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Inclusion Criteria

= Appeared in a high impact medical journal 2013 — 2014 20 14 Ad U |t 1D

= |ikely relevant to ID clinical practice : :
Topic Selection
Exclusion Criteria PrO(:eSS

= Covered by a previous years’ presenter at this session

= Topic to covered in more detail at this conference:
» MERS
» \Various Bird Flus

And time constraints...




Topics Covered

1. Hepatitis C

2. Two Papers with Direct Application to ID Practice

a. Penicillin for Recurrent lower extremity Soft Tissue
Infection

b. Predicting who will develop chronic HBV

3. Two Tests that Might Improve Antimicrobial utilization:

a. MALDI-TOF
b. Aspergillus Galactomannan /PCR

4. Developments in HIV

a. New opportunistic pathogen: Emmonsia pasteuriana
b. Dolutegravir

c. Whereisthe HIV Field Headed?

Overview




» Prevent hepatic decompensation, HCC, Rationale of

death Antiviral Therapy
> Prevent need for transplantation
P for HCV

» ?lmprove histology?

Dig Dis Sei (2011) 56:1853-1861




@"} Regression of cirrhosis during treatment with tenofovir

disoproxil fumarate for chronic hepatitis B: a5-year %«Q
open-label follow-up study

Patrick Marcellin. Edward Gane, Maria Buti Nezam Afdhal, William Sievert, ira M Jacobson, Mary Koy Washington, George Germanidi,
JohnFFlaherty, Roul Aquilar Schall, Jeffrey O Barnstein, Kathryn M Kitrinos. G Mani Subramanian, John G MdHutchison, E|enny Heat hoote
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Figure 2: Histodogy results over S-year treatment phase

Suppression of HBV
DNA Impact on Liver
Histology

(Same for HCV?)

Lancet 2013; 381: 46875
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Transport
and release

Fusion an
uncoating

Membranous [=2
RRBRE A i web ‘.
Boceprevir Telaprevir AL —

Simeprevir Sofosbuvir

NS5A inhibitors (Daclatasvir, Ledipasvir)

replication and assembly

Adapted from Manns MP, et al. Nat Rev Drug Discov. 2007;6:991-1000.

Hepatitis C: Direct Acting Antiviral Agents (DAA)

(In Yellow: Agents available for use in Canada)



Evolution of
Interferon-Based
HCV Therapies
2013 -2014

PEG-IFN / RBV
2002

2011
2013
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Higher SVR Lower SVR Historic Predictors of
SVR with PEG —IFN
Based Regimens
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Interferon-free hepatitis C treatment: one pill to fit all?

Hepatitis Cwvirus (HCV) treatment is evolving rapidly. Less
than 10 years ago, few individvals could be successfully
treated. Now, more than two-thirds of eligible treatment-
naive patients are effectively cured with a combination
of peqylated interferon and ribavirin, and addition of a
first-generation protease inhibitor for those with HOV
genotype 1 infection.** Yet all licensed regimens invohe
weekly injections and a high pill burden; adverse effects
are common and indude substantial mental illness and
oytopenias.’ Patients with advanced liver disease or those
who have had previously unsuccessful treatment have

more severe side-effects and a lower chance of cure.
Fncamanthe mmame indiidoale are dsamad inalinibla

generation protease inhibitor with pegylated interferon
plus ribavirin (cohort B, n=40). 22 (55%) of the

40 participants in cohort B had compensated cirrthosis. |

Treatment-naive individuals were randomlby allocated
to receive sofosbuvir plus ledipasvir alone for 8 weeks
{(n=20) or 12 weeks (n=13), or sofosbuvir plus ledipasvir
plus ribavirin for 8 weeks (n=21). Treatment-experienced
patients received either 12 weeks of sofosbuvir plus
ledipasvir alone (n=19) orwith ribavirin added (n=21).

A sustained virological response (SVR) at weeks 12 and
24 was achieved in 97 (97%) of 100 participants, with
an SVR at 12 weeks of at least 95% (95% Cl 74-100) in

ratiandc in ascrh trostrnant Aarcaon Nina narcan weae Laek

IFN-Free, Maintain RBV

Abbvie Trials with
ABT-450/r and ABT-
333 and/or ABT 267

IFN-Free, RBV Free
SOF/Ledipasvir +/- RBV
LONESTAR Trial

SOF/Daclatasvir +/- RBV
A1444040 Trial

Faldaprevir/Doleobuvir +/-
RBV

Evolution to All-
Oral HCV
Therapies

Covvellini |maerwal 4 iwnan P ot Ly




Phase 2b Trial of Interferon-free Therapy

for Hepatitis C Virus Genotype 1
All Oral, IFN-free
Kris V. Kowdley, M.D., Eric Lawitz, M.D., Fred Poordad, M.D., Daniel E. Cohen, M.D.,

