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Health Expenditures of Patients With Diabetes After 305
Bariatric Surgery: Comparing Gastric Bypass and

Sleeve Gastrectomy

M.L. Maciejewski, L. Zepel, V.A. Smith, D.E. Arterburn, M.K. Theis,
A. Baecker, C. Sloan, A.G. Clark, R.M. Kane, C.R. Daigle,

K.J. Coleman, and AA. Kawatkar

Roux-en-Y gastric bypass (RYGB) and sleeve gastrectomy
(SG) differ in their effects on body weight and risk for reop-
eration. Whether long-term health expenditures differ by
procedure type in patients with diabetes is unclear. This
study used target trial emulation principles to compare
expenditures 3 years before and 5.5 years after bariatric sur-
gery in patients with diabetes undergoing RYGB versus SG.

Glucagon-Like Peptide-1 Receptor Agonists and 315
Risk for Depression in Older Adults With Type

2 Diabetes. A Target Trial Emulation Study

H. Tang, Y. Lu, W.T. Donahoo, 5.C. Westen, Y. Chen, J. Bian, and J. Guo
Preliminary evidence suggests that glucagen-like peptide-1
receptor agonists may have potential antidepressant effects,
although prior findings have been inconsistent. This target trial
emulation study compared the incidence of a diagnosis of
depression among older adults with type 2 diabetes who initi-
ated treatment with these medications versus sodium-glucose
cotransporter-2 inhibitors or dipeptidyl peptidase-4 inhibitors.

% NEW ENGLAND
JOURNAL  MEDICINE

March 2025 + Volume 178 » Number 3 = Pages 305-456

N. Hilliard, V. Kosmoliaptsis, A. Marker, D.M. Berney, K. Drew, W. Tan,
R.Foo, C.A. Mein, E. Wozniak, J. Keamney, E. Savage, A. Sahdev,

N. Bird, G. Smith, M. Hird, V. Warnes, D. Gillett, A. Dawnay,

E. Adeyeye, F. Aigbirhio, A. Mclntosh, A. McConnachie,

JK. Cruickshank, H. Cheow, M. Gurnell, W.M. Drake, and M.J. Brown
Primary aldesteronism accounts for a high propertion of
treatment-resistant hypertension. Patients with primary
aldosteronism need different treatments than other
patients with hypertension, such as mineralecorticoid re-
ceptor antagonists or adrenalectomy. Diagnosing primary
aldosteronism is difficult—it requires sampling of blood
from both adrenal veins, which is not available in all medi-
cal centers and is challenging even for experienced opera-
tors. This article describes the use of a new functional
imaging technique for diagnesing primary aldosteronism
that addresses the problems of adrenal vein sampling.

Effectiveness of the 2023-to-2024 XBB.1.5 COVID-19 348
Vaccines Over Long-Term Follow-up. A Target Trial

Emulation

G.N. loannou, K. Berry, N. Rajeevan, Y. Li, L. Yan, Y. Huang,

H.-M. Lin, D. Bui, D.M. Hynes, M. Rowneki, A. Bohnert, E.J. Boyko,
T.J. Iwashyna, M.L. Maciejewski, V.A. Smith, T.5.Z. Berkowitz,
AM.OHare, EM. Viglianti, M. Aslan, and K.L Bajema
Monovalent COVID-19 vaccines targeting the XBB.1.5
Omicron variant were introduced in September 2023, but
information on real-world vaccine effectiveness is needed.
This target trial emulation examined the effectiveness of
XBB.1.5 COVID-19 vaccination against documented SARS-
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ARTICULO DE REVISTA

Tiempo hasta la positividad del hemocultivo de
Staphylococcus aureus como marcador de riesgo de
endocarditis infecciosa: un estudio de cohorte
retrospectivo @

Martin Stromdahl % , Karl Hagman , Karolina Hedman , Anna Westman,

Magnus Hedenstierna, Johan Ursing  Notas del autor

Clinical Infectious Diseases, volumen 80, numero 4, 15 de abril de 2025, paginas 727-734,



La endocarditis se presenta en el 10-15 % de las bacteriemias por Staphylococcus aureus

Factores de riesgo establecidos para endocarditis, como hemodialisis, bacteriemia persistente, presencia de valvulas
cardiacas protésicas

Seria interesante identificar un subgrupo con bajo riesgo de endocarditis
Estudio, pretende identificar la capacidad del TTP para predecir endocarditis

METODOS
Estudio retrospectivo unicéntrico

Hospital terciario de 500 camas en Estocolmo, Suecia. ( area del hospital 650,000 personas )
Entre 1 de Enero de 2011 a 31 de diciembre de 2021

