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Khang sinh va thuéc
giam dau trong thei
ky cho con bu

Ds. Nguyén Thi Thay Anh
Khoa Dwogc — Bénh vién T DG

Noi dung

M& dau

Su phan phdi thubc qua stra me

Théng sb wéc tinh lwgng thubc vao tré

Phan loai nguy co dung thudc trong giai doan
cho con ba

Phan loai nguy co trong thdi ky cho con ba cla
khéng sinh va thubc gidm dau

Bién phap gidm nguy co cho tré do tiép xuc véi
thudc qua sira me

Nghién ctru cla Ha Lan cho thdy 66% phu n@

dang cho con b siva me c6 st dung thuéc.

itsira 3% viem da 3%
Ngira thai 4% |
Bau 5%

Nhiém khuén
50%

1. Schirm E, Schwagermann MP, Tobi H, de Jong-van den Berg LT. Drug use during breastfeeding. A
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2. Jayawickrama HS, Amir LH, Pirotta M. GPs' decision making when prescribing for breastfeeding
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Thuéc |am tang tiét siva

Tang prolactin

Co ché

Thubc lam giam tiét siva

Metoclopramide

Béi khang dopamine

Domperidone

Dbéi khang dopamine

Thyroid-releasing hormone (TRH)

Tuyén yén tiét TSH &
prolactin

Human growth hormone (HGH)

Phong thich prolactin

Estrogens Testosterone
Androgens Progestins (som)
Bromocriptine Nicotine

Ergotamine Amantadine
Cabergoline Thuéc chéng parkinson

Chlorpromazine

Déi khang dopamine

Pseudoephedrine

Pyridoxine liéu > 200mg/ngay

Sulpiride

Péi khang dopamine

Thubc loi tiéu

Mifepristone (RU-486)

Khang progesterone

Wight NE. of common

issues. Pediatr Clin North Am 2001 Apr;48(2):321-44.

Pharmacy 2000;12(4):17-20.

. Anderson PO. Counseling Nursing Mothers. California Journal of Health-. System

. Hale TW. Drug Therapy and Breastfeeding: Pharmacokinetics, Risk Factors, and Effects

on Milk Production. NeoReviews 2004;5(4):e164-e72.

Thuéc qua sira me nhw thé nao?

* Thudc chd yéu duwoc khuéch tan thu déng qua

sira me.

+ Cac chét van chuyén qua mang sinh chét theo

chiéu gradient ndng do

+ Khéng tiéu tén nang lwong

+ Qua trinh dién ra theo 2 chiéu di vao hoac di ra
= Chi c6 céc phan ti & dang khéng ion héa va tw

do mai bai tiét vao sira me.

| Bidirsctions) Transfer Of Deugs
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= Trong 3-4 ngay dau sau

o sanh, khe con réng
Khe gian bao

= Sau d6, cac té bao
Khe gian bao nang su’a’phllnh ra lam
thu hep cho khe h& doéng lai

Cac théng sé dwoc dong hoc va tinh chét ly
héa anh hwéng dén sw van chuyén thuéc
qua sira me
= Sinh kha dung
= Tinh tan trong lipid
= Sy gén két protein huyét twong
= Thoi gian ban hay
= Trong lwgng phan to

= Héng sb phan ly pKa

» Sinh kha dung

* Dinh nghia

Ty 1& (%) va van tbc cta thubc vao dén vong tuan
hoan & dang con tac dung

« Thubc c6 sinh kha dung thap do
- Hép thu kém & da day — rudt
- Bi phan hay béi acid dich vi
- Chuyén héa qua gan 1an dau

Céc thubc c6 sinh kha dung dwdng ubng kém
- Gentamicin

- Mét sb KS tiem nhém cephalosporin 1l
- Heparin

- Interferons

- Omeprazole

- Chét cha van B - adrenergic dang hit
- Steroids dang hit

Insulin

Etanercept

- Infliximab
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= Tinh tan trong lipid
+ Thudc tan nhiéu trong lipid c6 khuynh hwéng
vao sira me v&indng dd cao hon.

