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1st author, year [95% CI] (%) 1st author, year [95% CI] (%)
Grontved, 2012 " - 0.93[0.88 to 0.98] 18.93 Grontved, 2012 —H 0.92[0.83 to 1.02] 20.37
Kamada, 2017 * - 0.75[0.70 to 0.81] 17.73 Shiroma, 2017 —— 0.86[0.75 to 0.98] 18.47
Stamatakis, 2018 * —— 0.77[0.69 to 0.86] 14.64 Stamatakis, 2018 ** —— 0.88[0.71 to 1.09] 13.84
o Liu, 2019 * —a— 0.75[0.60 to 0.93] 8.39 Liu, 2019 * —a— 0.52[0.41 to 0.66] 11.96
1 5 /O Sheehan, 2020 ** —— 0.95[0.85 to 1.07] 14.69 Porter, 2019 —— 0.81[0.63 to 1.04] 11.80
Porter, 2020 ** - 0.89[0.67 to 1.18]  6.14 Porter, 2020 *° 0.53[0.21 to 1.31] 1.63
Patel, 2020 ** E 3 0.92[0.88 to 0.96] 19.48 Patel, 2020 M 0.93[0.86 to 1.00] 21.94
Overall L o 0.85[0.79 to 0.93] Overall <> 0.83[0.73 to 0.93]
1=82.98%, p<0.001 1=72.91%, p=0.001 i
06 08 10 12 14 04 06 08 10 1214
2hh (644) WE&bx™ (54F)
RR Weight = PKIR RR Weight
1st author, year [95% Cl] (%) 1st author, year [95% Cl] (%)
Kamada, 2017 ** —E 0.88[0.76 to 1.02] 15.97 Grontved, 2012 ** L 0.88[0.80 to 0.97] 30.91
Stamatakis, 2018 ** —a— 0.69[0.57 to 0.84] 12.77 Grontved, 2014 E = 0.86[0.79 to 0.93] 35.83
o Siahpush, 2019 g 0.82[0.75 to 0.89] 21.97 Kuwahara, 2015 *' —_— 0.70[0.51 to 0.96] 5.38
1 2 /O Porter, 2020 ———0.81[046 to 1.42] 262 Shiroma, 2017 * —— 0.79[0.70 to 0.90] 23.05
Patel, 2020 ** 0.96[0.89 to 1.03] 23.06 Mielke, 2020 " : 0.63[0.45 to 0.88] 4.83
Rezende, 2020 0.98[0.92 to 1.05] 23.63 Overall <> 0.83[0.77 to 0.89]
Overall <> 0.88[0.80 to 0.97] 1°=35.84%, p=0.182
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I (344) DMERESET (34) AT ()