Se identificaron pacientes con 1 hemocultivo positivo para S.A. ( SAB )

>18 afnos

Criterios de exclusion : traslado a otro hospital o recaida de SAB, definida como <30 dias desde finalizacion del
tratamiento

Departamento de microbiologia : incubacidon en BACT/ALERT 3D y post BACT/ALERT Virtuo



Caracteristicas demograficas y clinicas de los pacientes con bacteriemia por Staphylococcus aureus segun el modo de adquisicion

Sexo masculino

Edad, v, mediana (IQR)

Marcapasos y/o desfibrilador cardioversor implantable
Valvula cardiaca protésica

Injerto vascular

Artroplastia

Consumo de drogas por via intravenosa

Hemodialisis

Puntuacion CCl, mediana (IQR)

Diabetes mellitus

Infarto de miocardio

Insuficiencia cardiaca congestiva

Accidente cerebrovascular o accidente isquémico transitorio
Demencia

Tumor solido

Cancer metastasico

Bacteriemia por SARM

Caracteristica Todos los episodios (N=1703) Adquiridos Enr la comunidad Sn = 502; Asociados a la asistencia sanitaria (n = 698 Ada uiridos en el hnsEilal ln = 5&3!
1107 (65) 334 (67) 465 (67) 308 (61)
75 (63-84) 73 (59-83) 77 (67-86) 75 (63-83)
197 (12) 44 (9) 91 (13) 62 (13)
69 (4) 13 (3) 33(5) 23(5)
121} 6(1) 2 (=1} 4 (1)
120(7) 40 (8) 48 (7) 32 (g)
24 (1) 19 (4) 5(1) 0
66 (4) 0 58 (8) 8(2)
2(1-3) 1(0-2) 2(1-4) 2(1-3)
484 (28) 138 (28) 206 (30) 140 (28)
210 (12) 41 (8) 103 (15) 66 (13)
461 (27) 84 (17) 203 (29) 174 (35)
283(17) 55(11) 135(20) 93 (19)
144 (9) 18 (4) 105 (15) 21 (4)
131(8) 29 (6) 61 (9) 41 (8)
T8 (5] 14 (3) 42 (6} 22 (4}
23 (1) 7(1) 10 (1) 6(1)
13 (9.8-17.5) 12.8(9.1-17) 13 (9.6-18) 12.8(10-17)

Tiempo hasta la positividad, h, mediana (IQR)



Caracteristica Todos los episodios (N=1703) Adquiridos por la comunidad (n=502) Asociados a la asistencia sanitaria (n=698) Adquiridos en el hospital (n =503)

Cultivo de seguimiento en 24-96 h 496 (29) 156 (31) 173 (25) 167 (33)
Bacteriemia persistente 333/496 (67) 108/156 (69) 120/173 (69) 105/167 (63)
TTE v/o TEE 1102 (65) 363 (72) 410 (59) 329 (65)
Endocarditis infecciosa 154 ‘Qi 68 |14| 54 (8) ﬂ
Readmision dentro de los 20 dias 294 (17) 79 (16) 121(17) 94 (19)
Relacionado con SAB 56 (3) 21(4) 20(3) 15(3)
Mortalidad en 96 h 146 (9) 27 (5) 76 (11) 43(9)

Mortalidad a los 30 dias 406 (24) 79 (16) 185 (27) 142 (28)




Tabla 2.
Factores de riesgo de endocarditis infecciosa en los episodios de bacteriemia por Staphylococcus aureus

Factor de riesgo Analisis univariado Analisis multivariante

o] (ICdel95%) ValorP O (IC del 95%) Valor P

Sexo masculino 0,91 (.B4-1.28) 58

Edad, y 1 (.99-1.01) 3

Marcapasos y/o desfibrilador cardioversor implantable 2.1 (1.37-3.21) 001 196 (1.25-3.1) 001
Valvula cardiaca protésica 5.33  (3.11-9.11) <001 422 (2.36-7.52) <,001
Injerto vascular 7.39 (2.32-23-58) .001 426 (1.23-14.76) =.001
Artroplastia 1.24  (LBB-2.2T) A8

Consumo de drogas por via intravenosa T7.61 (3.32-17.45) <001 7.57 (3.08-18.58) =.001
Hemodialisis 185 (.93-3.71) 08 225 (1.06-4.8) .08
Puntuacion CCI 0.97 (.89-1.06) 51

Lugar de adquisicion

Adquiridos en el hospital Ref. ... Ref.
Asociados a la asistencia sanitaria 1.23  (.79-1.94) 36 1.18 (.7T3-1.91) 5
Adquiridos por la comunidad 231  (1.49-3.58) <001 236 (1.48-3.77) =,001