+ Céc thubc tac dong trén hé than kinh trung
wong tan nhiéu trong lipid.

* Vidu: Diazepam
Chlorpromazine
Amphetamine

= Gan két protein huyét twong
* Thudc trong huyét twong ton tai dudi 2 dang :
két hgp va&i protein huyét twong va dang tw do
* Chi c6 dang ty do méi di qua sira me
+ Thudc gan manh v&i protein huyét twong
99% (L1)
> 90% (L2)
+ Thubc gan kém v&i protein huyét twong
- Lithium 0% (L3)

- lbuprofen
- Propranolol

= Thei gian ban hiy

+ Thubc c6 thoi gian ban hiy ngén
50 phat
Ibuprofen 2 giv

Cefalexin

« Thudc co thdi gian ban hdy dai
Digoxin 39 gio
Fluoxetine

2-3 ngay

= Trong lwong phan tor

« Trong lvgng phan t& (TLPT) I&n lam giédi han sy
van chuyén thuéc vao stra me
« TLPT > 500 - 800 daltons : kho bai tiét qua stra me
* Vidy: Insulin (TLPT > 6,000 Da)
Heparin (TLPT 40,000 Da)
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= Hang s6 phan ly pKa

+ Sia me (pH = 7.0 — 7.2) hoi acid so véi huyét
twong (pH = 7.4)

« Céc thubc |1a base yéu khong ion héa trong
mau cGa me nén dwoc van chuyén dé& dang

vao sira.

Cac théng s6 gitp wéc tinh lwong thube
vao co thé tré

= Ty lé gitva ndng dd thudc trong siva va ndng do
thuoc trong huyet twong (M/P)

@ M/P > 1 : Thudc c6 khuynh hwéng tap trung vao siva
M : Nong d6 thudc trong sira

P : Ndng do thudc trong huyét twong

@ C4c yéu té khac can xem xét :
Néng d6 thubc trong huyét thanh me
Ty |& gén két protein huyét twong
Thoi gian ban hay cla thuéc

= Liéu thudc twong ddi tré nhan dworc (RID)
Dyrs (Mg/kg/ngay) = M e (M/L) X Vyee (L/kg/ngay)

- Lidu tré nhan (mg/kg/ngay)
Licu cua me (mg/kg/ngay)

RID

Dye : Liéu thubc tré nhan dwoc
My : Nong dé thubc trong sita me
Vie :Lwongsira tré bu

@ Liéu tré nhan duoc < 10% liéu diéu tri cia me,
thudc it c6 nguy co gay hai cho tré, ngoai trv
thubc c6 doc tinh cao.

Phan loai nguy co’ dung thudc
trong giai doan cho con bu
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Phan loai nguy co’ dung thuéc trong giai doan Phan

loai nguy co dung thudc trong giai doan
cho con b theo Vién Nhi Khoa My (AAP) al hguy 9 99 :

cho con bl theo Thomas W. Hale

Bang 1 | Céac thubc doc té bao c6 thé anh hudng dén sw chuyén hoéa té
bao & tré b me

Bang 2 | Cac thubc ma céc phan tng cé hai xay ra & tré bi me da dwoc L1 An toan nhat

bédo céo

Bang 3 | Cac hop chét phong xa khi st dung phai ngwng tam thoi viéc L2 An toan hon

cho con bu sira me

L3 Twong ddi an toan

Bang 4 | Cac thubc chua biét rd anh huéng & tré bt me nhwng can luu y

Bang 5 | Cac thudc c6 lién quan dén cac phan tng c6 hai dang ké & mot
s0 tré bl me va than trong khi st dung & phu ni dang cho con

L4 C6 thé gay nguy hai

b L5 Chéng chi dinh

Bang 6 | Cac thubc c6 thé st dung trong giai doan cho con b sita me

Bang 7 | Thuc phdm va céc tac nhan méi truéng : anh hwéng trong giai
doan cho con ba