David R. Nelson, M.D., Stefan Zeuzem, M.D., Gregory T. Everson, M.D., GT]_
Paul Kwo, M.D., Graham R. Foster, F.C.R.P., Mark S. Sulkowski, M.D.,
Wangang Xie, Ph.D., Tami Pilot-Matias, Ph.D., George Liossis, B.A., Lois Larsen, Ph.D.,
Amit Khatri, Ph.D., Thomas Podsadecki, M.D., and Barry Bernstein, M.D.
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Sofosbuvir and ledipasvir fixed-dose combination with and
without ribavirin in treatment-naive and previously treated
patients with genotype 1 hepatitis C virus infection
(LONESTAR): an open-label, randomised, phase 2 trial

EricLowrtz, FredF Poordad, Phillip 5 Pang, Robert H Hyland, Xiao Ding, Hongme Mo, Wiliam T Symonds, John G MdHutchison,
Fermando E Membreno

All-oral IFN-free,
GT1

Cohort A: treatment-natve patlents Cohort B: patlents previously treatedwith
protease Inhibitors
Sofosbuvir plus sofosbuvir plus Sofosbuvir plus Sofosbuir plus sofosbuvir plus
l=dipasir for ledipasvirwith ibeviin  ledipasr for ledipasvir for ledipasvirwith ribzwvirn
Bweeks (n=20) for & weeks (n=21) 17 weeks (n=19) 17 weeks [n=19) for 12 wiesks [n=21)
Treatment week 4 20({100%; 83-100) 21 ({100%; 84-100) 19 (100%; 82-100) 18 (05%; 74-100) 21 (100%; 84-100)
End of treatment 20 {100%; $3-100) 71 {100%; 84-100) 19 (100%; S2-100) 19 (100%; B2-100)  71(100%; B4-100)
R4 20 {100%; #3-100) 71 {100%; 84-100) 19 (100%; S2-100) 18 (U5%; 74-100) 71 (100%; B4-100)
WR12 10 {95%; 75-100) 71(100%; 84-100) 18" (95%; 74-100) 18 (05%; 74-100) 21 (100%; E4-100)
Virohogical fallure
During treatmenit 0 L] L] L} o
Relapse 1{5%) 0 0 1(5%) o

Datzare n(%; 95% ) or rromiber (%), S Rd-susmined virologicl resporse 2t week 4 after treatment. SVR 1= sustained wiralogical resporee atweek 12 after treatrment. * One
patierit in this grovpwas lost to follow.-up after achieving 3R at week B of treatment. indwdes sinological breaithrough, rebownd, and non-response.

Tahle 2: Response during and after treatment




Daclatasvir plus Sofosbuvir for Previously
Treated or Untreated Chronic HCV Infection

Mark S. Sulkowski, M.D., David F. Gardiner, M.D., Maribel Rodriguez-Torres, M.D.,
K. Rajender Reddy, M.D., Tarek Hassanein, M.D., Ira Jacobson, M.D., Eric Lawitz, M.D.,
Anna S. Lok, M.D., Federico Hinestrosa, M.D., Paul J. Thuluvath, M.D.,
Howard Schwartz, M.D., David R. Nelson, M.D., Gregory T. Everson, M.D.,
Timothy Eley, Ph.D., Megan Wind-Rotolo, Ph.D., Shu-Pang Huang, Ph.D., Min Gao, Ph.D.,
Dennis Hernandez, Ph.D., Fiona McPhee, Ph.D., Diane Sherman, M.S.,
Robert Hindes, M.D., William Symonds, Pharm.D., Claudio Pasquinelli, M.D., Ph.D.,
and Dennis M. Grasela, Pharm.D., Ph.D., for the Al444040 Study Group

RESULTS
Overall, 211 patients received treatment. Among patients with genotype 1 infection,
98% of 126 previously untreated patients and 98% of 41 patients who did not have a
sustained virologic response with HCV protease inhibitors had a sustained virologic
response at week 12 after the end of therapy. A total of 92% of 26 patients with geno-

All Oral,
Interferon-free,
GT1-3

for 24 weeks

N ENGL ] MED 370,33 NEJM.ORG JANUARY 15, 2014



Faldaprevir and Deleobuvir for HCV
Genotype 1 Infection All Oral, Interferon-

Stefan Zeuzem, M.D., Vincent Soriano, M.D., Ph.D., Tarik Asselah, M.D., Ph.D., free, GT:I_

Treatment- Nalve

Jean-Pierre Bronowicki, M.D., Ph.D., Ansgar W. Lohse, M.D., Beat Miillhaupt, M.D.,
Marcus Schuchmann, M.D., Marc Bourliére, M.D., Maria Buti, M.D.,
Stuart K. Roberts, M.D., Ed J. Gane, M.D., Jerry O. Stern, M.D.,
Richard Vinisko, M.A., George Kukolj, Ph.D., John-Paul Gallivan, Ph.D.,
Wulf-Otto Bécher, M.D., and Federico J. Mensa, M.D.

