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MATERIAL SUPLEMENTAR

Com o intuito de oferecer ao leitor um formato conjunto para apresentacao dos dados
farmacocinéticos da cloroquina e da hidroxicloroquina, na Tabela 1 estdao compilados os
principais parametros farmacocinéticos destes farmacos administrados sob a forma de
seus sais.
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Tabela 1. Principais propriedades farmacocinéticas da cloroquina e da hidroxicloroquina administradas sob a forma de seus sais.

Pardmetros Cloroquina - Hidroxicloroquina -
(via de administragao)®* Dose (mg)!Referéncial (via de administragao)SVFATO Dose (mg)Referéncial
0, 10
excrecio 47+5,3 % (intravenosa, |V)P!CLORIDRATO 16-21% 200-_[5;“11]
urinaria sem 42+7,7 % (oral, solugdo)PIFOSFATO 300; baselY ~10 % ]
alteracdo 46+8,0 % (oral, comprimido)P!FOSFATO 155; base
' ' 27 % 15502
4214171 L/kg 600; base? ) P 12
07201 ) ra S s L ke
Volume 483041490 L (S) (oral)P'FOsFATO 241,8; sall?! '
aparente de 250+116 L/kg (oral)SULFATO 30Q/SEMANA(N=3) g4l
distribuicdo 302+102 L/kg (oral)SutFaTo 200%/SEMANA(n=3) 1 20l4] ; sall13!]
: 283£112 ijg EoraI;SULFATO 5Q7/SEVANAT=3) 1 050 2851£2147 L (oral) 31%(;)’bsailel13l
204186 L/kg (intravenosa)P!CLORIDRATO 300; baselY
136438 mL/min; 8,16+2,28 L/h (R) (oral)P'FOSFATO 150; basel®
237171 mL/min; 14,22+4,26 L/h (S) (oral)P'FOsFATO 241,8; salb
plasmatico total: 7224166 mL/min (I\V)P!CLORIDRATO 400; sall*3!
renal: 412139 mL/min (1V)PICLORIDRATO 300 basel! 12,0+6,8 L/h (oral) 310; basel’?!
454+49 mL/min (oral, soluc3o)P'FOSFATO !
430+141 mL/min (oral, comprimido)P!FOSFATO
Clearance
corporal total: 0,748+0,227 L/h/kg (oral)SU-ATO 600; basel?

0,441%0,143 L/h/kg ) (oral)SVtFATO
0,579+0,117 L/h/kg (oral)U-FATO
0,571+0,114 L/h/kg (oral)SULFATO

3001x/SEMANA(n=3)' 900[4]

2002x/SEMANA(n=3)’ 1200[4]
507x/SEMANA(n=3) 1050[4]

Renal: 19,9 mL/min (sangue); 211 mL/min (plasma)
Total: 96 mL/min (sangue); 667 ml/min (plasma)

plasmatico 8,61+1,031 mL/min/kg (oral)

(IV infusdo)

155; base!*?

, . 600; basel!
sanguineo total: 2,95+0,349 mL/min/kg (oral) ase
155; base¥
67112 % | !
Biodisponibilidade 78 (52-102) % (oral, solugdo)P'FOSFATO 300: basel! 6 (oral) 200; sall*4l
oral 89 (67-114) % (oral, comprimido)PFOSFATO ’ 7413 % (oral) 155; base™!
= 200; sall*!
19,3£3,9 pg/mL.h (R) (oral)PIFOSFATO 150; basel®! 75,4+46,9 nmol.h/mL (ASCo-) (oral) 400; sall*3!
11,343,0 pug/mL.h (S) (oral) PIFOSFATO 241,8; salt! 102,3+60,8 nmol.h/mL (ASCo--) (oral) 310; basel*?!
7511 + 2437 ng/mL.h (1V)DPICLORIDRATO L
+ .
ASC 4990+879 ng/mL.h (oral, solugdo)P!FOSFATO 300; basel" 1679£385 ng.h/mL (ASCoad) (oral, comprlm'ldo) 200; sal(®!
6111£1315 ng/mL.h (oral, comprimido)PFOsFAT 18194417 ng.h/mL (ASCo-) (oral, comprimido)
24751 pg/L.h (oral)SUFATo 30Q1/SEMANA(N=3) gQQl4] 14706 ng.h/mL (ASCiast) hidroxicloroquina 200; sal”!

13977 pg/L.h (oral)SULFATO

2002x/SEMANA(n=3)’ 1200[4]

8047 ng.h/mL (R)

155; base!'”!
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13257 pg/L.h (oral)SULFATO

507x/SEMANA(n:3) 1050[4]

plasmatica 23,66+3,824 ug/mL.h (oral)

sanguinea total 66,43+7,309 ug/mL.h (oral)

600; basel!