Phan loai nguy co’ dung thuéc trong giai
doan cho con bt theo Carl Weiner

Str dung khang sinh va thuéc giam dau

S An toan trong giai doan cho con bu
NS Khéng an toan
U Khéng biét r&

et
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Khang Slnh Hoat chét Dwoc dong hoc ‘ AAP ‘ Thomas Hale ‘ Carl Weiner
Hoat chét Dwogrc dong hoc | AAP® | Thomas Carl Nhém Cephalosporins
Hale® | Weiner® Cefadroxil | M/P :0.009-0.019 | Chép L1 S
Nhém Penicillins RID :0.8%-1.3% thuén
Amoxicilin | M/P : 0.014-0.043 | Chép L1 S Cefazolin | M/P:0.023 Chép L s
RID : 1% thuan RID : 0.8% thuan
Amoxicillin + | M/P : 0.014-0.043 - L1 S Cefuroxim | RID = 0.6%-2% - L2 S
Clavulanat RID : 0.9% Cefixim - - L2 S
Ampicillin + M/P : 0.58 - L1 S
Sulbactam | RID : 0.5%-1.5% N N
- — Tan suat tac dung phu & tré la 7.5% d/v amoxicillin (tiéu chady va noi
Piperacillin + - - L2 S man), 9% div cefalexin (tiéu chay) 2.6% div cefuroxime (tiéu chay) va
Tazobactam (likely) 22% d/v co-amoxiclav (tdo bén, ndi man, tiéu chay, va kich thich).
(Benyamini L, Merlob P, Stahl B et al. The safety of amoxicillin/clavulanic acid and cefuroxime during
lactation. Ther Drug Monit 2005;27:499-502.)
Hoat chdt | Dwoc dong hoc AAP Thomas | Carl Weiner
Hale
Nhom Cephalosporins Hoat chit | Dwge dong hoc | AAP | Thomas Hale | Carl
Weiner
Cefotaxim M/P :0.027 - 0.16 Chap thuan L2 S Nhom Macrolid
RID : 0.3% . _
Ceftriaxon M/P : 0.03 Chép thuan L1 S Erythromycin | M/P ) 0'902 . g:zﬁ L3 S
RID : 4.1%-4.2% RID :1.4%-1.7% i
Ceftazidim RID : 0.9% Chép thuan L1 S Clarithromycin |M/P : > 1 - L1 U
RID : 2.1%
Cefepim M/P: 0.8 - L2 S Azithromycin | RID : 5.9% - L2 S (likely)
RID :0.3%

Nhém cephalosporin thé hé 3 gay bién ddi hé vi khuan ruot
nhiéu hon cac cephalosporins khac

(Mathew JL. Effect of maternal antibiotics on breast feeding infants. Postgrad Med J 2004;80:196-2009"
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Hoat chét Dweoc dong hoc AAP Thomas Carl
Hale Weiner
Nhom Lincosamid Hoat chat Dwegc dong hoc | AAP | Thomas Carl
N - Hal Wei
Lincomycin M/P : 0.9 - L2 S ae einer
RID : 0.7% Nhém Sulfamid
Clindamycin | M/P : 0.47 Chép thuan| L2 s ?‘f”arl‘he‘h"_xm'e/ MIP:0061.25 | Ohep L3 v
; rimethoprim z
RID : 0.9%-1.8% (ikely) P
Nhém Tetracyclines
Nhom Aminoglycosid Tetracycline MIP : 0.58-1.28 Chép L2 S
Gentamicin M/P : 0.11-0.44 Chép thuan L2 S RID : 0.6% thuan
RID : 2.1% Doxycycline M/P :0.3-0.4 - L3/L4 NS
Tobramycin | RID : 2.6% - L3 s RID : 4.2%-13.3% i
Minocycline RID :4.2% L3/L4 néu u
o 5 n dung lau
Amikacin Nong thudc trong - L2 S 9
sta me : 1.5 mg/L
Hoat chét Dwgc Thu Quéc Gia Viét Nam — Bd Y Té 2012
- - Hoat chéat Dwoc dong hoc AAP | Thomas Carl
Nhém Sulfamid Hale Weiner
Sulfamethoxazol/ | Phu nir trong thoi ky cho con b khong dwerec dung TMP/SMX. Nh6m Fluoroquinolon
Trimethoprim Tré so sinh rat nhay cam voi tac dung doc cta thube. Ofloxacin M/P - 0.98-1.66 Chép 2 S (ikely)
Nhom Tetracyclines RID : 3.1% thuan
Tetracyclin Tetracyclin phan bé trong stta me. Mac du tetracyclin c6
thé tao v6i calci trong siva me nhitng phirc hgp khong Ciprofloxacin |M/P :> 1 Chép L3 S
hép thu dwoc, nhung van khong nén ding tetracyclin . o o thuan ossibl!
trong thoi ky cho con b vi kha nang bién mau réng vinh RID : 2.1%-6.3% ’ ® Y)
vién, gidam san men rdng, (c ché su phat trién xwong,
phan rng nhay cam anh sang va nhiém ndm Candida & Levofloxacin | M/P : 0.95 - L3 S (likely)
miéng va am dao tré nhd. RID : 10.5%-17.2%
: 10.5%-17.2%
Doxycyclin Doxycyclin dwoc bai tiét vao sira va tao phirc hop khong
hép thu dwoc véi calci trong siva.
31
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Hoat chéat