TTP <13 h . (2.71-5.96) 359 (2.35-5.3)

un

Bacteriemia persistente 24-96 h 2.4 (1.14-5.07) 02
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CONCLUSION

La TTP corta se asocia a mayor riesgo de endocarditis
El VPN de TTP de 13 horas fue del 96%
El TTP es un marcador rapidamente disponible que contribuye a la estratificacion del riesgo en la SAB

FORTALEZAS
Gran tamafio muestral
LIMITACIONES

Disefo retrospectivo y Unicentro
No se registré volumen de Hemocultivo
No se registré si habia administracion antibidtica previa a la extraccion
S6lo 65% fueron examinados con ecocardiografia
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La gripe estacional provoca hasta 650.000 muertes al ano en todo el mundo.

La vacuna de la gripe se desarrolld hace ya casi un siglo

Proteger a las personas infectadas es insuficiente para el control comunitario

Los inhibidores de la neuraminidasa son eficaces en la profilaxis posterior ala exposicion para reducir sintomas y
complicaciones

Un tercio de la transmision del virus ocurre dentro de los hogares

El riesgo de transmision del paciente indice , a sus contactos domésticos, se calcula en el 38%.

¢ El efecto antiviral de la reduccion de carga viral, puede reducir la transmisiéon a contactos ?

Los estudios de tratamiento con inhibidores de la neuroaminidasa, no han demostrado prevencion de la transmision

Evaluar la eficacia del Baloxavir en la prevencion de la transmisidn en los hogares.
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Baloxavir Oseltamivir  Placebo
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Ensayo CENTERSTONE

Evaluar la eficacia del Baloxavir en la prevencion de la transmision en los hogares.
Doble ciego, aleatorizado y controlado con placebo.

Pacientes reclutados por 142 investigadores en 15 paises

Desde Octubre de 2019 hasta abril de 2024

Entre 5 y 54 afos de edad.

PCR o Ag para influenza (+) y PCR SARS-Cov2 (-)

PCR de deteccion en las primeras 48 horas de los sintomas.

Contactos : no vacunados, por lo menos 2 : Se realizé PCR en las primeras 24 horas (-)

Financiado por F. Hoffman-La Roche



3226 Index patients underwent screening

- 1769 Were excluded

1457 Underwent randamization
and were included in the FAS-IP

!

|

726 Were assigned to receive baloxavir

731 Were assigned to receive placebo

4 Did not receive praduct

542 Were included in the PAS.IP

ep——

33 Discontinued the trial
2 Were lost to follow-up
13 Withdrew
23 Had other reasons

4 Did not receive product

- — —=| 544 Were included in the PAS-IP

32 Discontinued the trial
2 Were lost to fallow-up
1 Had an adverse event
7 Withd rew
22 Had sather reasans

( 658 [94.8%) Cornpleted the trial

(E‘H [95.6%) Cam the trial
S~—

3200 Househald contacts underwent sereening

A17 Were excluded

102 Were partially enrolled in trial

2681 Were enrolled in full trial
and included in the FAS-HHC

'

l

1345 Had associated index patient in
balaxavir group

1336 Had associated index patient in
placebo group

1268 Were included in the
FASI-HHC

- ——

1118 Were included in the
PAS-HHC

40 Discontinued the trial
2 Were lost to follow-up
1 Deviated frarm protacel
11 Withdrew
26 Had other reasons

1255 Were included in the
FASI-HHC

- —

1098 Were included in the
PAS-HHC

36 Discontinued the trial
2 Were lost to follow-up

1 Withdrawn by physician
5 Withdrew

28 Had other reasons

( 1305 [97.0%) l‘_'nm}md the trial

(mo {97.3%) c.-.%uthemu

v
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Table 1. Demographic and Clinical Characteristics of the Index Patients and Household Contacts (HHCs) at Baseline.*