Table 2. Virologic Response during and after the Treatment Period.*
TIDlew TID28w TID40W BiD2aw TID28W-NR
Variable (N=81) (N=280) (N=77) [N=78) (N=46)
number/total number (percent)
Undetectable HCV RNA 12 wk after com-
pletion of therapy: sustained
virologic response
All patients 48/81 (50)  47/20 (50) 4077 (52)  S4/78 (69)  18/46 (39)
Patients with genotype la 13/34 (38)  14/32 (44)  16/34 (47)  13/30(43)  2/18 (1])
Patients with genotype b 35/47 (74)  33/48 (69)  24/43 (S6)  41/48 (85)  16/28 (57)
Patients with 1L288 CC 14/21 (67) 1421 (67)  12/19(63)  16/10(84)  7/12 (58)
Patients with /L288 non-CC 34/60 (57)  32/58 (55)  28/58 (48)  38/50 (64)  11/33 (33)

N ENGL ) MED 359,}' MEJM.ORG AUGUST 15, 2013




Over the past few years, new medicines for
HCV infection have begun to transform the treatment
landscape, and, just in the past few months alone, the
development of new regimens has been so successful that
disease experts are heralding an erawhere all patients can
be cured, even debating whether eradication is possible.

Editorial I

Only just g of the end of hepatitis C

2014 marks the e main drawback of these new agents is the huge

the hepatitis C s (HQV) ACV infection continues to  pricy =g, which will make treatment out of reach for =
be a major glo roblem. Unlike many chronic  people if\the developed and developing world. Indeed, g
diseases, hepati cured, butitis difficult to treat,  currelt treabygent uptake is also impeded by cost. One . H
not all patien sponsive, side-effects can be severe, 12 wekk course\gf sofosbuvir will cost US$84 000, even : %

though the scientiS{ involved in formulating sofosbuvir,
stimates costs at just $1400.
ag_shown by Andrew Hill and
Based on the fact that the

end-stage liver disease and liver cancer
is common. Over the past few years, new medicines for Raymord Schinazi,
HCV infection have begun to transform the treatment An ever| lower price
landscape, and, just in the past few months alone, the colleague} in a recent study
development of new regimens has been so successful that  new hepalitis C treatments areNjomparable in molecular
disease experts are heralding an erawhere all patients can ~ structure nd chemistry to antiretrovirals, the
be cured, even debating whether eradication is possible. authors uséd the same market dynamics O L

The main drawback of these new agents is the huge
price tag, which will make treatment out of reach for
people in the developed and developing world. Indeed,
current treatment uptake is also impeded by cost. One
12 week course of sofosbuvir will cost US$84000, even
though the scientist involved in formulating sofosbuvir,
Raymond Schinazi, estimates costs at just $1400.

Can We Cure All
Hepatitis C
Patients?




Penicillin to Prevent Recurrent Leg Cellulitis - _ ,
Clinical Situation

Kim S. Thomas, Ph.D., Angela M. Crook, Ph.D., Andrew J. Nunn, M.Sc.,

Katharine A. Foster, Ph.D., James M. Mason, D.Phil., Joanne R. Chalmers, Ph.D., "
Ibrahim S. Nasr, M.Sc., Richard J. Brindle, D.M., John English, M.B., B.S., 47F} a bove Ideal
Sarah K. Meredith, F.F.P.H., Nicholas J. Reynolds, M.D., F.R.C.P., . -
David de Berker, M.D., F.R.C.P., Peter S. Mortimer, M.D., F.R.C.P., bOdy We'ght/ rlght

and Hywel C. Williams, Ph.D., F.R.C.P., for the U.K. Dermatology
Clinical Trials Network’s PATCH | Trial Team*

leg cellulitis

= Direct advertising — hospital recruitment;
dermatologist investigators

=  Episode of cellulitis in the preceding six
months were eligible with a prior episode
in the last three years

= Randomized (DB) to penicillin 250mg po
BID vs. placebo (n=136 vs. 138)

" Treatment adherence monitored by self-
reporting an follow-up phone calls

Should long term “suppressive”
antibiotics be prescribed?