Dwoc Thw Quéc Gia Vigt Nam — Bd Y Té 2012

Nhém Fluoroquinolon

Ofloxacin

Ofloxacin cé bai tiét vao stra me véi néng dd twong tw nhw
trong huyét twong. Cac fluoroquinolon da dwoc biét la gay
tdn thwong vinh vién & sun cta nhirng khop chiu lyc va ca
nhiéu d4u hiéu bénh Iy khac vé khop & stc vat non. Vi vay
néu khong thay thé dwoc khang sinh khac va van phai dung
ofloxacin thi khéng nén cho con ba.

Ciprofloxacin

Khong dung ciprofloxacin cho ngwoi cho con ba. Vi
ciprofloxacin tich lai & trong sira va c6 thé dat dén ndng do
c6 thé gay tac hai cho tré. Néu me budc phai ding
ciprofloxacin thi phai ngteng cho con bu.

Levofloxacin

Chua do duoc ndng do levofloxacin trong stta me, nhung
c&n ¢t vao kha nang phan bé vao stra cia ofloxacin, cé thé
dw doan réng levofloxacin cling dwgc phan bd vao siva me.
Vi thubc c6 nhiéu nguy co tdn thuwong sun khép trén tré nhd,
khong cho con bu khi dung levofloxacin.

Hoat chét Dwegc dong hoc AAP Thomas Carl
Hale Weiner

Nhém Imidazole

Metronidazole | M/P : 1.15 Lwuy L2 S
RID : 12.6-13.5% (Béng 4)

Nhém khang nam Azoles

Fluconazole M/P : 0.46-0.85 Chép thuan L2 NS
RID : 16.4%-21.5% (possibly)

ltraconazole M/P :0.51-1.77 - L2 U
RID : 0.2%

Ketoconazole |RID :0.3% Chép thuan L2 S

Nguy co metronidazole trong thei ky cho con b : L2

— Mot nhém gdm 12 ba me dwoc chi dinh 400 mg x 3 lan

méi ngay, ty 1& ndng do thudc trong siva va ndng do thubc

trong huyét twong (M/P) la 0.91.2

M/P —115 RID =12.6% - 13.5%
Tag = 8.5 giv PB =10%

Tonax = 2-4 giv SKD =100%

TLPT =171 pKa =26

% Pwong ubng

- S hép thu clia metronidazole phu thudc vao lidu lvong,
thoi gian s dung, dwéng dung.
Néu dung liéu 2 gm, thubéc dat Cmax = 50 - 57 mgl/L trong
sira me sau 2 gid. Néng dd thudc trong sita me sau 12
gio la 19 mg/L, sau 24 gi® la 10 mg/L.*

1. Erickson SH, Oppenheim GL, Smith GH. Metronidazole in breast milk. Obstet Gynecol
1981; 57(1): 48-50.

Néng dd trung binh cGa metronidazole trong stra me la
15.5 mg/L. Néng dé metronidazole trong huyét twong cla
tré 1.27 — 2.41 pg/mL.