HHCs of HHCs of
Gores  Gepeor e el
Charscerisic e AREEE VWLD (=105
Age —yr
Mean 3082152 3182159 35.4=186 351+183
Median 300 30.0 360 5.5
Age group — no. (%)
Index patients
=12 yr 44 (3.0 46 (8.5) — —
12to 30yr 245 (44.7) 235 (41.2) = =
=30 yr 259 (47.3) 263 (48.3) — —
Household contacts.
2to<1Zyr — — 121 {10.8) 118 (10.7)
=12yr = = 937 (89.2) 980 (89.3)
Sex— no. (%)
Male 248 (45.3) 266 (48.9) 525 (47.0) 486 [(44.3)
Female 300 (54.7) 278 (51.1) 593 (53.0) 612 (55.7)
Geographic region — no. (%)
Europe 243 (44.3) 250 (46.0} 418 [37.4) 444 (40.4)
Asia 139 (25.4) 139 (25.6) 284 (25.4) 289 (26.3)
United States 141 (25.7) 135 (24.8) 173 (33.4) 134 (30.4)
Rest of the world 25 [4.6) 20 (3.7) 43 (1.8) 31(2.8)
Maximum duration of influenza symptoms
— no. (%)
=24 hr 292 (53.3) 288 (52.9) NA NA
>24 to 48 hr 256 (46.7) 256 (47.1) NA NA
Mo. of household contacts in the PAS-HHC}
Mean 2.042£1.09 2.02+1.09 NA MNA
Median 2 2 M4 MA
Influenza season — no. (%) 1
2019-2020 92 (16.3) 57 (16.0) 257 (23.0) 230 (20.9)
2020-2021 1] ] 0 a
2021-2022 41(75) 41(75) 88 (7.9) 98 [8.9)
2022-2023 184 (33.6) 182 (335) 146 (30.9) 341 (311)
2023-2024 231 (42.2) 234 (41.0) 427 (38.2) 429 [39.1)
Influenza virus type — no. [36)§
Type AY 450 (82.1) 451 (82.9) 907 (81.1) 899 (21.9)
Trpe B| 93 (17.0) 91 (16.7) 201 (1.0} 193 (17.6)
Type Aand B 5 (0.9) 2{0.4) 10 (0.9) & (0.5)




Table 2. Primary and First Secondary End Points.*

HHCs of Index Patient HHCs of Index Patient
in Baloxavir Group in Placebo Group
End Point (N=1118) (N =1098)
Primary end point: transmission of influenza virus by day 5
HHCs with an end-point event — no. (%) 94 (8.4) 131 (11.9)
Adjusted incidence of transmission (95.38% Cl) — %% 9.5 (7.4 10 12.1) 13.4 (10.7 to 16.8)
Adjusted odds ratio (95.38% CI)T1 0.68 (0.50t0 0.93) —
P valuef 0.01 —
Adjusted relative risk reduction (95.38% CI) — % ﬁ 29 (12 to 45) —
First secondary end point: transmission of influenza virus by
day 5 that resulted in symptoms¥
HHCs with an end-point event — no. (%) 56 (5.0) 72 (6.6)

Adjusted incidence of transmission (95.38% CI) — %{ 58(4.1t08.2)
Adjusted odds ratio (95.38% CI)T%

P valuet
Adjusted relative risk reduction (95.38% CI) — %i§

7.6 (5.7 to 10.2)

0.75 (0.50 to 1.12)

o

24 (-2 to 46)




RESULTADOS

Para el dia 5, la transmisidn de la gripe A fue significativamente menor con
Baloxavir que con placebo

La incidencia ajustada de transmision , que resulté en sintomas fue menor
pero sin significacion estadistica.

Las coincidencias del subtipo de influenza, mitigan la baja probabilidad de
transmision de una fuente de infeccion no doméstica durante el periodo de
seguimiento.

La aparicion de virus resistentes durante el periodo de seguimiento fue del
7,2% ( coherente con informes anteriores )

CONCLUSIONES

La reduccion de la transmision seria un beneficio adicional al tratamiento
antiviral durante las epidemias de influenza estacional.

En una pandemia, con la demora de vacuna, un farmaco con doble efecto (
reduccion de gravedad y transmision ) supondria una nueva arma para
combatirla.

Patients

Baloxavir

Placebo

Transmission to Household Contact by Day 5

Adverse Events Related to Baloxavir or Placebo
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El baloxavir mejoralos resultados de la enfermedad en
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El término COVID prolongado ( consenso Delphi de la OMS ), es definido como “ conjunto de sintomas en individuos con
antecedentes de infeccion probable o confirmada por SARS-CoV2, que duran 2 meses 0 mas, que continlan u ocurren 3
meses después de la infeccidn y que no pueden explicarse por un diagndstico alternativo “

Sintomas mas frecuentes : ORL, astenia y mialgias, seguido de disfunciéon cognitiva (“niebla mental” )

Tasa de incidencia de COVID prolongado en estudios, oscila entre 10 y 70%

Los FR conocidos son sexo femenino, edad avanzada, tabaquismo, IMC alto, asma y hospitalizacion previa ( UCI )

Serian importantes, estrategias, que durante la enfermedad activa, pudieran proteger contra las secuelas a largo plazo



ESTUDIO BATTLE

Estudio clinico aleatorizado, doble ciego, de grupos paralelos,

Bacilo de Calmette-Guérin ( BCG ) vacuna micobacteriana y con proteccion heterdloga contra virus ,frente placebo en
fase aguda

Pacientes mayores de 18 ainos, PCR nasofaringea + . Inyeccién 0,1 ml de BCG intradérmica o placebo ( solucién salina)
dentro de los 14 dias posteriores a inicio de sintomas.

