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Teething Tablets May Be Linked to 10 Children’s
Deaths 400 Adverse Events. FDA

STED 212 OCTOBER 13, 2016 NN WIR DATED AT O2:1TPM, OCTOBER 1.
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e September 30, 2016:
FDA warns against the use of homeopathic teething tablets and gels: “Consumers should seek medical care

immediately if their child experiences S€IZUres, difficulty breathing, lethargy, excessive
sleepiness, muscle weakness, skin flushing, constipation, difficulty urinating,
or agitation after using homeopathic teething tablets or gels.” (FDA Homepage)

e October 13, 2016 CNN “Ten deaths of children who used homeopathic teething tablets
and 400 adverse events associated with the tablets have been reported to the US Food and
Drug Administration, the agency said Wednesday.”

e 01/27/2017 Laboratory Analysis of Homeopathic Teething Tablets: “FDA confirms €levated levels of

belladonna in certain homeopathic teething products”
e 10.Marz 2017 Arzneimitteltelegramm:

“Nebenwirkungen BELLADONNAHALTIGE HOMOOPATHIKA ... Schwere Stérwirkungen und Todesfalle in
den USA”

e April 13, 2017: “Nationwide Recall of Hyland's Baby Teething Tablets and Hyland's Baby Nighttime
Teething Tablets Due to Mislabeling”
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which have not been discussed in the press reports:

1. FDA found inconsistent amounts of Belladonna in
Hyland‘s Teething tablets already in 2010;
no laboratory- values have been published

2. There was a first product recall in 2010

3. Formulation of Hyland‘s Teething Tablets has
been changed in 2011

4. The old formulation contained Belladonna D3

Hylands Teething Tablets Hylands Baby Teething Tablets
(Old formulation) (New formulation)
on the market until 2010 on the market from 2011
Calcarea Phosphorica 3X HPUS | Calcarea Phosphorica 6X HPUS
Chamomilla 3X HPUS Chamomilla 6X HPUS
Coffea Cruda 3X HPUS Coffea Cruda 6X HPUS

mmm) | Belladonna3XHPUS D3 [Belladonna12xHPUs D12 |
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Results of the analysis of

411suspected cases
(1993-2016)
including deaths

Case reports (FDA Homepage):

Part 1: www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/cderfoiaelectronicreadingroom/ucm548787.pdf
Part 2: www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/cderfoiaelectronicreadingroom/ucm548711.pdf

Part 3: www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/cderfoiaelectronicreadingroom/ucm548712.pdf

Laborato ry an alySiS . https://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm538669.htm
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Year 1993 (2003 | 2005|2006 | 2007 {2008 (2009 § 20102011 | 2012|2013 (2014 |2015(2016| ? | TOTAL
AylTeethTOL) 0y 1 o | v | 2 | 4 | 1n Jazn] 2| 8 [ 12| 16| 15| 4 [11] 221
(old formula)

Hyl. Baby

Teeth.Tbl 5 20 | 20 | 34 | 37 19 | 5] 140
(new formula)

Hyl. Thl

(old or new) 2 2 l >
Hyl.Nighttime

ThL. > 3| 8
Hyland's Gel 1 1 4 1 ) I 10
(separate)

CVS 0
Hyl.Tiny ) 1
Cold

Humphreys 1 4 5
Baby Orajel 2 4 2 2 2 1 13
Not to be

allocated ! / 8
Total 1 1 2 1 2 4 11 125§ 28 | 30 | 38 [ 52 | 60 | 28 |28| 411

Red: Belladonna-containing preparations

The differentiation between the old and the new product was based on the year of the report, the name (old: Hyland's
Teething tablets; new: Hyland's Baby teething tablets) and the scanned image of the packaging if available
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323 Serlous adverse events

Serlous criteria (ICH E2D Guideline):

*  results in death,

* Incomplete case reports; duplications

e Serious criteria were not fullfilled in
many reports

« Most of the adverse events were in

S BN P PR I B e e B v ey it v e dead Belladonna-typical symptoms:
foms AL AL e — mostly seizures!

oo : -1 * Most of the cases are connected with
Sa— 2201102 T the old formulation!

o ———  Incidence peak in 2010

::  There are reports involving the old

0 | formulation even after the first recall
o] | e in 2010

— hﬂ { I} ‘h T « No case regarding CVS, the product

with the highest found alkaloid levels
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. \N@ fOUND 8 NOt 10 deaths!

