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O Penisilin ve Sefalosporin arasi capraz
reaksiyon->%10->Yeni sefalosporinler %15%,5‘

O Penisilin ve karbapenemler arasi capraz
reaksiyon dusuk olmali????



A Systematic Review: Can One Prescribe

Carbapenems to Patients With IgE- Medlated
Allergy to Penicillins or Cephalosporins?

O Hipersensitivite, capraz reaksiyon,
penisilin, sefalosporin, karbapenem
kKelimeleri ile taratildi.

w
%

&5
e



Literature search
Databases: Ovid MEDLINE,
PubMed, Embase, Scopus,
Cochrane Library
No limits applied

4

Search results (n=798)

> Duplicates removed (n=403)

¥

Articles evaluated based on title
and abstract (n=394)

Excluded (n=304)

p| Did not meet or address inclusion

-

Articles taken to full review

criteria

(n=91)
1

Full article review and
applicable of inclusion criteria
to extract data

Excluded (n=69)

No previous allergy to
penicillins or cephalosporins
(n=23)

£

P No administration of a

Included articles (n=22)

carbapenem (n=15)
No patient data (n=11)

Insufficient data (n=11)
Reaction not IgE mediated (n=8)
Systematic review (n=1)
Unavailable (n=1)

1 3

6 prospective studies

4 retrospective studies 12 case reports




Literature search
Databases: Ovid MEDLINE,
PubMed, Embase, Scopus,
Cochrane Library
No limits applied

4

I Search results (n=798)

'L > Duplicates removed (n=403)
Articles evaluated based on title
and abstract (n=394) Excluded (n=304)
‘l' »| Did not meet or address inclusion
Articles taken to full review criternia
(n=91)
Full article review and Excluded (n=69)
applicable of inclusion criteria No previous allergy to
to extract data penicillins or cephalosporins
(n=23)
No administration of a
Included articles (n=22) carbapenem (n=15)

No patient data(n=11)
Insufficient data (n=11)
Reaction not IgE mediated (n=8)
Systematic review (n=1)
Unavailable (n=1)

T 1

6 prospective studies 4 retrospective studies 12 case reports

-y B e

sy



Literature search
Databases: Ovid MEDLINE,
PubMed, Embase, Scopus,
Cochrane Library
Mo limits applied

4

Search results (n=798)
‘L > Duplicates removed (n=403)

Articles evaluated based on title

and abstract (n=394) Excluded (n=304)
‘l p| Did not meet or address inclusion
criterna

Articles taken to full review

(n=91)
Full article review and Excluded in=69)
applicable of inclusion criteria Mo previous allergy to
to extract data penicillins or cephalosporins
(n=23)
P No administration of a
Included articles (n=22) carbapenem (n=15)

Mo patent data (n=11)
Insufficient data (n=11)
Reaction not IgE mediated (n=8)
Systematic review (n=1)
Unavailable (n=1)

6 prospective studies 4 retrospective studies 12 case reports




A Systematic Review: Can One Prescribe

Carbapenems to Patients With IgE-Mediated]|
Allergy to Penicillins or Cephalosporins?

O Dahil edilme kriterleri: %&g%

OPenisilin/Sefalosporin’e karsi Ig E aracili
hipersensitivite (+)> Karbapenem

O Dislama kriterleri:

OCilt testi (+) olup hic antib. veriimemis
olma

NV=



A Systematic Review: Can One Prescribe
Carbapenems to Patients With IgE- Medlated

Allergy to Penicillins or Cephalosporins?
O Reaksiyonlar - Olasi, stpheli, kanitlanmis.

O Tanimlar:

OKanitlanmis allerjik reak: 4 saat icinde
ciddi anafilaksi gelismesi( anjiyoodem,
laringeal 6dem, hospitalizasyon)

OSupheli: Cilt reaksiyonlar (kasinti,
dokuntu)

OOlasli: 4 saatten sonra ve tam
tariflenemeyen semptomlar *




Table 1. Case Series of Children or Adults With Previous Immunoglobulin E-Mediated Reactions to Penicillins or Cephalosporins
Subsequently Given Carbapenems

