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Keisuke Kuwahara & ® ; Susumu S. Sawada; Hisashi Noma; Toru Honda; Shuichiro Yamamoto; Tohru Nakagawa; Takeshi Hayashi
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Diabetes Care 2022,45(12):¢179-e180

hitps://doi.org/10.2337/dc22-1267  Article history ¢
PubMed:36251985

Participants reported primary mode of commuting at the annual health checkup using four response
options (cycling, walking, train or bus, and car or motorbike); we classified them into two groups, cycling
commuting or not, in each year. Diabetes diagnosis was defined as hemoglobin A, 26.5% (248
mmol/mol), fasting plasma glucose =126 mg/dL (=7.0 mmol/L), nonfasting plasma glucose 2200 mg/dL
(211.1 mmol/L), or treatment for diabetes using annual health checkup data. We calculated hazard
ratios of diabetes according to updated cycling commuting data using marglnal structural Cox
regression. We performed multiple imputation using chained equations to account for missing data on
explanatory variables with 200 data sets for main and sensitivity analyses using R version 4.2.0

https://diabetesjournals.org/care/article/45/12/e179/147724/Commuter- 8
Cycling-and-Risk-of-Type-2-Diabetes-A
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Text

Components of smartphone cognitive-behavioural therapy for
aice  subthreshold depression among 1093 university students: a factorial

, X
e trial @
<} Masatsugu Sakata ', Rie Toyomoto !, Kazufumi Yoshida !, Yan Luo ', Yukako Nakagami 2, Teruhisa Uwatoko ?, Tomonari
G Shimamoto 2, Aran Tajika !, Hidemichi Suga ¢, Hiroshi Ito 3, Michihisa Sumi %, Takashi Muto ¢, Masataka Ito 7, Hiroshi

Ichikawa ®, Masaya Ikegawa ®, Nao Shiraishi *, Takafumi Watanabe °, Ethan Sahker '+ 1°, Yusuke Ogawa '", Steven D
Hollon 2, Linda M Collins ', Edward R Watkins ', James Wason '*, Hisashi Noma '¢, Masaru Horikoshi 17, Taku lwami 2, @®

Share.
Toshi A Furukawa '
c o Professor Toshi A Furuk School of y of Medicine, Kyoto, Other Japan:
Rapid furukawa(@kuhp kyoto-u.acjp
Responses.
PV Abstract
‘article [ based therapy (CBT)is effective for depression. However, which skills
meties | provided iniCBT packages are more effective than others is unclear. Such knowledge can inform construction of more effective
= and efficient iCBT programmes
Aerts Objective To examine the efficacy of FiCBT for d
Methods We conducted an factorial trial using a app, ly absence of five iCBT skills
including self: BA), cognitive (CR), training (AT) and problem-solving.

p depression. The primary outcome was the change on the Patient Health
Questionnaire-9 (PHQ-9) from baseline to week 8. Secondary outcomes included changes in CBT skills.

Findings We randomised a total of 1093 participants. In all groups, participants had a significant PHQ- reduction from baseline to
week 8. Depression reduction was not significantly different between absence of any with

standardised mean differences (negative values indicate specific efficacy in favour of the component) ranging between ~0.04 (95%
C1-0.16 t0 0.08) for BA and 0.06 (95% C1 ~0.06 to 0.18) for AT. Specific CBT skillimprovements were noted for CR and AT but not
for the others.

https://mentalhealth.bmj.com/content/25/e1/e18
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Table 1 Baseline characteristics of total participants for acute phase analysis (N=1093) and by each component

Components
M BA @ AT s
Total Presence Absence Presence. Absence Presence Absence Presence Absence Presence Absence

