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Figure 1. Study Flow Chart

131 Hospitalized patients (218 years)
assessed for eligibility

50 Excluded
48 Did not meet Inclusion criterla
2 Declined to participate

¢ B1rRandomized )

40 allocated to low-dosage CQ group 41 allocated to high-dosage € group
31 with virological confirmation 31 with virological confirmation
9 With clinical-epidemiologic suspiclon 10 with clinical-epidemiologic suspicion

Eligible participants were allocated at a 1.1 ratio to
receive chloroguine (C0) in 2 groups at either high
dosage (600 mg CQ twica daily for 10 days) or low
dosage (450 mg CO twice daily on the first day and
450 mg cnce daily for 4 days).
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Figure 1. Study Flow Chart
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Table 1. emographic, Chinical, Laboratory, and Radiographic Findings of Patlents at Basaline

Ko feotal Ko (%
varante ey A o -
q Ange, mean (300, y 51.1(13.9) 47.4(13.3) 54.7({117)
q Women 20/BL(24.T) 10/40(25.00 10741 (24.4)
Rate
Wiit= 17/B1{21.0) 1040 (25.0) 7441(17.1)
Mixed SB/EL(7T1.6) 2B/40(70.00 20,41 (72.3)
Black 6/B1(7.4) 240 ({5.00 4141 (9.8}
Pregnan: 2/20(10.00 1/10{10u00) 1/10{10uD0)
History of smoking
Never 33/48(68.E) 18/24(75.00 15/24(62.5)
Current 4{4B(B.3) 324 (12.5) 1/24(4.7)
Former 11748 (32 9) 3/24(115) §f24(313)
Comorbidizies
Hypertension 25/55(45.5) 10427 (37) 15/2B(53.6)
‘ Diabetes 14455 (35.5) 527 (1B.5) 8/38(31.1)
) AICGN0L 52 dlsorrer 1451 (27 5) B/26 (30.8) 625 (24)
Heart disease 5/55(9.1) 0/27 528 {17.9)
Asthma 4154 (7.4) 1/36 (3.8} 328 {10.7)
Chromic kldney disezse 4f54(7.4) 1/26(3.8) 3fIB(10.T)
Rheumatic diszases 3f35(5.5) 327{11.1) 0/28
Liver diseases 2/35(3.6) 22T (7.4) 0/28
Tubermuinsis 2{55(3.6) 2/27 (7.4) 0/28
HIVIDS 1/55 (1.8) 0/27 1428 (3.6}
Cxygen therapy on admisskon 72/E1 (B8 9) 26/40(50.0% 36/41 (B7 B}
Endy temperature, *C
<37.5 5979(7T4T) 20/39(76.9) 9740 (72.5)
175-18.0 1y7e(12.7) 6/39 {15.4) 4/40 (100
38.1-39.0 10479 (12.7) 338 (7.7} 7j40{17.5)
Heart rate, mean (S0, bpm 91 (17.5) 916 {1BT) 0.4 {16.4)

T ENHIBEER
HBRRED

Heart rate, mean (507, bpm
ﬁl!]r#ﬁ Hllu.ﬁim

Mean biood pressure,
mean (50, mm Hy

BN, median (IQR)
Capiilary refill me, 52

Oymen saturation,

median (0R), ¥

'White blood cell count,

mean (50}, /pL

Hemogiobin, mean (500, gL

Platelet count, medlan (G,
=] 0AjpL

Alanine aminotransferase,
median (R, UL
Creatining, medlan (1QR), mgfol
Lactate defydrogenase,
median (OR], UL
Creatine, median (IQR], UL
Klnase
Klnase W
C-reactive protein, median (IQR),
mafL

QTC Inkerval, mean (S0,
millliseconds

91 (17.5)
26.0(21.0-30.0)

94.4(17.1)

2B.1(26.0-31.6)
1355 (33 6)
96 (54.0-58.00

10 100 (4600}

1.28(0.23)
211.0(182 8-258.5)

65.2 (49.7-103.B)