N ENGL ] MED 368,18 NEJM.ORG MAY 2, 2013




Table 1. Baseline Characteristics of the Study Participants.*

Penicillin Placebo
Characteristic (N=136) (N=138)
Preexisting leg edema or ulceration associated with cellulitis —
no. of patients (%)

Neither 45 (33) 44 (32)

Edema 81 (60) 82 (59) .

Ulceration 1(1) 2(1)

50 00) aseline

Age —yr

Mean 58.1:12.6 57.4+14.4 . .
Median (interquartile range) 59 (50-65) 58 (46-69) a ra C e rI S I CS

Female sex — no. of patients (%) 83 (61) 82 (59)
White race and British nationality — no. of patients (%) 115 (85) 121 (88)
No. of previous cellulitis episodes

Mean 3.7:4.3 3.8x4.8

Median (interquartile range) 2 (1-5) 2 (1-4)
Local warmth, tenderness, or acute pain — no. of patients (%) 136 (100) 138 (100)
Erythema at the affected site — no. of patients (%) 135 (99) 136 (99)
Edema at the affected site — no. of patients (%) 135 (99) 138 (100)
BMI

Mean 35.1+9.4 35.2+9.5

Median (interquartile range) 33.7 (27.7-38.9) 32.5 (27.8-40.7)
Chronic edema — no. of patients (%)

Asymmetric 64 (47) 64 (46)

Symmetric 28 (21) 28 (20)
Venous insufficiency — no. of patients (%) 36 (26) 34 (25)
Leg ulceration subsequent to cellulitis — no. of patients (%)7 13 (10) 12 (9)
Tinea pedis or toe-web maceration — no. of patients (%) 52 (38) 48 (35)
Surgery =2 wk before the index cellulitis episode — no. of patients (%) 22 (16) 18 (13)
Blunt injury — no. of patients (%) 6 (4) 11 (8)
Definite or possible onychomycosis — no. of patients (%) 30 (22) 39 (28)
Inpatient admission for index episode of cellulitis at baseline — 65 (48) 59 (43)

no. of patients (%)

Duration of hospital stay for hospitalized participants — days 7.7+5.7 5.7+43

* Plus—minus values are means +£SD. No significant between-group differences were observed at baseline. BMI denotes
body-mass index, calculated as the weight in kilograms divided by the square of the height in meters.

7 The values for chronic edema and leg ulceration at baseline vary slightly from the values for the stratification variables
(preexisting leg edema or ulceration associated with cellulitis) as a result of the different data-collection methods used.

N ENGL ] MED 368,18 NEJM.ORG MAY 2, 2013




Table 2. Hazard Ratios for Confirmed Recurrence of Cellulitis in the Penicillin Group as Compared with the Placebo Group.
Percentage-Point
Difference Hazard Ratio
Variable Recurrence of Cellulitis (95% CI) (95% Cl) P Value
no. of events/total no.
of patients (%)%
Primary analysis: prophylaxis phase, year 1
Penicillin 30/136 (22) _15 (-26to-4)  0.55 (0.35t0 0.86)  0.01
Placebo 51/138 (37)
Secondary analysis: follow-up phase, years 2
and 37
Penicillin 26/97 (27) 0(-14t012) 1.08 (0.61t01.93) 0.78
Placebo 22/81 (27)

* The proportion of patients with a recurrence of cellulitis was a prespecified secondary end point. Proportions are pre-
sented as percentages, not person-time event rates.

7 The secondary analysis for years 2 and 3 was postrandomization. As a result, the groups may not have been balanced
at the start of this period.

N ENGL ] MED 368,18 NEJM.ORG MAY 2, 2013




High Levels of Hepatitis B Virus After the Onset
of Disease Lead to Chronic Infection in Patients
With Acute Hepatitis B

Hiroshi Yotsuyanagi,"® Kiyoaki Ito,>** Norie Yamada,"** Hideaki Takahashi? Chiaki Okuse,? Kiyomi Yasuda,!
Michihiro Suzuki,? Kyoji Moriya,' Masashi Mizokami,? Yuzo Miyakawa ? and Kazuhiko Koike'

'Department of Internal Medicine, Graduate School of Medicine, University of Tokyo, Bunkyo; *The Research Center for Hepatitis and Immunology,
National Center for Global Health and Medicine, Ichikawa; *Division of Gastroenterology and Hepatology, Department of Internal Medicine, St Marianna
University School of Medicine, Kawasaki; and “Depanment of Internal Medicine, Center for Liver Diseases, Kiyokawa Hospital, Suginami, "’Depammm
of Microbiology and Immunology, Aichi Medical University School of Medicine, and 3Miyakawa Memorial Research Foundation, Minato, Tokyo, Japan

