily smoking appears to harm the fetus and newborn. As
pregnancy may be a ‘window of opportunity’ for behavioural changes, efforts to
promote smoking cessation should be encouraged.
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Can Intra Cytoplasmatic Morphologically Selected Sperm Injection (IMSI)
Technique Improve Outcome in Patients with Repeatwd IVF/ICSI Failure-
a Comparative Study?

Einat Shalom Paz, Saja Anabusi, Nardin Aslih, Media Michaeli, Esther Shoshan-
Karchovsky, Nehami Rothfarb, Tal Shavit, Adrian Ellenbogen
OBGYN, Hillel Yafe, Israel

Introduction: IMSI is an innovative, not invasive method. It obtains the optimal sperm
in the ejaculate to perform ICSI. We wanted to evaluate how efficient is IMSI technique
in patients with repeated IVF/ICSI failure of at least 3 cycles with no viable pregnancy
and /or very poor sperm quality.

Study Design and Methods: All couples that performed IMSI between the years 2007
- 2012 were collected retrospectively to our study.

Demographic data and clinical outcome were recorded. The IMSI® were compared to
previous non-IMSI treatments in terms of number of embryos, quality, number of
embryo transferred and pregnancy outcome.

Main Results: 42 couples with male infertility were included (total of 90 treatments)
and were divided into 2 subgroups: Conventional IVF-ICSI (control) treatment and IMSI
treatment. Basic characteristics of the groups were comparable. Fertilization rate and
cleavage rate were equivalent. However, the embryos quality showed a trend towards
more poorer quality (grade 3-5) embryos in the control group compare to IMSI and
respectively, a trend towards superior quality (grade 1-2) embryos in the IMSI group
(60% vs. 47%; P=0.07 and 40% vs. 53%; P=0.07 ). Implantation, clinical pregnancy
rates were significantly better in IMSI group (7.8% vs. 19.2%; P=0.042 and 10.5% vs.
39.1%; P=0.032). Miscarriage rate was significantly higher in control group (100% vs.
20%; P=0.032) and live birth rate was significantly higher in IMSI group (0 vs. 32.6%;
P=0.03)

Conclusion: The outcome of IMSI resulted in a higher implantation rate, pregnancy
rate and most importantly delivery rate.
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Comparison Between Treatment of PCOS Patients with an Antagonist vs.
IVM Protocol. A Prospective Randomized Study. Preliminary Results

Tal Shavit, Einat Shalom-Paz, Ofer Fainaru, Nardin Aslih, Medea Michaeli, Nechami
Rothfarb, Olga Ruzov, Esther Kartchovsky, Maytal Segal, Adrian Ellenbogen
Obstetrics and Gynecology Department IVF Unit, Hillel Yaffe Medical Center, Israel

Introduction: Triggering ovulation with GnRH-a in GnRH antagonist protocols can
prevent OHSS in PCOS patients. However large amounts of gonadotropins are used.
IVM may be a potential alternative for these patients, without exposure to
gonadotropins and risk of OHSS.

Aim: To compare outcomes of IVM versus antagonist protocols in PCOS patients.
Methods: A prospective randomized controlled trial. PCOS patients were enrolled
randomly to IVM or antagonist protocol. Patients in IVM group were primed with 1501U
rFSH for 3 days and hCG . Patients in the antagonist protocol were treated routinely.
The two groups were compared regarding the number of oocytes retrieved, mature
oocytes, fertilization and cleavage rates, quality of embryos and ongoing pregnancy
rates.

Results: 11 and 10 patients were recruited so far for antagonist and IVM protocol. No
significant differences in number of mature oocytes (11.2+5.7 vs.12.2+8.45),
fertilization rate (73% vs. 67%) and top quality of embryos (45.3% vs. 43.9) were
observed. The average dose of gonadotropins in the antagonist protocol was 1461
IUx£560IU per cycle, compared to 382+108IU in the IVM group (p 0.001). Pregnancy
rates were comparable - only 9% (1/11) in the antagonist (surprisingly low compared to
previous data from our unit of 38%) and 40% in the IVM group (4/10) (p=0.102). No
OHSS developed.

Conclusions: IVM protocol may be an alternative for infertile women with PCOS who
desire to prevent potential adverse effects of gonadotropins treatment and prevent
OHSS. These preliminary data demonstrate that VM has comparable results to
standard IVF treatments.
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Does BMI Influence Oocyte Volume And Functioning in IVF-ICSI Cycles?