N 1093 44 549 552 st su 549 a7 46 546 s

Demographic " * n * n * n % an % A % = % n % % = % n %
Age (M.5D) 06 33 a7 305 s 01 n1 28 NS5 308 27 3 26 24 A6 3B N6 28 N6 3 N6 2B
Sex femal) Cl s 319 5% m ED B3 S? 315 5w 315 Se% 16 Sk 33 w318 sew 3 6w 3 S
Undergraduate o T 46 5% L3 ™ as T A T a2 Tew A7 T A Tes 415 Te% 415 Tew A4 T
Marred 2 I3 10 k] n i 8 w3 ™ 9 ®» u m 9 » n ™ 9 » u m
Uving sone 6  a% &% m 61% 3% 6% 30 6% M6 6% M0 % M @% W &% M @% M5 6w
Perttime employment s w43 6% @ 9% @ T A8 TS AN % AW TM A% Tew A9 % A% Te% A9 T
Smoking egulary & 3 37 ™ 3 o E @ B e 3% 6 3 6% N S B ™M B M N 6%
Drinking akcohol regulary %% a% o s m a% w1 a% 2 o% % 3 % B9 Mw 2] @% 24 A% 0 4
Bercse regularly CCO ] G0 3 6% £ 6% 3 6% 34 6% 3R 6 35 Sew 3 e% M0 6% %6 60w
History of pychiatrclpsychalogica reatment ™ B 13% £l 10% & % @8 1% S s 7B 1% @ 1% @ % 6 w0 1%
History of major depressive episode in past year (C0) 08 1% & 1% ® ] 5 W% S 1% 58 1% S0 9w 4 %% 5 1% % 10w 2 0%

Cogaitiveand behaviourlskills [ £} M E) [ E) ] K M S M S M S M S M S M O M S
SM skl % 3 M 37 m 304 759 309 761 313 15 318 16 303 754 314 76 308 7€ 30 16 3n
BAskils e 8 aa 34 s E 856 30 8B 38 85 355 82 3% 85 34 8y 38 &% 36 8% 36
CRskils ;8 an 98 w 970 ] an 43 984 405 99 412 963 49 9 4% 96 Al6 99 413 959 4
AT kil EETI VR TF] 354 948 38 2 340 935 359 933 36 92 3% 93 354 925 345 905 34 9% 34
PSskils 04 3 02 3 107 34 104 308 106 318 104 314 105 313 106 316 103 30 104 325 105 300

Clinical charactristics [ D [ 0 (] E) 0 © M S M SO M S M S M S M S M 9
PGS 810 2% & 288 7% 264 815 2 8M 200 806 269 814 284 817 277 8B 2% &4 270 815 28
GAD7 60 33 n 315 62 st 664 32 616 33 645 326 63 340 651 33 629 313 6@ 3 6y 34

Function [ £ [0 £ [ E) ] © M O M O M S M S M SO M SO M
WHO-HPQ Presenteism w24 a3 209 s 218 [E 210 485 217 A8 215 4@ 212 AM 214 438 213 44 213 4B 214

Sakata et al. (2022)
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Observational Study of Hydroxychloroquine in Hospitalized Patients with

Covid-19

Joshua Geleris, M.D., Yifei Sun, Ph.D., onathan Plat, Ph.D., Jason Zucker, M.D., Matthew Baldwin, M.D., George Hripcsak, M.D., Angelena Labella, M.D., Daniel K. Manson,
M.D,, Christine Kubin, Pharm.|
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BACKGROUND
©
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has been widely

Metrics

to patients with Covid-19 without robust evidence

supportingits use.

METHODS

‘We examined the association between hydroxychloroquine use and intubation or death at a large

‘medical center in New Yotk City. Data were obtained regarding consecutive patients hospitalized with

Covid19, excluding those who were intubated, died, or discharged within 24 hours after presentation to

the emergency department (study baseline). The primary end point was a composite of intubation or

death in a time-to-event analysis. We compared outcomes in patients who received hydroxychloroquine

with those in patients who did not, using a multivariable Cox model with inverse probability weighting

according to the propensity score.