0.02 [0u01-0.03)
948 (810.0-1125.8)

952 (61.9-250.4)
20(15.58-25.9)
B.48 [6.9E-9.47)

434.7(37.4)

816{1ET)
5.0 (22.0-30.0)

562 (1E.8)

ZB9(26.1-32.T)
636 {23.07)
56 [53.0-9B.0)

10 000 {4500)

1.32 {0.26)
196.5 (172 .5-256)

51(39.1-53.8)

0.01 {0.01-0.02)
S0 (553.0-1009.0)

B2B(35.8-177.4)
186 {15.8-24 5)
B.02(6.19-9.51)

421.9(24.00

0.4 (16.4)
Z8.0{2000-31.00

S2.7({15.4)

7 1{257-31.2)
72T (359)
95 [54.0-9B8.2)

10 200 {4E00)

1.24 {0.19)
215.0(184.2-251.5)

100 (52 3-115.1)

0.02 {0.01-0.03}
1010 (859.0-1337.5)

6.8 {70.8-275.0)
M9 {158-37.3)
B.B1{7.73-0.19)

427.B(3L.00

rable 1. emographic, Chinical, Laboratory, and Radiographic Findings of Patlents at Basaline (continued)

o, feotal Mo (%"
Orwerall cohort Low-d053ge group ngl d0sage group
Warlable M = 81) (= 40)® = 41F
Radioiogic findings
Ground-glass opacity Inflltration
Unitzteral 41/B1(30.6) 20j40(50.00 ¥1/41(51.2)
Bilateral B8l (59) 640 {15.0) 241 (4.9}
Consolidation
Unitzteral 25/B1{30.8) 15/40(37 5} 10741 (24.4)
Bilzteral 15/B1 {18.5) 7440 {17.5) §/41({15.5)
Pleural effusian 5f81(6.2) 3/40(7.5) 241 (4.9}
GS0FA Stre =2 27/B1(133) 10/40(35.0} 17741 (41.5)
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REIS4H47. 4% - SIS AN MR HFET RS EH
B2%(17.9% VS O%)

» DAL KRV (E F Mcreatine kinase -MB CKMB> /i
SIER1E) - 2ERYRE 0 Be e A ERUIER O 32 ES e
meEERIRILOMN - 261ﬁﬂﬂﬁ21ﬂf‘/\’§“leumx R=!
HE—U - BEERBMOREE KIS

. ﬁﬁﬁf)\%ﬁﬁﬂlﬁ%aznhromycm =1EH S48 H
oseltamivir 2 BllA 92.5% (37 of 40)E286.8% (33 of
38) -

Mayla Gabriela Silva Borba et al.
JAMA Network Open. 2020;3(4.23).2208857. doi:101007jamanetworkopen.2020.8857 23



‘e RA:. ZEERIEIE Table?2

Table 2. safety Outcomes In the Intention-to-Treat Population Until Day 13

Nojf total Mo (%)

AN patlents COVID-18 confirmed cases
Low-dosage High-0osage Low-sosage High-dosage

Narlable Total group” qroup® Todal igroup® group®

Hemiglobin decreased® 11142 {26.2) 418 (X2 3) T4 {18.3) T 24.1) 311 (27.3) 4718 (22 .3]

Creatinine Inoreased® 16/38 {42.1) Ti15(46.7) 923 {35.1) 13727 (48.1] 59 (55.6) BF1E (44 .4}

(X Increased 13/33 (39.4) 6/19 (31.6) 7/14 (50.0) 9/24(37.5) /15 (20.0) /9 (66.7)

CKME Increased 10/26 (2B 4) /13 (I3 1) 713 [53.8) T/ (318) 313 (23.1) 40 (44.4)

QTCF =500 ms' 1073 {15.1) 436 {111} TfAT[1B9) Bf5T {14.0) 1737 (31.6) TI20(24.1)