Examples:

TR

Case-ID 7744127

that the hyland
cause of my
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No final causality assessment for all
reports!

One report concerns only Benzocain-
containing Teething Gel

in 2 of 10 reports field ,death” was
chosen mistakenly in the report form

in 6 of 8 reports the old formulation
was involved; 4 reported in 2010,
probably pushed by the FDA warnings

in 2 of 8 reports the new formulation
was involved

Vague inquiry from a detective without any
further details about the case

— Death caused by aspiration? Mother read in
the internet “that Belladonna causing
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seizures in babies”’; “mother does not have

5. HAE
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a cause of death or a death certificate”
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Tropanalkaloids: Actions:
N HiC—N - Parasympatholytic (anticholinergic)

% /OH i ! - Spasmolytic
m O* - positive dromotropic

- positive chronotropic
L-Hyoscyamin;

) D-Hyoscyamin; _ i
(Si;Hf}ll'gzzys:z:t) R-Hyoscyamin pSyChOtroplc - 7
active inactive  POIsSOning symptoms:
L Racemisation during drying process ) 1 ) Myd riasis
Y 2. Redness of face and skin
Racemat: Atropin .
(not in fresh plants) 3 TaChycardla
HO-N 4. Dry mucous membrans with
N dry mouth/ Thirst

O AL

& L) scopolamin 5. Agitation/ Hallucination/ Seizures



Toxicological data

< AEHA

Anwenderbindnis zum Erhalt homdopathischer Arzneimittel

in comparison with Lab values:

1

Logarithmic view

1 bottle of CVS contains 135 Tablets

Value Alkaloid Reference
[ng] Lethal dose
Hyland's 34 Scopolamin FD& Laboratory Analysis of for children
maz.ftablet Hyland's Baby Matural Relief Teething Tablets
CWS maxt | 1.100 Atropin FDA Laboratory Analysis of L0000
tablet CW3 Health Homeopathic Infants’ Teething
Tablets SO0 B Hyland's max
1gBell D4 | 100 (max) Tatal amount HAB/! Ph.Eur.
(HAB) of Belladonna | (Methad 2a) £000000 W CVs max.
‘ Dd: OTC- alkaloids T D5 HAB
Lewel in calculated as D4: “ower the counter™ (OTC) level;
Germany Hyoscyamin Means: available in pharmacies without 000000 04 HAB
prescription by a physician in Germany SOOO000 ~
In US the OTCdevel is D3! D5 HPUS
1gBellD5 | 10 (max) Total amount | HAB/ Ph.Eur. A
[HAE) of Belladonna | (Method 23) 1000000 - Measured |0
alkaloids values GO
yosCyamin dm.
TgBellD5 | 50 (max) | Total smount | HPUS loooooo — )R = Tt Oralmin
(HPUS of Belladonna | Class C o -+ B Tox oral
Class C) alkalcids g
caleulated as
Hyoscyamin
FSD 800 n Atropin First list of FSD; HMPWG Homepage
w05 HAB) |3 kg ¢ i First Safe Dilution means: P Lethal dose
neonate! An intake of 10g of the preparation is safe for a for children
day daily intake lifelong calculated on a 3kg necnate
GOW per 100 TrinkWWo 10000000
1 liter {German Drimking Water Ordinance) W Hyland"s man
drinking 0.1 pgi is a general benchmark (G0OW) used in 1000000
water drinking water for substances which are not B Vs max.
adequately assessad by toxicological criteria. 100000 0[5 HAR
TDOLle oral | 185000 Atropin Chem|Dplus-Datenbank
(Toxic dose hitps:#fchem_ nlm.nih_govichemidplus/m/5 1-55-8 | B D4 HAB
low) The touic dose low for atropine is 32 ug/ kg 10000 ~Measure
{32.000 ng/ kg) body weight — calculated for a values D5 HPUS
5 kg infant 185.000 ng 1000 by FD. ;5D
Taox oral 10.000.000 | Atropin Hagers Handbuch 1
The lethal dose for infants may be less than 104 B GOW
10 mg stropine. 10 4 # TOL Oral min.
W Tox oral
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HPUS