= 159 /215 Japanese patients with acute HBV
between 1994 to 2010 followed for clinical
outcomes (retrospective)

" no patients received antiviral therapy

= Quantitative HBsAg, HBV DNA, and genotype
available on all

= Duration of HBsAg divided into:
a. Group 1 (<3 mo)
b. Group 2 (3 -6 mo)
c. Group3(6—12mo)
d. Group4 (>12 mo)

Clinical Situation:
42M, MSM with
an acute febrile
icteric due to

acute HBV

Will he develop
Chronic
Hepatitis B?

Clinical Infectious Diseases 201357(7):935-42




Table 2. Baseline Characteristics and the Duration of Hepatitis B Surface Antigen in Patients With Acute Hepatitis B Virus With Differ-

ent Hepatitis B Virus Genotypes

HBV Genotypes
Features Aln=113) B (n=26) C(n=73) D(n=1) E(n=1) Fin=1)
Age, y 30.8+95 32.3+95 333+10.9 27 26 58
Male 106 (93.8%)° 21 (80.7%)° 29 (39.7%)*® 0 0 1(100%)
Transmission routes Identified 102 (90.2%) 21(80.8%) 53 (72.6%) 1(100%) 1(100%) 1(100%)
Heterosexual 70 (68.6%) 19 (90.4%) 47 (88.7%) 1(100%) 1(100%) 1(100%)
MSM 32(31.4%)° 1(4.8%)° 6(11.3%) 0 0 0
ALT, IU/L 2126 + 938°* 2394 = 820 2857 + 1668° 4180 1175 1533
Bilirubin, mg/dL 7.1 6.4 4.8 +3.3% 9.0+75° 6.8 3.9 35
HBV DNA, log copies/mL 63+1.7™"* 55+23 49+15" 5.2 7.4 48
HBeAg 95/121 (77.3%)"*  24/28 (88.5%) 37/58 (65.5%) 1/1(100%)  1/1(100%)  1/1(100%)
Anti-HIV 7/72 (9.7%) 0/7 (0%) 0/23 (0%) Not tested 0/1 (0%) Not tested
Duration of HBsAg*
Group (mo)
1(<3) 35(42.2%) 16 (64.0%) 31(64.6%) 0 1 1
2 (3-6) 34 (41.0%) 8 (32.0%) 11 (22.9%) 1 0 0
3(>6-12) 9(10.8%) 0 6(12.5%) 0 0 0
4(>12) 5(6.0%) 14.0%) 0 0 0 0

Abbreviations: ALT, alanine aminotransferase; anti-HIV, antibody to human immunodeficiency virus, HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface
antigen; HBV, hepatitis B virus; MSM, men who have sex with men.

Clinical Situation:
42M, MSM with
an acute febrile
icteric due to

acute HBV

Will he develop
Chronic
Hepatitis B?




High Levels of Hepatitis B Virus After the Onset
of Disease Lead to Chronic Infection in Patients
With Acute Hepatitis B

Hiroshi Yotsuyanagi,"® Kiyoaki Ito,>** Norie Yamada,"** Hideaki Takahashi? Chiaki Okuse,? Kiyomi Yasuda,!
Michihiro Suzuki,? Kyoji Moriya,' Masashi Mizokami,? Yuzo Miyakawa ? and Kazuhiko Koike'

'Department of Internal Medicine, Graduate School of Medicine, University of Tokyo, Bunkyo; *The Research Center for Hepatitis and Immunology,
National Center for Global Health and Medicine, Ichikawa; *Division of Gastroenterology and Hepatology, Department of Internal Medicine, St Marianna
University School of Medicine, Kawasaki; and “Depanment of Internal Medicine, Center for Liver Diseases, Kiyokawa Hospital, Suginami, "’Depammm
of Microbiology and Immunology, Aichi Medical University School of Medicine, and 3Miyakawa Memorial Research Foundation, Minato, Tokyo, Japan

Duration of HBsAg divided into:
a. Group 1 (<3 mo)
b. Group 2 (3 -6 mo)
c. Group3(6—12 mo)
d. Group 4 (>12 mo)

Results




Impact of Rapid Organism Identification via
Matrix-Assisted Laser Desorption/Ionization
Time-of-Flight Combined With Antimicrobial
Stewardship Team Intervention in Adult Patients
With Bacteremia and Candidemia

Angela M. Huang,"? Duane Newton,*® Anjly Kunapuli,"? Tejal N. Gandhi,? Laraine L. Washer,** Jacqueline Isip,"?
Curtis D. Collins,"? and Jerod L. Nagel'?