No IGRA
Seguimiento alos 7, 14, 21 y 45 dias, 6 meses y 12 meses
En |la evaluacion inicial, se vio que la BCG, en fase aguda era eficaz en la curacién de la anosmia y la disgeusia.

Resultados de seguimiento a los 6 y 12 meses, con el enfoque principal en analizar la interferencia de la BCG en los
sintomas de COVID prolongado.



[ Enrollment ]

(o ]

Assessed for eligibility (n= 2,824) &

Excluded (n=2,431)

+ Not meeting inclusion criteria due to negative
RT-PCR or beyond 14 days of symptoms
(n=1,799)

+ Declined to participate (n= 629)

+ Immunocompromised state (n= 3)

Randomized (n= 393)

* Allocation | v

Allocated to one-time PlaceboL ool Allocated to one-time BCG

injection (n=202) injection (n= 191)

. Follow-Up | >

. . &= oliow-

Missed six-month visit (n= 60) L P J Missed six-month visit (n= 34)
Missed twelve-month visit (n= 117) Missed twelve-month visit (n= 94)

y [ Analysis } Y

“ OVID symptomatic analysis at six months
{ (n=142)

+ Long COVID symptomatic analysis at twelve
monthg

«+ Vero cell culture protection against SARS-CoV-2
by patient plasma (n= 18)

+ Peripheral blood expression of immune-related
genes (n= 39)

+ Cultured macrophage expression induction of
antiviral genes by patient plasma (n= 17)

+ Neutralization and immunoglobulin assay (n= 15)

. Loni COVID symptomatic analysis at six months

+ Long COVID symptomatic analysis at twelve
month&

+ Vero cell culture protection against SARS-CoV-2
by patient plasma (n= 23)

+ Peripheral blood expression of immune-related
genes (n=41)

+ Cultured macrophage expression induction of
antiviral genes by patient plasma (n= 22)

+ Neutralization and immunoglobulin assay (n= 23)