Wemtricular tachy@zndia 71T 036 AT [2.7) 262 {3.3) LI 231 [B.5)
Anbreviation: CK, restine phosphokinse; CKMB, deatining phosphiokinase-ME; © High-dasage group recetved chicroquine for 10 days (500 mg twica dally for 10 days)
COWID-15, coromanirus dlsesse 2015, OTCF. OT Interval ooeTect=d Dy the * Derezses In hamoglooin level of more than 2 Aol o 20% or graster from baseline
Fridericia methisd. I

* Mot 2l patients completed day 13 vish before this anick was finalzed. ® |nCTeases I crastinine serum levels of 20% ar maore from baseling e Shown

¥ Low-dosage group recetved chioroquine for 5 days (450 mg bwice dally on the frst day
#nd 450 mig once dally for 4 days).

CKEACKMBAE33{[E%E A A 13 A39.4%EE T - 415 ECOVID-19fE2
HYCKEACKMBAE 25([&p5 A H 73 B9 A 37.5%E1 22 {[& 5 A\ FR7{[E31.8% 52 5
& o MCKF S b E Z 28 A = B E4H(7/14[50%]VS6/19[31.6%))

(& — (28 g VA fErhabdomyolysis, 7 A 7] 5 /& COVID-197 i) §E /2
k& -

731195 A H A 114l 75 LAFridericia 15515 1E 12 QTcF>500mSec, COVID- 197
=571 A 8(E A QTcF>500mSec ° 1F =% =40 QT>500mSecthf = (7 of

37 [18.9%] vs 4 of 36 [11.1%]).

Maylé Gabriela Silva Borba et al.
© BT EER

- JAMA Network Open. 2020;3(4.23):0208857. doi:10.1001jamanetworkopen.2020.8857
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¥ Serious adverse evants related to thetriz regimen were prolongstion of the OTCF.




J =t IS R

IIIIIIIIIIIIIIIIIII

EeHEHAEMER A ICOVID-191%:2 - KBS T AL EHEIK -
mIEL B OLE M NEEE (torsade de Pointes). ;=& m & 2 96/0)
BEARTERQICERESS - FEISARBREELEFIENE -
BERA—EREARE<LION - BRBEESREAEMMAEEN
Hy -

- MAIERTFA2URATPELLMN FE - 15E526.2%. CreatininelL AT &

TE38APRHEL6A LTt - 15EE42.1% - MAETE MR 2 EA B i 55 14 2B

Mayla Gabrlela Silva Borba et aI

AMA Network Open. 2020:3(4.23).e208857



45 R6: 96T 151% Lethality Outcomes

A All patlents
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Su

Mo. at risk
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Low-doszgeC 40 40 39 39 38 38 37 35 327 12 17 14 10 7

A The gray band represents the upper and lower limits of the confidence intarval for
lethality in hospitalized patients not receiving CQ obtained by Zhou et al” and Chen
et a2 (ie, 167 of 290 patients [16.9%] 95% Cl, 14.5%-19.2%). B, The gray band
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E 06-
g High-dosage £
£ 04-
I
0.2
77— 71—
g 1 2 3 4 5 & 4 9 10 11 12 13
Ime, d
Mo. 2t risk
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Lethality Outcomes
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represents the upper and lower limits of the confidance interval for lethality in critically

ill patients not receiving CQ in the study by Grasselli et al** (ie, 405 of 1581 [25.6%]; 95%

Cl, 23 5%-27.8%).
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Table 3. dinical Detalls of 5 Patients Enrolled in the High-Dosage Group With Previous Candiac Disaase

Age, y 58 Rare First O, ms Previous cardiar disease Other comarbiditles Daath
T0s Woman Black 47E Heart fallure Hypert=msion, diabetes, Mo
and chronic kidney disease
G5 Man Mixed 458 Coronary chronic diseass Hypert=nsion and diabetes ¥ies
405 Woman White 457 Heart fallure Chronic obstruct ive pulmonary diseass Mo
and obesley
G5 Man Mixed 440 Coronary chronic diseass More ¥ies
Tlls Man White NA Atrioventricular biock Hypert=rsion ¥

Anbreviations: M, not avaliable; OTCF, OT imtenval comected by the Fridenida method.