HOMOEOPATHIC
PHARMACOPOEIA
of the United States

Differences between
HPUS and GHP:

HPUS
Class M or Class C

GHP (HAB)/ Ph.Eur.
Method 2a (Ph.Eur. 1.1.3)

No exact trituration time

Trituration time: 1 hour

For preparation of MT:

Fresh or dried plants are possible

For preparation of MT:
Only fresh plants are allowed

Class C: MT = D1
Higher alkaloid content in D1

Further dilution step
from MT to D1

HPUS

HOMOEQPATHIC
PHARMACOPMIEL

i i s NO €Xact trituration time!
33. CLASS F SOLID ATTENUATIONS: TRITURATIONS -- METHOD

33, Abtenuations of solid medicinal raw materials are
prepared by trifuration of the medicinal raw material with
lactose monohydrate. In caleulating the ratio of raw
matenial to dileent, the guidelines on water of hydration
{see £1.7) apply. A mortar and pestle is used for small
amounts, a mechanical triturator may be used for large
amounts. The trituration process must be continued for a
sufficient time period to ensure that a homogenous
Mass is prepaned.

The Hommaobathic Pharmacoooaia of the United States

For hand triturations, one possible method to assure
hamogeneity is o place approximately ona (1) part of
lactose monohydrate in a martar, add one (1) part of the
raw material, and then cover with approximately omne (1)
part of lactose monohydrate. The mass should be mixed
well to ensure the raw material is homogenegusly
dispersed in the lactose monohydrate. Add
approximately two to three (2 - 3) parts of lactose
I'I‘IIZII“IEIP‘I:fdraIE! and mix well lo engure homogeneous
disparsion, Finally, add sufficient lactose monohydrate
to make a total of nine (9) [for centesimal attenuations
ninety-nine (98)] parts of lactose monohydrate and mix
well to ensure homogeneous dispersion,

1)
g scunicPubis
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~ Conclusions (1) :

1.

The laboratory values of Belladonna alkaloids in teething tablets found by
FDA could only have been caused by a severe manufacturing error.

A product recall is absolutely understandable!

2,

There are no exact trituration times required in HPUS.

One explanation of the measured alkaloid values could be, that Belladonna has
been only mixed in the preparation and not triturated or succussed step by
step. Probably dried Belladonna plants have been used (Atropin was found).

3.

Even the inconsistent amounts of Belladonna alkaloids (found in 2016; new
formulation) could not explain poisoning symptoms and cases of death.

A 5 kg infant must have taken 3000 tablets of the Hyland‘ s product with the
found high alkaloid values to achieve the lowest known toxicological dose
and 200.000 tablets for a lethal dose (of the CVS product 10.000 tablets). Even
in very sensitive children toxicological relevant doses would not be achieved.
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" Conclusions (2)

4,

In most of the cases the old formulation (containing Bell D3) was involved.
Analogous manufacturing errors during preparation of the old formulation
could result in really toxic concentrations of Belladonna alkaloids in the
tablets.

FDA warnings should concentrate on remainder of the old formulation.

5.
Homeopathy must not be put under general suspicion if a manufacturer does
careless work!

6.
Some of the Belladonna like symptoms could also have been caused by fever,
teething or other typical problems in children.

7.
In Germany and Europe homeopathic medicinal products are controlled in the
same manner as conventional drugs by the authorities and are safe!
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Thank you for
your attention!

Questions?
susannbuchheim@web.de
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