6 Months 12 Montha
BCG Placcho OR [95% CI)/ BCG Flaccho OR [95% CI)/
[n= 157) [n= 142) pWahic onc-sided test {n="97) [n=95] P Vahic onc-gided toat
Apr, median + IQR 40 + 22 41+ 15 028 ar+21 40 + 19 0.35
Female scx, no. (%) a5 (54.1) 93 (65.5) 0.059% 0.6 (0.4-1.0) 48 (49.5) o4 (6T.4) 0.013% 0.5 (0.3-0.9)
Healthcare worker, no. (%) 47 (29.9) 36 (25.4) 0.44 1.3 (0.7-2.2) 25 (25.8) 22 (23.2) 0.73 1.2 (0.6-2.4)
BEMI, median + IQR 26.2 + 6.9 26.9 + 6.7 0G0 26.6 + 6.4 258+ 69 0.37
Active amoker i (9461 1207 fil 10 07 ik 1 (N[ el 4 (4 7 0.75 1.5 (0.3-7.6)
COVID-19 vaccinated, no. (%) 130 (83.3) 118 (83.1) 1 96 (100) 93 (98.9) 0.50 <0.03
CONTD- 19 vaccine adveree 60 (47.2) 57 [(49.6) 0.80 0.9 [0.5-1.6) 51 (58.0) 47 (54.0) 0.65 1.2 [0.6-2.2)
cilects, no. (%)
Comorbiditica
Diabctes, no. (26) 8 (5.1) T (4.9) 1 T (72) 8 (8.4) 0.79 1.2 (0440
Hypertension, no. (%) 27 (17.2) 20 (14.1) 0.53 0.8 (0.4-1.5) 16 (16.5) 2] (22.1) 0.36 1.4 (0.7-3.2)
Cardiopathy, no. [36) 4 [2.5) 1 (0.7} 037 0.3 (D.0-2_8) 2 (2.1) 1(1.1) 1
Obezity, no. (%) 11 (7.0) 10 (7.0} 1 9 (9.3) 8 (B.4) 1
Chronic pulmonary discase, 10 (6.4} 3(2.1) 0.09 0.3 (0.1-1.3) 5 (5.3) 2 (2.1) 0.44 0.4 (0.0-2.5)
no. (%)
Chronic rhinosinuaitis, no. (%) 21 (13.4) 19 (13.4) 1 12 (12.4) 17 (17.9) 0.32 1.5 (0.6-3.8)
Rcapiratory allergice, no. (%) 20 (12.7) 15 (10.6) 0.59 0.8 [0.4-1.7) 13 (13.4) 14 [14.7) 0.83 1.1 (0.5-2.8)
Renal discasca, no. (%) o 0 1} [}
Injection acar prescnt, no. (%) 98 (62.4) 13 9.2) <0.001 0.06 (0.03-0.1) 40 (41.2) 4 (4.2) =0.001 0.06 (0.02-0.19)
Any changea in comorbiditics in
thiz follow-up:
Diabctes, no. [(36) 2(1.3) 3(2.1) 06T 1.6 (0.2-19.9) 1 (1.0) 2 (2.1) 0.62 2.1 (0.1-122.9)
Hypertension, no. (%) 11 (7.00 3 (2.1) 0.055 0.3 (0.05-1.1) (1] 1] -
Cardiopathy, no. [%) o (o) 1 (0.7) 048 - (1] 1] -
Obesity, no. (%) 6 (3.8) T (4.9) 078 1.3 (0.4-4.8) (1] 1] -
Chronic pulmonary discasc, 1 [0.G) () 1 - 1} [} -
no. (%)
Chronic rhinosinuaitis, no. (%) 2(1.3) 1 (0.7} 1 0.5 (0.0 - 10.5) 1 (1.0) 1] 1
Rcapiratory allergice, no. (%) 3(1.9) 3(2.1) 1 1.1 {0.1-8.3) (1] 1] -
Rcnal discascs, no. (%) 1 (0.6) o 1 - (1] 1] -
Liver discases, no. (%) o {) o (0] - - o o -
Hemoglobinopathics, no. (%) O {a) 0 {0) - - o [} -
Thyroid discase, no (%) 3 (1.9) 1 (0.7} 0.62 0.4 [0.0-4.5) (1] 1] -
Auntoimmune discase/ Immuoane o {) o (0] - - o o -
deficicncics, no. (%)
Long COVID scorc, 1+3 1+ 4 0.49 1+2 244 0.004* BCG lcss
median + IQR p=0.002*
At least onc Long COVID 98 (62.4) #3 (58.5) 055 0.8 (0.5-1_4) 59 (60.8) 67 [70.5) 017 1.5 (0.8-2.9)
symptom, no. (%)
Cough, no. %) 11 (7.00 13 (9.2} 0.53 1.3 (0.5-3.4) 14 [14.4) 14 [14.7) 1 1.0 [0.4-2.4)
Dyspnca, no. (%) 12 (7.6) T (4.9 0.36 0.6 (0.2-1.8) 5 (5.2) 6 (6.3) 077 1.2 (0.3-5.3)
Chest pain, no. (%) 2 (1.3) 4 (2.8} 0.4 2.2 (0.3-25.1) 4 (4.1) 332 1 0.8 (0.1-4.6)
Palpitation, no. (%) 10 (6.4} 13 (9.2} 0.4 1.5 (0.6-3.9) T (72) T (74 1 1.0 (0.3-3.6)
Oxypen usc, no. (%) o 0 - o [} -
Fatipuc, no. (%) 20 (12.7) 23 (16.0) 051 1.3 (0.6-2.6) 9 (9.3) 10 (10.5) 0.8l 1.1 [(04-3.4)
Diarrhca, no. (%) 5 (3.2) 6 (4.2) 076 1.3 (0.3-5.6) 4 (4.1) 5 (5.3) 075 1.2 (0.3-6.7)
Hair loss, no. (%) 37 (23.6) 34 (23.6) 1 1.0 (0.6-1.8) 12 (12.4) 17 (17.9) 0.32 1.5 (0.6-3.8)
Arthralgia, no. (%) 15 (9.6) 18 (12.5) 0.46 1.4 (0.6-3.00 9(9.3) 11 (11.6) 0.64 1.3 (0.5-3.7)
Anosmia, no. (%) 13 (8.3) 21 (14.6) (LN [1] 1.8 (0.9-4.3) 3(3.1) T (74 021 2.5 (0.5-15.3)
Dyagrusia, no. (%) 9 (5.7) 17 (118} 0.067 2.2 (0.9-5.8) 3(3.1) 4 (4.2) 0.72 1.4 (0.2-9.6)
Hearing problems, mo. (%) 3 (1.9) 10 (5.9 0.044 3.8 (1.0-22.0) 1 (1. 6 (6.3) 0.063 6.4 (0.76-300.3)

(Continuerd)



RESULTADOS
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The BATTLE trial:
BCG injected during acute COVID-19 in adults as potential treatment;

CO N c LU S I O N ES Long COVID symptoms evaluated at 6 and 12 months

la administracion de BCG durante infeccion covid-19, reduce las secuelas de
covid prolongada a las 6 y 12 meses.