feight Weight Weight
Ast author, year [95% C1) (%) 1st author, year 195% CI} (%) st author, year 195% C1) (%)
Aerobic only Aerobic only Aerobic only
Kamada, 2017 - 071[0.64 to 079] 11.32 Kamada, 2017 ——{ 074[056 t00.98] 9.85 Kamada, 2017 097(0.79 to 1.19] 10.73
Stamatakis, 2018 * E 3 0.84(0.78 to 0.90] 12.11 Stamatakis, 2018 - | 078068 to 0.90] 1367 Stamatakis, 2018 * 099[0.88 to 1.41] 13.47
Zhao, 2020 * | | 071[0.70 to 0.73] 12.81 Zhao, 2020 | | 0.65(0.62 to 0.69] 1537 Zhao, 2020 * f ] 076[0.73 to 0.80] 14.49
1'=89.77%, p<0.001 o4 0.75[067 to 0.84] 1'=67.81%, p=0.045 < 0.71[061 to 0.81) 1290.50%, p<0.001 <> 089[0.72 to 1.10]
Muscle-strengthening only Muscle-strengthening only Muscle-strengthening only
Kamada, 2017 ** —i— 0.74[0.65 to 0.85] 10.52 Kamada, 2017 —®— 075[053 t01.07] 8.1 Kamada, 2017 —— 8- 091(0.70 to 1.18] 917
Stamatakis, 2018 —— 079066 t0 0.94] 9.26 Stamatakis, 2018 * ——>089(066 0 121] 9.17 Stamatakis, 2018 * R S— 066048 to 091] 7.58
Zhao, 2020 *' = 0.89(0.85 to 0.94] 12.49 Zhao, 2020 ' E 3 0.82[0.74 to 0.91) 14.41 Zhao, 2020 * . 0.85[0.77 to 0.94] 13.43
1'=73.13%, p=0.024 = 0.82(0.72 to 0.93) 1%=0.00%, p=0.771 <> | 082[074 0 091) 1=20.67%, p=0.283 L <= 0.83{0.73 to 0.94]
Aerobic and muscle-strengthening Aerobic and muscle-strengthening Aerobic and muscle-strengthening
Kamada, 2017 —— 054047 to 0.62] 10.63 Kamada, 2017 —a— 0.43(0.29 to 063] 733 Kamada, 2017 ——H— 0.93(0.74 to 1.17] 10.04
Stamatakis, 2018 —a— 071[057 to 0.88] 8.27 Stamatakis, 2018 * ——8—— 077[053 t0 1.13] 7.4 Stamatakis, 2018 * ——=——|  070[050 0098 7.33
Zhao, 2020 | ] 0.60[0.58 to 0.63] 12.60 Zhao, 2020 " - 050045 to 055] 14.63 Zhao, 2020 * - 0.60[0.56 to 0.65] 14.08
1'=59.26%, p=0.086 g 0.60(0.54 to 0.67) 1°=62.55%, p=0.069 - 054041 to 0.70) 1'=84.76%, p=0.001 —_— 0.72[0.53 to 0.98)
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This article is available to subscribers. Subscribe now. Already unt? Sign in

SPECIAL ARTICLE (FREE PREVIEW) QUTEITD
Determining Optimal Therapy — Randomized Trials in Individual Patients

Gordon Guyatt, M.D., David Sackett, M.D., D. Wayne Taylor, M.SC., John G

2. M.D., Robin Roberts, M.SC., and Stewart Pugsley, M.D.

April 3,1986
Abstract N A

Although the treatment of an individual patient in routine clinical practice has been likened to an
experiment, the method is so susceprible o bias that we have come to demand multi-patient, double-

Purchase this article

L

2 A A - 5 Print Subscriber? Activate your online access.
blind, randomized controlled trials on matters of efficacy. Unfortunately, such trials have not or cannot ’

be carried out for many clinical disorders; even when they have been executed their results may be

difficult to extrapolate to individual patients.

To resolve this problem, we have begun to use double-blind randomized trials in which a

ingle patient
under-goes a series of pairs of treatments, consisting of one active and one placebo or alternative
treatment per pair, with the order determined by random allocation. Appropriate treatment targets

(signs, symptoms, or laboratory tests) are used as the measure of efficacy, and the trial is continued
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(N of 1 randomized control trials)
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The 2025 medicine laureates

The Nobel Assembly at the Karolinska Institutet has decided to award
the 2025 Nobel Prize in Physiology or Medicine to Mary E. Brunkow,
Fred Ramsdell and Shimon Sakaguchi “for their discoveries

concerning peripheral immune tolerance.”

They identified the immune system’s security guards, regulatory T
cells, thus laying the foundation for a new field of research. The
discoveries have also led to the development of potential medical
treatments that are now being evaluated in clinical trials. The hope is
to be able to treat or cure autoimmune diseases, provide more

effective cancer treatments and prevent serious complications after
stem cell transplants.
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Fatty acids ~ Amino acids

Nature. 485:69. 2012.
Nat Rev Immunol. 13:802. 2013.
Nat Rev Rheumatol. 14:19. 2018.