Khong ghi nhan phan trng c6 hai nao do metronidazole

& cac dwra tré nay.

2. Passmore CM, McElnay JC, Rainey EA, D'Arcy PF. Metronidazole excretion in human
milk and its effect on the suckling neonate. Br J Clin Pharmacol 1988; 26(1): 45-51.
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— Mot nghién ctru khéac, bénh nhan dwoc cho dung 600 va
1200 mg méi ngay, néng dd trung binh ctia metronidazole
trong stra me 1an lwot [a 5.7 va 14.4 mg/L.3 Nong dd thubc

trong huyét twong 2 gi® sau khi ubng 600 mg/ngay la 5

- DPéi voi diéu tri Trichomonas, khuyén céo ubng lidu
duy nhat 2 gm va tam th&i ngung cho bi me trong

vong 12-24 gio.

pg/mL (me) va 0.8 pg/mL (tré). Noéng do thubc 2 gior sau . o
i — Cho déen nay, chwa c6 bdo cdo nao ve tadc dung
khi udng 1200 mg/ngay la 12.5 pg/mL (me) va 2.48 pg/mL 3 .
. L ) L khéng mong muon & nhi nhi véi lieu 2 gm hoéc véi
(tré). Cac tac gid woece tinh lwgng metronidazole tré nhan ] . A -
dwoc mbi ngay la 3.0 mg/kg néu tré ba 500 mL siva me che d6 lieu 250 mg x 3 lan moi ngay trong 10 ngay,
mBi ngay, liéu nay thap hon nhidu so véi lidu didu tri duoc nhung tAc gia de nghi hoan cho bii me it nhat 12 gic

khuyén cao & tré 10 — 20 mg/kg. sau khi ding lieu 2 gm.

3. Heisterberg L, Branebjerg PE. Blood and milk concentrations of metronidazole in
mothers and infants. J Perinat Med 1983; 11(2): 114-20.

% Dwong tinh mach — Nghién ctru clia Bergan® so sanh dong hoc sau khi

— Theo mét nghién clru v& dwoc dong hoc dwdng tinh
mach, C,,,, trong huyét twong dat 28.9 pg/mL sau khi
dung liéu 500 mg x 3 I&n méi ngay.6

ubng va dung dwong tinh mach 800 mg

metronidazole, ndng dd thudc trong huyét twong

— Mot nghién ciru khac v& dong hoc dweng ubng va
tinh mach. Cpa= 17.4 pg/mL dat dwoc & thoi diém )
90 phat sau khi udng 400 mg, Ca= 23.6 pg/mL dat — Nhuw vay, néu me dung metronidazole duwong tinh
duwoc & thoi diém 90 phat sau khi truyén tinh mach
500 mg. Giam liéu dwong TM xubng 400 mg c6 thé
dat dwoc ndng do trong huyét twong khodng 18.8. T
cac div lieu nay cho thay C,,, dat dwoc sau khi dung
thubc dweng TM chi hoi cao hon néng d6 sau khi
dung dwéong ubng.

twong tw nhau vao 2-3 gi& sau khi dung thudc.

mach va tri hoédn cho ba me trong 1-2 gio, tré cé
thé nhan duoc lwong thude twong tw véi khi me
udng cuing liéu thubc.

9. Bergan T, Leinebo O, Blom-Hagen T, Salvesen B. Pharmacokinetics and bioavailabilty of

in Asian surgical patients. ole after tablets, and intravenous administration. Scand J Gastroenterol
Suppl 1984; 91: 45-60.