Reduced in men but not women by BCG Less common in BCG recipients

Limitada por una tasa de desercion relativamente alta.

El verdadero potencial de la vacuna BCG es en los procesos patoldgicos en curso,

Anosmia, dyspeusia, hearing problems

mas que en la profilaxis en individuos sanos (inmunoterapia ) : éxito en covid less common in BCG Similar between BCG and placebo

activa, alopecia areata, cancer de vejiga, diabetes y enf. De Alzheimer.

Journal of
Internal Medicine
Founded in 1863
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LARAZON

Queée esta pasando con Ozempic:
investigan casos de pérdida de
cabello y pensamientos suicidas

La FDA comienza su propia investigacion después de que la agencia
europea emprendiera la suya, un proceso que también involucra a la
Sanidad espanola

= El nuevo riesgo grave de Ozempic y otros farmacos "estrella"” para
adelgazar: adios estomago

Analiza mediacmentos usados para bajar de peso y tratar la diabetes de tipo 2. | Pixabay
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Flgure 2. Curmulative incidence of suicidal ideation and behaviors owver time in the 1:1 PS-matched cohorts for GLP-1 RAs vs. SGLT2is
{top) and GLP-1 RAs vs. DPP4is (bottom).
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OPPAi = dipeptidyl peptidase-4 inhibitor; GLP-1 RA = glucagon-like peptide-1 receptor agonist; PS5 = propensity score; SGLT2I = sodium-glucose
cotransporter-2 inhibitor.
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- Los ISGLT1 pueden cruzar la barrea hematoencefalica y actuar sobre la dopamina

- Estudios preclinicos, podrian aliviar los sintomas de depresion, pero en estudios poblacionales, no hay asociacion.

- OBIJETIVO
Investigar relacion GLP1 AR y riesgo de depresion, frente a iDPP4 y SGLT2 en diabéticos tipo 2.

- DISENO
Comparacion de cohortes emparejadas GLP1 frente IDP4 y GLP1 frente SGLT2

- AMBITO
Datos administrativos Medicare de Enero 2014 a Diciembre 2020.

- PACIENTES
Adultos >66 ahos con diabetes 2 sin diagndstico de depresion

- CRITERIOS
Criterio principal, riesgo de depresion.

- FINANCIACION
Fundacidon americana para educacion farmacéutica, Fundacion de investigacidon farmacéutica, Instituto nacional de diabetes



Approach

Eligibility
criteria

Treatment
strategies

Treatment
assignment

Qutcomes

Follow-up

Causal
contrasts

Statistical
analysis

Target Trial

Type 2 diabetes

Acge 266 v

Mo prescription for GLP-1RA, SGLT2i, or DPP4i within past year

Mo prior diagnosis of type 1 diabetes

No contraindication to study drugs (end-stage renal disease/dialysis)

Mo prior diagnosis of depression, receipt of antidepressants, or prior diagnosis of other mood disorders

Initiation of treatment with a GLP-1RA, an SGLT2i, or a DPP4i

Individuals are randomly assigned to GLP-1RA, SGLT2i, or DPP4i at baseline; individuals and their treating physicians
will be aware of the assigned treatment strategy

Incident depression is identified using diagnosis codes

For each eligible individual, follow-up starts at treatment assignment and ends at the onset of depression, death,
loss to follow-up, up to 2 y of follow-up, or the end of the study (31 December 2020), whichever comes first

Intention-to-treat effect

Kaplan-Meier survival analysis of depression is used to estimate the survival curves, and Cox proportional hazards
regression models are used to estimate HRs with 95% Cls by comparing participants assigned to GLP-1RAs vs.
SGCLTZis and GLP-1RAs vs. DPP4is

Estimate 6-mo and 2-y risk differences, and risk ratios with 95% Cls

Subgroup analyses by age (275 y vs. <75 y), sex (female vs. male), race and ethnicity (non-Hispanic White population
vs. non-Hispanic Black population vs. Hispanic population vs. others), having a diagnosis of obesity at baseline (yes
vs. no), having a diagnosis of depression (yes vs. no), GLD use at baseline (insulin vs. no GLD vs. 1 GLD [excluding
insulin] vs. 22 GLDs [excluding insulin]), and molecular structure of GLP-1RA (exenatide vs. dulaglutide vs. liraglutide
vs. semaglutide)



Patients diagnosed with T2D (5% random sample of Medicare from 2013-2020 + 15% from 2016-2020 (n = 5933 280)*