Nature Immunol. 19:561. 2018.
Nature Commun. 12:3333. 2021.
Neuron 2024.
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TABLE 3. The effects of alcohol-based products against ~ TABLE 4. The effects of commercially available products

SARS-CoV-2 against SARS-CoV-2
Biocontrol Science, 2022, Vol. 27, No. 4, 223—228 Reduction Product Ti Reduction in
B ' ' Tpeof  Product o Tim Type of L Time
djs%?eecmm No,  Conditon (second) intiter dsifectant O Qise - Candivy (second) et
(logs, TCID) dilution) (log; TCID)
Note A >4.50 a2 8
B 2400 rond b >3.75
- m = - _ an — —
Inactivation of SARS-CoV-2 by Commercially Available ° >4.00 soap < omo @ 8
e D >4.25 -
Disinfectants and Cleaners c s o 275
F ST f >313
YU HARADA'*, HITOMI AMO', TAKUTO ONO', HIROKI MURAI', TADAHIRO SASAKI’, s s Wet wipes 9 >4.00
TATSUO SHIODA?, MASAHITO IKAWAZ, AND YOSHIHIKO HIRATA® H 413 e T
Alcohol-based ! - = >4.25 from each ! >4.00
"Saraya Microbiological Research Center, Biochemical Laboratory, Saraya Co., Ltd., 309 Saito Bioincubator; hand sanitizer J el 463 product) i 3343
7-7-15 Saitoasagi, Ibaraki, Osaka 567-0085, Japan K 5450 K >3.00
2Research Institute for Microbial Diseases, Osaka University, 3-1, Yamada-oka, Suita, Osaka 565-0871, Japan. L 463 v 1 (x20) 30 >4.75
®Biochemical Laboratory, Saraya Co., Ltd., 24-12 Tamate-cho, Kashiwara, Osaka 582-0028, Japan M >4.38 /:Jlle(:)r‘\r: Oy gg >14£
e 1 (x50) :
. N >4.13 60 2.32
Received 27 June, 2022/Accepted 4 October, 2022 ° 438 o= S8
The recent emergence of severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is a P A8 S{mfw L Dirty @ —
major burden for health care systems worldwide, and is a threat to our daily lives. Varlous Q A L _ 45
effective ingredients against SARS-CoV-2 were already reported, since pi R >425 P >3.25
various ingredients, it is also important to the iveness of cc S >475 q(x20) 30 >3.38
disinfectants per se. In this study, the virucidal efflcacy of forty-elght commerclally available T >4.63 Oxygen D i
products were evaluated according to the on EN 14476 and the u >4.63 bleach (x100) Dirty gg :’:g
following results were obtained: Alcohol-based dlsmfectants, hand soaps, wet wipes, alkaline v >4.00 4 600 2t00
cleaners, quaternary ammonium compound sanitizers and oxygen bleach had great virucidal W >4.50
efficacy against SARS-CoV-2. Enveloped viruses such as SARS-CoV-2 are among the most X 5450
o Alcohol-based PR - S
susceptlble of 1o for actives and detergents, but as the results of ianeiia % Dirty 30 5338
this study sh d, it is also y to pay ion to the ion at the time of use and disinfectant 7 T
the required contact time. 475
>4.13
>3.75
>3.75
>4.00
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Molecular Insights into the Toxicity Avoidance Mechanism of BRO
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Dynamic and static control of the off-target
interactions of antisense oligonucleotides

Less protein binding
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Mechanism 2

Off-target RNA binding™
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Off-arget interactions between antisense oligonucleotides (ASOs) with state
N o of-the-art modifications and biological components still pose clinical safety
liabilities. i off-target interacti

the safety profile of ASO drugs, we here devise a nanoarchitecture named
BRace On a THERapeutic aSo (BROTHERS or BRO), which is composed of a
standard gapmer ASO paired with a partially complementary peptide nucleic
acid (PNA) strand. We show that these non-canonical ASO/PNA hybrids have

17.8|

&
Brotel protein '
f@ _ SE A G E S
" protein kDa[ ™ == <
2138
1366 v

Free
[Oligos

NT

reduced non-specific protein-binding capacity. The optimization of the
structural and thermodynamic characteristics of this duplex system enables
the operation of an in vivo toehold-mediated strand displacement (TMSD)
reaction, effectively reducing hybridization with RNA off-tary
mized BROs dramatically mi hepatotoxicity while main
ASOsinvivo. Thi
could have atransformative i

introduces a BRO class of di
Nuclei

/ASO Nuclei BRO /BRO

*1 ) Crooke S. T. et al, Nat Biotechnol 2019, 37, 6, 640-650 *2) Burel S. A. et al,Nucleic Acids Res 2016, 44, 5, 2093-109
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