Class of Drug Mumber of Patients
Causing Previous Meeting Inclusion Age Range Classification of Penicilin  Carbapeneam
Source Study Design Reaction Criteria (¥ ears) Cephalosporin Reaction Administered
Atanaskovié- Prospective Penicillin 107 413 Proven lgE-mediated Meropenem
Markovic et al
(2008) [9]
Afanaskovit- Prospective Penicillin 123 4-13 Proven lgE-mediated |mipenam
Markovic et al
(2009) [7]
Cunha et al Prospective Penicillin 110 28-94 B1 proven and 59 possible  Meropenem
(2008) [11] lgE-mediated
Patriarca et al Prospective Penicillin 9 17-63 4 possible, 2 suspected, and  Imipenem
(1999) [6] 3 proven lgE-mediated
Romano et al Prospective Penicillin 110 45.56 + 15.66 Proven IgE-mediated Imipenem
(2006) [B]
Romano et al Prospective Penicillin 103 14-83 Proven lgE-mediated Meropenem
(2007} [101
Lager et al Retrospective Penicillin 94 >18 7 proven, 32 suspected, and  Imipenem,
(2009) [12] Bb possible lgEmediated  meropenem
or ertapenem
McConnell et al | Retrospective Penicillin 63 20-74 Possible lgE-medated Imipenem
(2000} [13]
Prescott et al Retrospective Penicillin 100 2-86 Possible |gE-mediated Imipenem or
(2004) [14] Meropenem
Sodhi et al (2004)] Retrospective Penicillin 163 32-91 10 proven and 153 possible  Imipenem or
[15] lgE-mediated MEeropenem

e RN e



O 854 hasta calismaya alindi.

O 838 penisilin, 12 sefalosporin, 4
penisilin/sefalosporin reaksiyon.



Table 2. Reactions to Carbapenems in Children and Adults With Previous Immunoglobulin E-Mediated Reactions to Penicillins

Referance

Atanaskovic-
Markowic
et al (2009,
2008} [7, 9]

Cunha et al
{2008} [11]

Atanaskovic-
Markovic
et al (2009)
7

Atanaskovic-
Markovic
et al (2008)
@

Soadhi et al
(2004) [15]

Lager et al
(2009) [12]

Patriarca et al
(19949) [6]

Gorman et al
(2003} [18]

Ramana et al
(2007) [10]

Romano et al
(20086,
2007} [8,
10]

Ramana et al
{2006) [B]

Bvidence for
Allergy

Proven IgE-
mediated

Proven lgE-
mediated

Proven lgE-
mediated

Proven IgE-
mediated

Proven lgE-
mediated
Proven IgE-
mediated

Proven lgE-
mediated
Proven IgE-
mediated

Suspected
lgE-
mediated

Suspected
lgE-
mediated

Suspected

lgE-
medisted

Skin
Test

Positive

MR

Positive

Positive

MR

MR

Negative
Positive

Positive

Fositive

Positive

Country

Serbia

United
States

Serbia

Serbia

United
States
United
States
Italy
Canada

I[taly

Italy

Italy

Age of
Population
(Y ears)

3-14

3-14

32-91

=18

23-60

14-83

MR

4456 + 15.66

M
81

51

47

26

10

35

68

42

Type of
Carhapenam

Imipenem and
meropenem

Mempenem

Imipenem

Mempenem

Imipenem or
Mmeropenem

Imipenem,
MEopEne,

or etapenem

Imipenem
Imipenem

Mempenem

Imipenem and
merapenam

Imipenem

Mumber With
Proven IgE-
Mediated
Reactions to
Carbapenam

0

Murnber With

Suspected lgE-

Mediated
Reactions to
Carbapenam

0

Mumber With
Possible lgE-
Medisted
Reactions to
Cahapenem

0

Mumber With
Mor-lgE-
Mediated

Reactions to

Catapeneam

0

Total Number
With Reactions
to Carbapenam

0



O Karbapenem’e karsi reaks—>36/838 %
(%4.3)

OKanitlanmis—>1/838
OSupheli=»0/838 Ig-E aracili
OOlasi=>19/838

016 vaka Non Ig-E aracili
0295 cilt testi (+) olanlarin arasind

*




O Sefalosporin’e Ig E aracili reaksiyon gelisen
12 hastanin;

OOlasi allerjik reaksiyon—>1 hasta Ig-E
aracili reaksiyon

ONon-Ig E aracili reaksiyon> 2 hasta
OSupheli Karbapenem reaksiyon->%>50

I
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Sonug i%?

*
O Ig E aracili penisilin alerjisi olan bir
hastada beta-laktam verilmesi gerekirse
karbapenem guvenli olabilir ama yine
de dikkatli vermek gerekir.