June 13,2020

R. Graham Barr, M.D., Dr.PH., Magdalena E. Sobieszczyk, M.D., M.PH., and Neil W. Schluger, M.,

N Engl | Med 2020; 382:2411.2418
DOI: 10.1056/NEJM0a2012410
Chinese Translation SR3Z&HiZ
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JE(ER 84 481 565

EROF2o0O00FAERABEDOAARY MREEIS @ 262/811 = 32.3%
EROF2oO00F>IHERBEOANR MREZIE : 84/565 = 14.9%

)X/t (Risk Ratio)
32.3%/14.9% = 2.17 (95%Cl: 1.74, 2.71), P < 0.001 26
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Table 1. Characteristics of Patients Receiving or Not Receiving Hydroxychloroquine, before and after Propensity-Score Matching.*
Characteristic Unmatched Patients Propensity-Score-Matched Plhenls‘f
Hydroxychloroquine  No Hydroxychloroquine Hydroxychloroq No Hydroxys
=211 (N=565) (N=811) (N=274)
Age —no. (%)
<40yr 80 (9.9) 105 (18.6) 80 (9.9) 28 (10.2)
40-59 yr 217 (26.8) 142 (25.1) 217 (26.8) 69 (25.2)
60-79yr 367 (45.3 220 (38.9) 367 (45.3 118 (43.1
zso,qy l47:l8.l; 98 :17,3; 147 513.1: 59 521,5; 40#%*7%@%&%(: (3:\ t l\ D:F‘:/
| Female sex— no. (39) 337 (41.6) 258 (45.7) 337 (41.6) 113 (412) ~
Race and ethnic group — no. (%)% 0 o D:F/ (3:‘ 35 35 D ﬂﬁén—c 0
Non-Hispanic white 74 (9.1) 57 (10.1) 97 (12.0) 36 (13.1) fd:(, VI
Non-Hispanic black 89 (11.0) 92 (16.3) 120 (14.8) 40 (14.6) _
Hispanic 412 (50.8) 286 (50.6) 530 (65.4) 172 (62.8) |—_|ﬂE|_|p OD%EAODLHb D\D 7;
Other 48 (5.9) 36 (6.4) 64 (7.9) 26 (9.5) - t b\'bb\ D 35 g'o
Missing data 188 (23.2) 94 (16.6) 0 0
Body-mass index— no. (%)§
<185 13 (16) 13 23) 18 (22) 7 (26)
185-249 147 (18.1) 98 (17.3) 184 (22.7) 53 (19.3)
25.0-29.9 224 (27.6) 157 (27.8) 279 (34.4) 96 (35.0)
30.0-39.9 218 (26.9) 133 (23.5) 268 (33.0) 99 (36.1)
2400 52 (6.4) 20 (3.5) 62(7.6) 19 (6.9)
Missing data 157 (19.4) 144 (25.5) 0 0
Insurance — no. (%)
Medicaid 165 (20.3) 146 (25.8) 166 (20.5) 54 (19.7)
Medicare 396 (48.8) 261 (46.2) 399 (49.2) 141 (51.5)
No insurance 79 (9.7) 49 (8.7) 79(9.7) 29 (106)
Commercial insurance 166 (20.5) 106 (18.8) 167 (20.6) 50 (18.2)
Missing data 5(06) 3(05) 0 0
Current smoking — no. (%) 89 (11.0) 68 (12.0) 89 (11.0) 32(117)

Geleris et al. (2020) 28




Past diagnoses — no. (%)
Chronic lung disease§ 146 (18.0) 105 (18.6) 146 (18.0) 49 (17.9)
Diabetes 301 (37.1) 190 (33.6) 301 (37.1) 94 (343)
Hypertension 398 (49.1) 38 (6.7) 398 (49.1) 146 (53.3)
Cancer 109 (13.4) 67 (11.9) 109 (13.4) 35 (12.8)
Chronic kidney disease 133 (16.4) 105 (18.6) 133 (16.4) 61 (22.3) t I{ O :F:/O oo :F \/b\‘ﬂ
areonteror R B ot e BENEREQESH. 1
Meds'::('ilnons e ) 308 (38) 197 (34.9) 308 (38) 107 (39.1) Wyﬁ ) '%[IIIEH &@Eiﬁg
ACE inhibitor or ARB 236 (29.1) 142 (25.1) 236 (29.1) 85 (31.0) BROBRENE . BE
Systemic glucocorticoid 216 (26.6) 57 (10.1) 216 (26.6) 42 (153) EHEOMWARESMNDIE |
Direct oral anticoagulant or warfarin 76 (9.4) 47 (83) 76 (9.4) 24 (8.8)
Azithromycin 486 (59.9) 127 (22.5) 486 (59.9) 102 (37.2)
Other antibiotic agent 604 (74.5) 305 (54.0) 604 (74.5) 183 (66.8)
Tocilizumab 58 (7.2) 12 (2.1) 58 (7.2) 9(3.3)
Remdesivir 2227) 5 (0.9) 22(27) 5(1.8)
| Tnitial vital signs — median (TQR)
Systolic blood pressure — mm Hg 125 (111-139) 127 (111-144) 125 (111-139) 126 (110-138)