Departments of 'Pharmacy Services and “Clinical Sciences, University of Michigan Health System and College of Pharmacy, *Division of Infectious
Diseases, Department of Intemal Medicine, *Department of Infection Control and Epidemiology, *Clinical Microbiology Laboratories, and ®Department of
Pathology, University of Michigan Health System and Medical School, Ann Arbor

= Antibiotic Stewardship Team (AST): 2
IDs, 31D Pharms, 1 ID Pharm Resident

= 24/7 email notification to AST of +BC,
updated ID, susceptibilities

Preintervention:

» No real time BC intervention except yeast on
Gram Mo — Fri

> Restricted antimicrobial reviewed

Intervention:

» Real time BC inteventions based on Gram, ID
and susceBt|b|I|t|es usmg institution /
evidence-based guidelines

> ?7d / week

Will MALDI-TOF
Improve BSI
Outcomes?

Clinical Infectious Diseases 201357(9):1237-45




Preintervention

L L | |
| | 1 1 >
Blood culture Gram stain Identification  Susceptibilities
drawn H (Conventional)
Combined MALDI-TOF
Preintervention: 30.1£50.1 h Preintervention: 84x70.4 h Preintervention: 87.3£45.9 h I n e
Intervention: 32.5£61.0 h Intervention: 55.9£35.9 h Intervention: 76.9262.1 h .
p= 621 P= 001 P= 051 d AS | t t 5
: dn [ Intervention:;
iterventin Results
l 1 L L
| 1 1 1 >
Blood culture Gram stain Identification Susceptibilities
drawn (MALDFTOF)
L | ] | | [|
1 1 1 1 1 | >
0 20 40 60 80 100
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Table 4. Antimicrobial Stewardship Team Interventions

Timing of Intervention
Recommendation

Gram  |Organism  Antimicrobial

Intervention Stain  Ifentification Susceptibility Total (%)
Narrowed coverage 2 22 48 72 (34.3)
to target the

isolated

organism

Discontinued 5 44 19 68 (32.4)
therapy targetirjg

organisms not

isolated

Initiated or 39 5 e} 53 (256.2)
broadened

coverage
Other 8 4 5 17(8.1)
Ll et I O RO Clinical Infectious Diseases 2013;57(9):1237-45
Interventions 49(90.7) 62(82.7) 781(96.3) 189(90.0)

accepted (%)




Table 3. Clinical and Treatment-Related Outcomes

Total
Preintervention  Intervention P
Outcome (n=256) (n=245) Value
Clinical outcomes
30-day allcause mortality 52(20.3) 31(12.7) 021
Time to microbiological 33+48 33+57 .928
clearance, d
Length of 142 +20.6 11.4+129 066
hospitalization, d®
Length of ICU stay, d® 149 +24.2 83+9.0 .014
Recurrence of same BSI 15(5.9) 5(2.0) .038
30-day readmission with 9(3.5) 4(1.6) .262
same BSI
Treatment-related outcomes
Time to effective 301 +£67.7 204+207 021
therapy, h

Time to optimal therapy,h 903 £75.4 4731215 <.001

Data are No. (%) or mean + standard deviation.
Abbreviations: BSI, bloodstream infection; ICU, intensive care unit.

? Length of hospitalization and ICU stay were defined as time from blood
culture positivity to discharge.

1.0
Intervention
0.8- Preintervention
P=.020
T 06+
usa 04-
0.2~
0.0-
T T T T T 1 T
0 5 10 15 20 25 30

Days

Figure 3. Kaplan-Meier survival analysis: overall survival in both study
groups, censored for patients discharged prior to 30 days.

Impact of AST
Intervention

Clinical Infectious Diseases 201357(9):1237-45




Galactomannan and PCR versus culture and histology for
directing use of antifungal treatment for invasive
aspergillosis in high-risk haematology patients:

a randomised controlled trial

C Orla Morrissey, Sharon C-A Chen, Tania C Sorrell, Samuel Milliken, Peter G Bardy, Kenneth F Bradstock, Jeffrey Szer, Catriona L Halliday,

Nicole M Gilroy, John Moore, Anthony P Schwarer, Stephen Guy, Ashish Bajel, Adrian R Tramontana, Timothy Spelman, Monica A Slavin, for the
Australasian Leukaemia Lymphoma Group and the Australia and New Zealand Mycology Interest Group

Galactomannan and PCR testing once or

twice per week*
|
Single positive galactomannan or PCR result | Serially negative galactomannan and
¢ PCR results

High-resolution CT of chest

v

Antifungal treatment if criteria for probable
or possible invasive aspergillosis are mett

Persistent neutropenic fevert | | Afebrile
High-resolution CT of chest No high-resolution CT and no
antifungal treatment

|
s !