TE = &40 sk t%_%ﬁﬁ%%ﬁ%(odds ratio, 3.6; 95% Cl,
1.2-10.6 5 RIMESHPRER TS B TH i DU e [0 Frahlf T
G AR IR EASE T 2R RS - W PAGER IR R =]
= 4 ESE T EL A 2 IR AHEE (odds ratio, 2.8; 95% Cl, 0.9-
8.5). 1ESEA 12 s EIE AR A 3MIET » ERRER
AW BR3P -

Mayla Gabrlela S|Iva Borba et al.
- JAMA Network Open. 2020.3(4.23):2208857. dai:10 jamanaetworkopen.2020.8857
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Al /Esupplement2f7s
SET ZE B O 2 AR

(ventricular tachycardia)=,

Age Gender | Ethnicity First Ventricular | Comorbidities Death Cumulated CQ |Day of the  Day of |Study arm 11 ) AN = ‘IE& ‘;E
‘years) prolonged |tachycardia | dosage until first death J:FJ l\i) [_A\ réE/ b\?@ﬁ = ﬁ

QTcF (ms) | first prolonged |prolonged

o, i . JIEDEN

|OTeF (mgk) | QTF or (torsade de Pomtes). 4ok

10s Male | Mixed 508 No Obesity Yes 32.1 2 6 High dosage§ //kA T FL‘E‘ }E ?U? t

10s Male Mixed NA Yes Hypertension Yes | 14.1 1 1 High dosage§ Q C

o . ; Hypertension, diabetes, and previous " y £ $ [5 ﬁ j % *EE H/j

30s Male | Mixed 543 No it s dial nfaretion Yes 424 2 11 High dosage§ 12 ) / %% 1 7\E

50s Female |Mixed 507 Yes Obesity and chronic kidney disease | Yes |56.5 3 6 High dosage§ 17‘(_5-[ E iﬁﬁ: E% 1o *ﬁ%@. AI/\
Hypertension, diabetes, HIV/Aids

30s Female |Mixed 520 No Yes 36.9 High dosage§

B = — ) 19/22(86 A%)1ESE T

+Table 1. Clinical Details and Cumulative CQ Dosage per Kilogram in 12 Patients With QTcF Prolongation and Ventricular Tachycardia

and chronic kidney disease
Hypertension and chronic kidney

20s Female | White 545 No X No |48.8 4
disease
30s  |Male |Mixed 502 No Obesity No (242 4 = Low Dosage]] U/ jﬂﬁﬁ =2 o 73/\ L J\ J:\\\IZ[
30s Female |Mixed 514 No Hypertension and former smoking No 51.4 2 - High dosage§
30s Male Mixed 557 No No comorbidities Yes 148.0 1 8 High dosage§ j" E I] J? 2&6}:]: E/j 1E:[ 2f \ H ”ﬁ?
30s Female |Mixed 559 No Rheumatic disease No |45.0 4 - Low Dosagey 7N j-["
10s Female |Mixed 502 No Diabetes and liver disease No |42.2 3 - Low Dosagey *E }i g%jz BZCF%%&P@
50s Male  [Mixed [573 No Cardiac bypass Yes 30.0 1 2 High dosage§

[l ]’:U’B " Q =
9 Low dose CQ for 5 days (450mg CQ twice daily on the first day and 450mg once a day for the remaining 4 days): DS M B D?‘Z_\LL
§ High dose CQ (600 mg CQ twice daily for 10 days). INSEE=m[I=)
NA o vl EHEPJH@?E Tl E = E
B - R - BRA
HIER  ETR > &
$EA{EE YB]J E%Mi\\ °
© 2020 Borba MGS et al. JAMA Network Open. EH RO sE\==/07*
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17 AlEEYTESHME - ZMRARE2EALI(89.6%) BIEA
B A7 it Bloseltamivir - T2 2/ LERQT Interval i IE 0.0 b
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