6. Ti TY, Lee HS, Khoo YM. Di of
Antimicrob Agents Chemother 1996; 40(10): 2248-51.

10
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Thuéc giam dau

Hoat chat | Dwoc dong hoc AAP Thomas Carl
z - Hale Weiner
Hoat chat | Dworc dong hoc AAP Thomas Carl -
Hale Weiner Diclofenac |RID : 1.2% - L2 S?
z likel
Paracetamol | M/P : 0.91-1.42 Chap thuan L1 S (likely)
RID : 8.8%-24.2% Ketoprofen - L3 S?
— > - Naproxen | M/P :0.01 Chép thuan L3/L4 S
Ibuprofen RID : 0.1%-0.7% | Chap thuan L1 S RID : 3.3% ding lau dai
Nefopam M/P 1.2 Chép thuan L3 R Piroxicam | M/P : 0.008-0.013 | Chép thuan L2 S
RID : 2.6% RID : 3.4%-5.8%
Aspirin M/P : 0.03-0.08 Théan trong L3 S?
RID : 2.5%-10.8% | (Bang 5) (likely)
Codeine
Hoat chat | Dwoc dong hoc AAP Thomas Carl
Hale Weiner
- Z . CYP 2D6
Codein M/P :1.3-2.5 Chzi\p L3 S Codein Morphin
RID : 8.1% thuén
Tramadol |M/P:2.4 - L2 S? T R 2 ; R
RID : 1.1%-2.9% (likely) = Codein la tien dwoc, khdng dwoc chuyén hda thanh
Pethidin | M/P : 0.84-1.59 Chép L3 S? chat c6 hoat tinh
RID:1.1%-13.3% | thuén (likely) . ) A .
_ = Chuyén héa cwc nhanh codein, tao mét lvgng I&n
Morphin M/P :1.1-3.6 Chap L3 S . o
RID : 9.1% thuan morphin, gay nguy co ngé déc opioid

11
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+ Tré so sinh nhay cdm hon véi tAc dong cla cac chét
gay nghién so v&i ngwoi tredng thanh

+ C6 méi lien quan chat ché gitva me va con vé tac
dung e ché hé than kinh trung wong (TKTW)

« St dung codein liéu thap nhat c6 hiéu qua, trong thoi
gian ngan (< 4 ngay)

« Tré can dwoc theo d&i cac dau hiéu : ngay ngat, ngl
lim, ba kém, chdm tang can, nhip tim cham, cac van

dé vé ho hép

Bién phap giam nguy co ¢ tré do tiép xuic véi

thuoc qua nguon sira

= Chon thubc it qua sira me

Thubdc c6 TLPT Ién

Gén nhiéu véi protein huyét twong

it tan trong lipid

Sinh kha dung dwérng ubng thap

Ty, Ngén

Khéng tao chat chuyén hoéa cé hoat tinh

= Thuébc thuwdng dwoc str dung trong nhi khoa

= Chon dang bao ché phu hop, tranh ché phdm cé tac

dung kéo dai, st dung liéu th&p nhat cé hiéu luc

* Theo ddi phan (rng c6 hai & tré so sinh

Thi diém

me dung thuéc va cho

tré bu sira me

(5]
«©
3
£ \ ] R .
;g. Lieu thuéc Lieu thuoc
o 4 4
c
)
4
t +
Tré bu Tré bu
Thei gian

12
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= Tranh cho tré ba & thoi diém thubc dat ndng do
dinh trong sira
« Ddivoi thube cé t,,, ngan, cac ché pham khong
thudc loai phoéng thich cham : thdi gian dat
ndng d6 dinh trong stra khi udng 1 liéu thudc la
1-3 gio.
=) Cho ba ngay trwéc khi ubng thudc sé tranh

duwoc ndng dd dinh trong siva.

«  Déi voi thube co t,;, dai, ngay ubng 1 1an : me
duing thubc trwéc gidc ngt dai nhat cia bé.

= Ngung cho bd me trong trwéng hop thudc co doc

tinh cao (thudc tri ung thw) va thay bang sira cong

thire.

Ngudn thong tin
Dwoc Thu Qudc Gia Vit Nam. Bo Y Té. 2012
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