Characteristic abnormalities present Mo characteristic abnormalities
on high-resolution CT§ present on high-resclution CT
Treat for possible invasive Mo antifungal treatment and
aspergillosis imvestigate for other infections

Figure 1: Diagnostic and treatment algorithm for the biomarker-based diagnostic strategy

*Frequency of testing depended onwhether the patient was treated as an inpatient or an outpatient. tlrmespective
of persistent neutropenic fever. $Despite use of broad-spectrum antibiotics and with no other cause identified.
YDefined as dense, well-circumscribed lesion or lesions (larger than 1 cm diameter) with orwithout a halo sign,
air-crescent sign, or cavity.™

Stewardship for
Antifungal Therapy?

Lancet Infect Dis 2013;
13:519-28




Standard Biomarker % difference pvalue

= s = Results

(n=122) (n=118)

Received empirical treatment with 39(32%) 18(15%) 17% (4 to 26) 0-002
antifungal drugs
Mortality
All-cause 18 (15%) 12 (10%) G% (-4 to 14) 0-31
Invasive aspergillosis-related 6 (5%) 3(3%) 2% (-2-5t07-3) 0-5
Other invasive fungal disease-related” 0 2(2%) - 0-24
Incidence of invasive aspergillosis
Proven 1(1%) 1(1%) - 1.0
Probable 0 16 (14%)  -14%(-20to-7) <0.0001
Possible 0 6 (5%) -5% (-9 to-1) 0-013
Incidence of other invasive fungal diseaset
Proven 4 (3%) 5 (4%) - 0-75
Probable 0 1(1%) - 0-49

Data are n {%). Results for possible other invasive fungal disease are not shown becawse cases were not individually
identified by microscopic or culture methods. * Scedosporivm prolficans fungaemia (n=1), disseminated mucormycosis
(Rhizopus sp; n=1). tCandida guilliermondii {n=1), Candida glabrata (n=3), Candida krusei (n=1), Candida parapsilosis (n=1),
Rhizopus sp (n=1), Rhizopus microsporus (n=1), 5 prolificans (n=1), Exserchilum sp (n=1).

Table 2: Empirical treatment with antifungal drugs, mortality, and incidence of invasive fungal

infections through 26 weeks of follow-up Lancet Infect Dis 2013
13:519-28



Patients at high risk of invasive fungal disease

Results

Reserve empirical treatment with antifungal drugs

for patients with persistent febrile neutropenia in

whom an invasive fungal disease is suspected or

--# patient is unwell:

= When diagnostic tests are unavailable*

= For a short time until diagnosis of invasive fungal
disease is confirmed or excluded

v v v

Mot on prophylaxis On fluconazole or itraconazole Onvoriconazole or posaconazole
prophylaxis prophylaxis
Biomarker-based diagnostic Biomarker-based diagnostic Targeted diagnostic strateqy
strateqy strateqy + Bronchoscopy
« High-resolution CT-guided
fine needle aspirate
* Biopsy

Figure 3: Integrated antifungal strategies for patients at risk of invasive fungal disease

Patients at high risk of invasive fungal infection are listed in the appendi. High-risk patients forwhom a
biomarker-based diagnostic strategy combined with fluconazole, itraconazole, or no prophylaxis is a suitable
alternative to voriconazole or posaconazole prophylaxis are also listed in the appendix. In the targeted diagnostic
strategy, appropriate investigations are determined by clinical symptoms and signs, and by abnormalities seen on
high-resolution CT of the chest—these investigations are outlined in full in the appendic.’** *On-site access to
galactomannan or fungal PCR assays is not available, and high-resclution CT or bronchoscopy with lavage are not Lancet .'nfﬁ:l.' Dis 2013:
readily accessible or available. 13:510-28




A Dimorphic Fungus Causing Disseminated
Infection in South Africa

Chris Kenyon, M.D., Ph.D., Kim Bonorchis, M.Med., Craig Corcoran, F.C.Path.,
Graeme Meintjes, M.D., Ph.D., Michael Locketz, M.Med.Path.,
Rannakoe Lehloenya, F.C.Derm., Hester F. Vismer, Ph.D., Preneshni Naicker, M.D.,
Hans Prozesky, M.Med., Marelize van Wyk, Ph.D., Colleen Bamford, M.Med.,
Moira du Plooy, Gail Imrie, Sipho Dlamini, M.D., Andrew M. Borman, Ph.D.,
Robert Colebunders, M.D., Ph.D., Cedric P. Yansouni, M.D.,

Marc Mendelson, M.D., Ph.D., and Nelesh P. Govender, M.D.