Patients excluded (n = 5774 991)
No prescription for a GLP-1RA, SGLT2i, or DPP4i: 5 074 608
No 1-y continuous enroliment in Medicare Parts A, B, and D: 283 542
Diagnosis of type 1 diabetes: 91313
Duplication: 164 053
Age <66 y: 68919
Prior diagnosis of depression: 49 046
Receiving antidepressants: 41 181
Prior diagnosis of a mood disorder: 606
End-stage renal disease or dialysis: 1722
Died before prescription: 1

A

Patients with T2D prescribed a GLP-1RA, an SGLT2i, or a DPP4i (n = 158 289)

4

Patients with T2D prescribed GLP-1RA or SGLT2i (n = 61 730)

Patients with T2D prescribed GLP-1RA or DPP4i (n = 126 126)

Patients excluded for prior medication use
as of the index date (n = 21 097)
GLP-1RA: 13012
SGLT2i: 7875
Both: 210

Patients excluded for prior medication use
as of the index date (n = 65 152)
GLP-1RA: 12536
DPP4i: 52 575
Both: 47

v

Eligible initiators of GLP-1RA or SGLT2i (n = 40 633) Eligible initiators of GLP-1RA or DPP4i (n = 60 974)
GLP-1RA: 17 678 GLP-1RA: 16 362
SGLT2i: 22 955 DPP4i: 44 612
Y
1:1 PS-matched coho 1:1 PS-matched cohort@@ = 27 422)3
GLP-1RA: 14 665 GLP-1RA: 13711
SGLT2i: 14 665 DPP4i: 13711




Rate difference and HR up to 2-y follow-up
Events/patients at risk, n/N
Mean follow-up (5D), ¥
Median follow-up (IQR), v
Median treatment duration (1QR), v
Incidence rate per 1000 person-years
Rate difference per 1000 person-years (95% Cl)

HR (95% CI)

0.5-y risk difference and risk ratio
Events/patients at risk, n/NV
Risk, %
Risk difference (95% Cl), percentage points

Risk ratio (95% Cl)

2-y risk difference and risk ratio
Events/patients at risk, n/NV
Risk, %
Risk difference (95% Cl), percentage points

Risk ratio (95% CI)

GLP-IRA

961/14 665

1.34 (0.69)

1.56 (1.28)

0.39 (0.85)

4902

3.48 (-0.81to 7.78)

1.07 (0.98 to 118)

346/14 665
236
030 (-0.04 to 0.64)

114 (0.98 to 1.33)

961/14 665
6.55
0.40 (-0.16 to 0.96)

1.07 (0.98 to 116)

SGLT2i
902/14 665
135 (0.68)
1.59 (1.25)
046 (0.84)
4554
0

1

302/14 665
2.06
o0

1

902/14 665

615

GLP-IRA

963/13 711

1.37 (0.68)

1.64 (1.25)

0.39 (0.86]

51.39

~-578 (-10.49 to -1.07)

0.90 (0.82 to 0.98)

33013 711
2.4]
~0.65 (-1.03 to -0.26)

0.79 (0.68 to 0.91)

963/13 711
7.02
~0.82 (-1.44 to ~0.20)

0.90 (0.82 to 0.97)

DPP4i
1075/13 711
137 (0.68)
1.65 (1.25)
0.48 (0.86)
5717

0

1

419137
5.06
O

1

10751371
754
o

1




GLP-1RA vs. SGLT2i

Strata
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Follow-up, y

Events/at risk (percentage on prescription), n/N (%)

SGLT2i 0/14 665 (100) 302/12197 (56) 556/9729 (40) 746/7680 (32) 902/5665 (26)
GLP-1RA  0/14 665 (100) 346/12019 (52) 604/9607 (38) 817/7613 (32) 961/5571 (27)
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GLP-1RA vs. DPP4i
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Follow-up, y

Events/at risk (percentage on prescription), n/N (%)

DPP4i  0/13711(100) 419/11458(58) 686/9207 (41) 913/7457 (32) 1075/5493 (27
GLP-1RA  0/13711 (100) 330/11378 (51) 600/9265 (38) 817/7386 (31) 963/5494 (26)
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CONCLUSIONES

Los GLP1RA, se asocian con riesgo modestamente disminuido de depresion en adultos con
DM2, en comparacion con los iDPP4 y sin diferencia con SGLT2

LIMITACIONES

Enfoque inclusivo muy amplio ( mejora aplicabilidad en mundo real, pero puede inducir
sesgos , en comparacion con los criterios estrictos de un ensayo clinico )

Factores de confusion residual (IMC,gravedad de la DM, nivel econémico.. )
Diagnodstico de depresion basado en algoritmo de datos
Mediana de seguimiento de 1,6 anos

Poblacion mas joven