0 %1 dozu 6nce denenmeli, 1 saat sonra
%10’u reaksiyon gelismezse tam doz ;%f
verilmesi onerilmekte.

O Karbapenem cilt testi cok guvenilir

degil. *
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Four-Month Moxifloxacin-Based Regimens

for Drug-Sensitive Tuberculosis

O Plasebo-kontrollu cift kor randomize faz 3
calisma

O Calisma hastalari:

O >18yas yeni tani daha once tedavi
almamis ve kx de Uremesi olan ve
rifampisin ve kinolon duyarli olan
hastalar calismaya alinmis

OHIV (+) hastalar CD4>250 ve ART
almiyorlarsa calismaya dahil edilmisler.

¥
¥
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2763 Patients were screened

232 Had screening failure
290 Did not have positive smear
196 Had CD4+ count <250/ mm?
116 Had initial isclate MDR
230 Had other reason
110 Had late-screening failure
61 Had MDR
20 Had protocol violation
29 Did not have confirmed
tuberculosis

T

1231 Underwent randomization

640 Were assigned to control group 655 Were assigned to isoniazid group 636 Were assigned to ethambutol group

&5 Were excluded 87 Were excluded &5 Were excluded
40 Had late-screening 32 Had late-screening 32 Had late-screening
failures failures failures
11 Were excluded 12 Were excluded 18 Were excluded
e during treatment - during treatment - during treatment
10 Had reinfections 13 Had reinfections 19 Had reinfections
24 Were excluded 24 Were excluded 16 Were excluded
during follow-up during follow-up during follow-up
phase phase phase
A J v  J
555 Were included in modified intention- 568 Were included in modified intention- 551 Were included in modified intention-
to-treat analysis to-treat analysis to-treat analysis

4530‘2: Exc':'jd:d . . 54 Were excluded
amged treatmen 42 Changed treatment 27 Were excluded
(not failure) -
(not failure) 21 Changed treatment
13 Were lost to follow- .
e e 10 Were lost to follow- - (not failure)
up before & mo
- up before & mo 6 Were lost to follow-
2 Had additional -
- 2 Had inadequate up before 6 mo
major protocol
; : treatment
wvioclations

510 Were included in per-protocol 514 Were included in per-protocol 524 Were included in per-protocol

analysis analysis analysis

Figure 1. Enrollment and Outcomes.

MDR denotes multidrug resistance.
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Four-Month Moxifloxacin-Based Regimens
for Drug-Sensitive Tuberculosis

O Hastalar 8 haftalik vizitlerde degerlendirilmek
Uzere ayrildilar.

O PA Akciger, fizik muayene, iki balgam kalturd,
gorme muayenesi, idrar tetkikleri, karaciger fonk.

testleri
O Calisma sonlanim noktalari:

O Primer etki sonucgu:

O Randomizasyondan sonraki 18 ay icinde klinik
ya da bakteriyolojik basarisizlik ya da relaps

O Primer guvenlik sonlanim noktasi: grade 3-4
yan etki olmasi (Division of AIDS of the National Institute of *

Allergy and Infectious Diseases.)



Table 2. Primary Efficacy Analysis in Per-Protocol and Modified Intention-to-Treat Populations.*

Variable Per-Protocol Analysis

Control  Isoniazid Ethambutol  All
Group Group Group Patients
(N=510) (N=514) ([N=524) (N=1548)

Favorable outcome — no. (%)

Patients with outcome 167 92) 436(85) 419(80)] 1322 (85)
Culture-negative status at 18 mo | 409 (80) 389 (76) 367 (70)| 1165 (75)
Unable to produce sputum 0 2 (<]) 0 2 (<1)
Unable to produce sputum at 49 (10) 31 (6) 35 (7) 115 (7)

18 mo but culture-
negative status earlier

Missing data on L) culture at 9(2) 14 (3) 17 (3) 40 (3)
18 mo and MGIT
negative

Noninferiority %6

Unfavorable outcome — no. (%)

Patients with outcome 438 78(15 105(20) | 226 (15)
6-Mo treatment phase
Nonviolent death 5 (1) 6 (1) 7)) 18()
Treatment failure]
Culture-confirmed 3(1) 4(1) 1(<]) 8 (1)
Not culture-confirmed 4 (1) 1 (<) 4 (1) 9 (1)