13 cases identified with an average
CD4 was 16

Skin lesions in all cases; positive
blood cultures in approx. 50%

Dramatic response to antifungal
therapy (itraconazole , AmB x 14 d)

3/13 died soon after presentation

A New HIV
Opportunistic
Infection: Emmonsia

pasteuriana

N Engl | Med 2013;369:1416-24.




A Dimorphic Fungus Causing Disseminated
Infection in South Africa

Chris Kenyon, M.D., Ph.D., Kim Bonorchis, M.Med., Craig Corcoran, F.C.Path.,
Graeme Meintjes, M.D., Ph.D., Michael Locketz, M.Med.Path.,
Rannakoe Lehloenya, F.C.Derm., Hester F. Vismer, Ph.D., Preneshni Naicker, M.D.,
Hans Prozesky, M.Med., Marelize van Wyk, Ph.D., Colleen Bamford, M.Med.,
Moira du Plooy, Gail Imrie, Sipho Dlamini, M.D., Andrew M. Borman, Ph.D.,
Robert Colebunders, M.D., Ph.D., Cedric P. Yansouni, M.D.,

Marc Mendelson, M.D., Ph.D., and Nelesh P. Govender, M.D.

Figure 1. Clinical Features of Emmonsia Species Infection.

Shown are crusted, boggy facial plaques and nodules on one patient before treatment (Panel A) and 1 month after
the start of treatment (Panel B). Another patient presented with generalized scaly and erythematous papules a few
millimeters in diameter (Panels C and D).

A New HIV
Opportunistic
Infection: Emmonsia

pasteuriana

Med 2013;369:1416-24.



Dolutegravir:
Integrase Inhibitor

Dolutegravir plus Abacavir-Lamivudine
for the Treatment of HIV-1 Infection ‘<

Sharon L Walmsley, M.D., Antonio Antela, M.D., Ph.D., Mathan Clumeck, M.D.,
Dan Duiculescu, M.D., Andrea Eberhard, M.D., Felix Gutiérrez, M.D.,
Laurent Hocqueloux, M.D., Franco Maggiolo, M.D., Uriel Sandkovsky, M.D.,
Catherine Granier, D.E.5.5., Keith Pappa, Pharm.D., Brian Wynne, M.D.,
Sherene Min, M.D., and Garrett Michals, M.D., for the SINGLE Investigators®

Dolutegravir versus raltegravir in antiretroviral-experienced,
integrase-inhibitor-naive adults with HIV: week 48 results
from the randomised, double-blind, non-inferiority
SAILING study

Fedro Cohn, Anton L Pozniak, Horacio Mingrone, Andrey Shuldyaiow, Carlos Brites, foime F Andrade-Yilanuewa, Gary Richmond,
Carlos Beltron Buendia, jar Fourie, Mot Bampapal, Debbie Hogins, Fronco Fefizortn, jose iadruga, Tonia Bewter, Tamorn Mewmnan,

G e e Sy Sy Sl e N Engl ] Med 2013;369:1807-18.

Lancet 2013; 382: 700-08




Absence of Detectable HIV-1 Viremia Functional Cure
after Treatment Cessation in an Infant H#)7?

Deborah Persaud, M.D., Hannah Gay, M.D., Carrie Ziemniak, M.5., Ya Hui Chen, B.A.,
Michael Piatak, Jr., Ph.D., Tae-Wook Chun, Ph.D., Matthew Strain, M.D., Ph.D.,
Douglas Richman, M.D., and Katherine Luzuriaga, M.D.

A Confirmation of HIV-1 Infection
AFT-3TC-

NWE  AZT-3TC—ritonavir-boosted lopinavir
—r 1
108
E
&
gl
=
&
—
= hlig
I
10014 T T T T 1
] 20 40 60 &0 00

Age (days)

B Sustained Control of HIV-1 Replication

ALT-
ATC- AZT-ATC—ritonavir-
NVP  boasted lopinavir

e 1

10

-
2

(o
2

HIV-1 RNA (copies/ml]

oos oo oBo@on B N Engl ] Med 2013;369:1828-35.

Age (mo)




The end of AIDS: HIV infection as a chronic disease

SEeven & Deelks, Sharon & Lewin, Diane ¥ Hawlie
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The end of AIDS: HIV infection as a chronic disease Towards HIV
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