Shalom-Paz E, Shavit T, Michaeli M, Rotfarb N, Kartchovsky E, Ruzov O, Segal M,
Fainaru O, Glaubach L, Ellenbogen A. IVF Unit, Department of Obstetrics and
Gynecology, Hillel-Yaffe Medical Center, Hadera, Israel

Introduction: The lower performance of obese patients in IVF treatment cycles is still
an enigma and was discussed greatly in the past. Some reported maternal physiology
affects oocytes and results in abnormal pregnancy outcomes. Oocytes from animal
models with insulin- resistant and obese mice showed delayed maturation, smaller
oocyte size, and increased granulosa cell apoptosis. These findings are linked to
adverse embryonic and fetal outcomes including delayed embryonic development,
growth restriction, anatomic defects, and smaller fetuses. Marquared et al. reported in
her study that also in humans, BMI negatively affect oocyte diameter, quality and
embryos development.

Aim: To evaluate the effect of two distinct different BMI groups on oocyte volume and
treatment cycle outcomes.

Materials: Prospective, cohort study. Women undergoing IVF-ICSI cycles. Patients
were divided into two subgroups according to their BMI: Obese BMI > 30 and Lean BMI
< 25. We evaluated the effects of BMI on the number of oocytes retrieved, number of
matured oocytes, fertilization and cleavage rates, number of top quality embryos and
oocyte’s diameter and volume. All oocytes were captured after denudation of the
granulosa before ICSI was performed. We measured two diameters of each mature
oocyte and zona pellucida (ZP) thickness. We excluded the zona pellucida from the
total measurement to calculate the oolema diameter. The software allowed the
measurement of computer captured digital images by using built-in tools that
automatically calculated the mean and standard deviation of each measurement.
Results: 15 cycles of IVF-ICSI were preliminary analyzed. 5 obese patients in witch we
had 41 oocytes and 10 lean patients with 76 oocytes. Age, duration of treatment,
number of follicles, endometrial thickness and peak estradiol level were comparable
between the obese and lean groups. Number of oocytes retrieved was the same
(11.5+ }7.7 vs. 11.6+ }6.8). The number of embryos was comparable as well as the top
quality embryos per group (7.2¢ }7.2 vs. 8.0° }5.1 and 65.6% vs. 61.6% respectively).
We were not able to demonstrate any difference in oocytes diameter, oolema diameter
or oocyte volume in between the two groups (164.0¢ }5.6 vs. 162.9+ }5.5; 144.6- }4.3
vs.143.6+ }4.9; 1.58*10%6 vs. 1.55*10"6 respectively).

Conclusions: Although different BMI level was suggested to influence oocyte size in
IVF cycles, in our preliminary data we could not demonstrate any change in the ZP
thickness, oocytes diameter and volume nor in the oocytes performance in between the
two groups. More patients are currently recruited and pregnancy outcome will be
followed as well.

79

912 ¥1N N9 MTIM O'W)

Hilghly Purifies HMG Versus Recombination FSH in Ovarian
Hyperstimulation with Gnrhantagonist — A Retrospective Study

Shavit T, Shalom-Paz E, Sharabi H, Fainaru O, Michaeli M, Rotfarb N,Rusov O,
Ellenbogen A. IVF unit, Department of Obstetrics and Gynecology, Hille Yaffe Medical
Center, Hadera, Israel

Introduction: Highly purified Human Menopausal Gonadotropins (hp-hMG) and
recombinant FSH (rFSH) are wildly used in the Assisted Reproductive Technology
(ART) era. There are only several studies compared the effectiveness of the two
preparations in patients undergoing /n vitro Fertilization (IVF) with antagonist protocol.
Aim: To compare ART results of HP-hMG and rFSH for controlled ovarian stimulation
in GnRH antagonist cycles.

Materials: A retrospective case control study. Records of all antagonist cycles of
patients undergoing IVF or ICSI in our unit from January 1st 2011untill December 31
2011 were reviewed. There were 216 ART antagonist cycles: 140 stimulated with rFSH
and 76 with hp-hMG. For every case (stimulation with hp-hMG) two controls
(stimulation with rFSH) were matched for patient’s age and infertility diagnosis. The two
treatment protocols were compared regarding the length of stimulation, amount of
gonadotropins used, number of oocytes retrieved, fertilization and cleavage rates, and
pregnancy rates.