122 (103-182) pg/mL.h (ASCo-284) (oral)P'FOSFATO

6001%,300°2%4%", 1500/

3835 ng.h/mL (S)

400; sall*3!
1,2240,40 nmol/mL (oral)
8374248 ng/mL (1V)PICLORIDRATO 310; basel3!
73+12 ng/mL (oral, solugiio)PIFOSFATO 300; basel! 34,3+9,5 ng/mL (oral, comprimido) 200; sallel
76+14 ng/mL (oral, comprimido)PFOsFATO sangue 129,6 ng/mL (oral) 200; salltt
plasma 50,3 ng/mL (oral) 155; base!!ll
166,0 ng/mL hidroxicloroquina 200; sallt”]
Crmax 103,1 ng/mL (R); 70,3 ng/mL (S) 155; basel'”]
228,5+57 pg/L (oral)*VtFATO 600; base? awa 46 (34-75) ng/mL (oral oo bocd™
sangue 244(188-427) ng/mL (oral) 200; sall*!
Sangue 1918 (1161-2436) ng/mL (IV)!
838 (656-1587) ng/mL (oral)PFOsFAT 600°,30052448,15001°! Plaiﬁ; gzgig(i;;z_ll&g?/nn;;rgnlv)i ;i’é’ Ezzee ([)12]
1747 (1378-2440) ng/mL (IV)"
2,4 (2,1-3,7) h (oral) 400; sal[1[31]3]
3,3+1,9 h (oral, solugdo)P!FOSFATO " — 310; bas¢[e16]
3,642,0 h (oral, comprimido)PIFOsFATo 300; base 3,65+1,14 h (oral, comprimido) 200; sal
sangue 3,26 h (oral) 200; sal
Tmax plasma 3,74 h (oral) 155; base!!ll
3,88+1,39 h hidroxicloroquina 200; sallt”]
3,16£2,5 h (oral)SULFATO 600; basel? 4,11£1,17 h (R); 3,15+1,39 h (S) 155; baseﬁ:
3,2 (2-4,5) h (oral) 155; base
200; sal™!
282 h (]\)PICLORIDRATO 400; sallt3!
207 h (oral(, sLIucéo)D'FOSFATO 300; basel! 172,3£39,0 h (oral) 310; basel*!
278 h (oral, comprimido)P!FOSFATO 272+76 h (0-60d) (oral, comprimido) 200; sall®!
plasmatico 47,3+7,03 h (oral) 600: basels! sangue 537 h / 22,4 dias (oral) 200; sal*!
T12 sanguineo total 38,6+4,91 h (oral) ’ plasma 2963 h / 123,5 dias (oral) 155; base!
432+122 h (oral)SULFATO 600; basel? 676,0+161,0 h hidroxicloroquina 200; sal*”!

386+108 h (oral)SVFATO
3744144 h (oral)SULFATO
479+323 h (oral)3ULFATO

3001x/$EMANA(n=3) 900[4]

2002x/SEMANA(n=3)I 1200[4]
507x/SEMANA(n=3) 1050[4]

691,8+480,8 h (R); 419,6+171,2 h (S)

155; base!”!

Plasma 3249 dias (oral), 2610 dias (IV)
Sangue 50+16 dias (oral), 44+12 dias (IV)

155; base!®!
200; sall®d!

150 (103-266) h (oral)PIFOsFATO

600°,300°244%,1500'°!

Sangue 44+12 dias (IV)), 43+22 dias (IV)"
Plasma 26+10 dias (IV)}, 53+22 dias (IV)"

155" basel'@ ou
310" basel'2

57,843,0 % (oral)PFOSFAT

150; basel®!

~50 %

_[13]
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Ligaco as 42,7+2,1 % (R) (oral)zl':;’:::z 241,8; sal®

proteinas 66,613,3 % (S.) (oral) i . . .

plasmiticas 58,8+1,8 % (Mistura racémica) o hidroxicloroquina sl
66,6+1,9 % (S); 48,5+2,4 % (R) 64% (S); 37% (R)

Metabdlito Monodesetilcloroquina 18]

ativo De-etilcloroquina -8Bl Desetilhidroxicloroquina -1

principal Desetilcloroquina -9

Metabolismo Hepatico 30-50 % dose administrada -] - -

Eliminag3o Excregdo renal (principal) 8] 40-50 % excrecdo renal -10]

[1] Gustafsson et al., 1983; [2] De Vries et al., 1994; [3] Augustijns; Verbeke, 1993; [4] Wetsteyn et al., 1995; [5] Tulpule; Krishnaswamy, 1983; [6] Na-Bangchang et al., 1994; [7] Ofori-Adjei et
al., 1986; [8] Krishna; White, 1996; [9] Ducharme; Farinotti, 1996; [10] Furst, 1996; [11] FDA, 2019; [12] Tett et al., 1988; [13] Lim et al., 2009; [14] Tett et al., 1992; [15] Tett et al., 1989; [16]
Fan et al., 2015; [17] Midha et al., 1996; [18] McLachlan et al., 1993.
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