Modified Intention-to-Treat Analysis

Control

Group

(N=555)

468 (84)
410 (74)
0
49 (9)

9(2)

87 (16)

Group

(N=568)

436 (77)

389 (68)

2 (<)
31(5)

14 (2)

132 (23)

6(1)

4(1)
1(<1)

Isoniazid Ethambutol

Group

(N=551)

419 (76)
367 (67)
0
35 (6)

17 (3)

132 (24)

7(1)

1(<1)
4(1)

All
Patients
(N=1674)

1323 (79)
1166 (70)

2 (<1)
115 (7)

40 (2)

351 (21)




Adverse reaction NA NA NA NA 18 (3) 15 (3) 9 (2) 42 (3)
Withdrawal of consent NA NA NA NA 8 (1) 18 (3) 8 (1) 34 (2)
Relocation NA NA NA NA 2 (<1) 4 (1) 4 (1) 10 (1)
Other investigator decision NA NA NA NA 2 (<1) 5 (1) 0 7 (<1)
No completion of treatment NA NA NA NA 13 (2) 10 (2) 6 (1) 29 (2)
Follow-up
Relapse after culture-negative 12 (2) 46 (9) 64 (12) | 122 (8) | 13 (2) 46 (8) 64 (12) 123 (7)
status
Retreated for tuberculosis 14 (3) 17 (3) 27 (3) 58 (4) 14 (3) 18 (3) 27 (3) 59 (4)
Death from tuberculosis or 2(<1) 0 0 2 (<]) 2 (<]) 0 0 2 (<1)
respiratory distress
No culture-negative status
Ever 1(<1) 1 (<1) 0 2 (<]) 1 (<I) 2 (<1) 0 3 (<)
At last visit 2 (<1) 3(1) 2 (<) 7 (<]) 2 (<) 3 (1) 2 (<) 7 (<])
Adjusted difference from control NA 6.1 114 NA NA 7.8 9.0 NA
in rate of unfavorable (1.7-10.5)  (6.7-16.1) (2.7-13.0) (3.2-14.2)
outcome — percent-
age points (97.5% Cl)

“ The treatment phase was defined as any time from randomization to 32 weeks after randomization (26 weeks plus 6-week window). L de-
notes Lowenstein—Jensen solid medium, and NA not applicable.

t During follow-up, the relapse and retreatment categories include patients during the scheduled end of active treatment (after month 4 for
the moxifloxacin-containing groups and month 6 for the control group). In the per-protocol analysis, data from 24-locus mycobacterial-inter:
spersed-repetitive-unit analysis were missing for 9 of 17 patients with treatment failure, 42 of 122 patients with relapse, and 38 of 58 pa-
tients who were retreated for tuberculosis.

I Listed are patients who were receiving active treatment in whom treatment failed.




Probability of Culture-Positive Status

No. at Risk
Contral
Isoniazid
Ethambutol

B Time to Culture-Negative Status

A Time to Unfavorable Outcome

1'0_ I'O—M
0. mm Control group 2 5o ....:.?.,.‘.~ e
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'mll‘
0.0 L | | | | 00 LU I LI I I | |
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Weeks since Randomization Weeks since Randomization
No. at Risk
600 465 183 122 64 19 Control 600 563 533 493 472
617 450 154 76 21 9 Isoniazid 617 570 522 459 439
604 440 141 79 30 9 Ethambutol 604 568 523 445 425

Figure 2. Kaplan—Meier Estimates of the Time to an Unfavorable Outcome
and Conversion to Culture-MNegative Status.

Panel A shows that the time until patients had an unfavorable outcome was
shorter in the isoniazid group than in the control group (hazard ratio, 1.25
[97.5%6 CI, 1.08 to 1.42]) and was further reduced in the ethambuteol group
(hazard ratio, 1.21 [97.5%6 Cl, 1.05 to 1.37]). Panel B shows the time until
conversion to culture-negative status, which occurred sooner in the isonia-
zid group and the ethambutol group than in the control group, according to
analyses of sputum samples cultured in Lowenstein—Jensen solid medium.
Patients who were excluded from the primary per-protocol analysis were in-
cluded in this analysis, but data were censored at the time of exclusion
from the per-protocol analysis.




OYan etkiler acisindan gruplar
arasinda anlamli fark yokmus. S
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O Komplike olmayan kualttur (+) tuberkuloz %%%
olgularinda moksifloksasin iceren rejimlerin
izl bakterisidal etkinlik sagladigi ke

Kanitlandi.