Results: Matching was possible for 53 cases with 96 controls. In the hp-hMG group
BMI was higher (27.1+ }5.2 vs. 25.2+ }5.3 P=0.039). The hp-hMG group had statistically
significant more previous ART cycles (4.3+ }2.8 compared to 3.0¢ }2.6 P value 0.008)
and elevated basal FSH (7.1+ }3.0 vs. 6.0+ }2.1 P=0.008). The stimulation duration,
endometrium thickness on the day of hCG admission and estradiol level on the day of
hCG admission were comparable between the two groups. The amount of
gonadotropins used was higher in the hp-hMG group (1993« }840 vs. 1342+ }511 P <
0.001). The number of oocytes retrieved was higher for the rFSH group (8.4¢ }5.3 vs.
6.1+ }5.2 P=0.01). Fertilization rate were 59% for the rFSH and 52% for the hp-hMG.
Pregnancy and live birth rates were comparable: 37.5% and 18.8% in the rFSH group
compared to 32.6% and 15.4% in the hp-hMG group (P=0.5 and P=0.61).
Conclusions: It appears that in an antagonist protocol, different gonadotropins
products are equally effective. The choice of one or the other product should depend
upon the availability, convenience of use and the cost of the product.
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The Effect of Specific Inspiratory Muscle Training on the Sensation of
Dyspnea and Exercise Tolerance in Elderly Patients with Congestive
Heart Failure.

Svetlana Zheludkov M.D, Beckerman Marinella M.D, Paltiel Weiner M.D, Shoham
Geriatric Center, Pardes Hana and Hillel Yaffe M.C, Hadera, Israel

Backround: Weakness of the inspiratory muscles may contribute to dyspnea and
limit exercise capacity in elderly patients with CHF.

Aim To evaluate the effect of specific inspiratory muscle training (SIMT) on
inspiratory muscle performance, lung function, dyspnea, and exercise capacity in
elderly patients (>70 y) with moderate-severe heart failure.

Methods: 22 elderly patients (age<70 y of age) with CHF (NYHA class II-IV) (8
following mechanical ventilation) were recruited for the study, and randomized into
two groups: 11 patients received SIMT and 11 received sham training. Subjects
trained daily for 3 months. The subjects started training at a low resistance that was
then increased incrementally. Spirometry, the maximal inspiratory muscle strength
(Plmax), the endurance, the 6-min walk test and peak VO, were studied before the
beginning and at the end of the training period.

Results: All patients in the training group showed a significant increase in their
Plmax (from 43.5 to 60.6 cm H,0), and endurance (from 45.6 to 64.4 %). This was
associated with a small but significant increase in FVC, a significant increase in the
distance walked (318 to 372 m), and an improvement in dyspnea, while they
remained unchanged in the control group. No statistically significant change in the
mean peak VO, was noted in either group.

Conclusion: SIMT resulted in increased inspiratory muscle strength and endurance,
in the elderly. This increase was associated with decreased dyspnea and increase in
exercise capacity, even in patients following mechanical ventilation. SIMT may prove
to be a complementary therapy in elderly patients with congestive heart failure.
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Colonic Perineuriomas with and without Crypt Serration: a
Comparative Study

Gabriel M Groisman?, Dov Hershkovitz?, Michael Vieth®, Edmond Sabo?.

From the "Institute of Pathology, Hillel Yaffe Medical Center, Hadera; ?Institute of
Pathology, Rambam Health Care Campus,Haifa, Israel; and ’Institute of Pathology,
Klinikum Bayreuth, Bayreuth, Germany.

Background: Colorectal perineuriomas are characterized by a mucosal proliferation
of benign stromal cells expressing perineurial markers admixed with crypts that
frequently display a serrated/hyperplastic architecture. Previous studies
demonstrated a high prevalence of a BRAF mutation in perineuriomas with serrated
crypts and suggested that perineuriomas without crypt serration may represent a
different type of polyp. Yet, these molecular analyses included only 2 cases of
perineuriomas without crypt serration. In fact, no previous studies separately
analyzing serrated and nonserrated perineuriomas can be found in the literature.
Design: We retrospectively evaluated the clinical, histologic, immunohistochemical
and molecular features of 15 perineuriomas without and 45 perineuriomas with crypt
serration (NSP and SP respectively).

Results: No significant differences were found between the groups in regards to
gender, age, location and size. Histologically, the perineurial proliferation in SP and
NSP demonstrated similar features with fascicles of bland, plump spindle cells
surrounding and separating the crypts. All lesions showed immunohistochemical
expression with at least two of four perineurial cell markers. Molecular analysis
performed in 20 cases (8 SP and 12 NSP) identified BRAF mutation of codon 600 in
5 (62%) SP including three with p.V600E (c.1799T>A) and two with p.V600R
(c.GT1798_99GT>AG). In contrast, no case of NSP harbored BRAF mutations (p
value 0.004).

Conclusions: Our findings confirm that BRAF mutations are originated in the
serrated epithelium of SP, and demonstrate that SP and NSP have similar clinical
and endoscopic characteristics and a similar stroma, being possible that they
represent two variants of a single lesion.
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