Geleris et al. (2020)
29
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Table 1. Characteristics of Patients Receiving or Not Receiving Hydroxychloroquine, before and after Propensity-Score Matching.*

Characteristic Unmatched Patients Propensity-Score-Matched Patients
Hydroxychloroquine  No Hydroxychloroqui Hydroxychloroq o Hy, i
(N=811) (N=565) (N=811) (N=274)

Age —no. (%)
<40yr 80 (9.9) 105 (18.6) 80 (9.9) 28(102)

40-59 yr 217 (26.8) 142 (25.1) 217 (26.8) 69 (25.2)
60-79yr 367 (45.3) 220 (38.9) 367 (45.3) 118 (43.1)
=80yr 147 (18.1) 98 (17.3) 147 (18.1) 59 (21.5)

Female sex— no. (%) 337 (41.6) 258 (45.7) 337 (416) 113 (412)

Race and ethnic group — no. (%)% {I_’,EI-EJ 2 :I J7 }EEO)E&JG)
Non-Hispanic white 74(9) 57 (10.1) 97 (12.0) 36 (13.1) —_ _ = . _
Non-Hispanic black 89 (11.0) 92 (16.3) 120 (14.8) 40 (14.6) D >~ 4 a /( v 0 IEI I}'I_'ﬁ:ET) I/(L
Hispanic 412 (508) 286 (50.6) 530 (65.4) 172 (62.8) . “ " -

Other 48 (5.9) 36 (6.4) 64 (7.9) 26 (9.5) f‘f}ﬂaj]l /\J 7:’___ g /\T 0):‘% ;u%g
Missing data 188 (23.2) 94 (16.6) 0 0 o — \ o
17N

S s e .09 DR S MU
<185 13 (16) 13@23) 18 (22) 7 (26) =p —_ g — . -
18.5-24.9 147 (18.1) 98 (17.3) 184 (22.7) 53 (19.3) ﬁit,%ﬁ@d: ) (L_ \ tt@ﬁg¥FEﬁ t
25.0-299 224 (27.6) 157 (27.8) 279 (34.4) 96 (35.0) o — \\
30.0-39.9 218 (26.9) 133 (23.5) 268 (33.0) 99 (36.1) } \j /; 7\73\ t nT (I \§ '

2400 52 (6.4) 20 (3.5) 62(7.6) 19 (6.9)
Missing data 157 (19.4) 144 (25.5) 0 0
Insurance — no. (%)
Medicaid 165 (20.3) 146 (25.8) 166 (20.5) 54 (19.7)
Medicare 396 (48.8) 261 (46.2) 399 (49.2) 141 (51.5)
No insurance 79(97) 49 (8.7) 79 (9.7) 29 (106)
Commercial insurance 166 (20.5) 106 (18.8) 167 (20.6) 50 (18.2)
Missing data 5(06) 3(05) 0 0
Current smoking — no. (%) 89 (11.0) 68 (12.0) 89 (11.0) 32(117)
Geleris et al. (2020)
Past diagnoses — no. (%)
Chronic lung disease§ 146 (18.0) 105 (18.6) 146 (18.0) 49 (17.9)
Diabetes 301 (37.1) 190 (33.6) 301 (37.1) 94 (343)
Hypertension 398 (49.1) 38 (6.7) 398 (49.1) 146 (53.3)
Cancer 109 (13.4) 67 (11.9) 109 (13.4) 35 (12.8)
Chronic kidney disease 133 (16.4) 105 (18.6) 133 (16.4) 61 (223)
N EL=y=—}
Transplantation, HIV infect;:n. or 40 (4.9) 18 (3.2) 40 (4.9) 11 (4.0) @7\_C ) =] Rg D)
immune-suppressive medications o -
753 W
Medications at baseline— no. (%) @ f ﬁ b\ \ J:I:EXE¥ FEﬁ _C
Statin 308 (38) 197 (34.9) 308 (38) 107 (39.1) =~ =z \ ﬂ \
ACE inhibitor or ARB 236 (29.1) 142 (25.1) 236 (29.1) 85 (31.0) } \j - b t‘ IS’
Systemic glucocorticoid 216 (26.6) 57 (10.1) 216 (26.6) 42 (153) 5 |
Direct oral anticoagulant or warfarin 76 (9.4) 47 (8.3) 76 (9.4) 24 (8.8)
Azithromycin 486 (59.9) 127 (22.5) 486 (59.9) 102 (37.2)
Other antibiotic agent 604 (74.5) 305 (54.0) 604 (74.5) 183 (66.8)
Tocilizumab 58 (7.2) 12 2.1) 58 (7.2) 9(33)
Remdesivir 22 2.7) 5(09) 22(27) 5(18)
Initial vital signs — median (IQR)
Systolic blood pressure — mm Hg 125 (111-139) 127 (111-144) 125 (111-139) 126 (110-138)