Sonug

O Fakat 4 aylik tedavi rejimleri ile klasik 6
aylik tedavi sonuclari benzerlik gostermed;.
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Efficacy of a Tetravalent Dengue Vaccine

in Children in Latin America

O Deng virisiu hastaligi tropikal bbl?elerde
Kasaylal?larda gorulen ve sivirineklerden bulasan bir
astaliktir.

(o Den? virisinin endemik oldugu Latin Amerika
Ulkelerinde 9-16 yas cocuklarda tetravalen deng
asisinin etkinliginin degerlendirildigi faz 3 calisma. ;%f

O Randomize kor, plasebo kontrollu calisma

O 3 doz Rekombinan, canli, attenue, tetravalen asi
veya placebo 0. 6. 12. ay asilari yapiimis.

O Bu cocuklar 25 ay takip edilmis.

O 3. asidan 28 gun sonrasinda gelisen Deng
enfeksiyonu da sonlanim noktasi.
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Efficacy of a Tetravalent Dengue Vaccine

in Children in Latin America

As| grubunda 176 VCD, kontrol grubunda 221 VCD gelismis.
Serotype 12> %50

Serotype 2->%42 etkinlik saptanmis.

Serotype 32>%74

Serotype 4->%77

Bu asi ile deng nedeniyle hastaneye yatis oranlari %80
azalmis.

Takipte cocuklardan 0, 7,13, 25. aylarda kan 6rnekleri alinarak
deng serotip antikorlar acisindan bakilmis.

Takipte ates geliﬁen cocuklardan ilk 5 gln icinde ve sonrasinda
7. 14. glunlerde kan ornekleri alinarak antikor durumu bakilmis

PCR ve ELISA ile deng varhgi arastiriimis.

*
%
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Table 2. Vaccine Efficacy against Any Serotype of Dengue.

Vaccine Efficacy
Analysis Vaccine Group Control Group (95% Cl)

Cases/  Person-Yr |Incidence Density ~ Cases/  Person-Yr Incidence Density
Events*  at Risk (95% CI)% Events*  atRisk] (95% Cj i

no. no./100 person-yr no. no. /100 person-
Per-protocol analysis 176/176 11,793 L5 (13-17)  221)221 5,809 3.8 (3.34€) 608 (52.0-68.0
Intention-to-treat analysis  277/280f 26,383 1.0(09-12)  385/388] 13,204 2.9 (2.6-3. 64.7 (58.7-69.8

# A case was defined as a first episode of virologically confirmed dengue (VCD) by means of enzyme-linked immunosorbent assay for dengue
nonstructural protein 1 antigen, dengue screening on quantitative reverse-transcriptase-polymerase-chain-reaction (RT-PCR) assay, or sero-
type-specific RT-PCR assay. Among the VCD cases, 90% had positive results for both dengue RNA and nonstructural protein 1 antigen, 6%
for dengue RNA only, and 2% for nonstructural protein 1 antigen only.

T Data for person-years at risk are the cumulative time in years until VCD was diagnosed or until the end of the active follow-up period, which-
ever came first. This value is the sum of individual units of time for which the participants contributed to the analyses.

I Incidence density was calculated as the number of cases divided by the cumulative person-years at risk.

| Six participants (3 in each group) who had two episodes of VCD had the following serotypes: 2 participants, unknown serotype and serotype 2,
1 participant, serotypes 1 and 2; 1 participant, serotypes 1 and 3; 1 participant, serotypes 3 and 1; and 1 participant, two unknown serotypes.
A total of 14 participants (6 in the vaccine group and 8 in the control group) had two serotypes detected during the same febrile episode,
with all episodes except two occurring after the third injection; 7 participants had serotypes 1 and 2 (1 after the first injection), 5 partici-
pants had serotypes 1 and 3 (I after the second injection), and 2 participants had serotypes 2 and 3.
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Efficacy of a Tetravalent Dengue Vaccine

in Children in Latin America

O 12 vaka ciddi denge olmus 1 tanesi asi
grubunda 11 tanesi kontrol grubunda

O Asiya bagl yan etkiler acisindan iki grup
arasinda anlamli fark yok

O Bu calismada bu asinin etkinligi %60.8
olarak bulunmus.

O %95.5 ciddi deng olmamis

*
O %80 hastane yatisi olmamis *