Geleris et al. (2020)
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Figure 2. Freedom from Composite End Point of Intubation or Death.
The shaded areas represent pointwise 95% confidence intervals.
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Table 2. Associations between Hydroxychloroquine Use and the Composite
End Point of Intubation or Death in the Crude Analysis, Multivariable Analysis,
and Propensity-Score Analyses.

Analysis Intubation or Death
No. of events/no. of patients at risk (%)
Hydroxychloroquine 262/811 (32.3)
No hydroxychloroquine 84/565 (14.9)
Crude analysis — hazard ratio (95% Cl) 2.37 (1.84-3.02)
Multivariable analysis — hazard ratio (95% Cl)* 1.00 (0.76-1.32)
Propensity-score analyses — hazard ratio (95% Cl)
With inverse probability weighting | 1.04 (0.82-1.32)
With matching:: 0.98 (0.73-1.31)
Adjusted for propensity scoref 0.97 (0.74-1.28)

* Shown is the hazard ratio from the multivariable Cox proportional-hazards
model, with stratification according to sex, chronic lung disease, and body-mass
index, and with additional adjustment for age, race and ethnic group, insur-
ance, current smoking, past diagnoses, current medications, vital statistics,
and laboratory tests on presentation. The analysis included all 1376 patients.
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BACKGROUND

) _ o Hy ine in Hospitalized Patients with Covid-

Hydroxychloroquine and chloroquine have been proposed as treatments for coronavirus disease 2019 W

(Covid19) on the basis of in vitro activity and data from uncontrolled studies and small, randomized

trials.

®ejm
METHODS CareerCenter
In this i , open-label platform trial c ing a range of possible treatments with

usual care in patients hospitalized with Covid-19, we randomly assigned 1561 patients to receive PHYSICIAN JOBS MARCH 5, 2023

hydroxychloroquine and 3155 to receive usual care. The primary outcome was 28-day mortality.

[B4118 DNew England Journal of Medicineit Cld. 4716 ACKDAMUIEIRS >4
IMbEsER (RECOVERY trial) (C&DT. EROFSo0O0F > 0B Z ST L
TERERANTREINTWS,
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Table 1. Characteristics of the Patients at Basaline.*

Hydraxychloroquine Usual ca
Charactaristic (N=1561) (N=3155)
Age

Mean 25D 6522152 6542154

Distribution — no. (%)

<70yr 925 (59.3) 1873 (59.4) 5 \/Q‘Attﬁigitl%ﬁtﬂ (1\ -H\-I‘J-\LI—I_—‘\_O)E D A a-/\\taj IJ

270t0 <80yr 12 219) 630 20.0)

280yr 294 (183) 652 207) Zagb‘\ tt$§g¥Fﬂﬂ_C\/ (5 \/Zb\tn5 : tb\
—c RIEENET -
Mrd“::':\:*:f ‘days since symptom onset (IQR)§ ;l::x:») 2:52;))
:?:-: f::ll‘l: S ]:,:,2 ;::). B I T7ERETE,. [RABZETEER
e T — DA UDISUATENSZ ERESE LA
e 50 s o . S LMELEEERERTE. —ARNICEB SN
e oo e % [BEIDURIBR] (F553A, ERRHD
s::j-siu::dmn- U::;l);) ”:1:2;:’ *—I‘%%DE%BD t LJT:S r*ﬂl@ IJ XOE.J _C
- go ] Ho2THE ISR ENBEN, Himt, &£
w;:(:v;:’:v:r":w‘;) ) e %IE énig'o %@%u*t N {tﬁﬁzj Tﬁg*ﬁ'(g 5
o T T A MELEBERER DD D ([R5 RVLAICE. &
- a ZHFELEL Do

range, and SD standard deviation.

1 Among the women, 2 n the hydraxychloroquine group and 4 in the usual-care group were pregnant

3 Race or ethnic group is reported as it was recorded in the patient's electronic health record

{ Data regarding the number of days since symptom onset were missing for 9 patients in the hydrorychloroquine group

P e o e et e L RECOVERY Collaborative Group (2020) 46
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Rate ratio, 1.09 (95% CI, 0.97-1.23)
P=0.15 by log-rank test

Mortality (%)
8
i

404
T v T ,
7 14 21 28
30
20
104
14 21 28
Days since Randomization
No. at Risk
Hydroxychloroquine 1561 1337 1227 1169 1137
Usual care 3155 2750 2525 2414 2360

Figure 2. Mortality at 28 Days.
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Death at 28 days (the primary outcome) occurred in 421 patients (27.0%)
in the hydroxychloroquine group and in 790 (25.0%) in the usual-care
group. The inset shows the same data on an expanded y axis.
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The Multicenter AIDS Cohort Study is the first and largest study specifically created to examine the natural history of AIDS.
This study, which Is now In Its third decade, Involves nearly 7000 gay men nationwide. The MACS Is ongoing at four
Institutions: UCLA, Northwestern University In Chicago, the University of Pittsburgh, and Johns Hopkins University In
Baltmore. The UCLA site Is the largest, with 2,000 participants. After more than 25 years, the cumulative drop-out rate Is
less than 15%, reflecting a high level of commitment and Interest on the part of the participants

MACS participants are seen every 3 1o 6 months and undergo a brief physical and mental status examination. In addition
they must donate blood and complete a long questionnalre regarding demographic factors, hablts, disease history, and
past and present sexual activities. The study has produced some 1200 papers and contributed landmark findings on the
epidemiology of HIV Infection and the virologic, Immunologic, psychosocial, clinical and neurologic aspects of the
disease. The MACS confirmed that anal Intercourse was the major risk factor of CD4 cell depletion and the development
of AIDS. Since then, the study's focus shifted o clarifying how the virus causes disease, how HIV Is transmitted, how anti-
HIV therapy has affected the participants and the process of aging In HIV-Infected men

According to Roger Detels, Principal Investigator of the UCLA MACS, "We have identified individuals who are very
resistant to HIV Infection. If we can figure out what the mechanisms of that resistance are, we may be able to start talking
about developing proteciive strategles that are not vaccine-dependent’.

Visit the MACS website for more Information.

https://www.uclahealth.org/aidsinstitute/multicenteraids-cohort-studymacs
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Participants reported primary mode of commuting at the annual health checkup using four response
options (cycling, walking, train or bus, and car or motorbike); we classified them into two groups, cycling
commuting or not, in each year. Diabetes diagnosis was defined as hemoglobin A, 26.5% (248
mmol/mol), fasting plasma glucose =126 mg/dL (=7.0 mmol/L), nonfasting plasma glucose 2200 mg/dL
(211.1 mmol/L), or treatment for diabetes using annual health checkup data. We calculated hazard
ratios of diabetes according to updated cycling commuting data using marglnal structural Cox
regression. We performed multiple imputation using chained equations to account for missing data on
explanatory variables with 200 data sets for main and sensitivity analyses using R version 4.2.0
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